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15 mg/ HEED, I BRI T 2HMEEZBEEL, TIZT7 VBT IV — L3 mg HEDO T T &
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7y N 7oA77 —8BHN, P27 VT FUoRART T —EBEINThoT2, £, HER

1.5 LR X358 R O R & OB O #&fE
6



AEFEZIITIECT T = 3~15mg/HEET3H] (1.5%) 12, TIETZY—/L 3mg/BRET?2
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CN138-463 3R A FHE L 7=, T4 D 4 BB O CRBHFBHAR T — 2 Xy r—2 L L, 2007
11 HITKIET TR 9 DR MEREE OMBIRIE] O%hEe « iR TR O&R 2 s LT,
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% 1R M OV A CTOMBIRIEIC L D HERRIE 1 BR CREn T 5,

XS5 ORMEEE DQEEEE

ABILIFY (%, K9 OEHEEEDIEED 1= DL 9 SIOMBEEICHW LN S, BIE
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I, ATHDLZ ERREINTZD, O ORERICZE T D EARHED 10 XX 15 mg/
HZEZH5HEN10 X 15 mgH LY bFERTHL Z LiTnIhiehrol, EFRIKEBIC
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BEAI - 2,5,10,15,20,30 mg $E  AMEPNAREESER* : 10, 15 mg $2  PIHHE : 1 mg/mL
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BEAI - 2,5,10,15,20,30 mg $E  APEPNAREESER* : 10, 15 mg §2  PIH#E : 1 mg/mL
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F7, BFTE Y —FRBRERTHY, TOBFIEY - KRBT I ET TV — 5K
I L7 B U 2872 2Bl v — RO TRIICHVWL D,

ik =

BN

FALeHIE - ABILIFY OHELERIAA &I, 10 30X 15 mg/H, HESEER A &1L, 15 mg/ A
T, BFOHEBUIEKRAR< 1A 1 ERMAT %,

ABILIFY (%, 10~30 mg/ HOHEFFATHD TH L, SHICEHVHBETOHREZGELND
BENDDLME LW, 15mg/AZ 2 5 HETHEIMENERT L Z LirshTn
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BB HIBBET Y Y — FOFEREZ VT 5 IXFAETCORS 2+ 5, BARR
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X, TVEFS ) — L aME+ AT b,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use ABILIFY
safely and effectively. See full prescribing information for ABILIFY.
ABILIFY® (aripiprazole) Tablets

ABILIFY DISCMELT® (aripiprazole) Orally Disintegrating Tablets

ABILIFY® (aripiprazole) Oral Solution

ABILIFY® (aripiprazole) Injection FOR INTRAMUSCULAR USE ONLY

Initial U.S. Approval: 2002

WARNINGS: INCREASED MORTALITY IN ELDERLY PATIENTS WITH
DEMENTIA-RELATED PSYCHOSIS and SUICIDALITY AND ANTIDEPRESSANT DRUGS

See full prescribing information for complete boxed warning.

o Elderly patients with dementia-related psychosis treated with antipsychotic
drugs are at an increased risk of death. ABILIFY is not approved for the
treatment of patients with dementia-related psychosis. (5.1)

o Children, adolescents, and young adults taking antidepressants for major
depressive disorder (MDD) and other psychiatric disorders are at increased
risk of suicidal thinking and behavior. (5.2)

Warnings and Precautions, Metabolic Changes (5.5) 02/2012
————————————— INDICATIONS AND USAGE - - —--——-———————
ABILIFY is an atypical antipsychotic indicated

as oral formulations for the:
Treatment of schizophrenia (1.1)

e Adults: Efficacy was established in four 4-6 week trials and one maintenance
trial in patients with schizophrenia (14.1)

e Adolescents (ages 13-17): Efficacy was established in one 6-week trial in
patients with schizophrenia (14.1)

Acute treatment of manic or mixed episodes associated with bipolar | disorder as
monotherapy and as an adjunct to lithium or valproate (1.2)

e Adults: Efficacy was established in four 3-week monotherapy trials and one
6-week adjunctive trial in patients with manic or mixed episodes (14.2)

e Pediatric Patients (ages 10-17): Efficacy was established in one 4-week
monotherapy trial in patients with manic or mixed episodes (14.2)

Maintenance treatment of bipolar | disorder, both as monotherapy and as an
adjunct to lithium or valproate (1.2)

e Adults: Efficacy was established in one maintenance monotherapy trial and in
one maintenance adjunctive trial (14.2)

Adjunctive treatment of major depressive disorder (MDD) (1.3)

e Adults: Efficacy was established in two 6-week trials in patients with MDD
who had an inadequate response to antidepressant therapy during the
current episode (14.3)

Treatment of irritability associated with autistic disorder (1.4)

e Pediatric Patients (ages 6-17 years): Efficacy was established in two 8-week
trials in patients with autistic disorder (14.4)
as an injection for the:

Acute treatment of agitation associated with schizophrenia or bipolar | disorder (1.5)

e Adults: Efficacy was established in three 24-hour trials in agitated patients
with schizophrenia or manic/mixed episodes of bipolar | disorder (14.5)

Initial Recommended | Maximum

Dose Dose Dose
Schizophrenia — adults (2.1) 10-15 mg/day | 10-15 mg/day | 30 mg/day
Schizophrenia — adolescents (2.1) 2 mg/day 10 mg/day | 30 mg/day

Bipolar mania — adults: monotherapy (2.2) | 15 mg/day 15mg/day | 30 mg/day
Bipolar mania — adults: adjunct to lithium | 10-15mg/day | 15 mg/day | 30 mg/day
or valproate (2.2)
Bipolar mania — pediatric patients: 2 mg/day 10 mg/day | 30 mg/day

monotherapy or as an adjunct to lithium
or valproate (2.2)

As an adjunct to antidepressants for the 2-5mg/day | 5-10 mg/day | 15 mg/day
treatment of major depressive disorder

- adults (2.3)

Irritability associated with autistic 2 mg/day 5-10 mg/day | 15 mg/day
disorder — pediatric patients (2.4)

Agitation associated with schizophrenia  {9.75 mg /1.3 mL 30 mg/day
or bipolar mania - adults (2.5) injected IM injected IM

e QOral formulations: Administer once daily without regard to meals (2)

e |M injection: Wait at least 2 hours between doses. Maximum daily dose 30 mg
(2.5)

e Tablets: 2 mg, 5 mg, 10 mg, 15 mg, 20 mg, and 30 mg (3)

e Orally Disintegrating Tablets: 10 mg and 15 mg (3)

e Oral Solution: 1 mg/mL (3)

e Injection: 9.75 mg/1.3 mL single-dose vial (3)

—————————————— CONTRAINDICATIONS - - == == == == ——=———
Known hypersensitivity to ABILIFY (aripiprazole) (4)

———————————— WARNINGS AND PRECAUTIONS — = == == == — = ———

e Flderly Patients with Dementia-Related Psychosis: Increased incidence of
cerebrovascular adverse events (eg, stroke, transient ischemic attack,
including fatalities) (5.1)

e Suicidality and Antidepressants: Increased risk of suicidality in children,
adolescents, and young adults with major depressive disorder (5.2)

e Neuroleptic Malignant Syndrome: Manage with immediate discontinuation and
close monitoring (5.3)

e Tardive Dyskinesia: Discontinue if clinically appropriate (5.4)

e Metabolic Changes: Atypical antipsychotic drugs have been associated with
metabolic changes that include hyperglycemia/diabetes mellitus,
dyslipidemia, and body weight gain (5.5)

e Hyperglycemia/Diabetes Mellitus: Monitor glucose regularly in patients
with and at risk for diabetes (5.5)

e Dyslipidemia: Undesirable alterations in lipid levels have been observed in
patients treated with atypical antipsychotics (5.5)

e |Veight Gain: Weight gain has been observed with atypical antipsychotic
use. Monitor weight (5.5)

e Orthostatic Hypotension: Use with caution in patients with known
cardiovascular or cerebrovascular disease (5.6)

e leukopenia, Neutropenia, and Agranulocytosis: have been reported with
antipsychotics including ABILIFY. Patients with a history of a clinically
significant low white blood cell count (WBC) or a drug-induced
leukopenia/neutropenia should have their complete blood count (CBC)
monitored frequently during the first few months of therapy and
discontinuation of ABILIFY should be considered at the first sign of a clinically
significant decline in WBC in the absence of other causative factors (5.7)

e Seizures/Convulsions: Use cautiously in patients with a history of seizures or
with conditions that lower the seizure threshold (5.8)

e Potential for Cognitive and Motor Impairment: Use caution when operating
machinery (5.9)

e Suicide: The possibility of a suicide attempt is inherent in schizophrenia and
bipolar disorder. Closely supervise high-risk patients (5.11)

Commonly observed adverse reactions (incidence >5% and at least twice that for
placebo) were (6.2):

e Adult patients with schizophrenia: akathisia

e Pediatric patients (13 to 17 years) with schizophrenia: extrapyramidal disorder,
somnolence, and tremor

e Adult patients (monotherapy) with bipolar mania: akathisia, sedation,
restlessness, tremor, and extrapyramidal disorder

e Adult patients (adjunctive therapy with lithium or valproate) with bipolar mania:
akathisia, insomnia, and extrapyramidal disorder

e Pediatric patients (10 to 17 years) with bipolar mania: somnolence, extrapyramidal
disorder, fatigue, nausea, akathisia, blurred vision, salivary hypersecretion, and dizziness

e Adult patients with major depressive disorder (adjunctive treatment to
antidepressant therapy): akathisia, restlessness, insomnia, constipation, fatigue,
and blurred vision

e Pediatric patients (6 to 17 years) with autistic disorder: sedation, fatigue,
vomiting, somnolence, tremor, pyrexia, drooling, decreased appetite, salivary
hypersecretion, extrapyramidal disorder, and lethargy

e Adult patients with agitation associated with schizophrenia or bipolar mania:
nausea

To report SUSPECTED ADVERSE REACTIONS, contact Bristol-Myers Squibb at
1-800-721-5072 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch

——————————————— DRUG INTERACTIONS — - — — = — —————— ———

e  Strong CYP3A4 (eg, ketoconazole) or CYP2D6 (eg, fluoxetine) inhibitors will
increase ABILIFY drug concentrations; reduce ABILIFY dose to one-half of
the usual dose when used concomitantly (2.6, 7.1), except when used as
adjunctive treatment with antidepressants (2.6). If a strong CYP3A4 inhibitor
and strong CYP2D6 inhibitor are coadministered or a known CYP2D6 poor
metabolizer is receiving a concomitant strong CYP3A4 inhibitor, the ABILIFY
dose should be reduced to one-quarter (25%) of the usual dose (2.6, 12.3).

e (CYP3A4 inducers (eg, carbamazepine) will decrease ABILIFY drug
concentrations; double ABILIFY dose when used concomitantly (2.6, 7.1)

See 17 for PATIENT COUNSELING INFORMATION and Medication Guide
Revised: 02/2012




FULL PRESCRIBING INFORMATION: CONTENTS*
EARNINGS: INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA

ELATED PSYCHOSIS and SUICIDALITY AND ANTIDEPRESSANT DRUGS

] INDICATIONS AND USAGH
2 Bipolar I Disorde]
1.3 Adjunctive Treatment of Major Depressive Disorde
A4 Irritability Associated with Autistic Disorde!
.5 Agitation Associated with Schizophrenia or Bipolar Manid
.6 Special Considerations in Treating Pediatric Schizophrenia
Bipolar | Disorder, and Irritability Associated with
Autistic Disorder
R DOSAGE AND ADMINISTRATION

R.2 Bipolar | Disordet
R.3 Adjunctive Treatment of Major Depressive Disordei
R.4 Irritability Associated with Autistic Disordel

P.5 Agitation Associated with Schizophrenia or Bipolar Manie1
(Intramuscular Injection)

R.6 Dosage Adjustment
B7 Dosing of Oral Solutior]

R.8 Dosing of Orally Disintegrating Tabletd

B___DOSAGE FORMS AND STRENGTHY

#

CONTRAINDICATIONS

b WARNINGS AND PRECAUTIONS

b.1 Use in Elderly Patients with Dementia-Related Psychosig

b.2 Clinical Worsening of Depression and Suicide RisH
B.3 Neuroleptic Malignant Syndrome (NMS]

b4 Tardive Dyskinesid

b.5 Metabolic Changed

b.6 Orthostatic Hypotension

b7 Leukopenia, Neutropenia, and Agranulocytosig
b.8 Seizures/Convulsiong

b9 Potential for Cognitive and Motor Impairmen
b.10 _ Body Temperature Requlation

b.13 _ Use in Patients with Concomitant IIInes§

B ADVERSE REACTIONY

B Overall Adverse Reactions Profilg
B.2 Clinical Studies Experiencd

B.3 Postmarketing Experiencd

7 DRUG INTERACTIONY

.1 Potential for Other Drugs to Affect ABILIFY (aripiprazole]

.2 Potential for ABILIFY to Affect Other Drugg

.3 Drugs Having No Clinically Important Interactions with ABILIFY
B___USE IN SPECIFIC POPULATIONY

B.2 Labor and Delivery

B.3 Nursing Motherg

.6 Renal Impairmen

B.7 Hepatic Impairmen{

.10 Smoking

B___ DRUG ABUSE AND DEPENDENCH
p.1 Controlled Substancd
p.2 Abuse and Dependencd
[10.1 Human Experiencd
[[0.2 Management of Overdosagd
[12___CLINICAL PHARMACOLOGY
[[2.1  Mechanism of Actiond
[[2.2  Pharmacodynamicg
[[2.3  Pharmacokineticg
[13___NONCLINICAL TOXICOLOGY
(31 Carcinogenesis. Mutagenesis, Impairment of Ferfility
[[3.2___ Animal Toxicology and/or Pharmacology
[f4_cLINICAL STUDIE]
4.1 Schizophrenig
[14.2 _ Bipolar Disordel
(4.3 Adjunctive Treatment of Major Depressive Disorde]
[14.4 Irritability Associated with Autistic Disordel
[14.5  Agitation Associated with Schizophrenia or Bipolar Manid
[16___HOW SUPPLIED/STORAGE AND HANDLING
[[7__PATIENT COUNSELING INFORMATION

[[7.1__ Information for Patientd

*Sections or subsections omitted from the full prescribing information are not listed




FULL PRESCRIBING INFORMATION

WARNINGS: INCREASED MORTALITY IN ELDERLY PATIENTS
WITH DEMENTIA-RELATED PSYCHOSIS and SUICIDALITY AND
ANTIDEPRESSANT DRUGS

Elderly patients with dementia-related psychosis treated with
antipsychotic drugs are at an increased risk of death. Analyses of
seventeen placebo-controlled trials (modal duration of 10 weeks), largely
in patients taking atypical antipsychotic drugs, revealed a risk of death
in drug-treated patients of between 1.6 to 1.7 times the risk of death in
placebo-treated patients. Over the course of a typical 10-week controlled
trial, the rate of death in drug-treated patients was about 4.5%,
compared to a rate of about 2.6% in the placebo group. Although the
causes of death were varied, most of the deaths appeared to be either
cardiovascular (eg, heart failure, sudden death) or infectious (eg,
pneumonia) in nature. Observational studies suggest that, similar to
atypical antipsychotic drugs, treatment with conventional antipsychotic
drugs may increase mortality. The extent to which the findings of
increased mortality in observational studies may be attributed to the
antipsychotic drug as opposed to some characteristic(s) of the patients
is not clear. ABILIFY (aripiprazole) is not approved for the treatment of
patients with dementia-related psychosis [see WARNINGS AND
PRECAUTIONS (5.1)].

Antidepressants increased the risk compared to placebo of suicidal
thinking and behavior (suicidality) in children, adolescents, and young
adults in short-term studies of major depressive disorder (MDD) and
other psychiatric disorders. Anyone considering the use of adjunctive
ABILIFY or any other antidepressant in a child, adolescent, or young
adult must balance this risk with the clinical need. Short-term studies
did not show an increase in the risk of suicidality with antidepressants
compared to placebo in adults beyond age 24; there was a reduction in
risk with antidepressants compared to placebo in adults aged 65 and
older. Depression and certain other psychiatric disorders are themselves
associated with increases in the risk of suicide. Patients of all ages who
are started on antidepressant therapy should be monitored
appropriately and observed closely for clinical worsening, suicidality, or
unusual changes in behavior. Families and caregivers should be
advised of the need for close observation and communication with the
prescriber. ABILIFY is not approved for use in pediatric patients with
depression [see WARNINGS AND PRECAUTIONS (5.2)].

1 INDICATIONS AND USAGE
11 Schizophrenia

ABILIFY is indicated for the treatment of schizophrenia. The efficacy of ABILIFY was
established in four 4-6 week trials in adults and one 6-week trial in adolescents
(13 to 17 years). Maintenance efficacy was demonstrated in one trial in adults and can
be extrapolated to adolescents [see CLINICAL STUDIES (14.1)].

1.2 Bipolar | Disorder
Acute Treatment of Manic and Mixed Episodes

ABILIFY is indicated for the acute treatment of manic and mixed episodes associated with
bipolar | disorder, both as monotherapy and as an adjunct to lithium or valproate. Efficacy as
monotherapy was established in four 3-week monotherapy trials in adults and one 4-week
monotherapy trial in pediatric patients (10 to 17 years). Efficacy as adjunctive therapy was
established in one 6-week adjunctive trial in adults /see CLINICAL STUDIES (14.2)].

Maintenance Treatment of Bipolar | Disorder

ABILIFY is indicated for the maintenance treatment of bipolar | disorder, both as
monotherapy and as an adjunct to either lithium or valproate. Maintenance efficacy was
demonstrated in one monotherapy maintenance trial and in one adjunctive maintenance
trial in adults [see CLINICAL STUDIES (14.2)].

1.3 Adjunctive Treatment of Major Depressive Disorder

ABILIFY is indicated for use as an adjunctive therapy to antidepressants for the treatment of
major depressive disorder (MDD). Efficacy was established in two 6-week trials in adults
with MDD who had an inadequate response to antidepressant therapy during the current
episode [see CLINICAL STUDIES (14.3)].

1.4 |Iritability Associated with Autistic Disorder

ABILIFY is indicated for the treatment of irritability associated with autistic disorder. Efficacy
was established in two 8-week trials in pediatric patients (aged 6 to 17 years) with irritability
associated with autistic disorder (including symptoms of aggression towards others,
deliberate self-injuriousness, temper tantrums, and quickly changing moods) [see CLINICAL
STUDIES (14.4)].

1.5  Agitation Associated with Schizophrenia or Bipolar Mania

ABILIFY Injection is indicated for the acute treatment of agitation associated with
schizophrenia or bipolar disorder, manic or mixed. “Psychomotor agitation” is defined in
DSM-IV as “excessive motor activity associated with a feeling of inner tension.” Patients
experiencing agitation often manifest behaviors that interfere with their diagnosis and care
(eg, threatening behaviors, escalating or urgently distressing behavior, or self-exhausting
behavior), leading clinicians to the use of intramuscular antipsychotic medications to
achieve immediate control of the agitation. Efficacy was established in three short-term
(24-hour) trials in adults [see CLINICAL STUDIES (14.5)].

ABILIFY® (aripiprazole)

1.6 Special Considerations in Treating Pediatric Schizophrenia, Bipolar | Disorder,
and Irritability Associated with Autistic Disorder

Psychiatric disorders in children and adolescents are often serious mental disorders with
variable symptom profiles that are not always congruent with adult diagnostic criteria. It is
recommended that psychotropic medication therapy for pediatric patients only be initiated
after a thorough diagnostic evaluation has been conducted and careful consideration given
to the risks associated with medication treatment. Medication treatment for pediatric patients
with schizophrenia, bipolar | disorder, and irritability associated with autistic disorder is
indicated as part of a total treatment program that often includes psychological, educational,
and social interventions.

2 DOSAGE AND ADMINISTRATION
2.1 Schizophrenia
Adults

Dose Selection: The recommended starting and target dose for ABILIFY is 10 mg/day or
15 mg/day administered on a once-a-day schedule without regard to meals. ABILIFY has been
systematically evaluated and shown to be effective in a dose range of 10 mg/day to
30 mg/day, when administered as the tablet formulation; however, doses higher than
10 mg/day or 15 mg/day were not more effective than 10 mg/day or 15 mg/day. Dosage
increases should generally not be made before 2 weeks, the time needed to achieve
steady-state [see CLINICAL STUDIES (14.7)].

Maintenance Treatment: Maintenance of efficacy in schizophrenia was demonstrated in a
trial involving patients with schizophrenia who had been symptomatically stable on other
antipsychotic medications for periods of 3 months or longer. These patients were
discontinued from those medications and randomized to either ABILIFY 15 mg/day or
placebo, and observed for relapse [see CLINICAL STUDIES (14.1)]. Patients should be
periodically reassessed to determine the continued need for maintenance treatment.

Adolescents

Dose Selection: The recommended target dose of ABILIFY is 10 mg/day. Aripiprazole was
studied in adolescent patients 13 to 17 years of age with schizophrenia at daily doses of
10 mg and 30 mg. The starting daily dose of the tablet formulation in these patients was
2 mg, which was titrated to 5 mg after 2 days and to the target dose of 10 mg after
2 additional days. Subsequent dose increases should be administered in 5 mg increments.
The 30 mg/day dose was not shown to be more efficacious than the 10 mg/day dose.
ABILIFY can be administered without regard to meals [see CLINICAL STUDIES (14.7)].

Maintenance Treatment: The efficacy of ABILIFY for the maintenance treatment of
schizophrenia in the adolescent population has not been evaluated. While there is no body
of evidence available to answer the question of how long the adolescent patient treated with
ABILIFY should be maintained on the drug, maintenance efficacy can be extrapolated from
adult data along with comparisons of aripiprazole pharmacokinetic parameters in adult and
pediatric patients. Thus, it is generally recommended that responding patients be continued
beyond the acute response, but at the lowest dose needed to maintain remission. Patients
should be periodically reassessed to determine the need for maintenance treatment.

Switching from Other Antipsychotics

There are no systematically collected data to specifically address switching patients with
schizophrenia from other antipsychotics to ABILIFY or concerning concomitant
administration with other antipsychotics. While immediate discontinuation of the previous
antipsychotic treatment may be acceptable for some patients with schizophrenia, more
gradual discontinuation may be most appropriate for others. In all cases, the period of
overlapping antipsychotic administration should be minimized.

2.2  Bipolar | Disorder
Acute Treatment of Manic and Mixed Episodes

Adults: The recommended starting dose in adults is 15 mg given once daily as monotherapy
and 10 mg to 15 mg given once daily as adjunctive therapy with lithium or valproate. ABILIFY
can be given without regard to meals. The recommended target dose of ABILIFY is 15 mg/day,
as monotherapy or as adjunctive therapy with lithium or valproate. The dose may be
increased to 30 mg/day based on clinical response. The safety of doses above 30 mg/day has
not been evaluated in clinical trials.

Pediatrics: The recommended starting dose in pediatric patients (10 to 17 years) as
monotherapy is 2 mg/day, with titration to 5 mg/day after 2 days, and a target dose of
10 mg/day after 2 additional days. Recommended dosing as adjunctive therapy to lithium or
valproate is the same. Subsequent dose increases, if needed, should be administered in
5 mg/day increments. ABILIFY can be given without regard to meals [see CLINICAL STUDIES
(14.2)].

Maintenance Treatment

The recommended dose for maintenance treatment, whether as monotherapy or as
adjunctive therapy, is the same dose needed to stabilize patients during acute treatment, both
for adult and pediatric patients. Patients should be periodically reassessed to determine the
continued need for maintenance treatment [see CLINICAL STUDIES (14.2)].

2.3 Adjunctive Treatment of Major Depressive Disorder
Adults

Dose Selection: The recommended starting dose for ABILIFY as adjunctive treatment for
patients already taking an antidepressant is 2 mg/day to 5 mg/day. The efficacy of ABILIFY
as an adjunctive therapy for major depressive disorder was established within a dose range
of 2 mg/day to 15 mg/day. Dose adjustments of up to 5 mg/day should occur gradually, at
intervals of no less than 1 week [see CLINICAL STUDIES (14.3)].
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Maintenance Treatment: The efficacy of ABILIFY for the adjunctive maintenance treatment of
major depressive disorder has not been evaluated. While there is no body of evidence available
to answer the question of how long the patient treated with ABILIFY should be maintained,
patients should be periodically reassessed to determine the continued need for maintenance
treatment.

24  Irritability Associated with Autistic Disorder
Pediatric Patients

Dose Selection: The efficacy of aripiprazole has been established in the treatment of
pediatric patients 6 to 17 years of age with irritability associated with autistic disorder at
doses of 5 mg/day to 15 mg/day. The dosage of ABILIFY should be individualized according
to tolerability and response.

Dosing should be initiated at 2 mg/day. The dose should be increased to 5 mg/day,
with subsequent increases to 10 mg/day or 15 mg/day if needed. Dose adjustments of up
to 5 mg/day should occur gradually, at intervals of no less than 1 week [see CLINICAL
STUDIES (14.4)].

Maintenance Treatment: The efficacy of ABILIFY for the maintenance treatment of irritability
associated with autistic disorder has not been evaluated. While there is no body of evidence
available to answer the question of how long the patient treated with ABILIFY should be
maintained, patients should be periodically reassessed to determine the continued need for
maintenance treatment.

25  Agitation Associated with Schizophrenia or Bipolar Mania (Intramuscular
Injection)
Adults

Dose Selection: The recommended dose in these patients is 9.75 mg. The effectiveness of
aripiprazole injection in controlling agitation in schizophrenia and bipolar mania was
demonstrated over a dose range of 5.25 mg to 15 mg. No additional benefit was
demonstrated for 15 mg compared to 9.75 mg. A lower dose of 5.25 mg may be considered
when clinical factors warrant. If agitation warranting a second dose persists following the
initial dose, cumulative doses up to a total of 30 mg/day may be given. However, the efficacy
of repeated doses of aripiprazole injection in agitated patients has not been systematically
evaluated in controlled clinical trials. The safety of total daily doses greater than 30 mg or
injections given more frequently than every 2 hours have not been adequately evaluated in
clinical trials [see CLINICAL STUDIES (14.5)].

If ongoing aripiprazole therapy is clinically indicated, oral aripiprazole in a range of
10 mg/day to 30 mg/day should replace aripiprazole injection as soon as possible [see
DOSAGE AND ADMINISTRATION (2.1 and 2.2)].

Administration of ABILIFY Injection

To administer ABILIFY Injection, draw up the required volume of solution into the syringe as
shown in Table 1. Discard any unused portion.

Table 1:  ABILIFY Injection Dosing Recommendations

Single-Dose Required Volume of Solution
5.25 mg 0.7 mL
9.75mg 1.3 mL
15mg 2mL

ABILIFY Injection is intended for intramuscular use only. Do not administer intravenously or
subcutaneously. Inject slowly, deep into the muscle mass.

Parenteral drug products should be inspected visually for particulate matter and
discoloration prior to administration, whenever solution and container permit.

26  Dosage Adjustment

Dosage adjustments in adults are not routinely indicated on the basis of age, gender, race,
or renal or hepatic impairment status [see USE IN SPECIFIC POPULATIONS (8.4-8.10)].

Dosage adjustment for patients taking aripiprazole concomitantly with strong
CYP3A4 inhibitors: When concomitant administration of aripiprazole with strong
CYP3A4 inhibitors such as ketoconazole or clarithromycin is indicated, the
aripiprazole dose should be reduced to one-half of the usual dose. When the
CYP3A4 inhibitor is withdrawn from the combination therapy, the aripiprazole dose
should then be increased [see DRUG INTERACTIONS (7.1)].

Dosage adjustment for patients taking aripiprazole concomitantly with potential
CYP2D6 inhibitors: When concomitant administration of potential CYP2D6 inhibitors
such as quinidine, fluoxetine, or paroxetine with aripiprazole occurs, aripiprazole
dose should be reduced at least to one-half of its normal dose. When the CYP2D6
inhibitor is withdrawn from the combination therapy, the aripiprazole dose should
then be increased [see DRUG INTERACTIONS (7.1)]. When adjunctive ABILIFY is
administered to patients with major depressive disorder, ABILIFY should be
administered without dosage adjustment as specified in DOSAGE AND
ADMINISTRATION (2.3).

Dosing recommendation in patients taking aripiprazole concomitantly with strong
CYP3A4 and CYP2D6 inhibitors: When concomitant administration of aripiprazole
with strong inhibitors of CYP3A4 (such as ketoconazole or clarithromycin) and
CYP2D6 (such as quinidine, fluoxetine, or paroxetine) is indicated, the aripiprazole
dose should be reduced to one-quarter (25%) of the usual dose. When the CYP3A4
and/or CYP2D6 inhibitor is withdrawn from the combination therapy, the aripiprazole
dose should be increased [see DRUG INTERACTIONS (7.1)].
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Dosing recommendation in patients taking aripiprazole concomitantly with strong,
moderate, or weak inhibitors of CYP3A4 and CYP2D6: Patients who may be
receiving a combination of strong, moderate, and weak inhibitors of CYP3A4 and
CYP2D6 (eg, a potent CYP3A4 inhibitor and a moderate CYP2D6 inhibitor or a
moderate CYP3A4 inhibitor with a moderate CYP2D6 inhibitor), the dosing may be
reduced to one-quarter (25%) of the usual dose initially and then adjusted to
achieve a favorable clinical response.

Dosing recommendation in patients who are classified as CYP2D6 poor
metabolizers (PM): The aripiprazole dose in PM patients should initially be reduced
to one-half (50%) of the usual dose and then adjusted to achieve a favorable clinical
response. The dose of aripiprazole for PM patients who are administered a strong
CYP3A4 inhibitor should be reduced to one-quarter (25%) of the usual dose [see
CLINICAL PHARMACOLOGY (12.3)].

Dosage adjustment for patients taking potential CYP3A4 inducers: When a
potential CYP3A4 inducer such as carbamazepine is added to aripiprazole therapy,
the aripiprazole dose should be doubled. Additional dose increases should be
based on clinical evaluation. When the CYP3A4 inducer is withdrawn from the
combination therapy, the aripiprazole dose should be reduced to 10 mg to 15 mg
[see DRUG INTERACTIONS (7.1)].

2.7  Dosing of Oral Solution

The oral solution can be substituted for tablets on a mg-per-mg basis up to the 25 mg dose
level. Patients receiving 30 mg tablets should receive 25 mg of the solution [see CLINICAL
PHARMACOLOGY (12.3)].

2.8  Dosing of Orally Disintegrating Tablets

The dosing for ABILIFY Orally Disintegrating Tablets is the same as for the oral tablets [see
DOSAGE AND ADMINISTRATION (2.1, 2.2, 2.3, and 2.4)].

3 DOSAGE FORMS AND STRENGTHS
ABILIFY® (aripiprazole) Tablets are available as described in Table 2.

Table2:  ABILIFY Tablet Presentations

Tablet Strength Tablet Color/Shape Tablet Markings
2mg green modified rectangle “A-006” and “2”
5mg blue modified rectangle “A-007” and “5”
10 mg pink modified rectangle “A-008” and “10”
15 mg yellow round “A-009” and “15”
20 mg white round “A-010” and “20”
30 mg pink round “A-011” and “30”

ABILIFY DISCMELT® (aripiprazole) Orally Disintegrating Tablets are available as described in
Table 3.

Table 3:  ABILIFY DISCMELT Orally Disintegrating Tablet Presentations

Tablet Strength Tablet Color/Shape Tablet Markings
10 mg pink (with scattered specks) “A” and “640”
round “10”
15 mg yellow (with scattered specks) “A” and “641”
round “15”

ABILIFY® (aripiprazole) Oral Solution (1 mg/mL) is a clear, colorless to light-yellow solution,
supplied in child-resistant bottles along with a calibrated oral dosing cup.

ABILIFY® (aripiprazole) Injection for Intramuscular Use is a clear, colorless solution available
as a ready-to-use, 9.75 mg/1.3 mL (7.5 mg/mL) solution in clear, Type 1 glass vials.

4 CONTRAINDICATIONS

Known hypersensitivity reaction to ABILIFY. Reactions have ranged from pruritus/urticaria to
anaphylaxis [see ADVERSE REACTIONS (6.3)].

5 WARNINGS AND PRECAUTIONS
51  Use in Elderly Patients with Dementia-Related Psychosis
Increased Mortality

Elderly patients with dementia-related psychosis treated with antipsychotic drugs
are at an increased risk of death. ABILIFY (aripiprazole) is not approved for the
treatment of patients with dementia-related psychosis [see BOXED WARNING].

Cerebrovascular Adverse Events, Including Stroke

In placebo-controlled clinical studies (two flexible dose and one fixed dose study) of
dementia-related psychosis, there was an increased incidence of cerebrovascular adverse
events (eg, stroke, transient ischemic attack), including fatalities, in aripiprazole-treated
patients (mean age: 84 years; range: 78-88 years). In the fixed-dose study, there was a
statistically significant dose response relationship for cerebrovascular adverse events in
patients treated with aripiprazole. Aripiprazole is not approved for the treatment of patients
with dementia-related psychosis [see also BOXED WARNING].
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Safety Experience in Elderly Patients with Psychosis Associated with Alzheimer’s
Disease

In three, 10-week, placebo-controlled studies of aripiprazole in elderly patients with
psychosis associated with Alzheimer’s disease (n=938; mean age: 82.4 years; range:
56-99 years), the treatment-emergent adverse events that were reported at an incidence of
>3% and aripiprazole incidence at least twice that for placebo were lethargy [placebo 2%,
aripiprazole 5%, somnolence (including sedation) [placebo 3%, aripiprazole 8%), and
incontinence (primarily, urinary incontinence) [placebo 1%, aripiprazole 5%], excessive
salivation [placebo 0%, aripiprazole 4%], and lightheadedness [placebo 1%, aripiprazole 4%.

The safety and efficacy of ABILIFY in the treatment of patients with psychosis associated
with dementia have not been established. If the prescriber elects to treat such patients with
ABILIFY, vigilance should be exercised, particularly for the emergence of difficulty
swallowing or excessive somnolence, which could predispose to accidental injury or
aspiration [see also BOXED WARNING].

5.2  Clinical Worsening of Depression and Suicide Risk

Patients with major depressive disorder (MDD), both adult and pediatric, may experience
worsening of their depression and/or the emergence of suicidal ideation and behavior
(suicidality) or unusual changes in behavior, whether or not they are taking antidepressant
medications, and this risk may persist until significant remission occurs. Suicide is a known
risk of depression and certain other psychiatric disorders, and these disorders themselves
are the strongest predictors of suicide. There has been a long-standing concern, however,
that antidepressants may have a role in inducing worsening of depression and the
emergence of suicidality in certain patients during the early phases of treatment. Pooled
analyses of short-term, placebo-controlled trials of antidepressant drugs (SSRIs and others)
showed that these drugs increase the risk of suicidal thinking and behavior (suicidality) in
children, adolescents, and young adults (ages 18-24) with MDD and other psychiatric
disorders. Short-term studies did not show an increase in the risk of suicidality with
antidepressants compared to placebo in adults beyond age 24; there was a reduction with
antidepressants compared to placebo in adults aged 65 and older.

The pooled analyses of placebo-controlled trials in children and adolescents with MDD,
Obsessive Compulsive Disorder (OCD), or other psychiatric disorders included a total of
24 short-term trials of 9 antidepressant drugs in over 4400 patients. The pooled analyses of
placebo-controlled trials in adults with MDD or other psychiatric disorders included a total
of 295 short-term trials (median duration of 2 months) of 11 antidepressant drugs in over
77,000 patients. There was considerable variation in risk of suicidality among drugs, but a
tendency toward an increase in the younger patients for almost all drugs studied. There
were differences in absolute risk of suicidality across the different indications, with the
highest incidence in MDD. The risk differences (drug vs. placebo), however, were relatively
stable within age strata and across indications. These risk differences (drug-placebo
difference in the number of cases of suicidality per 1000 patients treated) are provided in
Table 4.

Table 4:
Age Range Drug-Placebo Difference in Number of Cases
of Suicidality per 1000 Patients Treated
Increases Compared to Placebo
<18 14 additional cases
18-24 5 additional cases
Decreases Compared to Placebo
25-64 1 fewer case
>65 6 fewer cases

No suicides occurred in any of the pediatric trials. There were suicides in the adult trials, but
the number was not sufficient to reach any conclusion about drug effect on suicide.

It is unknown whether the suicidality risk extends to longer-term use, ie, beyond several
months. However, there is substantial evidence from placebo-controlled maintenance trials
in adults with depression that the use of antidepressants can delay the recurrence of
depression.

All patients being treated with antidepressants for any indication should be
monitored appropriately and observed closely for clinical worsening, suicidality, and
unusual changes in behavior, especially during the initial few months of a course of
drug therapy, or at times of dose changes, either increases or decreases.

The following symptoms, anxiety, agitation, panic attacks, insomnia, irritability, hostility,
aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania, and mania,
have been reported in adult and pediatric patients being treated with antidepressants for
MDD as well as for other indications, both psychiatric and nonpsychiatric. Although a causal
link between the emergence of such symptoms and either the worsening of depression
and/or the emergence of suicidal impulses has not been established, there is concern that
such symptoms may represent precursors to emerging suicidality.

Consideration should be given to changing the therapeutic regimen, including possibly
discontinuing the medication, in patients whose depression is persistently worse, or who are
experiencing emergent suicidality or symptoms that might be precursors to worsening
depression or suicidality, especially if these symptoms are severe, abrupt in onset, or were
not part of the patient’s presenting symptoms.

Families and caregivers of patients being treated with antidepressants for major
depressive disorder or other indications, both psychiatric and nonpsychiatric, should
be alerted about the need to monitor patients for the emergence of agitation,
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irritability, unusual changes in behavior, and the other symptoms described above, as
well as the emergence of suicidality, and to report such symptoms immediately to
healthcare providers. Such monitoring should include daily observation by families
and caregivers. Prescriptions for ABILIFY should be written for the smallest quantity of
tablets consistent with good patient management, in order to reduce the risk of overdose.

Screening Patients for Bipolar Disorder: A major depressive episode may be the initial
presentation of bipolar disorder. It is generally believed (though not established in controlled
trials) that treating such an episode with an antidepressant alone may increase the
likelihood of precipitation of a mixed/manic episode in patients at risk for bipolar disorder.
Whether any of the symptoms described above represent such a conversion is unknown.
However, prior to initiating treatment with an antidepressant, patients with depressive
symptoms should be adequately screened to determine if they are at risk for bipolar
disorder; such screening should include a detailed psychiatric history, including a family
history of suicide, bipolar disorder, and depression.

It should be noted that ABILIFY is not approved for use in treating depression in the pediatric
population.

5.3 Neuroleptic Malignant Syndrome (NMS)

A potentially fatal symptom complex sometimes referred to as Neuroleptic Malignant
Syndrome (NMS) may occur with administration of antipsychotic drugs, including
aripiprazole. Rare cases of NMS occurred during aripiprazole treatment in the worldwide
clinical database. Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered
mental status, and evidence of autonomic instability (irregular pulse or blood pressure,
tachycardia, diaphoresis, and cardiac dysrhythmia). Additional signs may include elevated
creatine phosphokinase, myoglobinuria (rhabdomyolysis), and acute renal failure.

The diagnostic evaluation of patients with this syndrome is complicated. In arriving at a
diagnosis, it is important to exclude cases where the clinical presentation includes both
serious medical illness (eg, pneumonia, systemic infection) and untreated or inadequately
treated extrapyramidal signs and symptoms (EPS). Other important considerations in the
differential diagnosis include central anticholinergic toxicity, heat stroke, drug fever, and
primary central nervous system pathology.

The management of NMS should include: 1) immediate discontinuation of antipsychotic
drugs and other drugs not essential to concurrent therapy; 2) intensive symptomatic
treatment and medical monitoring; and 3) treatment of any concomitant serious medical
problems for which specific treatments are available. There is no general agreement about
specific pharmacological treatment regimens for uncomplicated NMS.

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

54  Tardive Dyskinesia

A syndrome of potentially irreversible, involuntary, dyskinetic movements may develop in
patients treated with antipsychotic drugs. Although the prevalence of the syndrome appears
to be highest among the elderly, especially elderly women, it is impossible to rely upon
prevalence estimates to predict, at the inception of antipsychotic treatment, which patients
are likely to develop the syndrome. Whether antipsychotic drug products differ in their
potential to cause tardive dyskinesia is unknown.

The risk of developing tardive dyskinesia and the likelihood that it will become irreversible
are believed to increase as the duration of treatment and the total cumulative dose of
antipsychotic drugs administered to the patient increase. However, the syndrome can
develop, although much less commonly, after relatively brief treatment periods at low doses.

There is no known treatment for established cases of tardive dyskinesia, although the
syndrome may remit, partially or completely, if antipsychotic treatment is withdrawn.
Antipsychotic treatment, itself, however, may suppress (or partially suppress) the signs and
symptoms of the syndrome and, thereby, may possibly mask the underlying process. The
effect that symptomatic suppression has upon the long-term course of the syndrome is
unknown.

Given these considerations, ABILIFY should be prescribed in a manner that is most likely to
minimize the occurrence of tardive dyskinesia. Chronic antipsychotic treatment should
generally be reserved for patients who suffer from a chronic illness that (1) is known to
respond to antipsychotic drugs and (2) for whom alternative, equally effective, but potentially
less harmful treatments are not available or appropriate. In patients who do require chronic
treatment, the smallest dose and the shortest duration of treatment producing a satisfactory
clinical response should be sought. The need for continued treatment should be reassessed
periodically.

If signs and symptoms of tardive dyskinesia appear in a patient on ABILIFY, drug
discontinuation should be considered. However, some patients may require treatment with
ABILIFY despite the presence of the syndrome.

55  Metabolic Changes

Atypical antipsychotic drugs have been associated with metabolic changes that include
hyperglycemia/diabetes mellitus, dyslipidemia, and body weight gain. While all drugs in the
class have been shown to produce some metabolic changes, each drug has its own specific
risk profile.

Hyperglycemia/Diabetes Mellitus

Hyperglycemia, in some cases extreme and associated with ketoacidosis or hyperosmolar
coma or death, has been reported in patients treated with atypical antipsychotics. There have
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been reports of hyperglycemia in patients treated with ABILIFY [see ADVERSE REACTIONS
(6.2, 6.3)]. 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 schizophrenia and the increasing incidence of diabetes mellitus in
the general population. Given these confounders, the relationship between atypical
antipsychotic use and hyperglycemia-related adverse events is not completely understood.
However, epidemiological studies suggest an increased risk of treatment-emergent
hyperglycemia-related adverse events in patients treated with the atypical antipsychotics.
Because ABILIFY was not marketed at the time these studies were performed, it is not
known if ABILIFY is associated with this increased risk. Precise risk estimates for
hyperglycemia-related adverse events in patients treated with atypical antipsychotics are not
available.

Patients with an established diagnosis of diabetes mellitus who are started on atypical
antipsychotics should be monitored regularly for worsening of glucose control. Patients with
risk factors for diabetes mellitus (eg, obesity, family history of diabetes) who are starting
treatment with atypical antipsychotics should undergo fasting blood glucose testing at the
beginning of treatment and periodically during treatment. Any patient treated with atypical
antipsychotics should be monitored for symptoms of hyperglycemia including polydipsia,
polyuria, polyphagia, and weakness. Patients who develop symptoms of hyperglycemia during
treatment with atypical antipsychotics should undergo fasting 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.

Adults

In an analysis of 13 placebo-controlled monotherapy trials in adults, primarily with
schizophrenia or bipolar disorder, the mean change in fasting glucose in aripiprazole-treated
patients (+4.4 mg/dL; median exposure 25 days; N=1057) was not significantly different than
in placebo-treated patients (+2.5 mg/dL; median exposure 22 days; N=799). Table 5 shows
the proportion of aripiprazole-treated patients with normal and borderline fasting glucose at
baseline (median exposure 25 days) that had treatment-emergent high fasting glucose
measurements compared to placebo-treated patients (median exposure 22 days).

Table 5: Changes in Fasting Glucose From Placebo-Controlled Monotherapy Trials
in Adult Patients

Category Change (at least once)
from Baseline

Treatment Arm n/N %
Normal to High Aripiprazole 31/822 38
Fasting (<100 mg/dL to >126 mg/dL) Placebo 221605 36

Glucose Borderline to High Arpiprazole 31176 17.6
(>100 mg/dL and <126 mg/dL to
>126 mg/dL) Placebo 13/142 9.2

At 24 weeks, the mean change in fasting glucose in aripiprazole-treated patients was not
significantly different than in placebo-treated patients [+2.2 mg/dL (n=42) and +9.6 mg/dL
(n=28), respectively].

The mean change in fasting glucose in adjunctive aripiprazole-treated patients with major
depressive disorder (+0.7 mg/dL; median exposure 42 days; N=241) was not significantly
different than in placebo-treated patients (+0.8 mg/dL; median exposure 42 days; N=246).
Table 6 shows the proportion of adult patients with changes in fasting glucose levels from two
placebo-controlled, adjunctive trials (median exposure 42 days) in patients with major
depressive disorder.

Table 6:  Changes in Fasting Glucose From Placebo-Controlled Adjunctive Trials in
Adult Patients with Major Depressive Disorder

Category Change (at least once)

from Baseline Treatment Arm n/N %
Normal to High Aripiprazole 2/201 1.0
Fasting (<100 mg/dL to >126 mg/dL) Placebo 2/204 10
Glucose Borderline to High Aripiprazole 4/34 118
(>100 mg/dL and <126 mg/dL to
>126 mg/dL) Placebo 3/37 8.1

Pediatric Patients and Adolescents

In an analysis of two placebo-controlled trials in adolescents with schizophrenia
(13 to 17 years) and pediatric patients with bipolar disorder (10 to 17 years), the mean change
in fasting glucose in aripiprazole-treated patients (+4.8 mg/dL; with a median exposure of
43 days; N=259) was not significantly different than in placebo-treated patients (+1.7 mg/dL;
with a median exposure of 42 days; N=123).

In an analysis of two placebo-controlled trials in pediatric and adolescent patients with
irritability associated with autistic disorder (6 to 17 years) with median exposure of 56 days,
the mean change in fasting glucose in aripiprazole-treated patients (~0.2 mg/dL; N=83) was
not significantly different than in placebo-treated patients (~0.6 mg/dL; N=33). Table 7 shows
the proportion of patients with changes in fasting glucose levels from the pooled adolescent
schizophrenia and pediatric bipolar patients (median exposure of 42-43 days) as well as from
two placebo-controlled trials in pediatric patients (6 to 17 years) with irritability associated with
autistic disorder (median exposure of 56 days).
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Table7:  Changes in Fasting Glucose From Placebo-Controlled Trials in Pediatric

and Adolescent Patients
Category Change (at least
once) from Baseline Indication Treatment Arm  n/N %

Fasting Glucose Pooled Schizophreniaand ~ Aripiprazole  2/236 0.8

Normal to High Bipolar Disorder Placebo 27110 1.8
(<100 mg/dL Irrtability Associated with ~ Aripiprazole  0/73 0
t0 2126 mg/dL) Autistic Disorder Placebo 032 0
Fasting Glucose Pooled Schizophrenia and ~ Aripiprazole  1/22 45
Borderline to High Bipolar Disorder Placeho 0/12 0
(>100 mg/dL — - - e

and <126 mo/dL Irritability Associated with _ Aripiprazole 0/ 0
to 126 mg/dL) Autistic Disorder Placebo 0/ 0

At 12 weeks in the pooled adolescent schizophrenia and pediatric bipolar disorder trials, the
mean change in fasting glucose in aripiprazole-treated patients was not significantly different
than in placebo-treated patients [+2.4 mg/dL (n=81) and +0.1 mg/dL (n=15), respectively].

Dyslipidemia

Undesirable alterations in lipids have been observed in patients treated with atypical
antipsychotics.

There were no significant differences between aripiprazole- and placebo-treated patients in
the proportion with changes from normal to clinically significant levels for fasting/nonfasting
total cholesterol, fasting triglycerides, fasting LDLs, and fasting/nonfasting HDLs. Analyses of
patients with at least 12 or 24 weeks of exposure were limited by small numbers of patients.

Adults

Table 8 shows the proportion of adult patients, primarily from pooled schizophrenia and bipolar
disorder monotherapy placebo-controlled trials, with changes in total cholesterol (pooled from
17 trials; median exposure 21 to 25 days), fasting triglycerides (pooled from eight trials;
median exposure 42 days), fasting LDL cholesterol (pooled from eight trials; median exposure
39 to 45 days, except for placebo-treated patients with baseline normal fasting LDL
measurements, who had median treatment exposure of 24 days) and HDL cholesterol (pooled
from nine trials; median exposure 40 to 42 days).

Table 8:  Changes in Blood Lipid Parameters From Placebo-Controlled Monotherapy
Trials in Adults

Treatment Arm n/N %

Total Cholesterol -~

Normal to High Aripiprazole 34/1357 25
(<200 mg/dL to >240 mg/dL) Placebo 27/973 2.8
Fasting Triglycerides Aripiprazole 40/539 74
Normal to High

(<150 mg/dL to >200 mg/dL) Placebo 30/431 7.0
Fasting LDL Cholesterol Aripiprazole 2/332 0.6
Normal to High

(<100 mg/dL to >160 mg/dL) Placebo 2/268 07
HDL Cholesterol Aripiprazole 121/1066 114
Normal to Low

(>40 mg/dL to <40 mg/dL) Placebo 99/794 125

In monotherapy trials in adults, the proportion of patients at 12 weeks and 24 weeks with
changes from Normal to High in total cholesterol (fasting/nonfasting), fasting triglycerides,
and fasting LDL cholesterol were similar between aripiprazole- and placebo-treated patients:
at 12 weeks, Total Cholesterol (fasting/nonfasting), 1/71 (1.4%) vs. 3/74 (4.1%);
Fasting Triglycerides, 8/62 (12.9%) vs. 5/37 (13.5%); Fasting LDL Cholesterol, 0/34 (0%) vs.
1/25 (4.0%), respectively; and at 24 weeks, Total Cholesterol (fasting/nonfasting), 1/42 (2.4%)
vs. 3/37 (8.1%); Fasting Triglycerides, 5/34 (14.7%) vs. 5/20 (25%); Fasting LDL Cholesterol,
0/22 (0%) vs. 1/18 (5.6%), respectively.

Table 9 shows the proportion of patients with changes in total cholesterol (fasting/nonfasting),
fasting triglycerides, fasting LDL cholesterol, and HDL cholesterol from two placebo-controlled
adjunctive trials in adult patients with major depressive disorder (median exposure 42 days).

Table9:  Changes in Blood Lipid Parameters From Placebo-Controlled Adjunctive
Trials in Adult Patients with Major Depressive Disorder

Treatment Arm n/N %
Total Cholesterol —
Normal to High Aripiprazole 3/139 2.2
(<200 mg/dL to >240 mg/dL) Placebo 71135 5.2
Fasting Triglycerides Aripiprazole 14/145 97
Normal to High
(<150 mg/dL o 2200 mg/dL) Placebo 6/147 41
Fasting LDL Cholesterol Aripiprazole 0/54 0
Normal to High
(<100 mg/dL to >160 mg/dL) Placebo 0773 0
HDL Cholesterol Aripiprazole 17/318 53

Normal to Low
(>40 mg/dL to <40 mg/dL) Placebo 10/286 3.5
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Pediatric Patients and Adolescents

Table 10 shows the proportion of adolescents with schizophrenia (13 to 17 years) and
pediatric patients with bipolar disorder (10 to 17 years) with changes in total cholesterol and
HDL cholesterol (pooled from two placebo-controlled trials; median exposure 42 to 43 days)
and fasting triglycerides (pooled from two placebo-controlled trials; median exposure
42 to 44 days).

Table 10:  Changes in Blood Lipid Parameters From Placebo-Controlled Monotherapy
Trials in Pediatric and Adolescent Patients

Treatment Arm n/N %
Total Cholesterol —
Normal to High Aripiprazole 3/220 14
(<170 mg/dL to >200 mg/dL) Placebo 0/116 0
ﬁas“n?tnli-lghr!lcerides Aripiprazole 7187 3.7

ormal to Hig
(<150 mg/dL to 200 mg/dL) Placebo 4/85 A7
HDL Cholesterol Aripiprazole 27/236 1.4
Normal to Low
Placebo 22/109 20.2

(>40 mg/dL to <40 mg/dL)

In monotherapy trials of adolescents with schizophrenia and pediatric patients with bipolar
disorder, the proportion of patients at 12 weeks and 24 weeks with changes from Normal to
High in total cholesterol (fasting/nonfasting), fasting triglycerides, and fasting LDL cholesterol
were similar between aripiprazole- and placebo-treated patients: at 12 weeks, Total
Cholesterol (fasting/nonfasting), 0/57 (0%) vs. 0/15 (0%); Fasting Triglycerides, 2/72 (2.8%) vs.
1/14 (7.1%), respectively; and at 24 weeks, Total Cholesterol (fasting/nonfasting), 0/36 (0%)
vs. 0/12 (0%); Fasting Triglycerides, 1/47 (2.1%) vs. 1/10 (10.0%), respectively.

Table 11 shows the proportion of patients with changes in total cholesterol
(fasting/nonfasting) and fasting triglycerides (median exposure 56 days) and HDL
cholesterol (median exposure 55 to 56 days) from two placebo-controlled trials in pediatric
patients (6 to 17 years) with irritability associated with autistic disorder.

Table 11:  Changes in Blood Lipid Parameters From Placebo-Controlled Trials in
Pediatric Patients with Autistic Disorder

Total Choleeterol Treatment Arm n/N %
Normal {0 igh Ariiprazole 1% 11
(<170 mg/dL to >200 mg/dL) Placebo 0/34 0
Fasting Triglycerides Aripiprazole 0/75 0
Normal to High

(<150 mg/dL to >200 mg/dL) Placebo 0/30 0
HDL Cholesterol Aripiprazole 9/107 8.4
Normal to Low

(240 mg/dL to <40 mg/dL) Placebo 5/49 10.2
Weight Gain

Weight gain has been observed with atypical antipsychotic use. Clinical monitoring of weight
is recommended.

Adults

In an analysis of 13 placebo-controlled monotherapy trials, primarily from pooled
schizophrenia and bipolar disorder, with a median exposure of 21 to 25 days, the mean change
in body weight in aripiprazole-treated patients was +0.3 kg (N=1673) compared to -0.1 kg
(N=1100) in placebo-controlled patients. At 24 weeks, the mean change from baseline in body
weight in aripiprazole-treated patients was —1.5 kg (n=73) compared to 0.2 kg (n=46) in
placebo-treated patients.

In the trials adding aripiprazole to antidepressants, patients first received 8 weeks of
antidepressant treatment followed by 6 weeks of adjunctive aripiprazole or placebo in addition
to their ongoing antidepressant treatment. The mean change in body weight in patients
receiving adjunctive aripiprazole was +1.7 kg (N=347) compared to +0.4 kg (N=330) in
patients receiving adjunctive placebo.

Table 12 shows the percentage of adult patients with weight gain >7% of body weight by
indication.

Table 12:  Percentage of Patients From Placebo-Controlled Trials in Adult Patients
with Weight Gain >7% of Body Weight

Treatment Patients

Indication Arm N n (%)

. ) Aripiprazole 852 69 (8.1)

a

Schizophrenia Pacebo 379 1232

Weight gain >7% ) ) Aripiprazole 719 16 (2.2)
of body weight POl Manie® Placebo 508 16(27)
Major Depressive Disorder ~ Aripiprazole 347 18(5.2)

(Adjunctive Therapy)e Placebo 330 2(0.6)

a 4-6 weeks duration. b 3 weeks duration. ¢ 6 weeks duration.

Pediatric Patients and Adolescents

In an analysis of two placebo-controlled trials in adolescents with schizophrenia (13 to
17 years) and pediatric patients with bipolar disorder (10 to 17 years) with median exposure
of 42 to 43 days, the mean change in body weight in aripiprazole-treated patients was
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+1.6 kg (N=381) compared to +0.3 kg (N=187) in placebo-treated patients. At 24 weeks,
the mean change from baseline in body weight in aripiprazole-treated patients was
+5.8 kg (n=62) compared to +1.4 kg (n=13) in placebo-treated patients.

Intwo short-term, placebo-controlled trials in patients (6 to 17 years) with irritability associated
with autistic disorder with median exposure of 56 days, the mean change in body weight in
aripiprazole-treated patients was +1.6 kg (n=209) compared to +0.4 kg (n=98) in
placebo-treated patients.

Table 13 shows the percentage of pediatric and adolescent patients with weight gain >7% of
body weight by indication.

Table 13:  Percentage of Patients From Placebo-Controlled Monotherapy Trials in
Pediatric and Adolescent Patients with Weight Gain >7% of Body Weight

Treatment Patients
Indication Arm N n (%)
Pooled Schizophrenia and ~ Aripiprazole 381 20(5.2)
Weight gain >7%  Bipolar Mania? Placebo 187 3(1.6)
of body weight | ity Associated with _ Aripiprazole 209 55 (26.3)
Autistic Disorder® Placebo 98 7(7.1)

2 4-6 weeks duration. ® 8 weeks duration.

In an open-label trial that enrolled patients from the two placebo-controlled trials of
adolescents with schizophrenia (13 to 17 years) and pediatric patients with bipolar disorder
(10 to 17 years), 73.2% of patients (238/325) completed 26 weeks of therapy with ABILIFY.
After 26 weeks, 32.8% of patients gained >7% of their body weight, not adjusted for normal
growth. To adjust for normal growth, z-scores were derived (measured in standard deviations
[SD]), which normalize for the natural growth of pediatric patients and adolescents by
comparisons to age- and gender-matched population standards. A z-score change <0.5 SD is
considered not clinically significant. After 26 weeks, the mean change in z-score was 0.09 SD.

In an open-label trial that enrolled patients from two short-term, placebo-controlled trials,
patients (6 to 17 years) with irritability associated with autistic disorder, as well as de novo
patients, 60.3% (199/330) completed one year of therapy with ABILIFY. The mean change in
weight z-score was 0.26 SDs for patients receiving >9 months of treatment.

When treating pediatric patients for any indication, weight gain should be monitored and
assessed against that expected for normal growth.

56  Orthostatic Hypotension

Aripiprazole may cause orthostatic hypotension, perhaps due to its a.1-adrenergic receptor
antagonism. The incidence of orthostatic hypotension-associated events from short-term,
placebo-controlled trials of adult patients on oral ABILIFY (n=2467) included (aripiprazole
incidence, placebo incidence) orthostatic hypotension (1%, 0.3%), postural dizziness (0.5%,
0.3%), and syncope (0.5%, 0.4%); of pediatric patients 6 to 17 years of age (n=611) on oral
ABILIFY included orthostatic hypotension (0.5%, 0%), postural dizziness (0.3%, 0%), and
syncope (0.2%, 0%); and of patients on ABILIFY Injection (n=501) included orthostatic
hypotension (0.6%, 0%), postural dizziness (0.2%, 0.5%), and syncope (0.4%, 0%).

The incidence of a significant orthostatic change in blood pressure (defined as a decrease
in systolic blood pressure >20 mmHg accompanied by an increase in heart rate >25 when
comparing standing to supine values) for aripiprazole was not meaningfully different from
placebo (aripiprazole incidence, placebo incidence): in adult oral aripiprazole-treated
patients (4%, 2%), in pediatric oral aripiprazole-treated patients aged 6 to 17 years (0.2%,
1%), or in aripiprazole injection-treated patients (3%, 2%).

Aripiprazole should be used with caution in patients with known cardiovascular disease
(history of myocardial infarction or ischemic heart disease, heart failure, or conduction
abnormalities), cerebrovascular disease, or conditions which would predispose patients to
hypotension (dehydration, hypovolemia, and treatment with antihypertensive medications).

If parenteral benzodiazepine therapy is deemed necessary in addition to aripiprazole injection
treatment, patients should be monitored for excessive sedation and for orthostatic hypotension
[see DRUG INTERACTIONS (7.3)].

5.7  Leukopenia, Neutropenia, and Agranulocytosis

Class Effect: In clinical trial and/or postmarketing experience, events of
leukopenia/neutropenia have been reported temporally related to antipsychotic agents,
including ABILIFY. Agranulocytosis has also been reported.

Possible risk factors for leukopenia/neutropenia include pre-existing low white blood cell
count (WBC) and history of drug-induced leukopenia/neutropenia. Patients with a history of
a clinically significant low WBC or drug-induced leukopenia/neutropenia should have their
complete blood count (CBC) monitored frequently during the first few months of therapy and
discontinuation of ABILIFY should be considered at the first sign of a clinically significant
decline in WBC in the absence of other causative factors.

Patients with clinically significant neutropenia should be carefully monitored for fever or other
symptoms or signs of infection and treated promptly if such symptoms or signs occur. Patients
with severe neutropenia (absolute neutrophil count <1000/mm3) should discontinue ABILIFY
and have their WBC followed until recovery.

58  Seizures/Convulsions

In short-term, placebo-controlled trials, seizures/convulsions occurred in 0.1% (3/2467)
of adult patients treated with oral aripiprazole, in 0.2% (1/611) of pediatric patients
(6 to 17 years), and in 0.2% (1/501) of adult aripiprazole injection-treated patients.
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As with other antipsychotic drugs, aripiprazole should be used cautiously in patients with a
history of seizures or with conditions that lower the seizure threshold, eg, Alzheimer's
dementia. Conditions that lower the seizure threshold may be more prevalent in a population
of 65 years or older.

59  Potential for Cognitive and Motor Impairment

ABILIFY, like other antipsychotics, may have the potential to impair judgment, thinking, or motor
skills. For example, in short-term, placebo-controlled trials, somnolence (including sedation)
was reported as follows (aripiprazole incidence, placebo incidence): in adult patients (n=2467)
treated with oral ABILIFY (11%, 6%), in pediatric patients ages 6 to 17 (n=611) (24%, 6%), and
in adult patients (n=501) on ABILIFY Injection (9%, 6%). Somnolence (including sedation) led
to discontinuation in 0.3% (8/2467) of adult patients and 3% (15/611) of pediatric patients
(6 to 17 years) on oral ABILIFY in short-term, placebo-controlled trials, but did not lead to
discontinuation of any adult patients on ABILIFY Injection.

Despite the relatively modest increased incidence of these events compared to placebo,
patients should be cautioned about operating hazardous machinery, including automobiles,
until they are reasonably certain that therapy with ABILIFY does not affect them adversely.
5.10 Body Temperature Regulation

Disruption of the body’s ability to reduce core body temperature has been attributed to
antipsychotic agents. Appropriate care is advised when prescribing aripiprazole for patients
who will be experiencing conditions which may contribute to an elevation in core body
temperature, (eg, exercising strenuously, exposure to extreme heat, receiving concomitant
medication with anticholinergic activity, or being subject to dehydration) [see ADVERSE
REACTIONS (6.3)].

511  Suicide

The possibility of a suicide attempt is inherent in psychotic illnesses, bipolar disorder, and
major depressive disorder, and close supervision of high-risk patients should accompany drug
therapy. Prescriptions for ABILIFY should be written for the smallest quantity consistent with
good patient management in order to reduce the risk of overdose [see ADVERSE REACTIONS
(6.2,6.3).

In two 6-week, placebo-controlled studies of aripiprazole as adjunctive treatment of major
depressive disorder, the incidences of suicidal ideation and suicide attempts were 0% (0/371)
for aripiprazole and 0.5% (2/366) for placebo.

512 Dysphagia

Esophageal dysmotility and aspiration have been associated with antipsychotic drug use,
including ABILIFY. Aspiration pneumonia is a common cause of morbidity and mortality in
elderly patients, in particular those with advanced Alzheimer’s dementia. Aripiprazole and other
antipsychotic drugs should be used cautiously in patients at risk for aspiration pneumonia
[see WARNINGS AND PRECAUTIONS (5.1) and ADVERSE REACTIONS (6.3)].

513  Use in Patients with Concomitant lliness

Clinical experience with ABILIFY in patients with certain concomitant systemic illnesses is
limited [see USE IN SPECIFIC POPULATIONS (8.6, 8.7)].

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 [see WARNINGS AND PRECAUTIONS (5.1, 5.6)].

6 ADVERSE REACTIONS

6.1 Overall Adverse Reactions Profile

The following are discussed in more detail in other sections of the labeling:

o Use in Elderly Patients with Dementia-Related Psychosis [see BOXED WARNING and
WARNINGS AND PRECAUTIONS (5.1)]

o Clinical Worsening of Depression and Suicide Risk [see BOXED WARNING and
WARNINGS AND PRECAUTIONS (5.2)]

o Neuroleptic Malignant Syndrome (NMS) [see WARNINGS AND PRECAUTIONS (5.3)]

o Tardive Dyskinesia [see WARNINGS AND PRECAUTIONS (5.4)]

o Metabolic Changes [see WARNINGS AND PRECAUTIONS (5.5)]

° Orthostatic Hypotension [see WARNINGS AND PREGAUTIONS (5.6)]

o If5eu71)<;)penia, Neutropenia, and Agranulocytosis [see WARNINGS AND PRECAUTIONS

o Seizures/Convulsions [see WARNINGS AND PRECAUTIONS (5.8)]

o ?ote)r]ltial for Cognitive and Motor Impairment [see WARNINGS AND PRECAUTIONS
5.9

o Body Temperature Regulation /see WARNINGS AND PRECAUTIONS (5.10)]

J Suicide [see WARNINGS AND PRECAUTIONS (5.11)]

. Dysphagia [see WARNINGS AND PRECAUTIONS (5.12)]

o Use in Patients with Concomitant lliness [see WARNINGS AND PRECAUTIONS (5.13)]

The most common adverse reactions in adult patients in clinical trials (>10%) were nausea,
vomiting, constipation, headache, dizziness, akathisia, anxiety, insomnia, and restlessness.

The most common adverse reactions in the pediatric clinical trials (>10%) were somnolence,
headache, vomiting, extrapyramidal disorder, fatigue, increased appetite, insomnia, nausea,
nasopharyngitis, and weight increased.

Aripiprazole has been evaluated for safety in 13,543 adult patients who participated in
multiple-dose, clinical trials in schizophrenia, bipolar disorder, major depressive disorder,
Dementia of the Alzheimer's type, Parkinson’s disease, and alcoholism, and who had
approximately 7619 patient-years of exposure to oral aripiprazole and 749 patients with
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exposure to aripiprazole injection. A total of 3390 patients were treated with oral aripiprazole
for at least 180 days and 1933 patients treated with oral aripiprazole had at least 1 year of
exposure.

Aripiprazole has been evaluated for safety in 920 patients (6 to 17 years) who participated in
multiple-dose, clinical trials in schizophrenia, bipolar mania, or autistic disorder and who had
approximately 517 patient-years of exposure to oral aripiprazole. A total of 465 pediatric
patients were treated with oral aripiprazole for at least 180 days and 117 pediatric patients
treated with oral aripiprazole had at least 1 year of exposure.

The conditions and duration of treatment with aripiprazole (monotherapy and adjunctive
therapy with antidepressants or mood stabilizers) included (in overlapping categories)
double-blind, comparative and noncomparative open-label studies, inpatient and outpatient
studies, fixed- and flexible-dose studies, and short- and longer-term exposure.

Adverse events during exposure were obtained by collecting volunteered adverse events, as
well as results of physical examinations, vital signs, weights, laboratory analyses, and ECG.
Adverse experiences were recorded by clinical investigators using terminology of their own
choosing. In the tables and tabulations that follow, MedDRA dictionary terminology has been
used to classify reported adverse events into a smaller number of standardized event
categories, in order to provide a meaningful estimate of the proportion of individuals
experiencing adverse events.

The stated frequencies of adverse reactions represent the proportion of individuals who
experienced at least once, a treatment-emergent adverse event of the type listed. An event
was considered treatment emergent if it occurred for the first time or worsened while receiving
therapy following baseline evaluation. There was no attempt to use investigator causality
assessments; ie, all events meeting the defined criteria, regardless of investigator causality,
are included.

Throughout this section, adverse reactions are reported. These are adverse events that were
considered to be reasonably associated with the use of ABILIFY (adverse drug reactions) based
on the comprehensive assessment of the available adverse event information. A causal
association for ABILIFY often cannot be reliably established in individual cases.

The figures in the tables and tabulations cannot be used to predict the incidence of side effects
in the course of usual medical practice where patient characteristics and other factors differ
from those that prevailed in the clinical trials. Similarly, the cited frequencies cannot be
compared with figures obtained from other clinical investigations involving different treatment,
uses, and investigators. The cited figures, however, do provide the prescriber with some basis
for estimating the relative contribution of drug and nondrug factors to the adverse reaction
incidence in the population studied.

6.2  Clinical Studies Experience
Adult 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 oral aripiprazole was administered in doses ranging from 2 mg/day to
30 mg/day.

Adverse Reactions Associated with Discontinuation of Treatment

Overall, there was little difference in the incidence of discontinuation due to adverse reactions
between aripiprazole-treated (7%) and placebo-treated (9%) patients. The types of adverse
reactions that led to discontinuation were similar for the aripiprazole-treated and
placebo-treated patients.

Commonly Observed Adverse Reactions

The only commonly observed adverse reaction associated with the use of aripiprazole in
patients with schizophrenia (incidence of 5% or greater and aripiprazole incidence at least
twice that for placebo) was akathisia (aripiprazole 8%; placebo 4%).

Adult Patients with Bipolar Mania
Monotherapy

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

Adverse Reactions Associated with Discontinuation of Treatment

Overall, in patients with bipolar mania, there was little difference in the incidence of
discontinuation due to adverse reactions between aripiprazole-treated (11%) and
placebo-treated (10%) patients. The types of adverse reactions that led to discontinuation were
similar between the aripiprazole-treated and placebo-treated patients.

Commonly Observed Adverse Reactions

Commonly observed adverse reactions 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 14.

Table 14:  Commonly Observed Adverse Reactions in Short-Term, Placebo-Controlled
Trials of Adult Patients with Bipolar Mania Treated with Oral ABILIFY

Monotherapy
Percentage of Patients Reporting Reaction

Aripiprazole Placeho
Preferred Term (n=917) (n=753)
Akathisia 13 4
Sedation 8 3
Restlessness 6 3
Tremor 6 3
Extrapyramidal Disorder 5 2
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Less Gommon Adverse Reactions in Adults

Table 15 enumerates the pooled incidence, rounded to the nearest percent, of adverse
reactions that occurred during acute therapy (up to 6 weeks in schizophrenia and up to
3 weeks in bipolar mania), including only those reactions that occurred in 2% or more of
patients treated with aripiprazole (doses >2 mg/day) and for which the incidence in patients
treated with aripiprazole was greater than the incidence in patients treated with placebo in
the combined dataset.

Table 15:  Adverse Reactions in Short-Term, Placebo-Controlled Trials in Adult
Patients Treated with Oral ABILIFY

Percentage of Patients Reporting Reaction®

System Organ Class Aripiprazole Placebo
Preferred Term (n=1843) (n=1166)
Eye Disorders
Blurred Vision 3 1
Gastrointestinal Disorders
Nausea 15 1
Constipation 11 7
Vomiting 11 6
Dyspepsia 9 7
Dry Mouth 5 4
Toothache 4 3
Abdominal Discomfort 3 2
Stomach Discomfort 3 2

General Disorders and Administration Site Conditions

Fatigue 6 4
Pain 3 2
Musculoskeletal and Connective Tissue Disorders
Musculoskeletal Stiffness 4 3
Pain in Extremity 4 2
Myalgia 2 1
Muscle Spasms 2 1
Nervous System Disorders
Headache 27 23
Dizziness 10 7
Akathisia 10 4
Sedation 7 4
Extrapyramidal Disorder 5 3
Tremor 5 3
Somnolence 5 3
Psychiatric Disorders
Agitation 19 17
Insomnia 18 13
Anxiety 17 13
Restlessness 5 3
Respiratory, Thoracic, and Mediastinal Disorders
Pharyngolaryngeal Pain 3 2
Cough 3 2

2 Adverse reactions reported by at least 2% of patients treated with oral aripiprazole, except
adverse reactions which had an incidence equal to or less than placebo.

An examination of population subgroups did not reveal any clear evidence of differential
adverse reaction incidence on the basis of age, gender, or race.

Adult Patients with Adjunctive Therapy with Bipolar Mania

The following findings are based on a placebo-controlled trial of adult patients with bipolar
disorder in which aripiprazole was administered at doses of 15 mg/day or 30 mg/day as
adjunctive therapy with lithium or valproate.

Adverse Reactions Associated with Discontinuation of Treatment

Ina study of patients who were already tolerating either lithium or valproate as monotherapy,
discontinuation rates due to adverse reactions were 12% for patients treated with adjunctive
aripiprazole compared to 6% for patients treated with adjunctive placebo. The most common
adverse drug reactions associated with discontinuation in the adjunctive aripiprazole-treated
compared to placebo-treated patients were akathisia (5% and 1%, respectively) and tremor
(2% and 1%, respectively).

Commonly Observed Adverse Reactions

The commonly observed adverse reactions associated with adjunctive aripiprazole and lithium
or valproate in patients with bipolar mania (incidence of 5% or greater and incidence at least
twice that for adjunctive placebo) were: akathisia, insomnia, and extrapyramidal disorder.

Less Common Adverse Reactions in Adult Patients with Adjunctive Therapy in Bipolar
Mania

Table 16 enumerates the incidence, rounded to the nearest percent, of adverse reactions that
occurred during acute treatment (up to 6 weeks), including only those reactions that occurred
in 2% or more of patients treated with adjunctive aripiprazole (doses of 15 mg/day or
30 mg/day) and lithium or valproate and for which the incidence in patients treated with this
combination was greater than the incidence in patients treated with placebo plus lithium or
valproate.

ABILIFY® (aripiprazole)

Table 16:  Adverse Reactions in a Short-Term, Placebo-Controlled Trial of Adjunctive
Therapy in Patients with Bipolar Disorder
Percentage of Patients Reporting Reaction®
Aripiprazole + Placebo +
System Organ Class Li or Val* Li or Val*
Preferred Term (n=253) (n=130)
Gastrointestinal Disorders
Nausea
Vomiting
Salivary Hypersecretion
Dry Mouth
Infections and Infestations
Nasopharyngitis 3
Investigations
Weight Increased
Nervous System Disorders
Akathisia
Tremor
Extrapyramidal Disorder
Dizziness
Sedation
Psychiatric Disorders
Insomnia 8 4
Anxiety 4 1
Restlessness 2 1
2 Adverse reactions reported by at least 2% of patients treated with oral aripiprazole,
except adverse reactions which had an incidence equal to or less than placebo.
* Lithium or Valproate
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Pediatric Patients (13 to 17 years) with Schizophrenia

The following findings are based on one 6-week, placebo-controlled trial in which oral
aripiprazole was administered in doses ranging from 2 mg/day to 30 mg/day.

Adverse Reactions Associated with Discontinuation of Treatment

The incidence of discontinuation due to adverse reactions between aripiprazole-treated and
placebo-treated pediatric patients (13 to 17 years) was 5% and 2%, respectively.

Commonly Observed Adverse Reactions

Commonly observed adverse reactions associated with the use of aripiprazole in adolescent
patients with schizophrenia (incidence of 5% or greater and aripiprazole incidence at least
twice that for placebo) were extrapyramidal disorder, somnolence, and tremor.

Pediatric Patients (10 to 17 years) with Bipolar Mania

The following findings are based on one 4-week, placebo-controlled trial in which oral
aripiprazole was administered in doses of 10 mg/day or 30 mg/day.

Adverse Reactions Associated with Discontinuation of Treatment

The incidence of discontinuation due to adverse reactions between aripiprazole-treated and
placebo-treated pediatric patients (10 to 17 years) was 7% and 2%, respectively.

Commonly Observed Adverse Reactions

Commonly observed adverse reactions associated with the use of aripiprazole in pediatric
patients with bipolar mania (incidence of 5% or greater and aripiprazole incidence at least
twice that for placebo) are shown in Table 17.

Table 172 Commonly Observed Adverse Reactions in Short-Term, Placebo-
Controlled Trials of Pediatric Patients (10 to 17 years) with Bipolar Mania
Treated with Oral ABILIFY

Percentage of Patients Reporting Reaction

Aripiprazole Placebo
Preferred Term (n=197) (n=97)
Somnolence 23 3
Extrapyramidal Disorder 20 3
Fatigue 1 4
Nausea 11 4
Akathisia 10 2
Blurred Vision 8 0
Salivary Hypersecretion 6 0
Dizziness 5 1

Pediatric Patients (6 to 17 years) with Autistic Disorder

The following findings are based on two 8-week, placebo-controlled trials in which oral
aripiprazole was administered in doses of 2 mg/day to 15 mg/day.

Adverse Reactions Associated with Discontinuation of Treatment

The incidence of discontinuation due to adverse reactions between aripiprazole-treated and
placebo-treated pediatric patients (6 to 17 years) was 10% and 8%, respectively.
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Commonly Observed Adverse Reactions

Commonly observed adverse reactions associated with the use of aripiprazole in pediatric
patients with autistic disorder (incidence of 5% or greater and aripiprazole incidence at least
twice that for placebo) are shown in Table 18.

Table 18:  Gommonly Observed Adverse Reactions in Short-Term, Placebo-Controlled
Trials of Pediatric Patients (6 to 17 years) with Autistic Disorder Treated
with Oral ABILIFY

Percentage of Patients Reporting Reaction

Aripiprazole Placebo
Preferred Term (n=212) (n=101)
Sedation 21 4
Fatigue 17 2
Vomiting 14 7
Somnolence 10 4
Tremor 10 0
Pyrexia 9 1
Drooling 9 0
Decreased Appetite 7 2
Salivary Hypersecretion 6 1
Extrapyramidal Disorder 6 0
Lethargy 5 0

Less Common Adverse Reactions in Pediatric Patients (6 to 17 years) with
Schizophrenia, Bipolar Mania, or Autistic Disorder

Table 19 enumerates the pooled incidence, rounded to the nearest percent, of adverse
reactions that occurred during acute therapy (up to 6 weeks in schizophrenia, up to 4 weeks
in bipolar mania, and up to 8 weeks in autistic disorder), including only those reactions that
occurred in 1% or more of pediatric patients treated with aripiprazole (doses >2 mg/day)
and for which the incidence in patients treated with aripiprazole was greater than the
incidence in patients treated with placebo.

Table 19:  Adverse Reactions in Short-Term, Placebo-Controlled Trials of Pediatric
Patients (6 to 17 years) Treated with Oral ABILIFY

Percentage of Patients Reporting Reaction®

System Organ Class Aripiprazole Placebo
Preferred Term (n=611) (n=298)
Eye Disorders
Blurred Vision 3 0
Gastrointestinal Disorders
Vomiting 9 7
Nausea 8 4
Diarrhea 5 3
Salivary Hypersecretion 4 1
Abdominal Pain Upper 3 2
Constipation 3 2
Dry Mouth 1 0
General Disorders and Administration Site Conditions
Fatigue 10 2
Pyrexia 5 1
Irritability 1 0
Thirst 1 0
Infections and Infestations
Nasopharyngitis 6 3
Investigations
Weight Increased 2 1
Metabolism and Nutrition Disorders
Increased Appetite 7 3
Decreased Appetite 4 2
Musculoskeletal and Connective Tissue Disorders
Arthralgia 1 0
Musculoskeletal Stiffness 1 0
Nervous System Disorders
Somnolence 16 4
Extrapyramidal Disorder 14 2
Headache 13 12
Sedation 8 1
Akathisia 6 1
Tremor 6 1
Drooling 4 0
Dizziness 3 1
Lethargy 2 0
Dystonia 1 0
Dyskinesia 1 0
Hypersomnia 1 0
(Continued)
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Table 19:  Adverse Reactions in Short-Term, Placebo-Controlled Trials of Pediatric
(Continued) Patients (6 to 17 years) Treated with Oral ABILIFY

Percentage of Patients Reporting Reaction®

System Organ Class Aripiprazole Placeho

Preferred Term (n=611) (n=298)
Reproductive System and Breast Disorders

Dysmenorrhoea* 2 1
Respiratory, Thoracic, and Mediastinal Disorders

Rhinorrhoea 2 1
Skin and Subcutaneous Tissue Disorders

Rash 2 1

2 Adverse reactions reported by at least 1% of pediatric patients treated with oral aripiprazole,
except adverse reactions which had an incidence equal to or less than placebo.

* Adjusted for gender.

Adult Patients Receiving ABILIFY as Adjunctive Treatment of Major Depressive Disorder

The following findings are based on a pool of two placebo-controlled trials of patients with
major depressive disorder in which aripiprazole was administered at doses of 2 mg to 20 mg
as adjunctive treatment to continued antidepressant therapy.

Adverse Reactions Associated with Discontinuation of Treatment

The incidence of discontinuation due to adverse reactions was 6% for adjunctive
aripiprazole-treated patients and 2% for adjunctive placebo-treated patients.

Commonly Observed Adverse Reactions

The commonly observed adverse reactions associated with the use of adjunctive aripiprazole
in patients with major depressive disorder (incidence of 5% or greater and aripiprazole
incidence at least twice that for placebo) were: akathisia, restlessness, insomnia, constipation,
fatigue, and blurred vision.

Less Common Adverse Reactions in Adult Patients with Major Depressive Disorder

Table 20 enumerates the pooled incidence, rounded to the nearest percent, of adverse
reactions that occurred during acute therapy (up to 6 weeks), including only those adverse
reactions that occurred in 2% or more of patients treated with adjunctive aripiprazole (doses
>2 mg/day) and for which the incidence in patients treated with adjunctive aripiprazole was
greater than the incidence in patients treated with adjunctive placebo in the combined dataset.

Table 20:  Adverse Reactions in Short-Term, Placebo-Controlled Adjunctive Trials
in Patients with Major Depressive Disorder

Percentage of Patients Reporting Reaction®

System Organ Class Aripiprazole+ADT*  Placebo+ADT*

Preferred Term (n=371) (n=366)
Eye Disorders

Blurred Vision 6 1
Gastrointestinal Disorders

Constipation 5 2
General Disorders and Administration Site Conditions

Fatigue 8 4

Feeling Jittery 3 1
Infections and Infestations

Upper Respiratory Tract Infection 6 4
Investigations

Weight Increased 3 2
Metabolism and Nutrition Disorders

Increased Appetite 3 2
Musculoskeletal and Connective Tissue Disorders

Arthralgia 4 3

Myalgia 3 1
Nervous System Disorders

Akathisia 25 4

Somnolence 6 4

Tremor 5 4

Sedation 4 2

Dizziness 4 2

Disturbance in Attention 3 1

Extrapyramidal Disorder 2 0
Psychiatric Disorders

Restlessness 12 2

Insomnia 8 2

2 Adverse reactions reported by at least 2% of patients treated with adjunctive aripiprazole,
except adverse reactions which had an incidence equal to or less than placebo.
* Antidepressant Therapy
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Patients with Agitation Associated with Schizophrenia or Bipolar Mania (Intramuscular
Injection)

The following findings are based on a pool of three placebo-controlled trials of patients with
agitation associated with schizophrenia or bipolar mania in which aripiprazole injection was
administered at doses of 5.25 mg to 15 mg.

Adverse Reactions Associated with Discontinuation of Treatment

Overall, in patients with agitation associated with schizophrenia or bipolar mania, there was
little difference in the incidence of discontinuation due to adverse reactions between
aripiprazole-treated (0.8%) and placebo-treated (0.5%) patients.

Commonly Observed Adverse Reactions

There was one commonly observed adverse reaction (nausea) associated with the use of
aripiprazole injection in patients with agitation associated with schizophrenia and bipolar
mania (incidence of 5% or greater and aripiprazole incidence at least twice that for placebo).

Less Common Adverse Reactions in Patients with Agitation Associated with Schizophrenia or
Bipolar Mania

Table 21 enumerates the pooled incidence, rounded to the nearest percent, of adverse
reactions that occurred during acute therapy (24-hour), including only those adverse reactions
that occurred in 2% or more of patients treated with aripiprazole injection (doses
>5.25 mg/day) and for which the incidence in patients treated with aripiprazole injection was
greater than the incidence in patients treated with placebo in the combined dataset.

Table 21:  Adverse Reactions in Short-Term, Placebo-Controlled Trials in Patients
Treated with ABILIFY Injection

Percentage of Patients Reporting Reaction®

System Organ Class Aripiprazole Placeho
Preferred Term (n=501) (n=220)
Cardiac Disorders
Tachycardia 2 <1
Gastrointestinal Disorders
Nausea 9 3
Vomiting 3 1
General Disorders and Administration Site Conditions
Fatigue 2 1
Nervous System Disorders
Headache 12 7
Dizziness 8 5
Somnolence 7 4
Sedation 3 2
Akathisia 2 0

#Adverse reactions reported by at least 2% of patients treated with aripiprazole injection,
except adverse reactions which had an incidence equal to or less than placebo.

Dose-Related Adverse Reactions
Schizophrenia

Dose response relationships for the incidence of treatment-emergent adverse events were
evaluated from four trials in adult patients with schizophrenia comparing various fixed doses
(2 mg/day, 5 mg/day, 10 mg/day, 15 mg/day, 20 mg/day, and 30 mg/day) of oral aripiprazole
to placebo. This analysis, stratified by study, indicated that the only adverse reaction to have
a possible dose response relationship, and then most prominent only with 30 mg, was
somnolence [including sedation]; (incidences were placebo, 7.1%; 10 mg, 8.5%; 15 mg,
8.7%; 20 mg, 7.5%; 30 mg, 12.6%).

In the study of pediatric patients (13 to 17 years of age) with schizophrenia, three common
adverse reactions appeared to have a possible dose response relationship: extrapyramidal
disorder (incidences were placebo, 5.0%; 10 mg, 13.0%; 30 mg, 21.6%); somnolence
(incidences were placebo, 6.0%; 10 mg, 11.0%; 30 mg, 21.6%); and tremor (incidences
were placebo, 2.0%; 10 mg, 2.0%; 30 mg, 11.8%).

Bipolar Mania

In the study of pediatric patients (10 to 17 years of age) with bipolar mania, four common
adverse reactions had a possible dose response relationship at 4 weeks; extrapyramidal
disorder (incidences were placebo, 3.1%; 10 mg, 12.2%; 30 mg, 27.3%); somnolence
(incidences were placebo, 3.1%; 10 mg, 19.4%; 30 mg, 26.3%); akathisia (incidences were
placebo, 2.1%; 10 mg, 8.2%; 30 mg, 11.1%); and salivary hypersecretion (incidences were
placebo, 0%; 10 mg, 3.1%; 30 mg, 8.1%).

Autistic Disorder

In a study of pediatric patients (6 to 17 years of age) with autistic disorder, one common
adverse reaction had a possible dose response relationship: fatigue (incidences were
placebo, 0%; 5 mg, 3.8%; 10 mg, 22.0%; 15 mg, 18.5%).

Extrapyramidal Symptoms
Schizophrenia

In short-term, placebo-controlled trials in schizophrenia in adults, the incidence of reported
EPS-related events, excluding events related to akathisia, for aripiprazole-treated patients
was 13% vs. 12% for placebo; and the incidence of akathisia-related events for
aripiprazole-treated patients was 8% vs. 4% for placebo. In the short-term, placebo-
controlled trial of schizophrenia in pediatric patients (13 to 17 years), the incidence of
reported EPS-related events, excluding events related to akathisia, for aripiprazole-treated
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patients was 25% vs. 7% for placebo; and the incidence of akathisia-related events for
aripiprazole-treated patients was 9% vs. 6% for placebo.

Objectively collected data from those trials was collected on the Simpson Angus Rating
Scale (for EPS), the Barnes Akathisia Scale (for akathisia), and the Assessments of
Involuntary Movement Scales (for dyskinesias). In the adult schizophrenia trials, the
objectively collected data did not show a difference between aripiprazole and placebo, with
the exception of the Barnes Akathisia Scale (aripiprazole, 0.08; placebo, -0.05). In the
pediatric (13 to 17 years) schizophrenia trial, the objectively collected data did not show a
difference between aripiprazole and placebo, with the exception of the Simpson Angus
Rating Scale (aripiprazole, 0.24; placebo, -0.29).

Similarly, in a long-term (26-week), placebo-controlled trial of schizophrenia in adults,
objectively collected data on the Simpson Angus Rating Scale (for EPS), the Barnes Akathisia
Scale (for akathisia), and the Assessments of Involuntary Movement Scales (for dyskinesias)
did not show a difference between aripiprazole and placebo.

Bipolar Mania

In the short-term, placebo-controlled trials in bipolar mania in adults, the incidence of
reported EPS-related events, excluding events related to akathisia, for monotherapy
aripiprazole-treated patients was 16% vs. 8% for placebo and the incidence of
akathisia-related events for monotherapy aripiprazole-treated patients was 13% vs. 4% for
placebo. In the 6-week, placebo-controlled trial in bipolar mania for adjunctive therapy with
lithium or valproate, the incidence of reported EPS-related events, excluding events related
to akathisia for adjunctive aripiprazole-treated patients was 15% vs. 8% for adjunctive
placebo and the incidence of akathisia-related events for adjunctive aripiprazole-treated
patients was 19% vs. 5% for adjunctive placebo. In the short-term, placebo-controlled trial
in bipolar mania in pediatric (10 to 17 years) patients, the incidence of reported EPS-related
events, excluding events related to akathisia, for aripiprazole-treated patients was 26% vs.
5% for placebo and the incidence of akathisia-related events for aripiprazole-treated
patients was 10% vs. 2% for placebo.

In the adult bipolar mania trials with monotherapy aripiprazole, the Simpson Angus Rating
Scale and the Barnes Akathisia Scale showed a significant difference between aripiprazole
and placebo (aripiprazole, 0.50; placebo, -0.01 and aripiprazole, 0.21; placebo, -0.05).
Changes in the Assessments of Involuntary Movement Scales were similar for the
aripiprazole and placebo groups. In the bipolar mania trials with aripiprazole as adjunctive
therapy with either lithium or valproate, the Simpson Angus Rating Scale and the Barnes
Akathisia Scale showed a significant difference between adjunctive aripiprazole and
adjunctive placebo (aripiprazole, 0.73; placebo, 0.07 and aripiprazole, 0.30; placebo, 0.11).
Changes in the Assessments of Involuntary Movement Scales were similar for adjunctive
aripiprazole and adjunctive placebo. In the pediatric (10 to 17 years), short-term, bipolar
mania trial, the Simpson Angus Rating Scale showed a significant difference between
aripiprazole and placebo (aripiprazole, 0.90; placebo, -0.05). Changes in the Barnes Akathisia
Scale and the Assessments of Involuntary Movement Scales were similar for the aripiprazole
and placebo groups.

Major Depressive Disorder

In the short-term, placebo-controlled trials in major depressive disorder, the incidence of
reported EPS-related events, excluding events related to akathisia, for adjunctive
aripiprazole-treated patients was 8% vs. 5% for adjunctive placebo-treated patients; and
the incidence of akathisia-related events for adjunctive aripiprazole-treated patients was
25% vs. 4% for adjunctive placebo-treated patients.

In the major depressive disorder trials, the Simpson Angus Rating Scale and the Barnes
Akathisia Scale showed a significant difference between adjunctive aripiprazole and
adjunctive placebo (aripiprazole, 0.31; placebo, 0.03 and aripiprazole, 0.22; placebo, 0.02).
Changes in the Assessments of Involuntary Movement Scales were similar for the adjunctive
aripiprazole and adjunctive placebo groups.

Autistic Disorder

In the short-term, placebo-controlled trials in autistic disorder in pediatric patients (6 to
17 years), the incidence of reported EPS-related events, excluding events related to
akathisia, for aripiprazole-treated patients was 18% vs. 2% for placebo and the incidence
of akathisia-related events for aripiprazole-treated patients was 3% vs. 9% for placebo.

In the pediatric (6 to 17 years) short-term autistic disorder trials, the Simpson Angus Rating
Scale showed a significant difference between aripiprazole and placebo (aripiprazole, 0.1;
placebo, -0.4). Changes in the Barnes Akathisia Scale and the Assessments of Involuntary
Movement Scales were similar for the aripiprazole and placebo groups.

Agitation Associated with Schizophrenia or Bipolar Mania

In the placebo-controlled trials in patients with agitation associated with schizophrenia or
bipolar mania, the incidence of reported EPS-related events excluding events related to
akathisia for aripiprazole-treated patients was 2% vs. 2% for placebo and the incidence of
akathisia-related events for aripiprazole-treated patients was 2% vs. 0% for placebo.
Objectively collected data on the Simpson Angus Rating Scale (for EPS) and the Barnes
Akathisia Scale (for akathisia) for all treatment groups did not show a difference between
aripiprazole and placebo.

Dystonia

Class Effect: Symptoms of dystonia, prolonged abnormal contractions of muscle groups,
may occur in susceptible individuals during the first few days of treatment. Dystonic
symptoms include: spasm of the neck muscles, sometimes progressing to tightness of the
throat, swallowing difficulty, difficulty breathing, and/or protrusion of the tongue. While these
symptoms can occur at low doses, they occur more frequently and with greater severity with
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high potency and at higher doses of first generation antipsychotic drugs. An elevated risk of
acute dystonia is observed in males and younger age groups.

Laboratory Test Abnormalities

A between group comparison for 3-week to 6-week, placebo-controlled trials in adults or
4-week to 8-week, placebo-controlled trials in pediatric patients (6 to 17 years) 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 adult or pediatric patients.

ECG Changes

Between group comparisons for a pooled analysis of placebo-controlled trials in patients
with schizophrenia, bipolar mania, or major depressive disorder revealed no significant
differences between oral aripiprazole and placebo in the proportion of patients experiencing
potentially important changes in ECG parameters. Aripiprazole was associated with a
median increase in heart rate of 2 beats per minute compared to no increase among
placebo patients.

In the pooled, placebo-controlled trials in patients with agitation associated with
schizophrenia or bipolar mania, there were no significant differences between aripiprazole
injection and placebo in the proportion of patients experiencing potentially important
changes in ECG parameters, as measured by standard 12-lead ECGs.

Additional Findings Observed in Clinical Trials
Adverse Reactions in Long-Term, Double-Blind, Placebo-Controlled Trials

The adverse reactions reported in a 26-week, double-blind trial comparing oral ABILIFY and
placebo in patients with schizophrenia were generally consistent with those reported in the
short-term, placebo-controlled trials, except for a higher incidence of tremor [8% (12/153) for
ABILIFY vs. 2% (3/153) for placebo]. In this study, the majority of the cases of tremor were of
mild intensity (8/12 mild and 4/12 moderate), occurred early in therapy (9/12 <49 days), and
were of limited duration (7/12 <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
was 5% (40/859) for ABILIFY. A similar profile was observed in a long-term monotherapy
study and a long-term adjunctive study with lithium and valproate in bipolar disorder.

Other Adverse Reactions Observed During the Premarketing Evaluation of
Aripiprazole

Following is a list of MedDRA terms that reflect adverse reactions as defined in ADVERSE
REACTIONS (6.7) reported by patients treated with oral aripiprazole at multiple doses
>2 mg/day during any phase of a trial within the database of 13,543 adult patients. All
events assessed as possible adverse drug reactions have been included with the exception
of more commonly occurring events. In addition, medically/clinically meaningful adverse
reactions, particularly those that are likely to be useful to the prescriber or that have
pharmacologic plausibility, have been included. Events already listed in other parts of
ADVERSE REACTIONS (6), or those considered in WARNINGS AND PRECAUTIONS (5) or
OVERDOSAGE (10) have been excluded. Although the reactions reported occurred during
treatment with aripiprazole, they were not necessarily caused by it.

Events are further categorized by MedDRA system organ class and listed in order of decreasing
frequency according to the following definitions: those occurring in at least 1/100 patients (only
those not already listed in the tabulated results from placebo-controlled trials appear in this
listing); those occurring in 1/100 to 1/1000 patients; and those occurring in fewer than
1/1000 patients.

Adults - Oral Administration
Blood and Lymphatic System Disorders:

>1/1000 patients and < 1/100 patients - leukopenia, neutropenia, thrombocytopenia
Cardiac Disorders:

>1/1000 patients and <1/100 patients - bradycardia, palpitations, cardiopulmonary
failure, myocardial infarction, cardio-respiratory arrest, atrioventricular block,
extrasystoles, sinus tachycardia, atrial fibrillation, angina pectoris, myocardial
ischemia; <1/1000 patients - atrial flutter, supraventricular tachycardia, ventricular
tachycardia

Eye Disorders:

>1/1000 patients and <1/100 patients - photophobia, diplopia, eyelid edema,
photopsia

Gastrointestinal Disorders:

>1/1000 patients and <1/100 patients - gastroesophageal reflux disease, swollen
tongue, esophagitis; <7/7000 patients - pancreatitis

General Disorders and Administration Site Conditions:

>1/100 patients - asthenia, peripheral edema, chest pain; >1/7000 patients and
<1/100 patients - face edema, angioedema; < 7/7000 patients - hypothermia

Hepatobiliary Disorders:
<1/1000 patients - hepatitis, jaundice
Immune System Disorders:
>1/1000 patients and <1/100 patients - hypersensitivity
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Injury, Poisoning, and Procedural Complications:

>1/100 patients - fall; >1/1000 patients and <1/100 patients - self mutilation;
<1/1000 patients - heat stroke

Investigations:

>1/100 patients - weight decreased, creatine phosphokinase increased; >1/7000
patients and < 1/100 patients - hepatic enzyme increased, blood glucose increased,
blood prolactin increased, blood urea increased, electrocardiogram QT prolonged,
blood creatinine increased, blood bilirubin increased; <7/7000 patients - blood
lactate dehydrogenase increased, glycosylated hemoglobin increased,
gamma-glutamyl transferase increased

Metabolism and Nutrition Disorders:

>1/1000 patients and < 1/100 patients - hyperlipidemia, anorexia, diabetes mellitus
(including blood insulin increased, carbohydrate tolerance decreased, diabetes
mellitus non-insulin-dependent, glucose tolerance impaired, glycosuria, glucose
urine, glucose urine present), hyperglycemia, hypokalemia, hyponatremia,
hypoglycemia, polydipsia; < 1/7000 patients - diabetic ketoacidosis

Musculoskeletal and Connective Tissue Disorders:

>1/1000 patients and <1/100 patients - muscle rigidity, muscular weakness,
muscle tightness, mobility decreased; < 1/1000 patients - rhabdomyolysis

Nervous System Disorders:

>1/100 patients - coordination abnormal; >1/7000 patients and <1/100 patients -
speech disorder, parkinsonism, memory impairment, cogwheel rigidity,
cerebrovascular accident, hypokinesia, tardive dyskinesia, hypotonia, myoclonus,
hypertonia, akinesia, bradykinesia; <7/7000 patients - Grand Mal convulsion,
choreoathetosis

Psychiatric Disorders:

>1/100 patients - suicidal ideation; > 1/1000 patients and < 1/100 patients - aggression,
loss of libido, suicide attempt, hostility, libido increased, anger, anorgasmia,
delirium, intentional self injury, completed suicide, tic, homicidal ideation; <1/7000
patients - catatonia, sleep walking

Renal and Urinary Disorders:
>1/1000 patients and < 1/100 patients - urinary retention, polyuria, nocturia
Reproductive System and Breast Disorders:

>1/1000 patients and <1/100 patients - menstruation irregular, erectile
dysfunction, amenorrhea, breast pain; <7/7000 patients - gynaecomastia, priapism

Respiratory, Thoracic, and Mediastinal Disorders:
>1/100 patients - nasal congestion, dyspnea, pneumonia aspiration
Skin and Subcutaneous Tissue Disorders:

>1/100 patients - rash (including erythematous, exfoliative, generalized, macular,
maculopapular, papular rash; acneiform, allergic, contact, exfoliative, seborrheic
dermatitis, neurodermatitis, and drug eruption), hyperhydrosis; >1/7000 patients
and <1/100 patients - pruritus, photosensitivity reaction, alopecia, urticaria

Vascular Disorders:

>1/100 patients - hypertension; >1/1000 patients and <1/100 patients -
hypotension

Pediatric Patients - Oral Administration

Most adverse events observed in the pooled database of 920 pediatric patients, aged 6 to
17 years, were also observed in the adult population. Additional adverse reactions observed
in the pediatric population are listed below.

Gastrointestinal Disorders:
>1/1000 patients and <1/100 patients - tongue dry, tongue spasm
Investigations:
>1/100 patients - blood insulin increased
Nervous System Disorders:
>1/1000 patients and <1/100 patients - sleep talking
Skin and Subcutaneous Tissue Disorders:
>1/1000 patients and < 1/100 patients - hirsutism
Adults - Intramuscular Injection

Most adverse reactions observed in the pooled database of 749 adult patients treated with
aripiprazole injection, were also observed in the adult population treated with oral aripiprazole.
Additional adverse reactions observed in the aripiprazole injection population are listed below.

General Disorders and Administration Site Conditions:

>1/100 patients - injection site reaction; >7/7000 patients and <1/100 patients -
venipuncture site bruise

6.3  Postmarketing Experience

The following adverse reactions have been identified during postapproval use of ABILIFY.
Because these reactions are reported voluntarily from a population of uncertain size, it is not
always possible to establish a causal relationship to drug exposure: rare occurrences of
allergic reaction (anaphylactic reaction, angioedema, laryngospasm, pruritus/urticaria, or
oropharyngeal spasm), and blood glucose fluctuation.
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7 DRUG INTERACTIONS

Given the primary CNS effects of aripiprazole, caution should be used when ABILIFY is taken
in combination with other centrally-acting drugs or alcohol.

Due to its alpha adrenergic antagonism, aripiprazole has the potential to enhance the effect of
certain antihypertensive agents.

71 Potential for Other Drugs to Affect ABILIFY

Aripiprazole is not a substrate of CYP1A1, CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2(9,
CYP2C19, or CYP2E1 enzymes. Aripiprazole also does not undergo direct glucuronidation. This
suggests that an interaction of aripiprazole with inhibitors or inducers of these enzymes, or
other factors, like smoking, is unlikely.

Both CYP3A4 and CYP2D6 are responsible for aripiprazole metabolism. Agents that induce
CYP3A4 (eg, carbamazepine) could cause an increase in aripiprazole clearance and lower
blood levels. Inhibitors of CYP3A4 (eg, ketoconazole) or CYP2D6 (eg, quinidine, fluoxetine, or
paroxetine) can inhibit aripiprazole elimination and cause increased blood levels.

Ketoconazole and Other CYP3A4 Inhibitors

Coadministration of ketoconazole (200 mg/day for 14 days) with a 15 mg single dose of
aripiprazole increased the AUC of aripiprazole and its active metabolite by 63% and 77%,
respectively. The effect of a higher ketoconazole dose (400 mg/day) has not been studied.
When ketoconazole is given concomitantly with aripiprazole, the aripiprazole dose should be
reduced to one-half of its normal dose. Other strong inhibitors of CYP3A4 (itraconazole) would
be expected to have similar effects and need similar dose reductions; moderate inhibitors
(erythromycin, grapefruit juice) have not been studied. When the CYP3A4 inhibitor is withdrawn
from the combination therapy, the aripiprazole dose should be increased.

Quinidine and Other CYP2D6 Inhibitors

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 quinidine is given concomitantly with
aripiprazole. Other significant inhibitors of CYP2D6, such as fluoxetine or paroxetine, would
be expected to have similar effects and should lead to similar dose reductions. When the
CYP2D6 inhibitor is withdrawn from the combination therapy, the aripiprazole dose should be
increased. When adjunctive ABILIFY is administered to patients with major depressive
disorder, ABILIFY should be administered without dosage adjustment as specified in DOSAGE
AND ADMINISTRATION (2.3).

Carbamazepine and Other CYP3A4 Inducers

Coadministration of carbamazepine (200 mg twice daily), a potent CYP3A4 inducer, with
aripiprazole (30 mg/day) resulted in an approximate 70% decrease in Crax and AUC values
of both aripiprazole and its active metabolite, dehydro-aripiprazole. When carbamazepine is
added to aripiprazole therapy, aripiprazole dose should be doubled. Additional dose
increases should be based on clinical evaluation. When carbamazepine is withdrawn from
the combination therapy, the aripiprazole dose should be reduced.

7.2 Potential for ABILIFY to Affect Other Drugs

Aripiprazole is unlikely to cause clinically important pharmacokinetic interactions with drugs
metabolized by cytochrome P450 enzymes. In in vivo studies, 10 mg/day to 30 mg/day
doses of aripiprazole had no significant effect on metabolism by CYP2D6
(dextromethorphan), CYP2C9 (warfarin), CYP2C19 (omeprazole, warfarin), and CYP3A4
(dextromethorphan) substrates. Additionally, aripiprazole and dehydro-aripiprazole did not
show potential for altering CYP1A2-mediated metabolism in vitro.

No effect of aripiprazole was seen on the pharmacokinetics of lithium or valproate.
Alcohol

There was no significant difference between aripiprazole coadministered with ethanol and
placebo coadministered with ethanol on performance of gross motor skills or stimulus
response in healthy subjects. As with most psychoactive medications, patients should be
advised to avoid alcohol while taking ABILIFY.

7.3 Drugs Having No Clinically Important Interactions with ABILIFY
Famotidine

Coadministration of aripiprazole (given in a single dose of 15 mg) with a 40 mg single dose
of the H, antagonist famotidine, a potent gastric acid blocker, decreased the solubility of
aripiprazole and, hence, its rate of absorption, reducing by 37% and 21% the Cpa Of
aripiprazole and dehydro-aripiprazole, respectively, and by 13% and 15%, respectively, the
extent of absorption (AUC). No dosage adjustment of aripiprazole is required when
administered concomitantly with famotidine.

Valproate

When valproate (500 mg/day-1500 mg/day) and aripiprazole (30 mg/day) were
coadministered, at steady-state the Crax and AUC of aripiprazole were decreased by 25%.
No dosage adjustment of aripiprazole is required when administered concomitantly with
valproate.

When aripiprazole (30 mg/day) and valproate (1000 mg/day) were coadministered, at
steady-state there were no clinically significant changes in the Cpax or AUC of valproate. No
dosage adjustment of valproate is required when administered concomitantly with
aripiprazole.
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Lithium

A pharmacokinetic interaction of aripiprazole with lithium is unlikely because lithium is not
bound to plasma proteins, is not metabolized, and is almost entirely excreted unchanged in
urine. Coadministration of therapeutic doses of lithium (1200 mg/day-1800 mg/day) for
21 days with aripiprazole (30 mg/day) did not result in clinically significant changes in the
pharmacokinetics of aripiprazole or its active metabolite, dehydro-aripiprazole (Crax and AUC
increased by less than 20%). No dosage adjustment of aripiprazole is required when
administered concomitantly with lithium.

Coadministration of aripiprazole (30 mg/day) with lithium (900 mg/day) did not result in
clinically significant changes in the pharmacokinetics of lithium. No dosage adjustment of
lithium is required when administered concomitantly with aripiprazole.

Lamotrigine

Coadministration of 10 mg/day to 30 mg/day oral doses of aripiprazole for 14 days
to patients with bipolar | disorder had no effect on the steady-state pharmacokinetics of
100 mg/day to 400 mg/day lamotrigine, a UDP-glucuronosyltransferase 1A4 substrate.
No dosage adjustment of lamotrigine is required when aripiprazole is added to lamotrigine.

Dextromethorphan

Aripiprazole at doses of 10 mg/day to 30 mg/day for 14 days had no effect on
dextromethorphan’s 0-dealkylation to its major metabolite, dextrorphan, a pathway
dependent on CYP2D6 activity. Aripiprazole also had no effect on dextromethorphan’s
N-demethylation to its metabolite 3-methoxymorphinan, a pathway dependent on CYP3A4
activity. No dosage adjustment of dextromethorphan is required when administered
concomitantly with aripiprazole.

Warfarin

Aripiprazole 10 mg/day for 14 days had no effect on the pharmacokinetics of R-warfarin and
S-warfarin or on the pharmacodynamic end point of International Normalized Ratio,
indicating the lack of a clinically relevant effect of aripiprazole on CYP2C9 and CYP2C19
metabolism or the binding of highly protein-bound warfarin. No dosage adjustment of
warfarin is required when administered concomitantly with aripiprazole.

Omeprazole

Aripiprazole 10 mg/day for 15 days had no effect on the pharmacokinetics of a single
20 mg dose of omeprazole, a CYP2C19 substrate, in healthy subjects. No dosage adjustment
of omeprazole is required when administered concomitantly with aripiprazole.

Lorazepam

Coadministration of lorazepam injection (2 mg) and aripiprazole injection (15 mg) to healthy
subjects (n=40: 35 males and 5 females; ages 19-45 years old) did not result in clinically
important changes in the pharmacokinetics of either drug. No dosage adjustment of
aripiprazole is required when administered concomitantly with lorazepam. However, the
intensity of sedation was greater with the combination as compared to that observed with
aripiprazole alone and the orthostatic hypotension observed was greater with the
combination as compared to that observed with lorazepam alone [see WARNINGS AND
PRECAUTIONS (5.6)].

Escitalopram

Coadministration of 10 mg/day oral doses of aripiprazole for 14 days to healthy subjects had
no effect on the steady-state pharmacokinetics of 10 mg/day escitalopram, a substrate of
CYP2C19 and CYP3A4. No dosage adjustment of escitalopram is required when aripiprazole
is added to escitalopram.

Venlafaxine

Coadministration of 10 mg/day to 20 mg/day oral doses of aripiprazole for 14 days to
healthy subjects had no effect on the steady-state pharmacokinetics of venlafaxine and
0-desmethylvenlafaxine following 75 mg/day venlafaxine XR, a CYP2D6 substrate. No
dosage adjustment of venlafaxine is required when aripiprazole is added to venlafaxine.

Fluoxetine, Paroxetine, and Sertraline

A population pharmacokinetic analysis in patients with major depressive disorder showed
no substantial change in plasma concentrations of fluoxetine (20 mg/day or 40 mg/day),
paroxetine CR (37.5 mg/day or 50 mg/day), or sertraline (100 mg/day or 150 mg/day) dosed
to steady-state. The steady-state plasma concentrations of fluoxetine and norfluoxetine
increased by about 18% and 36%, respectively, and concentrations of paroxetine decreased
by about 27%. The steady-state plasma concentrations of sertraline and desmethylsertraline
were not substantially changed when these antidepressant therapies were coadministered
with aripiprazole. Aripiprazole dosing was 2 mg/day to 15 mg/day (when given with fluoxetine
or paroxetine) or 2 mg/day to 20 mg/day (when given with sertraline).

8 USE IN SPECIFIC POPULATIONS

In general, no dosage adjustment for ABILIFY is required on the basis of a patient’s age, gender,
race, smoking status, hepatic function, or renal function [see DOSAGE AND ADMINISTRATION
2.9)].

8.1 Pregnancy
Teratogenic Effects

Pregnancy Category C: In animal studies, aripiprazole demonstrated developmental toxicity,
including possible teratogenic effects in rats and rabbits.
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Pregnant rats were treated with oral doses of 3 mg/kg/day, 10 mg/kg/day, and
30 mg/kg/day (1 times, 3 times, and 10 times the maximum recommended human dose
[MRHD] on a mg/m2 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 mg/kg and 30 mg/kg). There were no adverse effects on
embryofetal or pup survival. Delivered offspring had decreased body weights (10 mg/kg and
30 mg/kg), and increased incidences of hepatodiaphragmatic nodules and diaphragmatic
hernia at 30 mg/kg (the other dose groups were not examined for these findings). A low
incidence of diaphragmatic hernia was also seen in the fetuses exposed to 30 mg/kg.
Postnatally, delayed vaginal opening was seen at 10 mg/kg and 30 mg/kg and impaired
reproductive performance (decreased fertility rate, corpora lutea, implants, live fetuses, and
increased post-implantation loss, likely mediated through effects on female offspring) was
seen at 30 mg/kg. Some maternal toxicity was seen at 30 mg/kg; however, there was no
evidence to suggest that these developmental effects were secondary to maternal toxicity.

In pregnant rats receiving aripiprazole injection intravenously (3 mg/kg/day, 9 mg/kg/day, and
27 mg/kg/day) during the period of organogenesis, decreased fetal weight and delayed
skeletal ossification were seen at the highest dose, which also caused some maternal
toxicity.

Pregnant rabbits were treated with oral doses of 10 mg/kg/day, 30 mg/kg/day, and
100 mg/kg/day (2 times, 3 times, and 11 times human exposure at MRHD based on AUC and
6 times, 19 times, and 65 times the MRHD based on mg/m2) of aripiprazole during the period
of organogenesis. Decreased maternal food consumption and increased abortions were seen
at 100 mg/kg. Treatment caused increased fetal mortality (100 mg/kg), decreased fetal
weight (30 mg/kg and 100 mg/kg), increased incidence of a skeletal abnormality (fused
sternebrae at 30 mg/kg and 100 mg/kg), and minor skeletal variations (100 mg/kg).

In pregnant rabbits receiving aripiprazole injection intravenously (3 mg/kg/day, 10 mg/kg/day,
and 30 mg/kg/day) during the period of organogenesis, the highest dose, which caused
pronounced maternal toxicity, resulted in decreased fetal weight, increased fetal
abnormalities (primarily skeletal), and decreased fetal skeletal ossification. The fetal no-effect
dose was 10 mg/kg, which produced 5 times the human exposure at the MRHD based on
AUC and is 6 times the MRHD based on mg/m2.

In a study in which rats were treated with oral doses of 3 mg/kg/day, 10 mg/kg/day, and
30 mg/kg/day (1 times, 3 times, and 10 times the MRHD on a mg/m2 basis) of aripiprazole
perinatally and postnatally (from day 17 of gestation through day 21 postpartum), slight
maternal toxicity and slightly prolonged gestation were seen at 30 mg/kg. An increase in
stillbirths and decreases in pup weight (persisting into adulthood) and survival were seen at
this dose.

In rats receiving aripiprazole injection intravenously (3 mg/kg/day, 8 mg/kg/day, and
20 mg/kg/day) from day 6 of gestation through day 20 postpartum, an increase in stillbirths
was seen at 8 mg/kg and 20 mg/kg, and decreases in early postnatal pup weights and survival
were seen at 20 mg/kg. These doses produced some maternal toxicity. There were no effects
on postnatal behavioral and reproductive development.

Non-teratogenic Effects

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. Neonates exposed to antipsychotic drugs during the third
trimester of pregnancy are at risk for extrapyramidal and/or withdrawal symptoms following
delivery. There have been reports of agitation, hypertonia, hypotonia, tremor, somnolence,
respiratory distress and feeding disorder in these neonates. These complications have
varied in severity; while in some cases symptoms have been self-limited, in other cases
neonates have required intensive care unit support and prolonged hospitalization.

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

8.2  Labor and Delivery
The effect of aripiprazole on labor and delivery in humans is unknown.
8.3  Nursing Mothers

Aripiprazole has been demonstrated to be excreted in milk of rats during lactation. In
humans, data on excretion in breast milk is limited. It is recommended that women receiving
aripiprazole should not breast-feed.

8.4  Pediatric Use

Safety and effectiveness in pediatric patients with major depressive disorder or agitation
associated with schizophrenia or bipolar mania have not been established.

Safety and effectiveness in pediatric patients with schizophrenia were established in a
6-week, placebo-controlled clinical trial in 202 pediatric patients aged 13 to 17 years [see
INDICATIONS AND USAGE (1.1), DOSAGE AND ADMINISTRATION (2.1), ADVERSE REACTIONS
(6.2), and CLINICAL STUDIES (14.7)]. Although maintenance efficacy in pediatric patients
has not been systematically evaluated, maintenance efficacy can be extrapolated from
adult data along with comparisons of aripiprazole pharmacokinetic parameters in adult
and pediatric patients.

Safety and effectiveness in pediatric patients with bipolar mania were established in a 4-week,
placebo-controlled clinical trial in 197 pediatric patients aged 10 to 17 years [see INDICATIONS
AND USAGE (1.2), DOSAGE AND ADMINISTRATION (2.2), ADVERSE REACTIONS (6.2), and
CLINICAL STUDIES (14.2)]. Although maintenance efficacy in pediatric patients has not been
systematically evaluated, maintenance efficacy can be extrapolated from adult data along
with comparisons of aripiprazole pharmacokinetic parameters in adult and pediatric patients.

The efficacy of adjunctive ABILIFY with concomitant lithium or valproate in the treatment of
manic or mixed episodes in pediatric patients has not been systematically evaluated.
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However, such efficacy and lack of pharmacokinetic interaction between aripiprazole and
lithium or valproate can be extrapolated from adult data, along with comparisons of
aripiprazole pharmacokinetic parameters in adult and pediatric patients.

Safety and effectiveness in pediatric patients demonstrating irritability associated with
autistic disorder were established in two 8-week, placebo-controlled clinical trials in
212 pediatric patients aged 6 to 17 years [see INDICATIONS AND USAGE (1.4), DOSAGE AND
ADMINISTRATION (2.4), ADVERSE REACTIONS (6.2), and CLINICAL STUDIES (14.4)].
Maintenance efficacy in pediatric patients has not been systematically evaluated.

The pharmacokinetics of aripiprazole and dehydro-aripiprazole in pediatric patients,
10 to 17 years of age, were similar to those in adults after correcting for the differences
in body weight.

85  Geriatric Use

In formal single-dose pharmacokinetic studies (with aripiprazole given in a single dose of
15 mg), aripiprazole clearance was 20% lower in elderly (65 years) subjects compared to
younger adult subjects (18 to 64 years). There was no detectable age effect, however, in the
population pharmacokinetic analysis in schizophrenia patients. Also, the pharmacokinetics
of aripiprazole after multiple doses in elderly patients appeared similar to that observed in
young, healthy subjects. No dosage adjustment is recommended for elderly patients [see
also BOXED WARNING and WARNINGS AND PRECAUTIONS (5.1)].

0f the 13,543 patients treated with oral aripiprazole in clinical trials, 1073 (8%) were
>65 years old and 799 (6%) were >75 years old. The majority (81%) of the 1073 patients
were diagnosed with Dementia of the Alzheimer’s type.

Placebo-controlled studies of oral aripiprazole in schizophrenia, bipolar mania, or major
depressive disorder did not include sufficient numbers of subjects aged 65 and over to
determine whether they respond differently from younger subjects.

0Of the 749 patients treated with aripiprazole injection in clinical trials, 99 (13%) were
>65 years old and 78 (10%) were >75 years old. Placebo-controlled studies of aripiprazole
injection in patients with agitation associated with schizophrenia or bipolar mania did not
include sufficient numbers of subjects aged 65 and over to determine whether they respond
differently from younger subjects.

Studies of elderly patients with psychosis associated with Alzheimer’s disease have
suggested that there may be a different tolerability profile in this population compared to
younger patients with schizophrenia [See also BOXED WARNING and WARNINGS AND
PRECAUTIONS (5.1)]. The safety and efficacy of ABILIFY in the treatment of patients with
psychosis associated with Alzheimer’s disease has not been established. If the prescriber
elects to treat such patients with ABILIFY, vigilance should be exercised.

8.6  Renal Impairment

In patients with severe renal impairment (creatinine clearance <30 mL/min), Cpax Of
aripiprazole (given in a single dose of 15 mg) and dehydro-aripiprazole increased by 36%
and 53%, respectively, but AUC was 15% lower for aripiprazole and 7% higher for
dehydro-aripiprazole. Renal excretion of both unchanged aripiprazole and
dehydro-aripiprazole is less than 1% of the dose. No dosage adjustment is required in
subjects with renal impairment.

8.7  Hepatic Impairment

In a single-dose study (15 mg of aripiprazole) in subjects with varying degrees of liver
cirrhosis (Child-Pugh Classes A, B, and C), the AUC of aripiprazole, compared to healthy
subjects, increased 31% in mild HI, increased 8% in moderate HI, and decreased 20% in
severe HI. None of these differences would require dose adjustment.

8.8  Gender

Crmax and AUC of aripiprazole and its active metabolite, dehydro-aripiprazole, are 30% to 40%
higher in women than in men, and correspondingly, the apparent oral clearance of
aripiprazole is lower in women. These differences, however, are largely explained by
differences in body weight (25%) between men and women. No dosage adjustment is
recommended based on gender.

89 Race

Although no specific pharmacokinetic study was conducted to investigate the effects of race
on the disposition of aripiprazole, population pharmacokinetic evaluation revealed no
evidence of clinically significant race-related differences in the pharmacokinetics of
aripiprazole. No dosage adjustment is recommended based on race.

8.10  Smoking

Based on studies utilizing human liver enzymes in vitro, aripiprazole is not a substrate for
CYP1A2 and also does not undergo direct glucuronidation. Smoking should, therefore, not have
an effect on the pharmacokinetics of aripiprazole. Consistent with these in vitro results,
population pharmacokinetic evaluation did not reveal any significant pharmacokinetic
differences between smokers and nonsmokers. No dosage adjustment is recommended based
on smoking status.

9 DRUG ABUSE AND DEPENDENGCE
9.1  Controlled Substance

ABILIFY is not a controlled substance.

9.2  Abuse and Dependence

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

10  OVERDOSAGE
MedDRA terminology has been used to classify the adverse reactions.
10.1  Human Experience

In clinical trials and in postmarketing experience, adverse reactions of deliberate or
accidental overdosage with oral aripiprazole have been reported worldwide. These include
overdoses with oral aripiprazole alone and in combination with other substances. No fatality
was reported with aripiprazole alone. The largest known dose with a known outcome
involved acute ingestion of 1260 mg of oral aripiprazole (42 times the maximum
recommended daily dose) by a patient who fully recovered. Deliberate or accidental
overdosage was also reported in children (age 12 and younger) involving oral aripiprazole
ingestions up to 195 mg with no fatalities.

Common adverse reactions (reported in at least 5% of all overdose cases) reported with oral
aripiprazole overdosage (alone or in combination with other substances) include vomiting,
somnolence, and tremor. Other clinically important signs and symptoms observed in one or
more patients with aripiprazole overdoses (alone or with other substances) include acidosis,
aggression, aspartate aminotransferase increased, atrial fibrillation, bradycardia, coma,
confusional state, convulsion, blood creatine phosphokinase increased, depressed level of
consciousness, hypertension, hypokalemia, hypotension, lethargy, loss of consciousness,
QRS complex prolonged, QT prolonged, pneumonia aspiration, respiratory arrest, status
epilepticus, and tachycardia.

10.2 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, management of overdose
should concentrate on supportive therapy, maintaining an adequate airway, oxygenation and
ventilation, and management of symptoms. Close medical supervision and monitoring
should continue until the patient recovers.

Charcoal: In the event of an overdose of ABILIFY, an early charcoal administration may be
useful in partially preventing the absorption of aripiprazole. Administration of 50 g of
activated charcoal, one hour after a single 15 mg oral dose of aripiprazole, decreased the
mean AUC and Gy, of aripiprazole by 50%.

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

" DESCRIPTION

Aripiprazole is a psychotropic drug that is available as ABILIFY® (aripiprazole) Tablets,
ABILIFY DISCMELT® (aripiprazole) Orally Disintegrating Tablets, ABILIFY® (aripiprazole) Oral
Solution, and ABILIFY® (aripiprazole) Injection, a solution for intramuscular injection.
Aripiprazole is 7-[4-[4-(2,3-dichlorophenyl)-1-piperazinyl]butoxy]-3,4-dihydrocarbostyril.
The empirical formula is Co3H27CloN30, and its molecular weight is 448.38. The chemical
structure is:

cl cl
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ABILIFY Tablets are available in 2 mg, 5 mg, 10 mg, 15 mg, 20 mg, and 30 mg strengths.
Inactive ingredients include cornstarch, hydroxypropyl cellulose, lactose monohydrate,
magnesium stearate, and microcrystalline cellulose. Colorants include ferric oxide (yellow or
red) and FD&C Blue No. 2 Aluminum Lake.

ABILIFY DISCMELT Orally Disintegrating Tablets are available in 10 mg and 15 mg strengths.
Inactive ingredients include acesulfame potassium, aspartame, calcium silicate,
croscarmellose sodium, crospovidone, créme de vanilla (natural and artificial flavors),
magnesium stearate, microcrystalline cellulose, silicon dioxide, tartaric acid, and xylitol.
Colorants include ferric oxide (yellow or red) and FD&C Blue No. 2 Aluminum Lake.

ABILIFY Oral Solution is a clear, colorless to light-yellow solution available in a concentration
of 1 mg/mL. The inactive ingredients for this solution include disodium edetate, fructose,
glycerin, dl-lactic acid, methylparaben, propylene glycol, propylparaben, sodium hydroxide,
sucrose, and purified water. The oral solution is flavored with natural orange cream and
other natural flavors.

ABILIFY Injection is available in single-dose vials as a ready-to-use, 9.75 mg/1.3 mL
(7.5 mg/mL) clear, colorless, sterile, aqueous solution for intramuscular use only. Inactive
ingredients for this solution include 150 mg/mL of sulfobutylether 3-cyclodextrin (SBECD),
tartaric acid, sodium hydroxide, and water for injection.

12 CLINICAL PHARMACOLOGY
12.1  Mechanism of Action

The mechanism of action of aripiprazole, as with other drugs having efficacy in schizophrenia,
bipolar disorder, major depressive disorder, irritability associated with autistic disorder, and
agitation associated with schizophrenia or bipolar disorder, is unknown. However, it has been
proposed that the efficacy of aripiprazole is mediated through a combination of partial agonist
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activity at D, and 5-HTqa receptors and antagonist activity at 5-HToa receptors. Actions at
receptors other than D, 5-HT+, and 5-HT,a may explain some of the other clinical effects of
aripiprazole (eg, the orthostatic hypotension observed with aripiprazole may be explained by
its antagonist activity at adrenergic alphay receptors).

12.2  Pharmacodynamics

Aripiprazole exhibits high affinity for dopamine D, and Ds, serotonin 5-HTs and 5-HTa
receptors (K; values of 0.34 nM, 0.8 nM, 1.7 nM, and 3.4 nM, respectively), moderate affinity
for dopamine Dy, serotonin 5-HT,¢ and 5-HT, alphas-adrenergic and histamine Hy receptors
(K; values of 44 nM, 15 nM, 39 nM, 57 nM, and 61 nM, respectively), and moderate affinity
for the serotonin reuptake site (K=98 nM). Aripiprazole has no appreciable affinity for
cholinergic muscarinic receptors (ICsp>1000 nM). Aripiprazole functions as a partial agonist
at the dopamine D, and the serotonin 5-HT4, receptors, and as an antagonist at serotonin
5-HTo4 receptor.

12.3  Pharmacokinetics

ABILIFY activity is presumably primarily due to the parent drug, aripiprazole, and to a lesser
extent, to its major metabolite, dehydro-aripiprazole, which has been shown to have
affinities for D, receptors similar to the parent drug and represents 40% of the parent drug
exposure in plasma. The mean elimination half-lives are about 75 hours and 94 hours for
aripiprazole and dehydro-aripiprazole, respectively. Steady-state concentrations are
attained within 14 days of dosing for both active moieties. Aripiprazole accumulation is
predictable from single-dose pharmacokinetics. At steady-state, the pharmacokinetics of
aripiprazole are dose-proportional. Elimination of aripiprazole is mainly through hepatic
metabolism involving two P450 isozymes, CYP2D6 and CYP3A4.

Pharmacokinetic studies showed that ABILIFY DISCMELT Orally Disintegrating Tablets are
bioequivalent to ABILIFY Tablets.

ORAL ADMINISTRATION
Absorption

Tablet: Aripiprazole is well absorbed after administration of the tablet, with peak plasma
concentrations occurring within 3 hours to 5 hours; the absolute oral bioavailability of the
tablet formulation is 87%. ABILIFY can be administered with or without food. Administration
of a 15 mg ABILIFY Tablet with a standard high-fat meal did not significantly affect the Crax
or AUC of aripiprazole or its active metabolite, dehydro-aripiprazole, but delayed Tpax by
3 hours for aripiprazole and 12 hours for dehydro-aripiprazole.

Oral Solution: Aripiprazole is well absorbed when administered orally as the solution. At
equivalent doses, the plasma concentrations of aripiprazole from the solution were higher
than that from the tablet formulation. In a relative bioavailability study comparing the
pharmacokinetics of 30 mg aripiprazole as the oral solution to 30 mg aripiprazole tablets in
healthy subjects, the solution to tablet ratios of geometric mean Crax and AUC values were
122% and 114%, respectively [see DOSAGE AND ADMINISTRATION (2.6)]. The single-dose
pharmacokinetics of aripiprazole were linear and dose-proportional between the doses of
5mg to 30 mg.

Distribution

The steady-state volume of distribution of aripiprazole following intravenous administration
is high (404 L or 4.9 L/kg), indicating extensive extravascular distribution. At therapeutic
concentrations, aripiprazole and its major metabolite are greater than 99% bound to serum
proteins, primarily to albumin. In healthy human volunteers administered 0.5 mg/day to
30 mg/day aripiprazole for 14 days, there was dose-dependent D, receptor occupancy
indicating brain penetration of aripiprazole in humans.

Metabolism and Elimination

Aripiprazole is metabolized primarily by three biotransformation pathways:
dehydrogenation, hydroxylation, and N-dealkylation. Based on in vitro studies, CYP3A4 and
CYP2D6 enzymes are responsible for dehydrogenation and hydroxylation of aripiprazole, and
N-dealkylation is catalyzed by CYP3A4. Aripiprazole is the predominant drug moiety in the
systemic circulation. At steady-state, dehydro-aripiprazole, the active metabolite, represents
about 40% of aripiprazole AUC in plasma.

Approximately 8% of Caucasians and 3-8% of Black/African Americans lack the capacity to
metabolize CYP2D6 substrates and are classified as poor metabolizers (PM), whereas the
rest are extensive metabolizers (EM). PMs have about an 80% increase in aripiprazole
exposure and about a 30% decrease in exposure to the active metabolite compared to EMs,
resulting in about a 60% higher exposure to the total active moieties from a given dose of
aripiprazole compared to EMs. Coadministration of ABILIFY with known inhibitors of
CYP2D6, such as quinidine or fluoxetine in EMs, approximately doubles aripiprazole plasma
exposure, and dose adjustment is needed [see DRUG INTERACTIONS (7.1)]. Similarly, PMs
have higher exposure to aripiprazole compared to EMs; hence, PMs should have their initial
dose reduced by one-half. Laboratory tests are available to identify CYP2D6 PMs. The mean
elimination half-lives are about 75 hours and 146 hours for aripiprazole in EMs and PMs,
respectively. Aripiprazole does not inhibit or induce the CYP2D6 pathway.

Following a single oral dose of ['C]-labeled aripiprazole, approximately 25% and 55% of
the administered radioactivity was recovered in the urine and feces, respectively. Less than
1% of unchanged aripiprazole was excreted in the urine and approximately 18% of the oral
dose was recovered unchanged in the feces.

INTRAMUSCULAR ADMINISTRATION

In two pharmacokinetic studies of aripiprazole injection administered intramuscularly to
healthy subjects, the median times to the peak plasma concentrations were at 1 hour and
3 hours. A 5 mg intramuscular injection of aripiprazole had an absolute bioavailability of
100%. The geometric mean maximum concentration achieved after an intramuscular dose
was on average 19% higher than the Cq of the oral tablet. While the systemic exposure
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over 24 hours was generally similar between aripiprazole injection given intramuscularly
and after oral tablet administration, the aripiprazole AUC in the first 2 hours after an
intramuscular injection was 90% greater than the AUC after the same dose as a tablet.
In stable patients with schizophrenia or schizoaffective disorder, the pharmacokinetics
of aripiprazole after intramuscular administration were linear over a dose range of 1 mg to
45 mg. Although the metabolism of aripiprazole injection was not systematically evaluated,
the intramuscular route of administration would not be expected to alter the metabolic
pathways.

13 NONCLINICAL TOXICOLOGY
13.1  Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenesis

Lifetime carcinogenicity studies were conducted in ICR mice and in Sprague-Dawley (SD)
and F344 rats. Aripiprazole was administered for 2 years in the diet at doses of 1 mg/kg/day,
3 mg/kg/day, 10 mg/kg/day, and 30 mg/kg/day to ICR mice and 1 mg/kg/day, 3 mg/kg/day,
and 10 mg/kg/day to F344 rats (0.2 times to 5 times and 0.3 times to 3 times the maximum
recommended human dose [MRHD] based on mg/m2, respectively). In addition, SD rats were
dosed orally for 2 years at 10 mg/kg/day, 20 mg/kg/day, 40 mg/kg/day, and 60 mg/kg/day
(3 times to 19 times the MRHD based on mg/m2). Aripiprazole did not induce tumors in male
mice or rats. In female mice, the incidences of pituitary gland adenomas and mammary
gland adenocarcinomas and adenoacanthomas were increased at dietary doses of
3 mg/kg/day to 30 mg/kg/day (0.1 times to 0.9 times human exposure at MRHD based on
AUC and 0.5 times to 5 times the MRHD based on mg/m?). In female rats, the incidence of
mammary gland fibroadenomas was increased at a dietary dose of 10 mg/kg/day (0.1 times
human exposure at MRHD based on AUC and 3 times the MRHD based on mg/m?);
and the incidences of adrenocortical carcinomas and combined adrenocortical
adenomas/carcinomas were increased at an oral dose of 60 mg/kg/day (14 times human
exposure at MRHD based on AUC and 19 times the MRHD based on mg/m2).

Proliferative changes in the pituitary and mammary gland of rodents have been observed
following chronic administration of other antipsychotic agents and are considered
prolactin-mediated. Serum prolactin was not measured in the aripiprazole carcinogenicity
studies. However, increases in serum prolactin levels were observed in female mice in a
13-week dietary study at the doses associated with mammary gland and pituitary tumors.
Serum prolactin was not increased in female rats in 4-week and 13-week dietary studies at
the dose associated with mammary gland tumors. The relevance for human risk of the
findings of prolactin-mediated endocrine tumors in rodents is unknown.

Mutagenesis

The mutagenic potential of aripiprazole was tested in the in vitro bacterial reverse-mutation
assay, the in vitro bacterial DNA repair assay, the in vitro forward gene mutation assay in
mouse lymphoma cells, the in vitro chromosomal aberration assay in Chinese hamster lung
(CHL) cells, the in vivo micronucleus assay in mice, and the unscheduled DNA synthesis
assay in rats. Aripiprazole and a metabolite (2,3-DCPP) were clastogenic in the in vitro
chromosomal aberration assay in CHL cells with and without metabolic activation. The
metabolite, 2,3-DCPP, produced increases in numerical aberrations in the in vitro assay in
CHL cells in the absence of metabolic activation. A positive response was obtained in the in
vivo micronucleus assay in mice; however, the response was due to a mechanism not
considered relevant to humans.

Impairment of Fertility

Female rats were treated with oral doses of 2 mg/kg/day, 6 mg/kg/day, and 20 mg/kg/day
(0.6 times, 2 times, and 6 times the maximum recommended human dose [MRHD] on a
mg/m2 basis) of aripiprazole from 2 weeks prior to mating through day 7 of gestation. Estrus
cycle irregularities and increased corpora lutea were seen at all doses, but no impairment
of fertility was seen. Increased pre-implantation loss was seen at 6 mg/kg and 20 mg/kg
and decreased fetal weight was seen at 20 mg/kg.

Male rats were treated with oral doses of 20 mg/kg/day, 40 mg/kg/day, and 60 mg/kg/day
(6 times, 13 times, and 19 times the MRHD on a mg/m2 basis) of aripiprazole from 9 weeks
prior to mating through mating. Disturbances in spermatogenesis were seen at 60 mg/kg
and prostate atrophy was seen at 40 mg/kg and 60 mg/kg, but no impairment of fertility was
seen.

13.2  Animal Toxicology and/or Pharmacology

Aripiprazole produced retinal degeneration in albino rats in a 26-week chronic toxicity study
at a dose of 60 mg/kg and in a 2-year carcinogenicity study at doses of 40 mg/kg and
60 mg/kg. The 40 mg/kg and 60 mg/kg doses are 13 times and 19 times the maximum
recommended human dose (MRHD) based on mg/m2 and 7 times to 14 times human
exposure at MRHD based on AUC. Evaluation of the retinas of albino mice and of monkeys
did not reveal evidence of retinal degeneration. Additional studies to further evaluate the
mechanism have not been performed. The relevance of this finding to human risk is
unknown.

14 CLINICAL STUDIES
14.1  Schizophrenia
Adults

The efficacy of ABILIFY in the treatment of schizophrenia was evaluated in five short-term
(4-week and 6-week), placebo-controlled trials of acutely relapsed inpatients who
predominantly met DSM-III/IV criteria for schizophrenia. Four of the five trials were able to
distinguish aripiprazole from placebo, but one study, the smallest, did not. Three of these
studies also included an active control group consisting of either risperidone (one trial) or
haloperidol (two trials), but they were not designed to allow for a comparison of ABILIFY and
the active comparators.
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In the four positive trials for ABILIFY, four primary measures were used for assessing
psychiatric signs and symptoms. The Positive and Negative Syndrome Scale (PANSS) is a
multi-item inventory of general psychopathology used to evaluate the effects of drug
treatment in schizophrenia. The PANSS positive subscale is a subset of items in the PANSS
that rates seven positive symptoms of schizophrenia (delusions, conceptual disorganization,
hallucinatory behavior, excitement, grandiosity, suspiciousness/persecution, and hostility).
The PANSS negative subscale is a subset of items in the PANSS that rates seven negative
symptoms of schizophrenia (blunted affect, emotional withdrawal, poor rapport, passive
apathetic withdrawal, difficulty in abstract thinking, lack of spontaneity/flow of conversation,
stereotyped thinking). The Clinical Global Impression (CGI) assessment reflects the
impression of a skilled observer, fully familiar with the manifestations of schizophrenia, about
the overall clinical state of the patient.

In a 4-week trial (n=414) comparing two fixed doses of ABILIFY (15 mg/day
or 30 mg/day) to placebo, both doses of ABILIFY were superior to placebo in the
PANSS total score, PANSS positive subscale, and CGI-severity score. In addition, the
15 mg dose was superior to placebo in the PANSS negative subscale.

In a 4-week trial (n=404) comparing two fixed doses of ABILIFY (20 mg/day
or 30 mg/day) to placebo, both doses of ABILIFY were superior to placebo in the
PANSS total score, PANSS positive subscale, PANSS negative subscale, and
CGl-severity score.

In a 6-week trial (n=420) comparing three fixed doses of ABILIFY (10 mg/day,
15 mg/day, or 20 mg/day) to placebo, all three doses of ABILIFY were superior to
placebo in the PANSS total score, PANSS positive subscale, and the PANSS negative
subscale.

In a 6-week trial (n=367) comparing three fixed doses of ABILIFY (2 mg/day,
5 mg/day, or 10 mg/day) to placebo, the 10 mg dose of ABILIFY was superior
to placebo in the PANSS total score, the primary outcome measure of the study.
The 2 mg and 5 mg doses did not demonstrate superiority to placebo on the primary
outcome measure.

In a fifth study, a 4-week trial (n=103) comparing ABILIFY in a range of 5 mg/day
to 30 mg/day to placebo, ABILIFY was only significantly different compared to
placebo in a responder analysis based on the CGI-severity score, a primary outcome
for that trial.

Thus, the efficacy of 10 mg, 15 mg, 20 mg, and 30 mg daily doses was established in two
studies for each dose. Among these doses, there was no evidence that the higher dose
groups offered any advantage over the lowest dose group of these studies.

An examination of population subgroups did not reveal any clear evidence of differential
responsiveness on the basis of age, gender, or race.

A longer-term trial enrolled 310 inpatients or outpatients meeting DSM-IV criteria for
schizophrenia who were, by history, symptomatically stable on other antipsychotic
medications for periods of 3 months or longer. These patients were discontinued from their
antipsychotic medications and randomized to ABILIFY 15 mg/day or placebo for up to
26 weeks of observation for relapse. Relapse during the double-blind phase was defined as
CGI-Improvement score of >5 (minimally worse), scores >5 (moderately severe) on the
hostility or uncooperativeness items of the PANSS, or >20% increase in the PANSS total
score. Patients receiving ABILIFY 15 mg/day experienced a significantly longer time to
relapse over the subsequent 26 weeks compared to those receiving placebo.

Pediatric Patients

The efficacy of ABILIFY (aripiprazole) in the treatment of schizophrenia in pediatric patients
(13 to 17 years of age) was evaluated in one 6-week, placebo-controlled trial of outpatients
who met DSM-IV criteria for schizophrenia and had a PANSS score >70 at baseline. In this
trial (n=302) comparing two fixed doses of ABILIFY (10 mg/day or 30 mg/day) to placebo,
ABILIFY was titrated starting from 2 mg/day to the target dose in 5 days in the 10 mg/day
treatment arm and in 11 days in the 30 mg/day treatment arm. Both doses of ABILIFY were
superior to placebo in the PANSS total score, the primary outcome measure of the study. The
30 mg/day dosage was not shown to be more efficacious than the 10 mg/day dose.
Although maintenance efficacy in pediatric patients has not been systematically evaluated,
maintenance efficacy can be extrapolated from adult data along with comparisons of
aripiprazole pharmacokinetic parameters in adult and pediatric patients.

14.2  Bipolar Disorder

Acute Treatment of Manic and Mixed Episodes
Adults

Monotherapy

The efficacy of ABILIFY as monotherapy in the acute treatment of manic episodes was
established in four 3-week, placebo-controlled trials in hospitalized patients who met the
DSM-IV criteria for bipolar | disorder with manic or mixed episodes. These studies included
patients with or without psychotic features and two of the studies also included patients with
or without a rapid-cycling course.

The primary instrument used for assessing manic symptoms was the Young Mania Rating
Scale (Y-MRS), an 11-item clinician-rated scale traditionally used to assess the degree of
manic symptomatology (irritability, disruptive/aggressive behavior, sleep, elevated mood,
speech, increased activity, sexual interest, language/thought disorder, thought content,
appearance, and insight) in a range from 0 (no manic features) to 60 (maximum score).
A key secondary instrument included the Clinical Global Impression-Bipolar (CGI-BP) Scale.

In the four positive, 3-week, placebo-controlled trials (n=268; n=248; n=480; n=485) which
evaluated ABILIFY in a range of 15 mg to 30 mg, once daily (with a starting dose of 15 mg/day
in two studies and 30 mg/day in two studies), ABILIFY was superior to placebo in the reduction
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of Y-MRS total score and CGI-BP Severity of lliness score (mania). In the two studies with a
starting dose of 15 mg/day, 48% and 44% of patients were on 15 mg/day at endpoint. In the
two studies with a starting dose of 30 mg/day, 86% and 85% of patients were on 30 mg/day
at endpoint.

Adjunctive Therapy

The efficacy of adjunctive ABILIFY with concomitant lithium or valproate in the treatment of
manic or mixed episodes was established in a 6-week, placebo-controlled study (n=384)
with a 2-week lead-in mood stabilizer monotherapy phase in adult patients who met DSM-IV
criteria for bipolar | disorder. This study included patients with manic or mixed episodes and
with or without psychotic features.

Patients were initiated on open-label lithium (0.6 mEg/L to 1.0 mEq/L) or valproate (50 pg/mL
to 125 pg/mL) at therapeutic serum levels, and remained on stable doses for 2 weeks. At the
end of 2 weeks, patients demonstrating inadequate response (Y-MRS total score >16 and
<25% improvement on the Y-MRS total score) to lithium or valproate were randomized to
receive either aripiprazole (15 mg/day or an increase to 30 mg/day as early as day 7) or
placebo as adjunctive therapy with open-label lithium or valproate. In the 6-week,
placebo-controlled phase, adjunctive ABILIFY starting at 15 mg/day with concomitant lithium
or valproate (in a therapeutic range of 0.6 mEqg/L to 1.0 mEqg/L or 50 pg/mL to 125 pg/mL,
respectively) was superior to lithium or valproate with adjunctive placebo in the reduction of
the Y-MRS total score and CGI-BP Severity of lliness score (mania). Seventy-one percent of
the patients coadministered valproate and 62% of the patients coadministered lithium were
on 15 mg/day at 6-week endpoint.

Pediatric Patients

The efficacy of ABILIFY in the treatment of bipolar | disorder in pediatric patients (10 to
17 years of age) was evaluated in one 4-week, placebo-controlled trial (=296) of outpatients
who met DSM-IV criteria for bipolar | disorder manic or mixed episodes with or without
psychotic features and had a Y-MRS score >20 at baseline. This double-blind,
placebo-controlled trial compared two fixed doses of ABILIFY (10 mg/day or 30 mg/day) to
placebo. The ABILIFY dose was started at 2 mg/day, which was titrated to 5 mg/day after
2 days, and to the target dose in 5 days in the 10 mg/day treatment arm and in 13 days in
the 30 mg/day treatment arm. Both doses of ABILIFY were superior to placebo in change from
baseline to week 4 on the Y-MRS total score.

Maintenance Treatment of Bipolar | Disorder
Monotherapy Maintenance Therapy

A maintenance trial was conducted in adult patients meeting DSM-IV criteria for bipolar |
disorder with a recent manic or mixed episode who had been stabilized on open-label ABILIFY
and who had maintained a clinical response for at least 6 weeks. The first phase of this trial
was an open-label stabilization period in which inpatients and outpatients were clinically
stabilized and then maintained on open-label ABILIFY (15 mg/day or 30 mg/day, with a
starting dose of 30 mg/day) for at least 6 consecutive weeks. One hundred sixty-one
outpatients were then randomized in a double-blind fashion, to either the same dose of
ABILIFY they were on at the end of the stabilization and maintenance period or placebo and
were then monitored for manic or depressive relapse. During the randomization phase,
ABILIFY was superior to placebo on time to the number of combined affective relapses (manic
plus depressive), the primary outcome measure for this study. A total of 55 mood events were
observed during the double-blind treatment phase. Nineteen were from the ABILIFY group
and 36 were from the placebo group. The number of observed manic episodes in the ABILIFY
group (6) were fewer than that in the placebo group (19), while the number of depressive
episodes in the ABILIFY group (9) was similar to that in the placebo group (11).

An examination of population subgroups did not reveal any clear evidence of differential
responsiveness on the basis of age and gender; however, there were insufficient numbers of
patients in each of the ethnic groups to adequately assess inter-group differences.

Adjunctive Maintenance Therapy

An adjunctive maintenance trial was conducted in adult patients meeting DSM-IV criteria for
bipolar | disorder with a recent manic or mixed episode. Patients were initiated on
open-label lithium (0.6 mEq/L to 1.0 mEq/L) or valproate (50 pg/mL to 125 pg/mL) at
therapeutic serum levels, and remained on stable doses for 2 weeks. At the end of 2 weeks,
patients demonstrating inadequate response (Y-MRS total score >16 and <35%
improvement on the Y-MRS total score) to lithium or valproate received aripiprazole with a
starting dose of 15 mg/day with the option to increase to 30 mg or reduce to 10 mg as early
as day 4, as adjunctive therapy with open-label lithium or valproate. Prior to randomization,
patients on the combination of single-blind aripiprazole and lithium or valproate were
required to maintain stability (Y-MRS and MADRS total scores <12) for 12 consecutive
weeks. Three hundred thirty-seven patients were then randomized in a double-blind
fashion, to either the same dose of ABILIFY they were on at the end of the stabilization period
or placebo plus lithium or valproate and were then monitored for manic, mixed, or
depressive relapse for a maximum of 52 weeks. ABILIFY was superior to placebo on the
primary endpoint, time from randomization to relapse to any mood event. A mood event was
defined as hospitalization for a manic, mixed, or depressive episode, study discontinuation
due to lack of efficacy accompanied by Y-MRS score >16 and/or a MADRS >16, or an SAE
of worsening disease accompanied by Y-MRS score >16 and/or a MADRS >16. A total of
68 mood events were observed during the double-blind treatment phase. Twenty-five were
from the ABILIFY group and 43 were from the placebo group. The number of observed manic
episodes in the ABILIFY group (7) were fewer than that in the placebo group (19), while the
number of depressive episodes in the ABILIFY group (14) was similar to that in the placebo
group (18). The Kaplan-Meier curves of the time from randomization to relapse to any mood
event during the 52-week, double-blind treatment phase for ABILIFY and placebo groups are
shown in Figure 1.
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Kaplan-Meier Estimation of Proportion of Relapses to Any Mood Event for
ABILIFY and Placebo Groups

Figure 1:
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An examination of population subgroups did not reveal any clear evidence of differential
responsiveness on the basis of age and gender; however, there were insufficient numbers of
patients in each of the ethnic groups to adequately assess inter-group differences.

14.3  Adjunctive Treatment of Major Depressive Disorder
Adults

The efficacy of ABILIFY in the adjunctive treatment of major depressive disorder (MDD) was
demonstrated in two short-term (6-week), placebo-controlled trials of adult patients
meeting DSM-IV criteria for MDD who had had an inadequate response to prior
antidepressant therapy (1 to 3 courses) in the current episode and who had also
demonstrated an inadequate response to 8 weeks of prospective antidepressant therapy
(paroxetine controlled-release, venlafaxine extended-release, fluoxetine, escitalopram, or
sertraline). Inadequate response for prospective treatment was defined as less than 50%
improvement on the 17-item version of the Hamilton Depression Rating Scale (HAMD17),
minimal HAMD17 score of 14, and a Clinical Global Impressions Improvement rating of no
better than minimal improvement. Inadequate response to prior treatment was defined as
less than 50% improvement as perceived by the patient after a minimum of 6 weeks of
antidepressant therapy at or above the minimal effective dose.

The primary instrument used for assessing depressive symptoms was the
Montgomery-Asherg Depression Rating Scale (MADRS), a 10-item clinician-rated scale
used to assess the degree of depressive symptomatology (apparent sadness, reported
sadness, inner tension, reduced sleep, reduced appetite, concentration difficulties,
lassitude, inability to feel, pessimistic thoughts, and suicidal thoughts). The key secondary
instrument was the Sheehan Disability Scale (SDS), a 3-item self-rated instrument used to
assess the impact of depression on three domains of functioning (work/school, social life,
and family life) with each item scored from 0 (not at all) to 10 (extreme).

In the two trials (n=381, n=362), ABILIFY was superior to placebo in reducing mean MADRS
total scores. In one study, ABILIFY was also superior to placebo in reducing the mean SDS
Score.

In both trials, patients received ABILIFY adjunctive to antidepressants at a dose of 5 mg/day.
Based on tolerability and efficacy, doses could be adjusted by 5 mg increments, one week
apart. Allowable doses were: 2 mg/day, 5 mg/day, 10 mg/day, 15 mg/day, and for patients
who were not on potent CYP2D6 inhibitors fluoxetine and paroxetine, 20 mg/day. The mean
final dose at the end point for the two trials was 10.7 mg/day and 11.4 mg/day.

An examination of population subgroups did not reveal evidence of differential response
based on age, choice of prospective antidepressant, or race. With regard to gender, a smaller
mean reduction on the MADRS total score was seen in males than in females.

14.4 Irritability Associated with Autistic Disorder
Pediatric Patients

The efficacy of ABILIFY (aripiprazole) in the treatment of irritability associated with autistic
disorder was established in two 8-week, placebo-controlled trials in pediatric patients (6 to
17 years of age) who met the DSM-IV criteria for autistic disorder and demonstrated
behaviors such as tantrums, aggression, self-injurious behavior, or a combination of these
problems. Over 75% of these subjects were under 13 years of age.

Efficacy was evaluated using two assessment scales: the Aberrant Behavior Checklist (ABC)
and the Clinical Global Impression-Improvement (CGI-l) scale. The primary outcome
measure in both trials was the change from baseline to endpoint in the Irritability subscale
of the ABC (ABC-I). The ABC-I subscale measured the emotional and behavioral symptoms
of irritability in autistic disorder, including aggression towards others, deliberate
self-injuriousness, temper tantrums, and quickly changing moods.

The results of these trials are as follows:

In one of the 8-week, placebo-controlled trials, children and adolescents with
autistic disorder (n=98), aged 6 to 17 years, received daily doses of placebo or
ABILIFY 2 mg/day to 15 mg/day. ABILIFY, starting at 2 mg/day with increases
allowed up to 15 mg/day based on clinical response, significantly improved scores
on the ABC-I subscale and on the CGI-I scale compared with placebo. The mean
daily dose of ABILIFY at the end of 8-week treatment was 8.6 mg/day.
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In the other 8-week, placebo-controlled trial in children and adolescents with
autistic disorder (n=218), aged 6 to 17 years, three fixed doses of ABILIFY
(5 mg/day, 10 mg/day, or 15 mg/day) were compared to placebo. ABILIFY dosing
started at 2 mg/day and was increased to 5 mg/day after one week. After a second
week, it was increased to 10 mg/day for patients in the 10 mg and 15 mg dose
arms, and after a third week, it was increased to 15 mg/day in the 15 mg/day
treatment arm. All three doses of ABILIFY significantly improved scores on the ABC-I
subscale compared with placebo.

145 Agitation Associated with Schizophrenia or Bipolar Mania

The efficacy of intramuscular aripiprazole for injection for the treatment of agitation was
established in three short-term (24-hour), placebo-controlled trials in agitated inpatients
from two diagnostic groups: schizophrenia and bipolar | disorder (manic or mixed episodes,
with or without psychotic features). Each of the trials included a single active comparator
treatment arm of either haloperidol injection (schizophrenia studies) or lorazepam injection
(bipolar mania study). Patients could receive up to three injections during the 24-hour
treatment periods; however, patients could not receive the second injection until after the
initial 2-hour period when the primary efficacy measure was assessed. Patients enrolled in
the trials needed to be: (1) judged by the clinical investigators as clinically agitated and
clinically appropriate candidates for treatment with intramuscular medication, and (2)
exhibiting a level of agitation that met or exceeded a threshold score of >15 on the five items
comprising the Positive and Negative Syndrome Scale (PANSS) Excited Component (ie, poor
impulse control, tension, hostility, uncooperativeness, and excitement items) with at least
two individual item scores >4 using a 1-7 scoring system (1 = absent, 4 = moderate,
7 = extreme). In the studies, the mean baseline PANSS Excited Component score was 19,
with scores ranging from 15 to 34 (out of a maximum score of 35), thus suggesting
predominantly moderate levels of agitation with some patients experiencing mild or severe
levels of agitation. The primary efficacy measure used for assessing agitation signs and
symptoms in these trials was the change from baseline in the PANSS Excited Component at
2 hours post-injection. A key secondary measure was the Clinical Global Impression of
Improvement (CGI-I) Scale. The results of the trials follow:

In a placebo-controlled trial in agitated inpatients predominantly meeting
DSM-IV criteria for schizophrenia (n=350), four fixed aripiprazole injection
doses of 1 mg, 5.25 mg, 9.75 mg, and 15 mg were evaluated. At 2 hours
post-injection, the 5.25 mg, 9.75 mg, and 15 mg doses were statistically superior
to placebo in the PANSS Excited Component and on the CGI-I Scale.

In a second placebo-controlled trial in agitated inpatients predominantly meeting
DSM-IV criteria for schizophrenia (n=445), one fixed aripiprazole injection dose
of 9.75 mg was evaluated. At 2 hours post-injection, aripiprazole for injection
was statistically superior to placebo in the PANSS Excited Component and on
the CGI-I Scale.

In a placebo-controlled trial in agitated inpatients meeting DSM-IV criteria for bipolar
| disorder (manic or mixed) (n=291), two fixed aripiprazole injection doses of 9.75 mg
and 15 mg were evaluated. At 2 hours post-injection, both doses were statistically
superior to placebo in the PANSS Excited Component.

Examination of population subsets (age, race, and gender) did not reveal any differential
responsiveness on the basis of these subgroupings.

16 HOW SUPPLIED/STORAGE AND HANDLING
16.1  How Supplied

ABILIFY® (aripiprazole) Tablets have markings on one side and are available in the strengths
and packages listed in Table 22.

Table 22:  ABILIFY Tablet Presentations

Tablet Tablet Tablet Pack NDC
Strength Color/Shape Markings Size Code
2mg green “A-006” Bottle of 30 59148-006-13
modified rectangle and “2”
5mg blue “A-007” Bottle of 30 59148-007-13

modified rectangle and “5”

Blister of 100 59148-007-35

10 mg pink “A-008” Bottle of 30 59148-008-13
modified rectangle and “10”

Blister of 100  59148-008-35

15 mg yellow “A-009” Bottle of 30 59148-009-13
round and “15”

Blister of 100 59148-009-35

20 mg white “A-010” Bottle of 30 59148-010-13
round and “20”

Blister of 100 59148-010-35

30 mg pink “A-011” Bottle of 30 59148-011-13
round and “30”

Blister of 100 59148-011-35

ABILIFY® (aripiprazole)

ABILIFY DISCMELT® (aripiprazole) Orally Disintegrating Tablets are round tablets with
markings on either side. ABILIFY DISCMELT is available in the strengths and packages listed
in Table 23.

Table 23:  ABILIFY DISCMELT Orally Disintegrating Tablet Presentations

Tablet Tablet Tablet Pack NDC
Strength Color Markings Size Code
10 mg pink (with “A” and “640” Blister of 30 ~ 59148-640-23
scattered specks) “10”
15 mg yellow (with “A” and “641” Blister of 30~ 59148-641-23

scattered specks) “15”

ABILIFY® (aripiprazole) Oral Solution (1 mg/mL) is supplied in child-resistant bottles along
with a calibrated oral dosing cup. ABILIFY Oral Solution is available as follows:

150 mL bottle NDC 59148-013-15

ABILIFY® (aripiprazole) Injection for intramuscular use is available as a ready-to-use,
9.75 mg/1.3 mL (7.5 mg/mL) solution in clear, Type 1 glass vials as follows:

9.75 mg/1.3 mL single-dose vial NDC 59148-016-65

16.2 Storage
Tablets

Store at 25°C (77°F); excursions permitted between 15°C to 30°C (59°F to 86°F) [see USP
Controlled Room Temperature].

Oral Solution

Store at 25°C (77°F); excursions permitted between 15°C to 30°C (59°F to 86°F) [see USP
Controlled Room Temperature]. Opened bottles of ABILIFY Oral Solution can be used for up
to 6 months after opening, but not beyond the expiration date on the bottle. The bottle and
its contents should be discarded after the expiration date.

Injection

Store at 25°C (77°F); excursions permitted between 15°C to 30°C (59°F to 86°F) [see USP
Controlled Room Temperature]. Protect from light by storing in the original container. Retain
in carton until time of use.

17 PATIENT COUNSELING INFORMATION
See Medication Guide
17.1  Information for Patients

Physicians are advised to discuss the following issues with patients for whom they
prescribe ABILIFY:

Increased Mortality in Elderly Patients with Dementia-Related Psychosis

Patients and caregivers should be advised that elderly patients with dementia-related
psychoses treated with antipsychotic drugs are at increased risk of death. ABILIFY is not
approved for elderly patients with dementia-related psychosis [see WARNINGS AND
PRECAUTIONS (5.1)].

Clinical Worsening of Depression and Suicide Risk

Patients, their families, and their caregivers should be encouraged to be alert to the
emergence of anxiety, agitation, panic attacks, insomnia, irritability, hostility,
aggressiveness, impulsivity, akathisia (psychomotor restlessness), hypomania, mania, other
unusual changes in behavior, worsening of depression, and suicidal ideation, especially
early during antidepressant treatment and when the dose is adjusted up or down. Families
and caregivers of patients should be advised to look for the emergence of such symptoms
on a day-to-day basis, since changes may be abrupt. Such symptoms should be reported to
the patient’s prescriber or health professional, especially if they are severe, abrupt in onset,
or were not part of the patient’s presenting symptoms. Symptoms such as these may be
associated with an increased risk for suicidal thinking and behavior and indicate a need
for very close monitoring and possibly changes in the medication /see WARNINGS AND
PRECAUTIONS (5.2)].

Prescribers or other health professionals should inform patients, their families, and their
caregivers about the benefits and risks associated with treatment with ABILIFY and should
counsel them in its appropriate use. A patient Medication Guide including information about
“Antidepressant Medicines, Depression and other Serious Mental lliness, and Suicidal
Thoughts or Actions” is available for ABILIFY. The prescriber or health professional should
instruct patients, their families, and their caregivers to read the Medication Guide and should
assist them in understanding its contents. Patients should be given the opportunity to
discuss the contents of the Medication Guide and to obtain answers to any questions they
may have. It should be noted that ABILIFY is not approved as a single agent for treatment of
depression and has not been evaluated in pediatric major depressive disorder.
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Use of Orally Disintegrating Tablet

Do not open the blister until ready to administer. For single tablet removal, open the package
and peel back the foil on the blister to expose the tablet. Do not push the tablet through the
foil because this could damage the tablet. Inmediately upon opening the blister, using dry
hands, remove the tablet and place the entire ABILIFY DISCMELT Orally Disintegrating Tablet
on the tongue. Tablet disintegration occurs rapidly in saliva. It is recommended that ABILIFY
DISCMELT be taken without liquid. However, if needed, it can be taken with liquid. Do not
attempt to split the tablet.

Interference with Cognitive and Motor Performance

Because aripiprazole 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 aripiprazole therapy does not affect them adversely
[see WARNINGS AND PRECAUTIONS (5.9)].

Pregnancy

Patients should be advised to notify their physician if they become pregnant or intend to
become pregnant during therapy with ABILIFY [see USE IN SPECIFIC POPULATIONS (8.1)].

Nursing

Patients should be advised not to breast-feed an infant if they are taking ABILIFY [see USE
IN SPECIFIC POPULATIONS (8.3)].

Concomitant Medication

Patients should be advised to inform their physicians if they are taking, or plan to take, any
prescription or over-the-counter drugs, since there is a potential for interactions [see DRUG
INTERACTIONS (7)].

Alcohol

Patients should be advised to avoid alcohol while taking ABILIFY [see DRUG INTERACTIONS
(7.2)].

Heat Exposure and Dehydration

Patients should be advised regarding appropriate care in avoiding overheating and
dehydration [see WARNINGS AND PRECAUTIONS (5.10)].

Sugar Content

Patients should be advised that each mL of ABILIFY Oral Solution contains 400 mg of
sucrose and 200 mg of fructose.

Phenylketonurics

Phenylalanine is a component of aspartame. Each ABILIFY DISCMELT Orally Disintegrating
Tablet contains the following amounts: 10 mg - 1.12 mg phenylalanine and 15 mg - 1.68 mg
phenylalanine.

Tablets manufactured by Otsuka Pharmaceutical Co, Ltd, Tokyo, 101-8535 Japan or
Bristol-Myers Squibb Company, Princeton, NJ 08543 USA

Orally Disintegrating Tablets, Oral Solution, and Injection manufactured by Bristol-Myers
Squibb Company, Princeton, NJ 08543 USA

Distributed and marketed by Otsuka America Pharmaceutical, Inc, Rockville, MD 20850 USA
Marketed by Bristol-Myers Squibb Company, Princeton, NJ 08543 USA
ABILIFY is a trademark of Otsuka Pharmaceutical Company.

%Z% Bristol-Myers Squibb ,OTSUKQ Otsuka America Pharmaceutical, Inc.

123955082 03US12L-0104A Rev February 2012

© 2012, Otsuka Pharmaceutical Co, Ltd, Tokyo, 101-8535 Japan

ABILIFY® (aripiprazole)
MEDICATION GUIDE
ABILIFY® (a BILT fi)

Generic name: aripiprazole

Read this Medication Guide before you start
taking ABILIFY and each time you get a refill.
There may be new information. This Medication
Guide does not take the place of talking to your
healthcare provider about your medical condition
or treatment.

What is the most important information
I should know about ABILIFY?

(For other side effects, also see “What are the
possible side effects of ABILIFY?").

Serious side effects may happen when you take
ABILIFY, including:

¢ Increased risk of death in elderly
patients with dementia-related psychosis:
Medicines like ABILIFY can raise the risk of
death in elderly people who have lost touch
with reality (psychosis) due to confusion and
memory loss (dementia). ABILIFY is not
approved for the treatment of patients with
dementia-related psychosis.

e Risk of suicidal thoughts or actions:
Antidepressant medicines, depression and
other serious mental illnesses, and suicidal
thoughts or actions:

1. Antidepressant medicines may increase
suicidal thoughts or actions in some
children, teenagers, and young adults
within the first few months of
treatment.

2. Depression and other serious mental
ilinesses are the most important causes
of suicidal thoughts and actions. Some
people may have a particularly high
risk of having suicidal thoughts or
actions. These include people who have (or
have a family history of) bipolar iliness (also
called manic-depressive illness) or suicidal
thoughts or actions.

3. How can I watch for and try to prevent
suicidal thoughts and actions in myself
or a family member?

e Pay close attention to any changes,
especially sudden changes, in mood,
behaviors, thoughts, or feelings. This is
very important when an antidepressant
medicine is started or when the dose is
changed.

¢ Call the healthcare provider right away to
report new or sudden changes in mood,
behavior, thoughts, or feelings.
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e Keep all follow-up visits with the
healthcare provider as scheduled. Call the
healthcare provider between visits as
needed, especially if you have concerns
about symptoms.

Call a healthcare provider right away if you
or your family member has any of the
following symptoms, especially if they are
new, worse, or Worry you:

¢ thoughts about suicide or dying

e attempts to commit suicide

* new or worse depression

® new or worse anxiety

o feeling very agitated or restless

¢ panic attacks

e trouble sleeping (insomnia)

* new or worse irritability

¢ acting aggressive, being angry, or violent

¢ acting on dangerous impulses

e an extreme increase in activity and talking
(mania)

¢ other unusual changes in behavior or mood

What else do I need to know about
antidepressant medicines?

* Never stop an antidepressant medicine
without first talking to a healthcare
provider. Stopping an antidepressant
medicine suddenly can cause other symptoms.

¢ Antidepressants are medicines used to
treat depression and other illnesses. It is
important to discuss all the risks of treating
depression and also the risks of not treating it.
Patients and their families or other caregivers
should discuss all treatment choices with the
healthcare provider, not just the use of
antidepressants.

¢ Antidepressant medicines have other side
effects. Talk to the healthcare provider about
the side effects of the medicine prescribed for
you or your family member.

¢ Antidepressant medicines can interact
with other medicines. Know all of the
medicines that you or your family member
takes. Keep a list of all medicines to show the
healthcare provider. Do not start new
medicines without first checking with your
healthcare provider.

e Not all antidepressant medicines
prescribed for children are FDA approved
for use in children. Talk to your child’s
healthcare provider for more information.

ABILIFY® (aripiprazole)

What is ABILIFY?

ABILIFY is a prescription medicine used to
treat:

¢ schizophrenia in people age 13 years and older

¢ bipolar I disorder in people age 10 years and
older, including:

e manic or mixed episodes that happen with
bipolar I disorder

e manic or mixed episodes that happen with
bipolar I disorder, when used with the
medicine lithium or valproate

e |ong-term treatment of bipolar I disorder

e major depressive disorder in adults, as an
add-on treatment to an antidepressant medicine
when you do not get better with an
antidepressant alone

e irritability associated with autistic disorder in
children and adolescents ages 6 to 17 years old

e agitation associated with schizophrenia or
bipolar disorder

The symptoms of schizophrenia include:
e losing touch with reality (psychosis)

¢ seeing things or hearing voices that are not
there (hallucinations)

¢ believing things that are not true (delusions)
¢ being suspicious (paranoia)

e disorganized speech and thinking

¢ bizarre behavior

The symptoms of bipolar I disorder include:

e extreme mood swings that include feeling
depressed and high or irritable mood

e talking too fast and too much
e impulsive behavior

e having more energy and restlessness than
usual

¢ needing less sleep than usual

The symptoms of major depressive disorder
(MDD) include:

o feeling of sadness and emptiness

e loss of interest in activities that you once
enjoyed and loss of energy

¢ problems focusing and making decisions
¢ feeling of worthlessness or guilt

¢ changes in sleep or eating patterns

¢ thoughts of death or suicide
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The symptoms of irritability associated with
autistic disorder include:

¢ aggressive behavior towards others
e intentionally trying to harm oneself
e temper tantrums

e quickly changing moods

The symptoms of agitation associated with
schizophrenia or bipolar disorder include:

¢ hostility or aggressive behavior
¢ agitation and inner tension
¢ self-exhausting behavior

What should I tell my healthcare provider
before taking ABILIFY?

Before taking ABILIFY, tell your healthcare
provider if you have or had:

¢ diabetes or high blood sugar in you or your
family; your healthcare provider should check
your blood sugar before you start ABILIFY and
also during therapy.

e seizures (convulsions).
¢ |low or high blood pressure.
¢ heart problems or stroke.

e pregnancy or plans to become pregnant. It is
not known if ABILIFY will harm your unborn
baby.

¢ breast-feeding or plans to breast-feed. It is not
known if ABILIFY will pass into your breast
milk. You and your healthcare provider should
decide if you will take ABILIFY or breast-feed.
You should not do both.

¢ low white blood cell count.

e phenylketonuria. ABILIFY DISCMELT Orally
Disintegrating Tablets contain phenylalanine.

¢ any other medical conditions.

Tell your healthcare provider about all the
medicines that you take or recently have
taken, including prescription medicines,
non-prescription medicines, herbal supplements,
and vitamins.

ABILIFY and other medicines may affect each
other causing possible serious side effects.
ABILIFY may affect the way other medicines
work, and other medicines may affect how
ABILIFY works.

Your healthcare provider can tell you if it is safe
to take ABILIFY with your other medicines. Do not
start or stop any medicines while taking ABILIFY
without talking to your healthcare provider first.
Know the medicines you take. Keep a list of your
medicines to show your healthcare provider and
pharmacist when you get a new medicine.

ABILIFY® (aripiprazole)

How should I take ABILIFY?

e Take ABILIFY exactly as your healthcare
provider tells you to take it. Do not change the
dose or stop taking ABILIFY yourself.

e ABILIFY can be taken with or without food.
e ABILIFY tablets should be swallowed whole.

e If you miss a dose of ABILIFY, take the missed
dose as soon as you remember. If it is almost
time for the next dose, just skip the missed
dose and take your next dose at the regular
time. Do not take two doses of ABILIFY at the
same time.

e If you have been prescribed ABILIFY
DISCMELT, take it as follows:

e Do not open the blister until ready to take
the DISCMELT tablet.

e To remove one DISCMELT tablet, open the
package and peel back the foil on the blister
to expose the tablet.

e Do not push the tablet through the foil
because this could damage the tablet.

e Immediately upon opening the blister, using
dry hands, remove the tablet and place the
entire ABILIFY DISCMELT Orally
Disintegrating Tablet on the tongue.

¢ Tablet disintegration occurs rapidly in saliva.
It is recommended that ABILIFY DISCMELT
be taken without liquid. However, if needed,
it can be taken with liquid.

¢ Do not attempt to split the DISCMELT tablet.

e If you take too much ABILIFY, call your
healthcare provider or poison control center at
1-800-222-1222 right away, or go to the
nearest hospital emergency room.

What should I avoid while taking ABILIFY?

¢ Do not drive, operate heavy machinery, or do
other dangerous activities until you know how
ABILIFY affects you. ABILIFY may make you
drowsy.

e Do not drink alcohol while taking ABILIFY.
¢ Avoid getting over-heated or dehydrated.
e Do not over-exercise.

¢ In hot weather, stay inside in a cool place if
possible.

e Stay out of the sun. Do not wear too much
or heavy clothing.

e Drink plenty of water.
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What are the possible side effects of
ABILIFY?

Serious side effects have been reported with
ABILIFY including:

Also see “What is the most important
information I should know about ABILIFY?”
at the beginning of this Medication Guide.

¢ Neuroleptic malignant syndrome (NMS):
Tell your healthcare provider right away if you
have some or all of the following symptoms:
high fever, stiff muscles, confusion, sweating,
changes in pulse, heart rate, and blood
pressure. These may be symptoms of a rare
and serious condition that can lead to death.
Call your healthcare provider right away if you
have any of these symptoms.

e High blood sugar (hyperglycemia):
Increases in blood sugar can happen in some
people who take ABILIFY. Extremely high blood
sugar can lead to coma or death. If you have
diabetes or risk factors for diabetes (such as
being overweight or a family history of
diabetes), your healthcare provider should
check your blood sugar before you start
ABILIFY and during therapy.

Call your healthcare provider if you have
any of these symptoms of high blood
sugar while taking ABILIFY:

o feel very thirsty

¢ need to urinate more than usual

o feel very hungry

o feel weak or tired

o feel sick to your stomach

o feel confused, or your breath smells fruity

¢ Increase in weight: Weight gain has been
reported in patients taking medicines like
ABILIFY, so you and your healthcare provider
should check your weight regularly. For
children and adolescent patients (6 to 17 years
of age) weight gain should be compared
against that expected with normal growth.

¢ Difficulty swallowing: may lead to aspiration
and choking.

o Tardive dyskinesia: Call your healthcare
provider about any movements you cannot
control in your face, tongue, or other body
parts. These may be signs of a serious
condition. Tardive dyskinesia may not go away,
even if you stop taking ABILIFY. Tardive
dyskinesia may also start after you stop taking
ABILIFY.

ABILIFY® (aripiprazole)

¢ Orthostatic hypotension (decreased blood
pressure): lightheadedness or fainting when
rising too quickly from a sitting or lying

position.
e Low white blood cell count

¢ Seizures (convulsions)

Common side effects with ABILIFY in adults

include:
* nausea e inner sense of
e vomiting restlessness/need
e constipation to move (akathisia)
¢ headache ¢ anxiety
e dizziness e insomnia
o restlessness

Common side effects with ABILIFY in

children include:

o feeling sleepy e insomnia

e headache ® nausea

e vomiting e stuffy nose
o fatigue ¢ weight gain

e increased appetite e uncontrolled
movement such as
restlessness, tremor,
muscle stiffness

These are not all the possible side effects of
ABILIFY. For more information, ask your
healthcare provider or pharmacist.

Call your doctor for medical advice about side
effects. You may report side effects to FDA at
1-800-FDA-1088.

How should I store ABILIFY?

e Store ABILIFY at room temperature, between
59°F to 86°F (15°C to 30°C).

¢ Opened bottles of ABILIFY Oral Solution can be
used for up to 6 months after opening, but not
beyond the expiration date on the bottle.

Keep ABILIFY and all medicines out of the reach
of children.

General information about ABILIFY

Medicines are sometimes prescribed for purposes
other than those listed in a Medication Guide. Do
not use ABILIFY for a condition for which it was
not prescribed. Do not give ABILIFY to other
people, even if they have the same condition. It
may harm them.
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This Medication Guide summarizes the most
important information about ABILIFY. If you
would like more information, talk with your
healthcare provider. You can ask your healthcare
provider or pharmacist for information about
ABILIFY that was written for healthcare
professionals. For more information about
ABILIFY visit www.abilify.com.

What are the ingredients in ABILIFY?
Active ingredient: aripiprazole
Inactive ingredients:

Tablets: cornstarch, hydroxypropyl cellulose,
lactose monohydrate, magnesium stearate, and
microcrystalline cellulose. Colorants include ferric
oxide (yellow or red) and FD&C Blue No. 2
Aluminum Lake.

ABILIFY DISCMELT Orally Disintegrating
Tablets: acesulfame potassium, aspartame
(which contains phenylalanine), calcium silicate,
croscarmellose sodium, crospovidone, créme de
vanilla (natural and artificial flavors), magnesium
stearate, microcrystalline cellulose, silicon
dioxide, tartaric acid, and xylitol. Colorants
include ferric oxide (yellow or red) and FD&C Blue
No. 2 Aluminum Lake.

ABILIFY Oral Solution: disodium edetate,
fructose (200 mg per mL), glycerin, dl-lactic acid,
methylparaben, propylene glycol, propylparaben,
sodium hydroxide, sucrose (400 mg per mL), and
purified water. The oral solution is flavored with
natural orange cream and other natural flavors.

This Medication Guide has been approved by the
U.S. Food and Drug Administration.

ABILIFY is a trademark of Otsuka Pharmaceutical
Company.

%Z% Bristol-Myers Squibb ,OTSUKO Otsuka America Pharmaceutical, Inc.

1239550B2  03US12L-0104C Rev February 2012

© 2012, Otsuka Pharmaceutical Co, Ltd, Tokyo,
101-8535 Japan

570US11PBS10403
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DL H DEDMHBNIEIE/RK
A (2.3)
H PR EIC L 2 M/ | 2 mg/H 5-10 mg/H 15mg/H

/MR (2.4)
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B IRRIE ST VAR ME SR | 9.75 mg/1.3 mL 30 mg/ H

(2 D P/ (2.5) (5 7%) (5 7%)

o ROA: BREOEEUCERA THIERMA (2)

o AN SR - B MBI B2 5 2 &, RemHEIZ1IH30mg (2.5)

FBERUESE
o BEHI:2, 5, 10, 15, 20% T30 mg (3)

o [IVENAREESE : 10K TS mg (3)

e WHIK : 1 mg/mL (3)

o EHHE : 9.75 mg/1.3 mLEL[AF 5314 T L (3)

-y

ABILIFY 2% UIBBUE DBEERE O H 5 BFE &G L nwZ2 s 4) o

EERUVERALDIEE
o RIEIZFIE T SIEHIRIENR Z AT S Elrdid - Mg E O EES (MR, —iibtk
EIMAEIE, SECS%E) ORBEN EHT 5 (5.1)
o HRPHEFZRL P 0 OF RO OIRMEEFE LA T /MR, HUEROEFERANIEBT S
HABERERLRY 27 N EHT 2 (5.2)
o EMIERA  BeHEEDICHIEL, toRE=2) 7 EITH (5.3)
o BEFEMZXFRIT ERKCET TONITZHREGEZTIET S (5.4)
o (LD : FEERIGURS IR IO 512 X 0 = fhl/ K OREFRE, BEE B E I ONC IR E
Wz ST OZ bR BERT 2B8E01H D5 (5.5)
o EILHER OVHERRA : BEDRI A AT % BB R OWE RIS 72 D fERIED & 5 B O 1.
Pl 2 EMICE=2—1% (55)
o JEEREIE  FEERIGUEMRE ARG L VWS BRE CIREREOH £ L R0
RO LN TS (5.5)
o KEHI - IETEFGREAEE DM T L AEERINNED b TS, (KEHR
EEETDH L, (55)
o I HL/E : PEBR AR BT S R B OB A R0 BEIIXEEICKR 5T 5 (5.6)
o U ERIEADIE « ZF BRI AIE - FEFEFIERAE - ABILIFY % & Te Ul iR 3812 B Ty
TV, BRRMICERDO D 2 A MEREED FSEAINE A BRI E / 47 H BRI E D
PO ® 2 BEICE L TE, RS » A MITEBICEMEREZME L, oKL
<, BIRICERD & D A MEREED O FA) O 7 52 555121%, ABILIFY D
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fRAFIEZZET & TH D, (5.7)

FETH K FEAEDORAED & 5 BB I OBIE AR T S5 & 5 RO EHITITIE
HwIZHEE5T 5 (5.8)

B Al - FEBYE D A REIE B A BET D ERITEE T 5 (5.9)

A7 WA RARIE K O e B 13 oc 2 AR ERIORTREMER B D728, U AT DR
WBE I BIEZ 21T S (5.11)

ElfER ---

Heige iy & < R0 B AVIZRIVE GEHLERDS, 5%LL Lo T T B AR DRERO265LL 1) (6.2) -

MERIEDORRN : T TT
HAKIHEDOH VA (13~17i%)  : BERAMNEKEESE, IR, R
MABPEERIRE O N (BARE) - TP 7, #Hig, BHESORE, EH, SRS

e
BRRMEESR OB (U F 0 L3I ST a B OMBIIRIE) « 727, RIREE, #EAR
SY R

PHGMEERR O/NE (10~175%) < IR, SERIMNKIES, 7, Bl T 27, F,
MUEE 2, FEMED F

KOO FEDORRN (FL 9 DIOMBRIE) - T VT, BHEZDRE, RIRE,
5, W97, FHi

HEAMEREEO/NE (6~175%) - 8§k, J&57, Wark, IR, B4, R, XL7Z2h, Bk
JOR, WlERZ, $ERIMIREEE, IR

A IR TR AR B L O Wi &2 A 2 kN«

FEEGLEDNA2ERPREIALZEAIL, TRETIEBZT IV,
Bristol-Myers Squibb, Tel: 1-800-721-5072
XX FDA, Tel: 1-800-FDA-1088 X {Xwww.fda.gov/medwatch

EWHEEER
R SI72CYP3AADEER] (] - 77 h 2 F > —)1) XIZCYP2D6DFHEH] (il : 74 %
tF ) 1F, ABILIFYDIMFRES EH SE 5729, ABILIFY & OFHT 285461%, H1)
DIDOMBFEILEE L THERT 2568 %2RE (2.6) , ABILIFY D H &4 & H & O 4310
#9528 (2.6, 7.1) . CYP3A4D TR 72 BHEHI K& O'CYP2D6 D5 /) 72 BHE A & O 5
5B UECYP2DO R HENE R B F 12 H U TCYP3A4D #8172 fLEA & O+ D841
I%, ABILIFYO &4 HMED14 (25%) (=T HZ L (2.6,123) .
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o CYP3A4DMAI /I (] : AR~ L) 1E, ABILIFY D MR 2K F S+ 5
7=, ABILIFY & 09 53413, ABILIEYO &4 % ABO2UZICH&ET 5 2 & (2.6,
7.1) .

FE, 17E TBE~DOA VY 7ER] RO TBRERTEERSTA N 23K,

2ET : 20124E2H
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b1 #aksm
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.8 OEENEEZEDRE

B FiLaH
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5.4 EEESIAXZRTT

55 RKEDZEH

5.6  #2srf4{Em/E

5.7 BIMERBAE - iFPERIBAE - BERRIERAE
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8.8 1EHl
B.10 BUfE

0 EWIRERTKEH
0.1  RHENNHE
0.2  ERARWKEM
10 BEE

0.1 E FTORE
0.2 BEBRSENEH
YT

12 EEPREEIE

2.1 {ER#ME

22 FEE#%ER

2.3 ZYEhaE

30



3 SFEmER =T
31 FARME Bns SRR
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i

4.2 FABHEES

43 X5 OFMEREEOHBEH

4.4 BFAMEEICLLIHEEN

L45 #HEKFEITEERRKIE S A
6 BHGHE/RERUEIREKLY
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WA SCEAL

BE  RAEICEET ZRMREREZ AT O RBBE TR DETRO LARD
BRBEFER LTS OFE

PR Z B E SN TV AERAEICEET 2 BMRIERZ A T2 REAEZ ITBWT, 3B
CYVRZOEREPREDLNTWS, £& LTHEMPBMRELZEE SN TV D EE Zxt
S L7 7R RBITHER (KHEORBRIFI0E) M LR, 7R zRES
NEBREIHN, BREZREINEZRBEORTCY A7 BBLZ16~175THH Z L ¥
LTz, #AEIE210AB OXBRRBBRIZEBWT, 7T RBORELTERRBLZ26% THo7=D
XL, EAZHREGINTEREOETCRIIBLEZ45% Th o, FERITHEL Tho7ns,
AEMICLMER (DAL, BRERE) IIBRGYE kL) ITLDEEREDI T,
BEWFROBR, FEERPURMHRE L A, SRPUEHREICL 2ERSELEERE LF
SEDLAREEDRH D Z EBNTIREINT, BIENATRAONLECTED LH, BEORKHE
DSz, EoREFRARERIZERT S b O OWTIZHA S TIXAR W, ABILIFY (7
YvFTY—)) W EEREEIZEE T 2 RBARIER 2B 7 2 BE ORI L CIERB S L
TWe\W [BERMEH LDOER 6.1) S/HE] .

R 5 ORMEREE R OO BRE BIZxHT 2 FHIRRRRICBWT, H1H2EX, 78R
EHART, MR, FEVERVEERANCRITZEZRABCARATE (AKXEEESR) 0V
2) & ERIE, MR, EOREROEFERAIIK LABILIFY 2 6F X3 fthodi 5 0% %
T BB, BEREOVENL YV RIDNRT U RAEEZERTIVNERD D, 15 2EDE
HBRRBIZBNT, 5BUEORATIE, 77 REURTHZBEERELRO) X701
HIIRO LT, BGRULEDRATIES TERLD IO DETIYIRIBBH L, 9
WROHIEOMOBHERIL, REAEPARY A7 OEMEH#EI SOTHD, HL1HO
EKORAZHETIREICEALTE, FHICrrbbd, BEice=4—1, BRERD
Bk, BRAMEEFELH D VTG EEARDIITHOBMIONWTHHICBETIZ &, FiE
RNEH ST HRBEY NI ELDaI 2= — g VORBREHIZONWTRISE
% Z &, ABILIFYIL D DR D/NREBEICKTLHERITEB S TR [EERODEH L
DRE (.2) BH] .
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1 =hee - R

1.1 #HAKRE

ABILIFYZ, #AKFIEDIEFEIZHW LN D, MA~D4~6A K5 O4808 K OV F4E (13
~17i%) ~D61 M5 D175k TABILIFY DA DS HESL ST, MERFRIEO B/ ZIMEIE, A
TOIRBRCTREINTEY, HBVESIFRRETH D [k 14.1) =47,

1.2 B [ AIEE

BTy — FRORAHTE Y — FORMRR

ABILIFY %, MR I BUBEEIZ LS B — vy — REONEAMET E Y — ROAMIBRIZE N T,
HAPFRIEL Y F U LTIV T e BOmBREE L THOW LD, HAEREOR R,
B TC O35 ) O B AR B ARRER & OV (10~175%) TO4BF O BARE L 1R TRz S
iz, fBERIEOR ML, B CO6HR M ORBIERIL IR TNt SNz [Hik#l (14.2)
2,

WA 1 BUfEE D MERFRRE

ABILIFYZ, B I BUFEE OMERRIEICRB W T, BAPRIEL DY F 7 A I 7 oo
FEEE L THWO NS, HEFFRIEOAZIMEI, BN TOBEHFIR 512 X 2 #ERpRTE 1R & Ok A
TORBIFRIEIC X DHEREFRIELTRBR CORENTWD (M 14.2) 20,

1.3 XS5 ORtEEEDOMHEEE

ABILIFY X, K9 DM EDIGRO = OHL 5 SEOMIFEICH O D, BIfEOTE Y

— FIZX LT, 919 DFIZ X DIRIRADRISH A5 T > 12K 5 DFtEREE O BE TD6
W G- OB CHNMED ML ST, [BIRHEE 143) =M,

10
33



1.4 BFRMHESCLPHEH

ABILIFYZ, BEAMEREEIC X2 BEMHEOBBEICH OO D, BEMESEIC L 2 8EME (fhE~
DOLEVE, MEOBEITA, AL RBIE, K[OS5 EMN R EOJER) &5 /NEEE (6
~175%) TOSHEMIKG D2 ER CHIENHESL SNT= [fgkaE 14.4) ZHE]

1.5 MEKFEIINE [ UM< S Bolt

ABILIFYVER AN, #EE E TP RES (kTR EGM) (2P 5 Bl o TG R
WHD, DEMEEIME) (X, DSM-IVEHE T DEmh RIS EE S 2R EES) ) & ER
ENTND, MHNENDBEIL, B EIRRORE L 22178 (BiafTh, Hhel2/aicE
ET 28 EEITA XL CHEITA) 2 X<EZTOT, Ml R2alcmx 272012,
REIFHN NS H OPURSHRE AR5 2 L1225, RATOEY Q4FFH) #5035
THERHENL STz, [Hik#EE (145) M

1.6 MROMEKRRE WB 1 REE, OATEESCLIBREEDOARRICEVTHICER
TRER

N OEDEOREMBEEIL, RAOBWEREL LT LA LARWEERER A S EE
FEIEE CTh 2 HBENL 0 NLBE ~OMIREHEEIC X 2 EWHRIEL, +o 22 Wt i 2170,
SEYPRIE DGR L CIEEAREE A L L CRMGT 5 Z E RSN D, A KTE, W
fi 1 RREE, ROVEPAMEREIC LD WEMEE AT 5/ NEEE~OEYRIEL, £ 054, K
R, BEWR ORI ARE, AERET e 7 7 50—BELTHWSZ &,

2 Ri%-HRE

2.1 HMAKRE

A

FHEER © ABILIFY OHESERHAA L OV HEE A BIX10 X 15 mg/H C, BFEOERICEFRZR<1IHI
EIAR %, ABILIFYIZEERIF 5-H5210~30 mg/ H O FAEHFIH TREMICHTT S, A2hTH

D EDIREINTZD, T D DORERIZIE T DREHEDI03UIS mg/ A 282 5 H&EA3103%
15mg/HEV LA THD Z EIIRENRN-o T, EFIRIEIZET D £ TICE T 2 Wi o238
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URIITERE LW 2 & [k 14.1) 2/,

MERPIRRIE « thOPURS A SE T3 A BL EFRIR DL E L TV G RIE R 1T 1T 23 BR T, #
BRFPEICHT T D HEIEOHERF N RSN, 2 b OBFIIMOIEY) G A F 1R L, ABILIFY
15 mg/ B XIE7 7 B RONWTINIEIER IZEIGT, BROAEABIE Lz Mk (14.1)
M o HERPRIEORKSE D LB 2 Il 572D, B 2 EMIICHE T2 2 &,

HOE

FHESR © ABILIFY O HEEHELEFH & I1X10 mg/H TH D, MAKRIVEEZ AT D13~1THOEH V4
B 235, 10 mg/H &K TUB0 mg/ H & #5659 2 5l 2 90 L 72, S/ DB ss H 132 mg/ H T,
BHBME2 A %25 mg/HIZ, EHI2AKRICEEHAROI0 mg/HIZHE L7z, £ D%, 5mgZl
AT G- Lz, 30mg/A72%, 10mg/H XY A THD Z LIRS iveh-7, ABILIFY
X, BEOBBUCEMRR S BEGAIRETH D [kl (14.1) 2/

MERPIRIE « B RIIE O F DB COMEFHRIEIZI T D ABILIFY O 5RIE, METS T
WV, FADEEITH D ABILIFYHERFRIEIC DWW C O g 722 SIS IR BE 3 2RI & 72 2 5 51
FE LN TR, MEFRRIEICBIT 220 581E, BABREOT — & KON EH &/ N BF
DT VBT T — VEYEHE T XA —F — DN BHERIATRE CTh D, 16> T, RAMEDILH
BONTEBFITENLE S, SERO M2kt T 2 72 DI LB 2 i/ N & T OG- Ok —
WHNCHERE STV, HERFIRIEO MENEZ T 2720, BEZEHICHMET 2 2 &,

thohEREENSDYIYEZ

M OFOREMIFHE D 5 ABILIFY ([ ZH) 0 B 2 5 R & AT O PO 3R & OFH 3 R & A LT R
FHERBETHTDICRBENCUE LT — 23R, —HOMEEIERE T, FRLETD
OB REABE LI IETRETHY, 2L OBRFETIIRAICHIET A HENETTHL1E L
N, & TORE THRRER G N ER MM 2 KEICTHZ L,

22 s BES

BR T Y — FEWNRAHZE Y — FORAMIEE

BRA @ NGB TR 2 HEEB A R, HARE CIZIHIES mgTH Y, U F U LEAN

12
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)7 e fEORBIEETIE, 1H1EN0~15mgTdh 5, ABILIFY(X, BFOERUIBIfRZ < BeG-F]
RECTHh D, HESEAMAEIL, HAFREXIZY 57 L3507 aiEomBh#E CLA 1ES mg
ThbH, HRIIERMIGIZE > TIH30mgE THET D Z LN TE S, BHERERTIE, 30mg/
HZB2 5 HEOZEIZOWTUIRF STV,

AN NREREE (10~175%) 123817 2 BLFIREE COHELER MG H &322 mg/H TH 575, 2HZITS
mg/H~HEEL, IOICFO2HEZICAEHETHL10mg/H~EHEET S, VF UL L
T aBEOMBFRELS L COABILIFYOHESEHE - HELF L CTH D, I HITHENNERGE
IZIE, SmgHEOMHELEL T 52 &, ABILIFYIX, BRFOBEUCEGRRSEERETH D K
A 14.2) BT

MERPIRIE

MEFFIRIE C ORI, BAVRIESUIMIIRIEC» b b, MABRE R OVNERERIZE
PEIGIRINC 1T 2 A DIER DL EITBLE LB LR CHETH D, MERHRIE OO 22
Pzl 5720, BEZEHNICHMET 2 2 & AR 14.2) M

2.3 K53 ORHUESOMEEE

A

MBI - 515 DHZRA LT 5B OfilRIEE U CABILIFY 2 EH 3 254, #HESER A
&I, 2~5mg/H Th 5, Ko DWMEEEOMBIRE & L TOABILIFY DA 2 PEIL, 2~15 mg/
H o M &P THESL L TV D, 1FIS mg/H 2L T Ol &FRE I, DAL EORREZ H 1T TR (2
192k, [Hkatg 143) M),

HMERRIRIE © KD IR MEREE OMBIHERRE & L COABILIFY DA SMEE, St LT,
ABILIFYAHERFREIZ DW T O I 22 IR B3 DR ML & 72 DR RITAF STV RV, #E
PRI OO M BEVEZ MW 5720, BE 2 EHNICHEHMET 5 2 &,

2.4 BFMtEEICLIBREN

INRBE

AR . AR EIC L A HEEEZ AT 6~17mo/NIEEEXGE LT, TIETT
V=D 5~15mg/H TOEMERHL SN TS, BEMEROMIGIZE Y, ABILIFY O &

13
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Bl EIL 2mg/H TH D, Smg/HITHEL, ZOBMLEIZSLT, 10mg/HXIL15mg/HIZ
HWET 5, 1FESmgHLTOHEMEZL, 1EBU EOMBEZHITTho< 0 179, [K
A (14.4) ZHT

HEFFRTE - B BAMEREE 1 L 2 BB MEOHERRIE & LT ABILIFY OAZMEIL, MENL L TV 72W,
ABILIFY #EFFEIEIC DWW T O U2 IR ARIC R 3 2R & 72 285 RITG DTV RN, #E
FRIE O D L EYEZ BT 5 720, BEZEMMICHEIET 5 2 &,

25 WMARPENEIUBHREFIZH S BB (HFARKEEREHR)

59N

AR BT AHEEH &I 7S mg TH D, 7TV ET T Y —VEHRAIO, #HARKPEREX
VIR E IR L PE © T %9 2 2R 1E, 5.25~15 mgD E"‘Elfréhtﬂ%mgow%ls
mgN AN TH D Z IR ENZD o7, BRMZRER L GHBIL THY LEX LN HAIC

(IRWNS25 mgD G- HE 2 bd, WMBORIEND, MIEERGIZ5]EHix, 2@9@&“5
DB LW S D856, BRET0mg/ BE TTHOIUIEREGLTHL LW, =721, SEEE
X2 TV BT T VERBIORKER S OFEIC OV T, HEERRBR I BV TR
BIZET S Tunewn, £72, 30mg B 2@ 2 o HEE, 2/ ALY LEVHE TO®R 5125
WU, BRRERBRICB W CHEUNCHRE ST [kt 145) M7

TUVET TV XD IREOMGERERIRINCEE LWGE, RDARXKELTIET 7Y —L
IS, HEHFAI0~30mg HORAT VE T I —CEFET5H 2 & [k HE 21,
22) ZHT

ABILIFY:E5FIDHE 5%

ABILIFYVEHA 259 5 1201%, RUTTR T LEEORA 2 TR W EiF 5
RT3 52 &,

14
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£1: ABILIFYESIFIHERE

1EE ESFVEER
5.25 mg 0.7 mL
9.75 mg 1.3 mL

15 mg 2mL

ABILIFYEH AN, fIRNERNEH TH D, BIRNSCKR FICHER L TER LR, o< b &,
APAPNICEE S ST 5.

RN IEA 2 EH T 235G, TR IRV IKAIOME R OB OWT, RRRpE LG e
7y, HERNCH CHERT D Z L.

26 FAERE

ik, MERI, AR, BEESOINTEEFOREIC L RADOHEFE L 2 0BT [fFHE
[HI~DELG (8.4-8.10) /),

I LCNPNM I A 5 7 V) 777 = E T S BB I5 1 S A NS
AR T Y AR YA L7 EOMRIIRCYPIAAERET VT T =V T 5
Bk, TV T TV = a@mEHEONSITEET D 2 &, F7-CYPIA4RLF KA G HIRIE
MOIETIGEET VT I —VOHEEEET D52 EWHEEA (1.1) Z/H],

CYP2D67 [ #ET 5 HJFEMED B 5478 7V &7 7 2~ & TS EF 125175 4
B X =V, IAxEeT L, RaXxtwF oL ) RCYPD6EET S AEEDO H 5
R 2T IV ETT—VEPRT 8L, TVET T —abin L bimgHED Y
DETHETLHZ L, £z, CYP2D6 HEAZFMBENLITT %A, TIET T Y
—VORBEEET D& [EYHAEE (1.1) 5],

KO ORPEREEOMBIERIE & U CABILIFY 2 59 53546, Rt HEFREIIT/009, &
P S 23) ORI TR T2 L,

7 7Z0CYP3AA K CICYP2D6 [ & 2 7 ) E°7°F 2= & 75 124517 5 HELE 4 -
T VST = w2 IRCYPIAAIER] (F haty — A XZr 7 An~v A %) k
OCYP2DGJHLEFR] (F= v, ZAFvwF o iiuxtwF %) LRI HEE, 7
V7T =o' ENED4 (25%) £THRET S22 L, £72, CYP3A4KR TV
CYP2D6IHLEHR Z O iEN BT T THAE, 7V T Iy —LvofEZET L K

15
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YA (11) 2,

), PEERITE OG5 CYPIA K CYP2D6 [l A & 7 V) 777 > — s & (] 93 A
BB SIS 7 ) © T 5 — N m T PR SUIER 0TIV CYP3A4K O
CYP2D6PHFEF (507172 CYP3A4FHEA & th 3 £ DCYP2D6FHEF A & D ff H L 5
CYP3AAFLEHAI & 55 OCYP2DOLEHAI & OHFHSE) & O 5 FTaENED & 5 I8 T,
TIETIT—LORBEELHEMEDA 25%) POHBMBL, ZOBRICEEDENELND
MAEETHELTH LW,

CYP2DG/L#IEHENRIEE (PM) HEIZ 1T L - PMIBE TIL, TIET IV — L%
HWHEOYE (50%) MO L, ZORICEHERDIESNGEONLHEE CHET LI L, &
J172CYP3AABLEAIB 5 FOPMIEE TIX, TV VT I Y —LoOHEEZEHED4 (25%)
EFCHET D& [FEEREE (123) ZH],

CYP3A4 #7573 HJGEIED B & FH & R T3 BEIZ551T B/ EMEE - DN EBE
D& H7RCYPIA4 Z#FHET H MO O LFEHEZT VT Ty — VT 2581, 7
VT 7Y = LOMNELZ2FITHET D2 L, BRIEEITBRFMIZESNTITY 2 &,
FE72CYP3A4 FHEAZHHRIENOIX T T HAIET I BT 7Yy — L O &E%10~15 mgll
WS D2 & [EYHEER (1.1) 2K,

27 HNHABORE

FEA 25 mg F TiX mg Bl THRAN G- 0 8RGO DV & 705,30 mg OFERZ 5 I T
L BFITIL 25 mg OWHN G352 & [HFAFEAE 12.3) BH),

2.8 OEAHEREORE

ABILIFY M FPENAREESE X, ABILIFYSEE R CHE TR T2 [HE - HE 2.1, 22, 23k
2.4) M,

16
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3 FIRLEE

ABILIFY® (7 U BT Y —)1) $EITIE, F2ATRINHENH 5,

% 2: ABILIFY §ED5 £

mAEE mAIDE LR |HIDHEAN KT

2mg Nl "A-006"
R L

5mg H "A-007"
LR LS

10 mg S &) "A-008"
BRA Lo

15 mg Joigad) "A-009"
j_Lﬂ:Z & "15"

20 mg E@ "A-010"
j‘Lﬂ:Z & "20”

30 mg N i) "A-011"
j_l-‘ﬂ:g CE u30n

ABILIFY DISCMELT® (7 VU V75V —)L) ORENREESEIZIE, E3 RSN G 5,

% 3: ABILIFY DISCMELT® OErREstEse 4188

&HISE feFlDB LR SEFDFA T T

10 mg l:":/y@ (éﬁa:b’(}‘ﬁ) "AM k "640"
j\'l-‘ﬁz "10"

15 mg HE (I BEAR) "A" L 641"
j‘l-‘i:l:z ”15”

ABILIFY® (7 VU 75 —n) WAHE (1 mg/mL) 1%, A HEEAOER R T,

VRV AZ L ADR MVFEELTH D, 5H&ED Y 7TRIRM STV 5,

17
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ABILIFY® (7 U EFF Y =)L) HANEGHENTIL, EEEFOWE T, ready-to-use O 9.75
mg/1.3 mL (7.5 mg/mL) DR %, WEOX A T I DHSANATIVIZKEBELEZEATH D,

4

L

=
nen

AFN RSS2 IBBSIE DAL, BRI E D FIEZRRE DT T 7 4 TR —NEEND
[AITEH] 6.3) =/,

5 BEERUVERLEDEE

51 RIEICEET SHFMREREZRTIBHBE~DERE

RTEROLR

PORBHREZ B L I TV 258 AEICBEE T 2 BMRER 2 /3 2 BAEIZB W, BT
27 DERABBDH BN TNWD, ABILIFY (T Y BTV —/V) 1IF8HEICBIET 2B HRER
PHETHBREOERIIR L TRARBIN TV [FEEDELRME],

REDZECHRNEEOFTEER

FRHE |2 B9 2 R IR S 6 5 7 7w ARk R EGRERER (RTZS H Be2ek, [ E B 1)
WZBWTC, TIET IV —akhInicBE CEYER : 845k ; #iPH : 78~88i%) T, L
B % G Lo il A M DA B G (A, —IBMENE M 1EZR &) ORBRD EHIRBO Hiv,
O BEEMERRTIE, TI TSI — A E2EE SN BE CHMLEEOAERLICEL
THEHFAINCA B HERISBEZRARD b, BT VBT 7Y —/X, BAVEICEET 5
FERIFIER 2 A9 5 B OIEHRICH L CIIER STV R [ A DE L § 2]

FIINA v —EGZBHIEIZ 1 S IGRRERXEF T SBHEEICH 1 SH%E

T IV A = —BERAVEIC A O FERIEIR 2 A3 5 il (93861 5 A #ER82.4 Tk 5 HilH -
56~995%) AXHRE LTV ET T —LO10#M 77 B ARRRRBROIABRICBWT, BHE
3% LLETT 7RI bREEP2UEL L@ T-RBRIBE F CORERERIL, BIR (77k
RN2%, TIVET TV —15%) , Bk (EExEL) (F78R3%, 7IETT Y —18%) ,
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Gtk (FITREEE) (FT78R1%, TIUETFT—L5%) , WER%E (F78R0%, 7VFE
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SREVEICLE 5 B BB ORI 1T A ABILIFY O A 3 & L2 MEIT ST STV ey, [ERf
DD L) IR EFEIZABILIFYH G- 28I L 7235513, FRICERIC K D IMEORRHEIC D 7e 08 5 R~
NRHAHDOT, BT REECHEE OBIROFEBUZ DWW TEGI R EER AT 2 & [ A D254
L]

52 S5OMOERKERDELLLBARIRY

KO OIFHEREEFEOBRFIL, A, /NREBIZ, HL22FEZRA L TOLE0ENThID LT,
5 OFER DAL R YT ARSEC B TE) (BAREESR) ORBD HWVITEE L B 51T
OB EZETTRNADRHY, ZOV AT ITHAREMETLIETEHTHHDEEZILN
%o DO OH LFEOMOKEHEBIZBNT, BZITL<HOENEZY A7 THY, ZnbD
REHARPAZRORLEBONTHIK T CTHD, LrLHIEOBHEICBNTL, RREHO 5>
SER DAL H A BIEF G OFBUHL O DEPE L TV D AR O W TRWHBE ST
7, PO o GRINE L b=V BV IARRER L ONZOMOEAR]) O~ 7 &R ER
BROBEMHTIZIBNT, T D DFEAD, KO DRHERETE K O ORHEBICRE L TWH D/
R, HOEROEFRAN (18~245%) (BT 2 HRSESSERITE (A&AMEFSR) U R
PR IEL LN LTL, b OFBIERRREICIWNT, 25 EORATIE, 7Tk
RNEWRTHEB#EESGY X7 O EFITRO LT, 65l EORATIET 7RI Y R
7 R Lz,

KD OFMEREE, sREMEREE K O ORFHEBICRE L TWA/NEROEF M EEZRIRE Lz
7 AR BB OFAFRITIZIE, 4,4000 % 8 2 5 9FEDOHL 9 D FE O F G AR B G245 08k 23 5
FNTW, £, KO OWMEREE K OMMORHRBIZERE L TWAHARAZRIRE LI F®
RX B OFEAFEATIZIE, 77,0000 % 2 5 1TFEOHT H OB GRERMIF o i A)

B R AR 2953 BR N E N TV, AN L 0 ABRBIEFRO U R 71T 72 0 BB - 123,

RREIRI G & 72 o 7213 & A BTN TOFAT, BHEBEFIZHB VT Y 27 OHIMER 23380 bz,
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D 9RO REZEBIESE DA ENEEZ RT 0T ARG TWS,
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5.3 EMIEE®RE (NMS)

T I ET TV =GR MIRIEOR G, BMEREE (NMS) EFEHENS 286D
IR RN D & DETER NI 28NN H 5, HROEKT —4% X—2ATlL, 77
T = AR HIINMS &2 FBL L - fi 720173 8 % o NMS ORFEPRIER & LTI, W2, fihsRl,
FEAER DOZAL K OV E b il (IR SO E DS, #ER, TR ORER) 2H 5, &
HIZCPKD L5, I 7 v v U RIE BETRAE) K OBHEBARAERNHET 2L bd 5,

Z DIEWGRE D B OB 2 Rl EMETH 5, EMEICErT 21203, HEZRE (BT
%, EHMEGIER L) R ORBF I RNEINIOR S - SEARSNESRIER  (EPS) ORRIKET
Rz 2T DIEMZRINT 0 2 ENEETH S, BERIBENCE T 5 ZDOMOBEERZFEREL L
T, PARMERTa Y oEEE, BV, SEMPEFEEN, UM PRI E D D,

NMSOEELE LC 1 1) Pkt 3 & OPF A IS M TR WIEANTE HICH IR L ; 2) Bk OE
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55 KHHDZE

FEER PSRRI OB 512 X 0 @il M OSBE PRSP, IEE SN QNSRBI 2 & Te i o 28
bR TH2BENRHDH, ZD7 T ADEENINT B S NDOMRHOL 2T k242
EDURENTWDEN, FEANIZIENETNRHAD) A7 a7 7 A VR 5,

= A B UM PR R

FHERHUS IR 5 0 BF 2B W CE MEOREFIEENH 0, —I2iE, 7 7Y F—U X,
RS E VRS A £ 5 B 2R A U I 2 B REST S 3 STV 5, ABILIFY 2 # 5 &
NIEBEICBWTE IR RE SN TWD [FIFEA 6.2, 63) M) . G KRESEITBD
TIIHEIRIFOREELY A7 MU TS AREMERH D Z &, £ LT ADIZIIT DHERE D
FEREN EFH L TNDZ L L0, FEERGUEHRIERT & 7L a— 2 fERE & OBMROHEIX
BHECh D, 25 LI-FEND, PTG EOMEH & milbEcBEET 2/ EFEL L O
BRIFFERIIIMIHA I TW R, UL, EEOEFIRRE TIE, FERGUREMR IO 5
FIZBWT, SMEFCEETIAEERRREROY R NEEDLENRBENTNS, Zhb
DT D IR ZABILIFY 1 ZHPE SN THE ST, ABILIFYZAZ DY 227 ERICEET 5 00E R
Ch b, FERPUGAIRIEO R 5 BFIZRBT 5 @b BEE T 2 5 HEFRN BT 5 EffER
U 27 SIS S5 TH7R0,

FEPRIR & 2l S IEERIPUR MR O G- 2 B L2 BEICHOVWTIE, Zba—RfEo = b
= ANEE L TORWPEBIICE =2 =325 Z &, FRROGERAT (B, M, BERPA
DFEIEEE) 73& 0 IFERGUEIIRE OB 52 Bilhn L1282 o0, GBI L U 5
EWIHNZEIERFMAE 2 RET D 2 &, IEEMPEHHE LKL L T L EBEIZOVWT, £
), 2R, R, Wk EOEMBEOERNRWIE=2—T 2 2 &, FERFUEHIRIE DO
Gz b ek 2 2 L2 BEICOW T, ZERFIIEHEZRE T 5 2 &, HEERIGUR
O¥GZPIET S EmmbEREE LA b H 5, LavL, BIDFA L gD 5 HA 0L H
1B S, SIEMmESIERIRIGRZLE LT 5B LND,

B
I, WA RIESNIVIRIEREE 2 H 4 5 A EE 2R E LT T 2R REAIRIERERL3

ABROIITIC BT, 7Y BT Y — i h S BE O 2R M E O VLR (+4.4
mg/dL ; BREI O P IfE25 F ; 105761) 12, 7T RERE I NEBE (+2.5 mg/dL ; BREEH
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MO IfE22H 5 79961]) &R THBEREITHBINRIoTn, N—RA T A D228 K i E
DIEFESIBE RN T, B RICEEEARLET VU ETF T — B (BB oI E2s5H)
EOF S REE (BEHMOTRE2H) OBRFOEE %2 FESITRT,

R5: BABEEMNRELETSERABERREARICE (TS ZEBERMBENEL
R=ZRS4 MDA TIY

—Zi (1EE) B5# n/IN %
EFAE D B B TIETT S —)L 31/822 3.8
/AL FT D5 126 S R )
Zop RS UW;iif@wS 77 R 22/605 3.6

it e ‘
b= B N =AY 1 TIETT S —)L 31/76 17.6
(100 mg/dL LA 2> 126 77 &R 13/142 9.2

mg/dL A2 5 126 mg/dL LA |
\ZZ21k)

BE2HBIZEBNT, TV 7Y — L a5 INTEBE LT TR E2&kEG SN EBE DM
(2 ZEJE IR MBS O B BICABERITRO b oo [FFh+22 mg/dL (4261) KO
+9.6 mg/dL (28%51) ] .

KO OFFMEREEBEICHBIRIEE LTT V) B 77— 285 LI BB D 22 jE g
D)2 R (+0.7 mg/dL ; BRI O R E42 H ;5 24141) 12, 77tT%#ﬁEfw_$% (+0.8
mg/dL ; BRI O P IEd2 B ; 24601) LR THEEITRD Lo T-, K9 Otk
BE ZxG L U7 7 ARk B Bh i i B2 il Bk (H»% IO gfE428) (2BWT, ZEHERE
MAEEDZEAL 27~ LT N B DEIE 2 R6ITRT,
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& 6: KIOWMEBBEORABEENRE LETSARABHBBEHARICE T HZE
FrlfREEDNEIL

R=RFA MDA TIY

—Z{t (1ELE) BE5H n/N %
EFED D EfE TIESTS = 2/201 1.0
opsps Ummygﬁﬁﬂ%né 77 &R 2/204 1.0
P mg/dL L EIZZ84k)
B I O m il TIVETS T —)b 4/34 11.8
(100 mg/dL LA EA>> 126 77k R 3/37 8.1
mg/dL A2 5 126 mg/dL LAk
\ZZA4k)
NRBRUBLVERE

A RFRE D FHVHEERE (13~175%) K OBMBHEEEO/NNLEF (10~17) Zxtge L7
7 B ARG OMATICI W T, T U BT Y — L B R ST B O ZZ IS RE IR D
HZeqv i (+4.8 mg/dL ; MBI O P43 B 5 25901) 12, TR EREINEE (+1.7
mg/dL ; BREWIH O FIfE42 A 5 12361) LS THERETRD bR T,

HEAMEREEIC X 2 BB A AT 5/NEROEDERE (6~17mk) xR E Li=7 7 R
BroskEr (BBZEHMOFIMES6R) OMHTIZBWT, TI VT Iy —Lva&b s EF (0.2
mg/dL ; 83f) & 7T AR AL I BE (0.6 mg/dL ; 3341) & O TR O -1
ZACRICH BEEITRD R0 o T, HA KIEDH DK OBRRMEREE /N A5 L LT
REROERT BB O P RfE42~43H) WO HAMEREIC L 2 B2 /T 5/ EEE (6
~17i%) ZRGE Lo 77 R e (REWIM O fESe H) (21T 2, ZEMERibE
EOEACE R LI BH OEIE & RTRT,
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R7: NRRUBLEBREENRE LETSERABERICE TS ZERMBEENEL
R—ZRASALUMNDHT

J)—%{ (1ELE) i G fE BE5E n/N %
20 g BF I BEE BORTER MG T IET Ty — 2/236 0.8
ERAED & & fE fed (Ear) 7 7R 2/110 1.8
(100 mg/dL R & HEAMEEC L 8E  TIETTV—L 0/73 0
126 mg/dL LA _E2Z284k) 63 7R 0/32 0
22 i B I 5 1 HORFER MG T I T Ty — 1/22 4.5
=3By N ) R (B IR 0/12 0
1 L LL ok 5 —
(wr%m:J N R 7 B TIETT = 0/9 0
126 mg/dL A& 126 e SR 0/1 0

mg/dL UL FIZ284b)

A IFIE DT DR R OBBMERRE O/ NEEE 235 & L2RBr (3 2\, 7Y
VI N ERE SN BEICR T 5851208 B 0GR RO AL, TTER
ERG ENIBE LIS THERZTBD b Rpole [ Eh+2.4 mg/dL 8161) K UH+0.1
mg/dL (1561) 1,

IBEERE

FERPURSHIR K 2 G SN TV BE TIHREDOH £ L RWEH RO b T 5,

e IEEIERF R T L AT m—)L, ZEERE N D 7 U | U R, ZERERELDL, K OVZERERy/IEZE G I
HDL 7S IE &5 5 R L & 72 DI LT BB OEIRIZOWT, TUET T — Rt L
T EREE L ORICHRRZZTA ONIRNo T, BEED DRV, BREMIRAN 1222410
LA DB OfRHTIZIZRA DR & - 72,

N

TN I FRE B QBB E O RN B & x5 & UTe 77 2 At B AR LB O 51 R
MH, AL AFa—L (17TRBROEE ; BEHMOh RE21~250), ZER RN 70 & Y R
(SRRBROER ; MBI O P RAE420), ZEIERFLDLa L AT 1 —/ L (85RBROEG ; IREE M
DHFRAEI9~45H, N—RA T A O ZEIERFLDLAE AN IE 7 TR O h 2324 H TH - 7=
7T e R EBEEERLS), HDLa L A7 r—/L (9iBROERH ; IEEMMH O P Rfid0~42H)
DENEA LT BE OBIG 2 RITRT,
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R 8: HAZXMRE LTS5 AR BBERAREARICE T SMPEF/ S A—2—0DF
it

B n/N %
#aLxFo—iL TIVES T —)b 34/1357 2.5
B & il 77 R 27/973 2.8
(200 mg/dL A > & 240 mg/dL LA _EIZZ54E)
ZERELYT)EYF TVET T — )L 40/539 7.4
EFED D il 7R 30/431 7.0
(150 mg/dL A > & 200 mg/dL LA _EIZZ54E)
ZRER LDL LR TA—)L TIVETSTS—)L 2/332 0.6
ERED D il 77 R 2/268 0.7
(100 mg/dL KiiiAH> 5 160 mg/dL LL_E 2 Z84k)
HDL aLRFA—/L TIEFIFTY—  121/1066 114
IEFED BARAE 7T R 99/794 12.5

(40 mg/dL LA B8 40 mg/dL ARt Z81k)

FRN &5t 5 & Uz BAAIRRERBR T, B 512 % U4 B 1Tk 2 L AT v — )L (22l /IEZ2 5 RE)
iR Y U R, KOZEERFLDL= L AT a0 — /L IEFEN O ESE~E B LTZEED
HEZL, TIET I =L ST RO TR TH -T2, ENEh, 12BE Cidk= L
AT w—)b (ZE[ERFEZENER:)  © 1/71 (1.4%) *$3/74 (4.1%) , ZEMERF R U 77Uk R :8/62
(12.9%) %5/37 (13.5%) , ZEfERELDL= L 27 11— L : 0/34 (0%) *1/25 (4.0%) , 24¥H
TR VAT r—)L (ZEZER/FEZEERE) © 1/42 (24%) *3/37 (8.1%) , ZEMEMs NV /U &
U K 1534 (147%) %520 (25%) , ZZfERFLDL= L A7 o —/b : 0/22 (0%) *F1/18 (5.6%)
ThHol,

K5 DFPEREE DR N B &5t G & Uo7 & Akl B ka5 akish. (Vg iz 1) o> Hh 42

H) IZBWT, a L A7 u— (ZEEk/ZEZ2ER) , 2@k b)) 7Y D F, Z2EKFLDL=
L A7 m—/LJyUHDL 2 L 25 1 — LAY LT R DB S 2 RITRT,
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& 9: RKOIDORMUEBEOHABEERRE LTS5 REBHEMBERRICES TS5 M
IBE/NZA—2—DFEt

B n/N %
#aLxFo—iL TIVES T —)b 3/139 2.2
EFED D il 77 R 7/135 52
(200 mg/dL AJiiAH> & 240 mg/dL LA _EIZZ54E)
ZERELYT)EYF TVET T — )L 14/145 9.7
B & Bl 7R 6/147 4.1
(150 mg/dL A > & 200 mg/dL LA _EIZZ54)
ZRER LDL LR TA—)L TIVETSTS—)L 0/54 0
ERED D il 7T R 0/73 0
(100 mg/dL KiiiAH> 5 160 mg/dL LL_E 2 Z84k)
HDL aLRFA—/L TIVESTS—)L 17/318 53
IEFED BARAE 7T R 10/286 35

(40 mg/dL LL_E7> 5 40 mg/dL A 12 Z54k)

IMREUVEDVEEE

WalL 27— LK OHDL 2 L AT 1 —)b (77 &R x5 B2 O£ 5 ; BREE I o il
42~430), ZERKFNY 70 %Y R (77 2R3 RRBRARBROER ; BRI O o Ed2~44
H) OMENEL LA KREDOEVEBRE (13~17m) R OPBMEREO/NERE (10~17
%) DFEIGZRIOTRT,
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R 10:/MNERUBLEBEERRE LETSERMBEARERRICS T 5 MPIEE /N
SrA—5—DEk

B n/N %
#aLxFo—iL TIVES T —)b 3/220 1.4
B & il 77 R 0/116 0
(170 mg/dL A > & 200 mg/dL LA _EIZZ54)
TEEE YT Y K TVET T — )L 7/187 3.7
EHFAED & Sl 7R 4/85 4.7
(150 mg/dL A > & 200 mg/dL LA _EIZZ54)
HDL aLRFA—/L TIVETSTS—)L 27/236 11.4
IEFED B AKAE 77 R 22/109 20.2

(40 mg/dL L 75 40 mg/dL A (2 28 4k)

WA IFIE D DA B R O RR S O /N B 2 kR & U= ARG C©, & 512K
4B ITH = VAT m—)L (ZEERE/IEZENER) R OVERGRE N Y 7Y & Y RBSIEFEED S & HE~
EECLTZBEORIGE, TIEVT I — AL T EARAHOMTRE O -T2, TR,
12 B Cl3ea L 27 m—v (ZEER/IEZENER) 057 (0%) *F0/15 (0%) , ZEMEWF LU 7
UtU R :2/72 28%) xt1/14 (7.1%) , 24 B Tl L AT o —/L (ZENERy/FEZENERE)

0/36 (0%) *t0/12 (0%) , ZEERER U 77U 1U R : 1/47 (2.1%) *t1/10 (10.0%) TH-o7=,

HEAVEREE I L A BN A AT 5/NEBE (6~17m%) Zxtg L LI-7 7 bRt aBiatshic
BWTC, a L AT7no—)L (ZER/IEZEER) , Z2lERF N Y 7| U K (BEEHR O S RfE56
H) , HDL2 L A7 r—/ (BBHEHM O P RAESS~56H) OENEL LT-BEDOEIEEZFIZ
RY,
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& 11: BEFAEEEO/NREFEZRRE LTS ARBHRERICES TS MPIEE/F A —
2—DE

B n/N %
#aLxFo—iL TIVES T —)b 1/95 1.1
EFED D il 77 R 0/34 0
(170 mg/dL A > & 200 mg/dL LA _EIZZ54)
ZERELYT)EYF TVET T — )L 0/75 0
EFED D il 7R 0/30 0
(150 mg/dL A > & 200 mg/dL LA _EIZZ54)
HDL aLRFA—/L TIVETSTS—)L 9/107 8.4
IEFED B AKAE 77 R 5/49 10.2

(40 mg/dL L 75 40 mg/dL A (2 28 4k)

KEEM

FEERGUS IR IR DM I L A REHMNRBD LT WD, KEHBOBIZEAITI L%
HELET 5,

A

FANHEA IFHIE S OPRPEREE D BRF &5t B b Ui 7 7 B Rk BB AR R 1358 (MR
MO RE21~25H) OEFHFEREND, TV ET TV — i &5 I N BEICE T HREDY
YA Bi3+03 kg (167361]) THho7=DIiZxf L, 77 BREETIX-0.1kg (1100%]) TH-7=,
BH24HE T, TIET IV = EREINTZEEICB T HEEON—RT A b O
A EIZ-1.5kg (7341) THHo=DIZ L, 77 BREETIZ-02kg 466) THHo7-,

O OFZT VBT T Y =) AN G 2RI W T, IR O8I IFHL 5 > A K-
L, ZD% D6, Lo DIEMEGE LN o7 VT 7Y — VX7 7R & BINEkE Lz,
T U ET T = VHBEEREORE O L &I 1.7 kg 3476#)) THo-DizxiL, 7Tk
RABIRIERE TII+0.4 kg (33065) THho7-,

(REDT%LL BN U 72 RN BHE OFIE 20 SIE & L IR 12177,

30

53



&12: T35 RABRRICE TS 1%L LEOREENERLE-BEABEDEE

E

W G fE BE5# N n (%)

TIESTS—L 852 69 (8.1

0 A o 22 &l

7R 379 12 (3.2)

7% EDGEEM TIVETT =) 719 16 (2.2
’ : SRR B b - 22)
7R 598 16 (2.7)

KHofFEHEEE TIETIV—L 347 18 (5.2)

(fi BhREE) © 7R 330 2 (0.6)

a4~6fH b3 IEM o6 A

IMNRERUEDVESE

HAERMEOEFEVEEE (13~175%) K OBMBMEEEO/NLEE (10~175%) ZXHRE LS
7B R AR (REHM O P RiEL2~430) Ot T, 7V ET T —LEFE SN
BEICBIT 2REOVFHE L REIT+H.6kg 3814]) TholzdlizxtlL, IR & &L Ihi- &
FHTII+03kg (18741) THoto, HEUHEBIZBWT, TV ET TV — e EESn-BHIC
B DEREDOR—=2T A 2D OEHEEIF+58 kg (6260]) ThHo-DITktL, 77 vR%E
ThH SN BETII+H I 4kg (136]) THoTm,

H PPERE SIS L 5 B2 A4 5858 (6~17m) 2R E Lol 7 7 & a8 a2 (B
BRI ORI RES6 H) TiX, 7 I BT I Y =L a&bE INIEE TR D REO Vb EIT

+1.6kg (209%1) THo=DIZXF L, TR EEE S HBE TIE+0.4kg (98%1) TH-7-,

(RE DN T%LL BN L 72/ N R K OV D4R R E OFIE 2 BIE Z IR I1BITR T,
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K13 IMRRUBFVEEEERRE LTS5 RABERARERRICE 5 7% LD
HREENMZEZRLE-BEDOES

Lk

WIS E BrE# N n (%)

HOEFERORE TIETTV— 381 20 (5.2)

7%LL LD E M PR (BReh @ 7R 187 3(1.6)
HEAMEREEIC L sl T I ET TV 209 55 (26.3)

BYED 77 R 98 7(7.1)

aq~6 [ b8

A KRIEDOHVFBE (13~175%) K OBRMEREEO/NEEBEE (10~17%) Zxt5e Lz
Z A FRERER2FER > D D F 2 Bk LI IFERGRRIZ W T, 73.2% 0 (238/325) 7326
HMOABILIFY $¢ 52 #& T Uiz, BeH26M B IZ, 32.8%DHE 7%, EDKREMMATED 5
Nz (BF ORI L TORMIER L), BHOKRIC L DM OWTHIET 5728, zX=
T &Rk (BEYERZE [SD] CTHIE), NEEFEXROFDEDBIRBREIZOWT, Fiin X UM
BN —E U= B OFEAEAE & bhig U TEER L LTz, 22 27 OZ{EA30.5 SDARTM OHE, KR
WCEBNIRNE R LTz, #5260 B OzA 27 O ZEEIX0.09 SDTH - 7=,

HEAVEEEIC L 2EEBEEZ AT 2HBE (6~175%) iR L LB 7T R ik BRI )
5O EE O o B3 288k L 72 IEERRER T, 60.3%0 B3 (199/330) 23 14E[# D ABILIFY
BeHEKT Lz, 97 A2 5% 5220 2B ICBIT A IKEDzA a7 ONH#241130.26 SD
Tho7T,

WFNOBEMEICB W TS, DNEEFEICRETOEE, FEBENEZBE L, @EORRIZHED
Wz ERE L CRHMET 5 2 &,

5.6 EitH{EMmE

TIET T —ME, -7 R TV /KT & T=2 MERIZ L0 &SR £ 28 =3
AR B D, T T ARk EERERIC IS 1 2 BN R BE U 72 F RO BRI,

ABILIFY Z % N # 5 S -l NEBE x5 & L=l (2467610 <, BEYSHEEmE (7
TT =%, 7T E'R03%) IRAEDFE N (7Y BT T —105%, 7T ER03%) ;K
VR (T VBT T —10.5%, 7 71HR04%) , ABILIFY Z# &AL s/ hNEBE (6~
175%) &R L LIsilBR (61141)) T, ExtEinE (7Y ©77 Y —10.5%, 77 ER0%) ;

32

55



BAEDE N (TYV BT T —103%, 7 T7EHR0%) ; KOKRM (7Y ETT7Y—102%, 7
7EHR0%) , ABILIFY DIESAIZ G ol NBE xR e LB (50141) Tik, &7
PERIE (7Y BT T =L 0.6%, 77FR 0%) ; KEDEN (TVETT YV —10.2%,
77 EHR05%) ; KOKM (T VT T —104%, 7 T7ERO%) ThHhol,

BRIRHNZ R D & 2 AV MEIR T (SZAL & AMBAMZ O 4 el U728, Oiagesil B
o CTUUHE I ML 2320 mmHgPL FAR T L72356 L ER) ORBIRIL, TIETS I — LTI
TR CHREHFEIICAE R R EIT o7z BOTVET T —LORARNRRER : 7TV ET T
— V4%, TTER2%, ATV ET TS —LD/NE (6~175%) MR : T IET T —L
0.2%, 778 R1%, 7V B — WERBIORANRRER: 7V BT T — 3%, 7T EHR2%),

PEBR B R (DR ZE R e CR B OSRE, DA X IMEEREDE) M & B OB
BEFOBESC, KMTEZEZ Lod Vi ik, RERIMKERD, BERES) 12H 5 BE
WIXT VTS — LA EEICERST AL,

TVET T LERANC L DRIz, Ry OT B COIRATRENLELEZ BN
DHEREICRBWTIE, BEOHEE K OENHERIEDORBIN o WINE=X—3 52 L [ Ea
1E/H (1.3) 2]

5.7 BMIKBAE - $FPREDE - METRBRIE

SHMEIBOER (Class Effect) : BB ORI L 0, ABILIFY % & EoHUfs ik 34
5 & ORFIRIBIEIED & % 19 ML BRI FE/AF BRI DS S TH Y, IBRIERE b W &
nTns,

F BRI E /A R ERBV M E O fERIA T 2 B 2 s b o & LT, EERIHM» B OB fmEREED &
FERIPE 1 BRI /A T ERISAE OBEE D B 5, BRIRAIICE RO & 5 [ I EREGED ST FEAIE
{1 BRIBAME /i T BRIBME DBEE D & 5 BB LTI, 15EBIAAE » A B3I i ek
ZREL, MoBERGELS, BRMICERO S 5 B MEREAED O R OBUERH L5511
I%, ABILIFYORAHILZZBET & TH 5,

FRIRAVIC IR D & 2 i P ERIBUDIE & 9 AT LTI, RO GE DRER-LEEIZ S

THEEICHZEL, ZORRIERSCHBIENRR LIS AITEBICBELGT & TH D, F
77, BEEOFHFERE (GFPERERHEL © 1000/mm’ &%) 2 10E 5 BFICEI L Ci, ABILIFY®
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ARz L, BmEREDEES 2 ETEIT L2 &,

5.8 FiE/EE

HH 772 REERICBWNC, T BT Y — L2 RAKEG SN AERE D0.1% (3/2,467)
1z, JNEREBE (6~17m%) D02% (1/611) 2, F£7=, 7V Y —LERFZEE S-S
HD0.2% (1/501) 2, FEIEAEENHEL L T-,

MOTUREMREE & Rk, BIEOBEREDOH 2 BAIIRIEOBELZ X T S5 L 5 IR, #ilx
ET YA = —=RERIED B ITEEICKR G5 2 &, 65 Lo B3 ORI fE 2 K
TSED LD RREBIZH D LT WATREMED & %,

5.9 RA - EZEFOAREN

ABILIFY (X O UG 3L & [FER, I, B33 XESRE ) 2872 5 fieEn ® 5, Fl21E,
BT T 2 ARRREBRICRENT, UTomy iR $EFFE5T) HAmE S Tnb, ABILIFY
ERROBE SN ABRE Q4676 7TV ETF TS —111%, 7T EHR6%, ABILIFY Z#% 0
gh st NRBEE (6~17%) (61141) ; 7V BT TV —N24%, 77 EHK6%, ABILIFYE
FHIE B SN ABRE (S0 ; T U BT T —19%, 7T ER6%, #H0ABILIFY D4
77 & AR GBI IV T, SR D0.3% (8/2,467) K OVNEEE (6~175%) D3% (15/611)
S, fEIR (82 ETe) Ik v RBra2 ik L7228, ABILIFYIESA 2 %5 Lol AEBE 21T,
iR (B A2 G Te) IR VR & e o T BE TR0 o 72,

fEIR (B2 5dr) ORBED FHIZT T ERITHNHE D KX 20, ABILIFYIBEDE
BMNIRNZ ERERTE D ETIE, HEEOERSEGREZ L O OBIEL Lk 5 BEIC
HEETLZ L,

5.10 REASE

PURS AR OB 512 & 0 TREMARIR FRE RS S o 7ew, BT LV ES), SRk, i
2V e Z b OEAIOOH], BACKERZ: EVEMAIRZ LA S5 X9 2RGS0 &
HEBENT VT T =T 558 13m0 E 21T 5 KO8T [FIEH 63) =
]

o
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511 B
KA B, BURRME R E B S OVK 9 DIt ERE I T B RERORNNHH DT, VAT D
k o

BWEBEIZOWTIHREG P oI BI85 4175 2 RGO A7 2R T SELT0, )

i
REEE L HIZ, ABILIFY AL T BRI/ NMRICRED 5 Z & [FITEH 6.2, 6.3) =/

KO OFMEEEDOMHBBRIEL LTI T T —La2&53 5, 6EBOT T &R EaER2i
BB WNT, BZREELOABRERKORBRIL, TI VST —T0% (0/371), F7EART
0.5% (2/366) TH-o7-,

5.12 BETESE

ABILIFY % & Lo HUE AR IR O 512 L 0 B OEFEE O R BT 5, mimiss, FicdE
ITLTIET oA ~—RIEMERE ORI - JER & LT, e FHEMiRA L, B R Y
AT DHDHEFIZIE, TIVET T AOMOPUEHREIZEERICHWND 2 & [BFER O
FoVEE 6.1) ROFIES 63) Z=H]

513 EAHEDHHSEB~DMEMA

e DOEGMWEEEZ S L TV D EE KT DABILIFY ORERBRIIBOLNT-HDTH D [4
EDEM~DEL 8.6, 8.7) /],

ABILIFY [T R E R DERBICREBE LT L 0H 5 BFITE W THIITHRETT X
SN TRV, 2O DOERE L 2 S - BB IR R RER ) S 13X S [
EROEH Fo)EE 6.1, 56) =H]

6 =lEH

6.1 EMERADEE

LIFOEBIZOWTIE, BMISCEPOMOIEIZFEMZEH L T 5,

FOAVIELZ B9~ 5 KPR EIR & A9 % mlin 88 ~ DI G- [# 5 DB Rk OVE R OMEH LD
EE 6.1) M)
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) ORDERHKIERDEAL L B Y R [ A DB G LR OVEZR MEN LOEE 6.2) 2/

SEVEIEWGRE (NMS) (BRI LovtE 6.3) 2]

BRI AX A TT [BEERMEN LOEE 64) M)

A OEA [BFHEREN LoOEE 65) M)

ENTPERI T [EEE AR O L OTEE (5.6) 2

M ERISAE © AF P ERICDE « BERERIERAE [ ZEAR OE LOVEE 6.7) M

FEVRIREE [BEHR OMEN LOIEE 65.8) 2/

WBHN - EENEEORRENE [BAR M LOEE 69) 2]

NIRRT [BAR OMEH LovEE (6.10) 2

ARk [BEREHS Lo EE (611) 4]

Wk TREREE [ BAR O LoMEE (612) 2]

“BOHED S 5 BE~DMM [BER MR LotE 6.13) 2]

FRN &G & U T2 RAER TR b BB m - e RITEH GEBLR10%LL 1) 1%, El, &
h, RS, B, OFEV, THIVT, AL, FRIEROELESDRETH T,

INRZRGRE LTZHRRBRICH W T, mbRBBHEN @ TZRIEH (BHR10%LL 1) 13,

AR, B, MM, SEMONIKIESE, J97, RAUUHE, AIRE, #.o, SIHIAR L OREEMNT
HoT,

HALTIE, PHRMEREDE, K9 DFRMEEE, 7LV ~—EHIE, N—F% 2 Y IR OT
Jb a3 — )VIEIS 6T A B G-ER BRI S IN LT 13,543 floANBE, &7V 75—
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~DIREFE L LTIR 7,619 BEE, ROT VT T — LEHAZ &S Sz 749 Blo B2
BWCT VTSI —oOZeniHisni, 7V 77 —% 180 HLLEKOV1 HLLE
BOEE SN RBEIL, FEEE 3,390 61 T0N1,933 FlCTh -7,

T JFNE, DU Rp K OF B BAMERR S 1063 2 ROE ¢ G- R IRERBRIC SN L 7292061 D 8% (6
~175%) , &m?Jt77/~w~®% E L TIHIS1I7TREE, ITB8WTT VBT I — o
TEREPFH SN, 7V ET T — L &180H UL LR ONELL ERR 085 S =/ B 1T
EIEIEH6SHI KON THITo - T2,

TIVET TV = AREORK IR (BRARRE L OB O SRS ZEROMIRIE) &
LT, “HER, AREOIESRIEEHRAR, AREE R UOREE 25 Lol [EiE
MEROCEEA & TORR, LR OCEHHBR TCOT—2"EGEN0 (7T —DBEEDH Y ),

BHEHPOFEFELITE, BREOICRE SNTEAEFEREREZT T, BPRE, M 21T
v, KE, ERRA KR OVE I®F%ﬂaihé AEFERIT, BRELERSINER LA
FEEHWTCEIER ST, EEIOBRICIE, AEFLEREBLIEMOFRIGIZOVWTERD & 5
EELT D 7212, MedDRAFEE G %%wfﬁi$%@ﬁi% Ex L0 DB OERES T T —
W LT,

RITEFI OBFE L, BRI FIZBW T RIZHNZET 2 2 4 7O FEFL L 1 RILL LTI LIAE
BIOEIG ZRT, N—=A T A LFMiO%, BEHRICHO TRIUIE(L L2 FS %, RBIGH
TCTORFEFERE LU THE Lz, IBBREYEORRBEBHEIIEN Loz, T7205, 1A
B Y = O R R BRI EICRR e <, ERINTEELZH-THAEELRLETEE O,

ZOETIE, BERICOWTHRET 2, Zhbix, AFTREAHEERERBERORETMmIC
VW, ABILIFYDOfEH & BIENH 2 & SEICHE SN 2B EHSR (BIEH) TH 5, ABILIFY
L DOREERIT, Hx DIEFICB O THEE TEXRWERANEL U,

IRERBRIZSIN LTS & 138 ORI F OO R 123 80 720, 1@ O EFRBY; CRIE
%@%ﬁ$%%@?ék@ﬂ%ﬁ%#ﬁ?%ﬁ%f%@m:k_%%?é Lo [FRRIC, 7
DR, HHL, RBRASENE G T 2RO LA ON BT & ZOEEDOKIZITE /e
WV L2AL7e S Z OB, WHEIC, B LIZERRCI T D RIER OB TR~ HEHL
ZNLSN DR A O EI 25 A HEE T DA B NDORILE 52 25 DO TH 5,
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6.2 BERABRICBITAHMERE

MEKREDRNEE

FTROFAIE, 2~30mg/HDT VIV ET TV — L2 RA#kE L= 5507 T viRx AR 4R
Bro 4, 1388R ; 6 ) OEFHICHSS LD TH D,

L 1k (2 F o 1= B E/F

BRELT, TIET TV =R (%) &7 78R8 9%) OFT, BWEHICE Y EEZ2H
IEL7ZBEIIZE A EET e oTe, £T2, FILICESTRIEHO 2 A4 7S, TIETZ Y —
NAFEL 7T R ARBEOR THELL TV,

HER L < BREE S 7= FITEH
HERMIELTICBNTT U BT T — O IO & < BlE S v Me— o RIEH
GBI 5%LL BT, 7 VBT T — A BECORBEN T 7 2R TORBERD 2 52 F)IX,
THTT Tholz (TIETTY—L8%, F'F&R 4%) .

BB SR D RN BE

HFIgE

TRORIE, 15 X 30mg/HO T Y B 7T — LA O#FSL Lz 3 W0 7 7 12 R st IR
PEEE B DI S b DO TH 5,

RE UL IZF > 1= FIEFF

ERE LT, PBEEREEICRENT, TIUETI =R (11%) &7 78R REE (10%) O
MCEMERICE 0 ik L7ZBIBIIF L A LI R -T2, £72, FILICESTERWEHOZ A 7
t, TIET TV =Nt e 77 RO THEELL T,

BRI &  BFEE S L =EITEF

MABPEEREBE B W TT Y BT ) — Lo IO L < BISR S -BITER GRER
MNS5%LLET, TIVET I =L TORIARN T T RETORIALD 2 EFLLE) 25K 1412
i—\‘—g—o
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=& 14 : WiBHBRFERAEREZXNSR E LERO ABILIFY BEIE:ZEH TS5 R BRER
THENE CHBIN-FIER

EMERABESh-EEDEE W)

FUEFSJ—L TSR
BRE (EKREE (917 45I) (753 45l)
THDT 13 4
PF 8 3
HHEZDRE 6 3
Rk 6 3
HEIRSM B 5 2

BABEICBVWTERSIA-REFENAB < ZVEIER

W o IFIE BE OMERNRE (6 HE T) & AmMERYEEF O rEEER GEET) I8N T
REL-BERICOWT, 7IEFIY—0 2 mg/HULE) 285 Li-8E D 2% FICHH
L, 778R&aHKE LoEBE LY SRBLROE P TCmRWEH ORBRE, /INEUSLLUT 2 U
ALTEHLELDOEER 15T,

#®15: BABREEZWNEEL=ROABILIFY B TS5t RxIBHRERICH (T BE]
{ERA

BERANEESh-BEDIE %) °

B/EANKAHE FUVETSY—I 75uR

ERE (EXRGE (1,843 1) (1,166 1)
IREE

T 3 1
BRES

CITIN 15 11

(EEA 11 7

0 P 11 6

EF(E N 9 7

M N HZIE: 5 4

IR 4 3

HE AN R 3 2

ERNISR? 3 2
E2ERRUBRERHATHKE
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#15: BABRBEZXNREL-ROABILIFY S8 TS5t RxIBHRERICH (T3 E]

e

I 55 6
Z2n
HERRRUKESHBES
0 R i
VO e
i
A
HRRESE
G 27
FEMED F 10
THDT 10
PH 7
HERSN S P 5
5
5

w

[N NS R N

PRHR
IR
FaEE
el 19
ARSE 18
N 17
WHHEZDR S 5
FEOR 2R R - B R UHERRES
WEIPEE SEA T 3
BT 3

NS N

—_— = N W

W W W h~ b~

17
13
13

2
2

VT EENRE LI RE 2% EICRBLLRIER T, 7R RBECORR R L

%L T Th o ToFRITER<

llm, PR, NI X 27 70— 7T CRIVEHI ORBLRICH] b 02 2213580 b pin o7z,

BB SR D A B E DFBERE

TREOPFTRIE, MPEREE 2 A3 2 A BE IS,
UF U LF AN T aBOMIEREE LTRE L7277 B R EERICES S b0 TH 2,
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RGHIEIZF o /=G EFE

HANGHE T T U A UI AT o BOWNTNNCEBREN D > - BEICBWT, BIEHICEY
Wik & 2o 728G, 7TV BT T Y — VHBIRIERE12%, 7T B ARMBIEER% Th o7z,
HIRICE > T2 b EBBEENE DS ZRIERIL, 727 (T VU 77— L ABIRIERES %,
7T R RHIPRER%) MORE (7 ) €T — U IRER 2%, 7T B R HEIRIERE %)
ThHol,

LB R & < BEEE S N /=FITE/T

PRBMERRBE T YV BT T =& U F U LTIV 7 a BRI LTS a (S iy K
B SNTZRITER BBLERD 5%LL BT, 7V 7T Y — ValiBFRIERE CORBEN T T &R
FPPFRIERE CORBIEDO 25U 1) 1%, 7HI V7, RIRERCHERNKIFEE TH -7,

PBHERFORABEOFEACSVWTHESA-REFENS < HVEER

SPEENERE (6 MET) ICBWTHH LEZAWEHICDWT, 7Y ETYZ Y —/L (15 mg/H X%
30mg/H) &V F U LIV T B iBiiG5 L BB O 2%, BIZRE L, 78R RE Y F
ULAXII AN T aipE b LI BE L0 bR WREBIR AR LIZEIER O BLREZ, /IMIUSLLT
ZWUERAL, £ 16 IT77,

®16: WBHEREOBEEZARE LEEHT S tARMBHBBRESRICES T SEIER
BEAABESh-BEDEE (%) °

— , FUVETSYJ—IL+ TS5tR+

WEAASR YFo LT/ TOEE JFr LTIV TOE

BR4 (BEXRE (253 #1) (130 1)
BlAEE

I 8 5

A 4 0

i ISIHE 2 4 2

1 PN iz 2 1
RBRAE R V& RIE

SR 2% 3 2
ERRRE
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®16: NBHESOEEFLRRE L-EH TS5t RAABHMBEHRICE T 5E14EH
REEEIN 2 1
HRRESE
THDT 19
iR
PEIARSN B
FEMED F
it
RraisEE
AHRAE
Rz
HHEEZDIRE 2 1
a FYETTFT A EROBRE L BEO 2%L LICKB LEWER T, 7B RBEORBR L A%EUFT
b - FRITERL

~ B~ 0 O
N — = O\ WD

oo
— A

MEXRED/PNRBE (13~17%F)

TROFTRIE, 2~30mgHO7T U ET T — &R NOEE LB O 7 7 & Rk eI &
DI bDTH D,

RS HLEIZFE o 7= FIEFF

NREE (13~17 5%) T, BWERHIC LW EGHIEE -7 BE1E, TV VST Y — L 5%,
T IR REE2%TH o T,

BRI,  BIEEI 1 /- FI1EAH
HAREDOHVEBEICBWT, 7Y T T — Lo IR L < B S -EIfE
H GBHRENS5%LLET, TV ET IV — L TORARNT T RETORBRARD 2 £LL 1)
X, SERSLESRESE, IR MR CTH o 77,

PIEHERFED/DREE (10~17)

TROARIE, 10mg/H XII30mg/ HOT7 U BT TV — a2k 0#% 5 L4807 F ¥ R xR
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ARBRICESS LD TH D,

RS HIEIZFE o /= EIEFF

NREBEE (10~17 5%) T, BWERICL v &GHIEE o8G5 1E, 7TV BT T — VB 7%,
T REE2%TH T,

BRI L < BEER S /= ElTEAT

MAGPERESR O /NEBRE BT, TUEST ) — O IR el L < Bls K- BIEH
RN S%LUUET, 7TV ET T —NBECORBENT T2 REECTORBED 2 5L E) &,
F 17177,

£ 17: MEHERFOPMREE (10~17 &) ZRFELE=£DO ABILIFY B TS5 KR
SEHARICETAHEEM KK HEBIN-EIER
BERAMBRESh-BEDESE (%)

FUVETSY—I TS5k
ERA (BFRE (197 1) (97 )
fBIR 23 3
BEURSL S P 20 3
I 55 11 4
L 11 4
THDT 10 2
F 0
NSIHES 0
FEMED F 1

BEAEEED/NMNREE (6~178)

TRLOPFTARIL, 2~15mg/HOT V77— V&R O# 5 Lz § B O 7 7 AR 2 3 5RIC
HESLbDTH D,
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REHIEIZFE o = FITEH

INREE (6~17 1%) T, BWEHIC L EGHIEE oo BIG1E, 7T I BTV —LE#E 10%,
TR 8% TH T,

BRI & < BREE S N /=FI1E/E

ARAMEREEO/NBBFICBNT, 7Y EF T — Lo IRV L < BlE2 S n - RIVEH
(LN 5%LL LT, 7V ETS IS — A BETORREN T T REETORRELRD 2 3L 1) 7,
18 12777,

% 18 : HEAMEEDN/NMNEESE (6~17 &) & E L0 ABILIFY B 75 R4
BARICH T HENL K BERIN-EIER

EMEAAES-BEDEE (%)

FUVEFSI—L F5€R
BRA (BFRE (212 1) (101 #1)
PH 21 4
I 55 17 2
ek - 14 7
fEE AR 10 4
PR 10 0
FEEL 9 1
LZhn 9 0
RAREOE 7 2
it 2 6 1
HEMRON S PR 6 0
REHR 5 0

MELFE, WBEBANXZEAEEEDO/NMRESE (6~17 &) [CEVTHESIhE-HR
HEMNE < ZVLEHER

TPEETERE (B KHRE 6 31 £ T, MARMEEYRE 4 11 £ TR OH PAMERE 8 £ T) 1BV T3
BLEZEWERIZOWT, 7UIET 7Y —L 2 mgHLE) 285 L/NEEED 1%L 123
BL, 778R&2E5 LB I bEWIEBIRL R LRIER ORBIEZ, /NIUSLLT %
BHAL, 19187,
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F£19: INREFE (6~17&) ZXRELE-£ZOABILIFY TS tARWMBHRERICH T

SEIEM

BENKXDE
ERE (BEARE

EEAABESh-BEDEE (%) °

FUETSI—IL
(611 1)

75tR
(298 )

BROEE
T

L

BiaE
M
GOV
TR
Ve 2
R
(EEA
M N RZIG:
EERRVBRSHATHRE
%1
FEEN
Sy R
H 78
B RUFERAE
S IHER %
ERARRRA
(S EEE N
RERURERESE
RARTTHE
RARIBE
HEERRUESHBES
ESJEiRE)
A [
N
feEhR
PRSI I R
GIEpL
P
THVT

—_ W W kA~ L 0 O

10

16
14
13

S NN = W R

S O = N

12
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£19: IMNRBFE (6~17&) EXRELELBOABILIFY 75 ARABARIZEH 1+
SEIEMA
iRk
L7
FEIED E 1
EHR
A Ro—
VAR R —
W ARE
EWERBLUVILERSE
H % IR e+ 2 1
MR 2R, MIERE L OMtRRRE =
L 2 1
KR X O THLREE
5 2 1
a FYETT )=V EROEE LT/NEEZFO 1% EICRE LZEWER T, 77 B RBEORBER & F%LL
TTho=EFLITHR<
* PERINC X Y FK

— = = N W A
S O O O = O =

KRS DOFREESOMEBIEZLZE L TABILIFYZIRALTWABARE

TREOATRIL, KO OWMERERZIZ, 2~20mg/HDOT VBTV — )L &b 5 D3O M Bh#EE
& LTEG L2207 7 B AR OLEFHIE S O TH D,

RGHIEIZF o /=G EFE

BUWERIC L W EEFRIEE 2o -EI51E, 7V T ) — UABRIERE 6%, 77 & R BhiERE
2% Toh o7,

HER & < BREE S N /=FITE/RE
RO OFHMEEFERFITHBRIEL LTT YV BT T Y — V2 LT25AI, B L KBRS

NEEWER GEEEN 5%LLET, TV E TS Y — LVEETORBELRN T T RETOREED 2
B L) 1%, ThHYYT7, BbEEDORE, RIR, #f, KEEOFEHRTH- T,
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XD DFHIEZFRABEIZH ) TEE S NI BEEEDE < L UOFIEF

SEENEE (6 ET) ITBWTRALEEERICDWT, 7V ETY IV — QmgHL L)
EAERIE L LTI G LICBEFED 2% BIZRBL L, 77 B R 2k e L TG LTERE X
DL EWRELEZ R LTZRWERORBEL, /IR T2 A L CTHES LR EREZ#R 20
[l N

®20: ROSOFUBEEBEZNRELETYETSV—ILOEH TS AR BHERR
ERERARICE T SHEIEA

EMER A BESh-BEDEST (%)

. FUVETSYJY—I TS5tk
FEHRAE A5 DR RS DR
B34 (EXRE (371 1) (366 #1)
IREE
T 6 1
BRES
& Fi 5 2
LERRUBRERHATHRE
297 8 4
< O
RBRAE R VTS RIE
RGBT 6 4
ERERIRE
RE N 3 2
REERUKEES
BAGTIE 3 2
HERRRUESHBES
i) 4 3
A 3 1
HRRES
THYT 25 4
fEHAR 6 4
PRk 5 4
$H 4 2
FEIED E 4 2
B R 3 1
ARSI I R 2 0
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®20: K3 OFUEEBEERRELETIETSV—ILOEH TS R BHBIR
ENBERARICH T SEIEA

fAHES
HEHEZXDRS 12 2
AHRSE 8 2

BEMREL LTT U BT L R L BEO 2% ICRE LEIERT, 7T RBETORE
e L[S T o 72 FETBR <

A RPEX ITTBIEIRHICH S BHEE (HFRARKERIHR)

TREDOFTRIE, WG RFRE S IBARMERRR (A O kD F125.25~15mgD T J B 7T Y —)b
HEHA Z G L2350 7 7 B AR REBROEFHI LSS D TH 5,

G UL (ZF o 1= FITEH

BRE LT, #E RIIE S3OPRRMERRE A 5 B O BF 12BN, 7 U BT Y — LRE(0.8%)
7T AREE (0.5%) OMTREHERICE VG ZPIELIEEEGIZIEEA EEIT R T,

BRI L < BEER S N /=BlTEAT

He B ISFRIE M OSBUBME R 1 LE O B o BE 1B W T T U B T ) — L iERAFI O IS EE D,
iy K < BIR SN ZEWER GEHENS%LLET, TV ET TV — ViERHAIREORR RN T
TARBFEORBRD2EL L) 1%, ELThol,

HELIHER (L XIBILEENGIZH 5 HBDEEIZH VT, BESNI-DFHEEEDE < &L
EITEF

LEINEE Q485 1B W, T U ET T Y — L iERA] (5.25mg/HLLE) 285 LI-EHED
2% EICHB L, 7V T T VERBIRECORBEN, 7T ERBECORIE LY b
STZEWEH OFBR %, IR T 2 I AN U TR LR R 2 R2 TR T,
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21 : ABILIFY IHHIOEH TS5 ARABRRICEHS T 5EIER
BER A BEShE-BEDEE (%)

BRENKSE 7VETSI—N 7S5tk

BERE (BEXFE (501 1) (220 1)
IDEEE

BNk 2 <1
BHEE

TN 9 3

I - 3
2R RBRUVBRERHAHRE

I 7 2 1
HRERES

GIEbR) 12 7

FEED 8 5

AR 7 4

B 3 2

THAYT 2 0

a FYETT )= VERE 2RE LT2BE DO 2% EICEHE LEZEIER T, 77 B RBECTORER L [F%LL
TThol=FLITMR<

REXRTFHED & SHEIEA

BRI

REIEHRE N CORFFRBIRICONT, MAKFEORNEEZHRLE LROT I ETZ
Y — L OFE & [EEHAE (2, 5, 10, 15, 20& T 30mg/H) & 77 &R % g L7-4Br Iz B0
T, HAEMBEMEERE Lz, KB @R Lzt <, AEMBEEEZ L OREEDO & 5 FIfE
MITEIR (855 Te) OAT, 30mg CORRBIE ThH o7 (77 8HRHE, 7.1%; 10 mg, 8.5% ;
15mg, 8.7% ; 20mg, 7.5% ; 30 mg, 12.6%) .

A KFPED/NERE (13~17) Zxt% s LR, AEHMEEEZ L OEEED S 2 EITE
MATHER L SBEINTZ b DI, #RNKES (77 8RR, 5.0%; 10mg, 13.0% ; 30 mg,
21.6%) , IR (77 EHREE, 6.0% ; 10mg, 11.0% ; 30 mg, 21.6%) KOMREE: (77 &R,
2.0% ; 10 mg, 2.0% ; 30mg, 11.8%) Th-o7,
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XRIBIL R

PRGBS O/NLBE (10~17 %) Zxi%d Lzl <, 48 CHEMBIMELZ Lo fErko
b LRI CHR L KB S b DI, HERAAKIES (777 B ARRE, 3.1%; 10 mg, 12.2% ;
30mg, 27.3%) , IR (77 &R, 3.1%; 10mg, 19.4% ;30 mg, 263%) , 7 YT (7
7w REE, 2.1%; 10 mg, 8.2%;30mg, 11.1%) ROVii% (777 2R REE, 0% ; 10mg, 3.1% ;
30mg, 8.1%) D4 >ThH-oiz,

EtES

HEAMEREEO/NERE (6~17 %) Zx5% L LB, HAEMETEZ b0 H 5 BITE
Al < BEsn=bolL, K5 (77 vREE, 0% ;5 mg, 3.8% ;10 mg, 22.0% ; 15 mg,
18.5%) D1 2>Tdh-oi-,

SRS R RAEIX

B X HIE

A RIEOR N BE T 287 7 B AR clG sz, 7007 B A k< o
RAMNERIERDOFERERORIRL, 7Y ET TV —NAEETI3%, 77 ERETR% TH -T2,
T, THYVTHEHBEOEEEGZORARIT VST —LEET%, 77 BREETI%TH
ST, MARREO/NLEE (13~17m) (x5, Hl~7 7 e RAREBR oS SNz, 7
71T B A R < $EHANNE RIEIROA FEFROFELRIL, 7Y VT T —EET25%, 7T
EARHETI% CThoTe, 72, TAVVTHEOREEFRORERILIT VBT T Y — L TI%,
7T REET% TH T,

B ORBR S FEANEF I N7 —# 1, Simpson Angusali /R E  ($ERIEERAER)
Barnes 7 7 ¥ VTR E (T A YT) ROREAREEEIB I RE (PAFxTT) 1T
DUWTHERF S LTz, A RKFVED N EBF T 2B CRBIICHER ST —# 1, Barnes
THYTTIHERE (TYETTY =, 0.08; TR, -0.05) EkrE, TIVESTV—L
LT TR TET R oTe, HAEKIEO/NRLBE (13~175%) IR CRBMICE S
727 —41%, Simpson Angus FERE (T UET TV —/, 024; 7T7&R, 029 EE,
TIET T =TT RRTETRN>T,
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[FERIZ, A RMIEDKNEZ IZBIT 2 EH Q6i) 77 & Ak HEERIZ 35V TSimpson Angus
M RE (BRSNS RAENR) , Bames7 BV VT RHMBIRE (7 AP 7) KOG ARREEEE)
FHRE (PAXRTT) ICESWTEBINICE SNT—F T, 7IETIT—LeT7J
TARTET o7,

XRIBIL R

BRI DR} N B KT 28] 7 7 B AR REBR ClE Sz, 7O T EEORES
Z kR, #EERIMNERIEIRBEED A EFRORIRIIEFFIEDT VBT T —VEET16%,
TITERHET8% ThoTo, £, 7 VT HEORERFZOREBRITHAIRIEDOT VBT
V= ARETI3%, T EARETI% TH o7z, BItEEIE O BE 2B T 56D Y F 7 L XX
ST afpO T T e A RHRHIRERBR T S, T U T B A bR < BERAM I SRAER
DHEEFRROREBEIL, 7V 77— AMBFRIERTI5%, 77 B RHERIERE T8% Th -
Teo Elo, TV TEEOAEREROFEBRIIT Y BT T — VHBIERIERET19%, 7' 7&
RIETETS% CTh o 7o, BUBRMEEYR O/ NEEE (10~175%) ([Zk3 5, HH~7 7 &R %
R CHREINT, TAH YT HEEZ R $ERIMNERIEIRO A EFEERORBIRE, TS T
V= VHET26%, T EREETS% Tholz, Flo, THY U TEEOAERFROBIRILT Y
V7T = VEETI0%, 7T B AREET2% Th o7z,

BRRIEERIR DR NEE DT ) 7T — )V EFFERERIZ 351 2 Simpson Angus &l RUE K& OF
Barnes 7 VU T RHMERETIE, TV E T TV =)L T TR ROMT, BERERALNT (T
V77—, 0.50; 77k8AR, 0017 I STV —/1, 021; 7TEHR, 005 . &
HAMEEBS MR EICBWTIT I E T I = b 7 IR b REOETH - 72, B
BIROBEOT VET T — D F 7 AL VT a kORI 1 5 Simpson
AngusiAli R EE K O'Barnes 7 7 & V7 Gl R ETIX, 7 U BT TV — LBEIERE L 77T AR
BRIEREDI T, BERENHR LN (TVEF TV =), 0.73; 78R, 0.071KOT VU S
ZY =, 030; 78R, 0.11) , BEAEEEESFMREZICSWTIT Y BT Y — L4l
BHERE D 7 7 B R BRIERE L RO L TH - 72, PUBMERYE O/NEBZE (10~175%) (2%t
T 5 BRI 351T % Simpson Angusa i RE T, 7V 77—t L 77 B R GRE
DT, BERENLONTZ (TIVEFZY =), 090; 77 ¥R, -0.05) , Barnes7 Y
TR R K OV AR EGEER R R ISR W T T IV BT ARG L TT e R R GRE
HFEEOZEITH -T2,
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X 3 OmtESE

K9 DIRMEREE O 7 2 AR5 G THlE Sz, 7 v U7 B & BR < SERAECRIEIR
DHEEFRZORBEIL, 7V T TV — W AHIFER T8%, 77 B RMBIEIER T% Th -
Teo Flo, THYYTEEOEERFROFBIRILT I T TV — VHBRIERT25%, 7€
RHBFRIEREC4% ThH o T,

KD DI R ERERIZ 51T 5 Simpson Angus #Fli REE K UNBarnes 7 77 3 ¥ 7 fHl R EE TiX, 7

U BT — U ARBERERE L 7T B R EIRIERE ORI T, AERENRA LN (T I T T
—b, 031 ; 778N, 03ONT UV ETT Y —), 022; 771HR, 002) ., B REEED
AR EEIZIS W TR T U B 77 Y — UBIERE b 77 © R BIRIERE b RO ZLTH o 7o,

EtES

HEAMEREEO/NEBRE (6~175) 28 s LA 7 7 v Rs R cmE aniz, 703y
7 B A bR < BERA BESRIEIR O A ERFRORERIT, TIET TV —AEEHTI8%, I
PEEHT2% CThoTz, o, THVVTHEOFEEZORIRIIT I ET T — VB HRE
T3%, 77 BREGHTI% Chol,

H PAMEREE O/NEBE (6~17i%) Zxt4t L L7 iiBRIZ I 1T 5 Simpson Angus #FAM R E T,
TIVET T —=NEERE T T EREEHOM T, FERENLON. (TIET TV —),

0.1; 7Z%&R, -04) . Barnes7 #3772l R FE M OV 5 ANRE B BN FEAL R I2 B W CiE T
V7TV =N EEHL T 7RG BRROZE TH T,

B L AER (L TIB LB 1 5 e

B I RRIE SFOBARNE B [P © BB O R 7 Z & AR REER CTHvE S vz, 7 U T B
Z bR < SEAIME RIEIR DA FEFEZORIRIL, 7V T 7Y —VFHEHET2%, 77 BRE5H
T2%THY, £z, THVITHEOHEFROEHRL, TIUET T — /LG T2%,

TTEREGHT 0% CThoTz, &% 5RET, Simpson Angus PR E (BEMRAEE RIELR) &
UBarnes 7 I ¥ T RHERE (7T H VT ) IZHESWTEBMIZET SN-T—4T, 7B
TTS =N T TR TEE RN T,
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A b=—

%ﬁﬁﬁ@ﬁﬁﬁ'VXF“~f%(ﬁﬁ%&ﬁﬁ%ﬂ%)ﬁ,%ﬁ%%%ﬁﬁﬂﬁﬂ G
PEDOBRWANICHIET 2 RN H D, A b=—fERITIE, KE L CHEERITEA~ETT 5 Z
k%%ééﬂﬁ% W T [ 4, W&I%&U&iﬁ@ﬁﬁ#%ﬁo:h%®ﬁ%ﬁﬁ%%f%
RIET D —7, HHROPTUEHREO O, SHEIZIWT, FEME R OEIEEN XY
@< 7%, T%L‘fi\/x F=—DRIEY A 71%, BHEKOEFE T LT 2,

BRERREERR

3~6if %@Wk$%%ﬁﬁkbt77ﬁfﬁ%ﬁ%21m4 M D/NREFE (6~1T7%) & X4
& L7277 B AR RERBR O BER LR IC B\ T, @ E O MR L F R, MiRFrmRE, RRE
INT A —H—TRHRERIICBE L 720 9 5B HONWT, TIET T — UL 7T REETE
FHNCEHE R BT o T, FRRIS, BABESOINEREFIZBWT, Mk by, ik
FHIRED 2 WVITRBEEOEIN L 5B GEHILEOFEG LT IV BT TV — L7 TR TET
2ol

DEROZEIE
WA RGIE, PR ER I K 9 SIRTEREERE 2T 5 77 & Ak R aER O 22 5165 5 2 #ERH
L= 2 b, DEBRATA—4—TCEHELBONWAE{bE2 R LIZBEOEISGIZ, ROT Y

Ef?f—wk77ﬁfﬁﬁ%&#i&#okoMmﬁ%m@ﬁ%ﬁi,77?$#%ML&
Pol=DIZRtL, TUVETT Y —32/55 Th o7z,

HEE IFRIE B SPGB | O Il A A3 5 /BE I f677ﬁfﬁ%ﬁ%®$ﬁ%%
T, EERFELEX T, DEXAAT A —F —CHEL BEbn s 2 (a2 LI BEOES

TIVETT = ERHAIE 7T R THBERZET o T,

BRRAERICEWNTEH oNT-EMRR

RA—EER TS ARMBHRICH 7 EE/EH

HALIEBRE Z SR E LIZROABILIFY & 7T BAR % 4 5260 0 — HEEHEBRICE )

THESNTZREAIL, EEBOBHRIBENEN-T-Z & [ABILIFYEE’% (12/153) Ikt L 7o %

53

76



TEE2% (3/153)] Z#BrE, FHMT 72 RRHERHBRICE W TG SNRIER & Bsiteha—E L
T, IRERO RHE IR (S/1203RE, /123 F&5E) <, #5410 (9/122349H LIAN) 12
FELTEY, AR LTV (/122310 BLIN),, #EERIC X > TABILIFY O # 5 %
HE L7 BT D 7200 7o (1%AKT0H) . & HICEW (521) 23t R i ic 3517 2 ABILIFY
FEOIREFEBIZRIT5% (40/859) Th o7, Fiz, PBMREEEF T D HAREL Y F U
LI T e OMEEE L TORMREBRICBWTHLREO Y v 7 4 —AB3@B D LTz,

FZYETS Y=L OHRAERKSRRICENTRH o =-ZDDEHER

13,5831 DR NBEHE DT —H X—Z T, RBOMIZr OO 2mg/HUL EORO 7TV ©r7
— NV ERERG SNWIBEFICL Y RESNRWER (F@/FEF 6.1) OHETERINELD) %
KT MedDRAFGED U A M & LI FIZRT, g L <BE S FR 2R\, BWEROAHE
PERDHDHEBEZLNDETOERIIONTHIEL TND, £z, EFRERICERD & 5 F
TER, FHCFEIZE > THERE B2 EIER OISR P4 2 BT 2RI b & £
TW5, AIfEH 6) OETRHMINTWDER, bIWIIXELR N FoEE 6) XL
ARG (10) DETRF SNIZFRIZOVTIRIL TN D, ST HERE, 7IUE
TSN ERIZRBE L ERTEH L, LT LLTIET T ik ER IS L
BV AN

FHREMedDRATIEREINZHIEL THEDOEWH DM D FRLOERIZ L= > THIZET 5 1100
FIFIEILL R (Z DU 2 MOE 7 7 2R RBR OB RICGEH I N T2 W0WE 0 E2FET) ;
1000 1714514 _E100 51 Fp 131K (2 FEER 5 1000 451 LI AT 12 F R,

BAEEH - #ORS

MR TR Y 2 N -
1000 47/ 471 FILL_F100 A7 HL pl A - FIMERIBZE, I HRERIBVDE, I/ N JiE

LA

1000 A7 FYLLLA00 YL BT - ARAR, B, (OlfiR4, (ODFREZE, (OfifElR, BT ey
7, WSMIGH, TAVESR, (OEAE, PROE, (ORI 5 100047471 BIAKHT - DERE), B
PESAR, == PEAEAR
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HRJE
1000 4771 BYLLEA00 AL By - 7, 18R, IRBRTEIE, SELHULE

BN

1000 47471 BILL_F100 AL At - Bt iR, HIEAR, fiE 4 ; 1000 4741 FIACHT - 1
%

BRI OGS PTFRRE

100 411 1L L - ET35E, KRSVEVRIE, ShRIHE, M3 ; 1000 4751 ALl 100 A1HL FIAH - i
EENE, (1, (TN ; 1000 4177 A1AH - IR

WL R
1000 #7401 ik - IF9%, FEIA

TSERIEE
1000 A7/ H71 FILL_ 100 47571 G4 - A BEUE

B R OMLE A HE
100 A7/ Gl [ - $5M8) ;1000 A7/H71 FLL 1100 A7 filR - B4 ; 1000 41571 filK - BEHR

VS a

10047 FILL L - AKEJD, 127 L7 F 2k AR S —BHIN 5 1000 47571 4744100 #4771
I - ISR E5, > RogEsm, md~> a2 7 F o8, mHiRFEEMN, LEXQT
SEE, M7 L7 F =8, e U v e BN ; 1000 47/ p R - 1A ELER N Kk $E RS
i, ZVa~ssZa e N, VIV T AT 27— BHIN

1R VR

1000 A7/ BILL_E100 AL Ay - iR ILE, BARARIR, HEIRW (o o 2 U 890, K
{ETMARS, A > R U VIRAFIEREIR P, MHRERERES, BEIR, IR RUBE, JRP7 Ko
Bt arde), mihE, K4V v AME, K N U o AiE, KiiE, SE0E ; 1000 47471 47
Tty - BERRIFME BT K= A

BB SRR O 2Rl 2 -
1000 A7/71 BYLLEA00 A1 H7L G 7 - lElwe, A5 0AKTT, Aok, EEWEIRT ; 1000 47471 A1
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PHRER G
10047 L AILL L - Tih BN L5 5 1000 4771 AILL£100 AL AIRHT - Saalass, ~—F Y
=R L, olEREE, EEARENE, MMIERE, EENE T, BRMECAFRI—, HERIET,
AT m—X R, FRERSRITHE, MEE) OF), EEhEE ; 1000 471 AIAH - RISVERAE, SR
77 h—E

FErE

100 AL FILL L - BRCGRIE 5 1000 47471 YL E100 AL flAay - SOBME, U B R—iH2k, H#%
JJL' WUE, VB R—JudE, RV, ML H R AE, 5%75(’ &E’O)E{gﬁi%, BB, T
7, BNEE 5 10004141 BIARHT - 7145 b~ =—, WEIRIRFEETAE

B R MR B o 7
1000 A7 AYLL 100 BY L IR - BRPA, 260R, AIRIBEIR

IR R OVH SR
1000 47471 AILL_E100 AL AR - ASHAIA R, #hild R4, MHRE, FLFEIR ; 1000 4741 fIK
- AL ELE, FRiEhEE

IR 5%, MIFBR ONiEhe 55 2 -
100471 AILLL - 5P, WP DRI, T 1R 2%

JEJE R ONRE ke 2

10047 FILL - - 3835 GREBEME, RIirE, 28ME, 3B, BRIREZIR, MRS ; JERK,
T ULk, pEE, RILME, ARURPERIREZS, MR RZIE SR, 3B A G Te), ZITE ; 1000474
LAILL 00 B AR - & 9 FEIE, SERaBBIERS, TBAE, =R

i EEE 2100 AL AL - EIE ; 1000 #7771 Fied 100 AL il - AR

NEEE - BORES

INREE (6~17m%) ROFIDOHKET —Z_X—ZATHRDOOLNTINTE A EDOHEERERSL)N, AL
THRO BN, NEEEITRD L ER AN oRIERIZ, ATFO®@EY Th b,
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B

1000 A7/7L BYLLEA00 AL BIK ity - RO, R

V7S
10047/ FILL F - 1fF A > A ) HE N

PEREREAE
1000 A/ H71 FILL 1100 £ HL Gil Aty - 55

SEIFR OB TRtk
1000 A7/H71 H1LL 100 A9 iy - TR L EE

BAEE - BRARNES
TV T T — R F S LR ANBE A OET —F_XR—ATRDOONTZITEA L
OEWERN, ROTIET Iy —a2RE5E LR ARETCLROLNTZ, T IS T —LiE

A2 Lo NEE ISR O b ERRUAAORWERI, LITO@Y Th o,

B FRK BT SGITHRE
1004771 1L L - FESFBALEOE 5 1000 £7471 YL 100 AL IR - BIRER IR AL PN H

6.3 WEREOME

ABILIFYAGRIZIZ, ¥FESNTRBWERH ZLLTIZRE T, BL, REFEHOEE G OB IEHRE T
D7D, TIETT7 Y — e OREBERPHEEL TWD EIFRLRW : ENRT LILX—
JaDFRB (T 7 4 7% —pts, MAETRE, MRS, F 9 FRIE/FERE T 1 ZENHEE R )
KON 7 R B AR,

7 EMHBEER

TUVETT = ANEE L THIBEMERICERT 5 Z £ 25K LT, ABILIFY &fthoHx/EH
EYWIT N a— LV EHHTIEAIREET DI L,
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a7 RLF U UEHFIERIC LY, H5FEOREIROMER 28R 2 RN B 5,

7.1 ABILIFY I2x T 2 iFl D&

7 U 5 —LiE CYPIAL, CYP1A2, CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19 X
I CYP2El OIE T3/, BTNV v BRaag a3\l nn, ZhboREEEL
FHE SUTFHET DA, MR X 9 7D R 1 E A AEAEH 2R Z T alsErE iR e B 2 o
Do

CYP3A4 KX CYP2D6 DR SN T V7T — L ORFINCEGT 5, CYP3IA4 % ifiE4 2% 3H|
B, INR=PEL) BT IVETIS—LDr )T T AEENSE, MPRELZKTSE
B ATREMEA B> %, CYP3A4 OFHESE (i, & h=ah Y —/L) Xt CYP2D6 DFHESR (i, ¥=
Ty, INFXRETFL, NaxkFr) IT7T VT T OEKREMEIL, mAREE B
SHDLAHEMDN S 5,

FrarJ—ILERUVZDMDCYPIALEEE :

TUVET TS mgHRIFE G2, 7 ha) Y — 200mg/HAE14H ) Z0HH L7254,

T VT T O OIEMEREY DAUCH Z L E363% M VT T%HENN L 7=, 5 F & (400 mg/
) o7 ha)Fy— L eoffHiImFshTunwin, 7 hary—Le7 I 77—z if
HI3256, 7V877Yy—VOHEZFEHEOYZITHET D2 L, thOCYP3A4 DRI
PSR (B, 4 RT3ty —n) LRKOEERG D EHESNDHDOT, REEOBENSLET
b5, CYPIAADENIRIRS RWEWE (fl, =V Au~vA vy, JL—TTN—Y TV a—
Z) AZOWTIEIMRT L TV, CYP3A4IEF R ZHFHRIEN ST T a8, 7Ier oy
—IVEHEETDHIZ L,
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FZOURUEDMD CYP2D6 PAEE :

TVETTV—)L 10 mg HEE 512, CYP2D6 OiE/j7efAER, = (166 mg/H % 13 H
M) Z0fH32&, 7UVETT =D AUC 1T 112%EIN L7228, IEERHEY T Re Ty
v 7Y —® AUC X 35% Lz, ¥=2 7 V7o — a2+ 5%58, 78
7TV =V OREEFHREOESICEET D Z L, o CYP2D6 O ERLERKTHD 74
XEFr, NaXeFUbEKROEENR DD LHESNDDOT, FROWENLETH D,
CYP2D6 [HEIKZFHEENLIXTTIEAR, 7TV VT IV — A2 BETDH L, KH Ok
BEEOMBRIE L LT ABILIFY #5754, FilHEREE2ITOT, HL - HE 23)
DRI LN TRETHZ L,

BINIEE U RUZFNDM CYP3A4 FEE :

CYP3A4 DR IRHEITH DL N AA~EEY 200mgl H2R) 7V ETFZY—L (30mg
1 H1ED) OffHIE, 7IETI7Yy— A ROZOIEEREMT E FaT7 VET T — I ®D Chu
KON AUC 25 710%RD S8z, TIETF T — LR~ B o2+ 5881, 7V
77— OMNEZ 2FICHEL, ERIEEITFHAIESNTIT) 28, vt
U ERERRENBIITTEAE, TIETI YA EEETH L,

7.2 #hFI=xd S ABILIFY DOFE

TUVET T — 3T b7 a—2h PA50 FEFRIZ L VAR S 2 3RA O SRy Eh AR I BF PRI C L
PR HAER 2 5] & 29 ATREMEIZ A 220, invivo BRBRICEBW T, 10~30mg/ HOT U BT T Y
—/UX, CYP2D6 (FF A mrA L7 7r) , CYP2C9 (V77 Ur) , CYP2CI9 (A AT
TSk, U7 7 U r) KON CYP3A4 (TFA A M7 7y) OREONRBHCAE LY
BERIES -T2, £ invitro lZBWC, TV BT — LKk Ok Ra7 Ve 7Y —)b
1% CYPIA2 203 B 2 2L SH D AREME IR S o Tz,

FZILa—JL :
i EE N DS 72 EBYRE )BT A OSIZBEL, TV eIy — vl ) — L OftH

LTI REDH ) — VOB ORICHEEZIT ) T2, %< OfsEk & [[EE, ABILIFY ik
Adg 7 Lva— L EBREZRT S Lo ETLZ &,
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7.3 ABILIFYEERREEELHBEEREZ RS T ULEH
I27EFOV:

TV ETT Y= (15 mg B E) 450 /)72 BB imdilAl T 5 Wy #5541 7 7 &F v 2 (40
mg HEEE) AT L, TUETT Y — LORMREN T RIEEME T4 5720,
TUETFIY =T RaT7 U ET T — LD Cpux DNEIVEI 3T O 21%, TILE (AUC)
D13 K RS%D Lz, 77 28F P T 256G, 7877 Y —LOMEE i 504
EAEC/AN

Ay Awasl: X

REEIC

v 7 e (500~1500mg/H) &7 VBT Ty —v Bomg/H) Z0HH LA, EF:
&, 7V

BNWTTIVETT V=D Chax LONAUC 3 25%E T LT, 2SI 7afgd i+ 55
v T — VO REERET DB,

TIVETT— 30 mg/H) LovvTamE (1000 mg/H) Z0FH L2846, EFIREICE N
TNV TBPED Chpx MY AUC IZEIR EEFRO & L E(RITR bR 2Tz, TIET TV —)b
EOHT A, NV aBoHEE RS A0NETR D,

JFoL:

VT s, mEEAICHEAET, REahdie, 3EAEREEE LTRTICHEIRS D
e, TIEFIZ =B FUNEMAEERZEZ T RERy, UVF U AOREHE

(1200~1800 mg/H) #7 VEZZY—)L B0mg/H) L21HMEHL=SHE, 7VE7r7 Y
— L L FOIEMREYTE a7 ) Er5 Y — L oEWEREIC, K EEXROH BT H 5
nighole (Coad CAUCOIINIF20%AT) . VU F UL LT 256, TV 87TV —LD
&2 P 2 0FT 20,

TIETZV— Bomg/H) VT UL (900mg/H) #0FHLZEA, VFvLAOEYE)EE

IR EEEO D L2 Z (I H N2 oTe, VFULET I VT IV =L 2fflT 556, !
F U LD M B AT BT,
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>

(4

SERYDY:

\

R 1 AR, 7Y BT — L (10~30mg/ B A #E5) £ FE R U 2 (100~400 mg/
H) Z 14 BREFALZEZA, 7 MUYy (UDP-Z V7 u VRSl 1A4 IE) OES
WREDEYEBRRICE L RIF S eholz, TIVET TV =& TE R D UGBENT 5854,
ZE M) VU O BEE T LML,

FEAFOA ML

10~30mg/H DT V7TV —)LZ 14 QG L7k 24, CYP2D6 JEMRITIKRIFET 2 2 & 3
SBNTVWARBRE TH D, TXA IR A MM T 7 OERBYTIA N2 77~ O T
NE A S RIE S 720 o T2, F72 CYP3A4 IEMEITIRTET 2 Z &3 B LT B REHR
Thd, THXFAIRAMT 7 o OREHW 3-A EFTE/LE T2 A~D N A F A S B
Aoz, TVET T =V ERHT IS, TFA MR A MM Ty OHEEZTES
RYA A AN

JILo7

10 mgHOT7T VS ZY— L% 14 HEEG L7Z2EZA, RUALTZ 7V U KNS ULT 71 v
O EhEE TR R A > T3 5 INR (International Normalized Ratio) (257283 7
SRl b, TYETT Y —Las CYP2C9 TR CYP2C19 Z A4 ARH X dmE Iz
BHEALIEZIL T 7 ) o OREEMICHR L EERELE RIEI W ERRBINTE, TV
7=V EGHTD%GE, YV 7 U OHEEFRET DHEILRD,
FATSI—I:

fEEEANICBWT, 10 mg BOT VSTV —L& 15 B#EE LZ& 25, CYP2CI9 DFEE T
bDA AT TV =V 20 mg KB G OEY BRI EL RIESRrole, TIET TV =Lk
BT H8E, AT —LORHEL TS 5 LB,

ASE/A

fEREAN (40 151 - B4 35, ZcE S AFIR 19~455%) 1IxtL, a7 B RAEHEA Q@ mg) &7V
VST VERA] (15mg) 2O LEZE 24, EHLORAIOEYENEEIC & IFE EEERLE
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fBIZR 6N otz, LTeR-T, r 7B RALHHT %A, 7V 8T 7Y —LOHEEZH
B L0 I, LaL, TIET IV —LVHEMBEEOLA LY a7 B AE20H LGS
DIH, EEFOEEWTRS, T B RLAEMREDOBEE LY, 7TIETIY— L
a5, ESMRMEN S B b [BEHER RN LOEE (66) M,

IRVAATS L
EFEANIS, 10mg/HOT VBT I — L Z4A/EA#EE LzE 25, CYP2CI9& T CYP3A4
DIEETHDLHT AL Z 7T A0mg/ HEGIZEBT 5 EFIREOEKYENREIZ R Z KX Z /e

oty TVET I =V EHT A, = A X a7 AOHEEZHET D0EETR0,

v

\'l

RNUS77%

fEREANLZ, 10~20mg/HOT VBT 7Y — L2140 O#E G- L& 2 A, CYP2D6DIE TH
HRUT 77 xRV UXRTSmg/ HDOEEHRDOR T 77 X% U HRO-TAAF NN T T 7%
VU DEFIREOIEMIREICBE KT S o T-, TIET T — L AT 5, N
777X OMERET 0BT,

INAXtEFr, "OFEFL, EILESYL:

KO OIRPEREE BT T 5 REEF BN AT T, EFIREBRO 7 LA FEF 2 (2003
40mg/H), ~rFEFLCR 37.5XF50mg/H) TN FZ U (100XiX150 mg/H) 27
VBT T =B LB, 2D OFRAIO MsE R E I IEDF R & B TR E 2kl
HoNehot-, ZLAFEFURO AT AFXEF o OEFIREO MIEPEEL 27
8% L U36% EH-L, /SuXxtF v TIlE27%md Lz, £7-, 7V 77—t O
K, BV EF U ROTAATF LT COEFEIREBOMAERREIZ, ZIEH 5730
S, 7V TV —OHEIE, 2~15mg/H (ZAFFvF o I mnxtF LK)
X%, 2~20mg/H (BN LTV EDffRKE) Thotz,

8 WHEKA~DERE

— BT, BEOFE, MR, NFE, BEDRYL, HFEERE, BEEIC L o TABILIFY O &%
T DM X [ - HE (25) A
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8.1 iR
i dagi i

IR 7 =Y —C -
BYRERIZIBNT, T ET T Y —liE, 7y PR T THREATEIEO fTREME 2 & e R A
VLD ATz,

RS » RT3, 10 X030 mgkg/H [mg/m’ #E T MIBIT D REHELE & (MRHD) O 1,
3ECNN0ME] T VBT T — L ERREEAIINCRE D # G L, 30 mgkg TR DT 20
\ZHER LT, MRIROIRERD (30 mg/kg) , FAFERE (30 mg/kg) , H LEELE (10 & T 30 mg/kg)
LWV TERIRRAED DT NIRBIENTRD bz, ESUTHAEROEFFICH ERZEIL 0o
oo HAEROERERAD (10 O30 mgke) K& ONFRRRRI RS & OBEREIR~ L =7 ORBIHE D
5 (30 mg/kg, 72721, ZOFTRIZOWTIEIMO HEH THRE L2 o70) AT, 30
mg/kg TIRIEIZR T DR~V =7 ORBEORBLL 2 bz, HAERIE, 10 LU 30 mg/kg
CHERA MIELE, 30 mg/kg CAMB#H O E (MEHAR~ORELZ N LI-AEEOE X LND,
SHRH, I, ARBL O A ORI O IR SE T OB A 67z, 30 mgkg
TREIZEERNA NN, 2O DORE~OEENFEMEIED IR EETHDLZ L
R D EELE R Do T

AR T v MI23, 9 K27 mgkg/ BDOT VST — L2 m IR G L= 25,
EAET, BEOKRERD K OELBIER R S, ZOMAETIIRESmEE LR bk,

PEHR T 02 10, 30 & TF 100 mg/kg/H (AUC #25T MRHD @ 2, 3, 11 /%K% mg/m’ #5H T
MRHD @ 6, 19, 65f%) O7 V7TV — /L EERAMICROES Lz, 100 mgkg TRHA
OEEEDIKT, FEOMBA LT, RIEETED EF (100 mgkg) , BYRAEORD (30
KON 100 mg/kg) M OVEREEE (30 TN 100 mg/kg TOMIESEIOEE) K OBk DR E 7275
(100 mg/kg) DFEBLO LHNRH LN,

TEIR 7 123, 10030 mgkg/ H DT U BT T V' — Va2 ga BRI IR G L& 25, W

O NEWEES o N REHET, BIEEREORED, RIEEFEOEM (ZITEK) KO

JA VL BALRIE 3386 BTz, 10 mgkg (AUCHLE TMRHD D 5% & Umg/m* i TMRHD D 6f%)
E, BIRICT RETR O o7,
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F > M3, 10 X130 mgkg/H (mg/m* #5HTMRHD @ 1, 3 KON 104%) OT VU ETF TV —
I % SR PER L O3ttt GEIR 17 B 2> D03 8k% 21 B OISR N5 LR BRIV T, 30 mgkg
T 2 R B B S AR O b T RIEENRBO bz, ZOHET, FEEROHEMN, M
ERAREOWAD (BRI D £ TRft) M OVEFROK T RA LT,

T v M3, 8 X 20mgkg/ HDOT VEF TV —L&, iR 6 Hboii# 20 H £ THEHRS
L7zt 24, 8 K20 mg/kg TIHEEENEOHMN, 20 mg/kg THythtk BB HAE R OKE K 0417
BOWRWDLRRO LN, ZNUOOHET, HEMWEMEN LN, FEROITE R ORISR A
WXL o T,

EEREUN OEE

BB 2@ ) CH BB SR BRIT I S L TW iRy, T U BT Y — LR, IR
Behd 5 2 & CIRIBICHEE 28 2 308D, &2 WVITATEEE BT 20 EEAATH 5,
PEREH BN Y A RZ —) ICHURBSMRERICRE SN -56, HAEROBHERICHERN R
FER B OV SUTBERER AR BT D2’ b 5, 2N OFERICKIT 2Bk, fhEETHE,
ERERAR Y, PRER, AR, PELESE, ROWHEEEN#E SN TnD, Zivb OAPHEDEIE
Tk~ T, BRRIZIRET 256 b HE, EHIREETOERRSCABRBBOLER %24 54
abdbol,

HRFIE, BIEA~OEBEY A7 2 E4bT 2B EOFRMER S G5O, TIETTY
—NEERETDHZ L,

82 HBRUHE

E hOSM - HEICKHT 27 VBT Y — VO BIIAHTH D,

8.3 RElim

Z7y hOBRAMNCT VT IV =V 572 LHITPICBITT 5, T BT I Y- XiEE

OREN e FOIHFIZBITT 20 ENEARAHTH S, 7V T T Y — VAR Y O N3
HAWNT S Z L HELET 5,
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8.4 INR~ADEA

KD OFFPEREEO/NREE, G R SIIPRBMERS (S 5 M2 A9 5/ NEEHEICE T %
LN O PRI STV R,

W a KAE D/ NLBFIT BT 22V L GEE, 13~1T D /N EE 20261 2 x5 & LT-61E
D77 & A% BMERBRIC I W CTHESL S VT [300E - 398 A1), k- fHa 2.1), GITEA 6.2)
& Ok (14.1) 2] o /NRBEIZB T 2 HERHRRIE O RITRFBNTFHE S v Tunen
0, MABEOT =2 KO, WAREL/NRBEMOT )T 7Y — VI EE T A —5—
D BHERFRETH 5,

PRGN ERIR O /N RT3 D222k & BAMEE, 10~17m0/NEBE1976 2 %5 & L7418
D77 & At MERBRIC I W CTHESL S 4T [300E - 398 (1.2) , k- /Ha (2.2), GITEA 6.2)
& Ok (14.2) 2] . /NRBEIZB T 2 HERHERIE O RITRFBNFHE S v Tinen
0, MANBEOT =X KORANBE E/NREFEMOT VT T — VIEYTRE T A —2—D
s HHERFIRECd D

BR— vy — FXURRGH= Y — F2 A4 2/hNEBFEZ 5 & LemiBhRIEICB T 5
ABILIFYD U F U L X3 v 7 afig & O REOAMET, SJHANIZEHE S 1TV, Lo
L, ZOAMEROT IV ET TV — e JF U AT VT alg s oRyhie i EER O
KANE, RRANBFEOT —2 KO ANBRE L/NRBEROT U ET T — VIBIRE T X — X
— DI LHERFRETH D,

B PRSI & 2 B A2 R~ 3/ N IC 1T D2 & AMER, 6~17Tm /N BFE 2124
ZRIG L LT8R O 7 7 v AR H2RABRIC B\ CHES. Sz [Z05E - 18 1.4) , /% - /&
24) , I 6.2) RHEKZG 14.4) 20 ] o PNREFIZE T DHERRIEORRITHR
AV FEAM 41TV 7R0,

10~17O/NRBEFICBITFAT IV E TSI — ALK OTF e Ra 7 5 — LoiEyEhiet,
REAMIEZ TR > T2 A B T 23y EhHE & [FfECTh 5,
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8.5 EEE~DER

IEX A A G EEERER (7 ) B 77 Y —/L15s mgah HEHK ) (2B, @lind (655 LL
B) BTV ET TS —AD7 VT T AL, TREDEVRA (18~64i%) LV 20%(K
Mmolo, UL, WERIHESRE OREREEYEREMATIC W T, FiO 8T b
ofe, Flo, BRMEICBTAT VT T Y -V EREEGHOEMENRES, R FEE L[

WThoTe, miEICT V7TV =Nz 54556, HEFBEIHEE LW [BAHA0E

RO, BHEROMEN LOER 61) 2H]

AR CT VT 7Y — 2R A&k G- 13543 BloEED S5, 1,073 6 (8%)
2365wl b, 799 Bl (6%) 275 LA ETH 72, 1,073 Blth KERSy (81%) 73, TV A~
SRAEVE S BE TH -1,

HATRIE, MHPEERR IR 5 DIFtEEELZ SR E L, BOT7 VST —LD7 TR
KHEFRBRIC IV T, 65 LA LD BEENIHEAFEE & B 5 b 3 IS a2 HWr 3 5122 58K
TlE o7,

IKRBRIZIBWTT U BT T Y — WERAIZ &G S 749 FloBED H B, 99 6] (13%) 7365
el b, 78 5l (10%) 73 75 b ECTholz, 7V T TV — L ER/AID, HaKTIE X IT N
R\ PE D ol A A 4 5 AT 5 7T B AR IRERBRIC BV T, 65 bl EoBE I
AR L B D IR R T S E W T 212 55 Cldle o Tz,

TV NA = —Ji (BT DR MER & G T 2 miln B E AR & LCRBRICE W T, FRb o
BE T FEORERMIERE L ITR R DM T 7 7 ¢ — V& b ORISR ST (A
HDELERCY, BEHER N LOVEE 6.1) /] o SO T VY A < —IR I D FrhE &
FOIRRIZIIT D ABILIFY DA WM& OV EPEIIHENL SAVTW W, JFFEN Z D X 9 7283
\Z ABILIFY Z#5-3 256 13t R BEfl 41T 9 2 &,
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8.6 BMEE

HEOFEEDOHLBEE (V7 F=227 V7 72 A<30 mL/4y) 7V ETSTZ7Y—L 15 mg
FHEROELG LIEGE, TV T T — L ROT e KT U ET T — D Cuy 1ETNEN
36% K% TN S3%EEN L7=723, 7V TSI —Ld AUC X 15%), e ka7l ersy—L
D AUC IX 7% L7e, REMKET e ka7 ) er 7 — OB L HITEEED 1%
KiEiThy, BEEOD HHEE THEFEOLIEITR,

8.7 HEE

fli e OFRFEORFEZ  (Child-Pugh 733D 7 7 2 A, B KON C) BE T 5 HlE& 5k (7
YT TV —1 15 mg) (ZBWTC, TUVETT Y —Ld AUC 1%, FEEEAIZHATRE O TR
DB DB TIT31%IEMN, FEETIL %M, FETIX20% W Lz, ZOEFNTD
HERBEZLEET 5O TR,

8.8 13l

TS TV R OEDIEEREMT E Re T U E T 5 — LD Cop L ONAUC (3B LY
HEMEDO I 30~40% S, T IV ET T — A OBNTFTORAO T VT T2 A3 MED T HBE,
ZDFEDOREIBE LB OEREZE (25%) T TE %, B ToHEREITHELE L 720,

8.9 A&

T VT T VOB BT A N OB A R ETT 2 el Ze S EhRERER 1355 6E L T
7S, REEE R EhREMNT I W C AFRICEE L 2R EEROH 5 EITRBD b o7,
NFEIZ K2 EFRRITHELE L7220,

8.10 MafE®

b MFEEE A AV invitro BRERICEBWT, 7T U BT YV —)LT CYPIA2 TR ET &SN, B
V70 UERA BT, LN THEEIX T ) v T Y — LS EIEIC 2 L7220, in

vitro DFE R & —F LT, BHEMEEYEREMAT I I\ T & MU L JEBRE [ CH B EITRD S
IR0 T, BRI K 5 FHEJHEITHESE L 720,

67

90



9 EWEARRVEKFNLE

9.1 RHEEMIE

ABILIFY [3JRHIZEY Tl Za

9.2 ELARUKREFNH

IRTLHT VT T — O, it HEREEIZET 5 R REHIA T TW
RN, P E T B FIREEIERER G, 29RO 5 IRIC L 2R3N 8E38 0 b, BEER
BT, SEMRBATENI A DR o7y, RfBeBlg2 ke, biitk, PHIERSEORA,
it A B OV UL ELAR O ATREMEIZIR S - R OGP CIE I T E ey, Ko T, BFEOELHDEE
FEAEEICIHEL, 0 X5 7283 TiX, ABILIFY OFRFSUIELHA O (B 21X, MtEoss
B, REOHEN, 3EMPREITE) IO\ THaeBlgziTH 2 &,

10 BERSE

RIVEH O3 FE121% MedDRA HEEREH & TV 5

10.1 E FTORER

R AR L N IR RIS BV, &R TRO T U BT ) — L O KIR LR 8 B
RSN TnW5, 20HICiE, A7) 75— LM E O OWE & I X 5iEE
BENEEND, T T T — VHEARERIZ K AT OHRE TR, EIm2H L7 E R o
2h, BOTVET T — AR OKEREIT 1260 mg (1 B ORESHEREHA RO 42 %) T,
ZOEFNFERICEIE Lz, /NE (125 F) ~OR07 IV 77 —)b (195mg £T) O
) IR IR &R 5O b b o723, LT OREILLV,

ROT VYT T Y=L (BT OWE L OFH) LB G SH I RRER D 5% EIZHE S
NIRIERIC, W, BIRR O D 5. ZOMICT Y ET T = (RSO WE &
BEF) i 5T, 1Bl RSB S BRI B A M R E LT, TV K= R,

WEEVE, AST SN, (LFANE), TRIK, B, $EELIRRE, J&8, M CPK N, &k L~ L iR
T, |, &V v AfE, KifE, IR, EEIEL, QRS LR, QT IR, HETIEMiZ,
PRI Ik, T A A EREIRAE B OMEIR DS 8 5

68

91



10.2 BEHSOER

TV BT T = ViR G OWRBEICET 2R BRIy, BEREG LS A0 ENRE
2TV, b L QT MIFRSIER L TV DS BITUEREDE =2 ) L 7 &1TH 2 L, £ 9 Thn
&, WBEERGOEHE UTE, ML, WEURK0EmR, BRFEWA, AL OYERE B
WCETTHZ L, BENEETLETHoRBIELITO 2 L,

ITMEER - ABILIFY Z i E#RE L7754, EHROBMEENFFICT VBT T Y — ORI %
KT 2DICHERLL LRy, 15mg D7 U ET T Y — LHERAO#ES 1 FE#IC 50 g DiF
PR Z G T 5T U T T — LD AUC KR Coax 25 50%1804 L7,

MEEYr - 7 U BT — il B G- OWRRIZIT 2 MRS T ORI T 5 HHIT 72073,
TVET T Y= ARMEERAICEEICHET DI L2 b, MRENTITEERGOEBIITAM
ThRNWEBEZBND,

11 HAIDHHE

TUVETFI Y — L3k mmEAEATH Y, ABILIFY® (7 U 75 Y —)) §E, ABILIFY
DISCMELT® (7 U ¥'77 Y —)) ORENAEEEE, ABILIFY® (7 U 77 Y —1) WHIK,
ABILIFY® (7 U €75V —L) BANEERERGR S 5.,

L4013, 7-[4-[4-(2,3-dichlorophenyl)-1-piperazinyl]butoxy]-3,4-dihydrocarbostyril T %, 431
1%, CypHyCLN;O, T, D4y &ilX, 44838 ThH, HEXEZLL NIRRT,

cl cl
N N-CHyCHyCH,CH,O N~ Yo
/

H

ABILIFY $£121%, @82 2mg, Smg, 10mg, 15mg, 20mg LT 30mg ORLRH 5, U
(RIEMERSY) E LT, houtErayTr7y, e kadvraetia—2x, fbEKmY),
ATT VU TRy N WSV — 22 EBH LTS, e LTk GE

IR E) TONCEFER2 ZT VI = LAL—F 2567 D,
ABILIFY DISCMELT® [ ePN A EESEIZ 1T, & &2 10 mg & 15 mg DR H 5, I (CRiE
PERRSY) L LT, THRALT 7 BY DL, TASNVT—N, FABHNL T L, 710X
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Au—Z FRUDL, JuARE Ry, N=F7 7V —5F (RREKCANLTER), 277
U~ 7320 h, fifhtero—X, TRETAFE, WA, TICxTY b= EEhaT
Do R L LT, Z @bk GRESUTIRA), WCHFRBR2 5T AI=ULAL—F 2G0T 5,

ABILIFY WHRIE, HEAD O ADOEI MK T, REIX 1 mgmL Th o, B OREMERK
) LT, =7 Mg R v A, B V'Y s, d-AEE, NTREFBATIL, TrE
Vo) a—, RIZREFRT v, KRk R LA, vall, WNOKEERT D,
WHIRIZ, RERAL T2 ) — A NCE DO RBREFE THEEHE SN TV D,

ABILIFY 1E5H&IL, BHEIH O/ A 7 V8K T, ready-to-use D & 9.75 mg/1.3 mL(7.5 mg/mL) @
HEAEY 2B E OKEK T, MRRAKRGHEHTH L, B (RNEMERS) & LT, 150 mg/mL
DR—H- 7 aFx AN v AR T F LT —F LFEERSBECD), HAEE, KT R
7 LR KR EZEHT 5,

12 ERERERE

12.1 {EFA#FE

T IFINE, PURRMEREE, K5 OptEmE, B PAMERREIC X 2 B M K& O A JiE SRR
PEREE AL S MBI 2 R o3RI L Fgk, 7V BT 7Y — L OEREFIIARTH S
2, KRNI UDEOE R h=U5-HT ) ZRBICKIT 5557 =2 MEME, 5-HT) ZAK
kT 57 o2 T2 A MEMOT 20 L CHRERIET L b0 LHESNLTWD, ZOMD
R COMERIZOWTIE RX Dy, kR = 5-HT )y KOS-HTyy A OZ RIS
HEHICLVBATE LD LH 500 Ly, FlxiE, 7V TV —AEHERICAHALN
LN RIMEIZ DWW TiEo-7 R LT U USRIk 27 2 G =2 MEMHIZ X DT
XHMH Lz,

122 FEE{EA

TIUET T — I RN Dy KON Ds, 8 b= 5HT;y, KO 5-HTyy AR LA
BAE (K e h<h 034, 08, 1.7 X0*34nM) %, K822 D, &Br bh=Y 5HTy
K ON5-HT;, -7 KLU VRO 24 2> Hy ZEREICH UHREOB M (K ixthe
AU 44, 15, 39, 57 RU61aM) %, ZL Ttr b= IRV AL PRE OB (K =
98nM) ZoR L7z, 22U AEEMEL R U IR~ OBFMEITERD H L7z h o> 72 (ICs > 1000
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M), TUET T — LI R D, kOt e b= 5-HT A ZRIRICKF LESy T =& K &
LT, SSHT A SZA/IRICH LT v Z =2 & LTIEHRT %,

12.3 EWEhRE

ABILIFY OZEBEMEIIE L LCRHEAH T ) 77 Y — iz, HTHEER#YMT e ka7 ) v
TIT KT D, T RuT U BT T L, D, ZERICK LRMEA Y L [RIFLE O#H
iz R L, MR CRMEEWOBREED 40% %7, 7TIET 7Y — L EkOT ke K7 e
7T = VO I E NN 75 RN 94 BT H S, Wik E & b 5% 14 HLL
WIZEFIRIBICET 5, SREMEIXHER 5% OEYBIRE) O TRIFREECTH D, EFIREIZHEN
T, TIET IV —LOFEERIIAEICHET 5, 7V ETT Y —dFE s LT TOR
N EVIHKT HH, ZOMREHITIL CYP2D6 KT CYP3A4 D 2 FED P450 7 A VWA L3R5
T2,

BN RER R OFE B, ABILIFY DISCMELT® A MENHAEESEIX, ABILIFY $& & AW F0ICR% T
HoT,

#O®E

I 4R

5EH -

WA G%OT YV ET T — VORI RAF T, 3~5 RIS R REICET 5, 6
Fll % % 1 B G-I O e B F IR 21T 87% CTdh o 7=, ABILIFY (389 & 1 3BfR7e < R T
X 5%, ABILIFY 15 mg S22 E¥ESEEN A L L LI LI25GA, 7Y BT 7Y — A2 0fEk
R#FHTE RaT UV ET TV =D Cppw XiT AUC ICHBEREEIIRD DR, TV
BT T =D T 1L 3 B, 78 K7 U ET TV — i 12 EELS 2o T,

R

AR LTROBE LEBEOT Y ESS Y — LORIUIRIFTH S, FUHEICBITAT I E
7T — )V DA G-RE O MU R B EEAR B LV @ o 7o, REFEAZ RIS L L7, 30 mg
OTVET T —VONBELN30 mg DTV BT T — L OEEAIO KW EhRE % ik 9~ 2 FHxt
HINA FT A Z YT 4 BRI T, B2 Cope LY AUC fEIZ 35T 2 A 2 OBEHI D
FEERITZEN N 122%E 114% Th o7 [ - /A 26) M), BElgELET VT Ty

71

94



— /L OIEYEREIL, 5~30mg DHEOR THRIETH Y HELRFIEELZRLT,

kil

TIUET T = VEEROFEFIREBIZBIT 2 0MaEEIIRE (404 L XX 4.9 Lkg), MmEs

AR AT B, %&ﬁ%ﬁ?}%ﬁf X7 VT T & D FEERHY D 99%LL LA MIEE
H, FELTTATIVHEEG LTS, BFEAIZ05~30 mg/HOT VSTV —L% 14 H
&G L7256, Dy AREAERIIAEICKTF L, & ME~OBITH RIS,

REMBEUHEE

TIVET T —dE e UTIKHE, KRk, N-BL7 L% ko 3 FEOREHEIRIZ L 0 1GH
b, in vitro B TIX CYP3A4 LY CYP2D6 (T KV i /k#Eb K OVKERL & 41, CYP3A4 (Z
L0 NPT Vb END, EHBROEF CEELE LTV ET I =Bt &ns, &
FARBETIE, EMEREWT e Fa 7 ) 77y —LofiEh AUC 127V © 77 Y — Lol
1 AUC O 40% Th - 7=,

8% DHAK3I~8%DT 7 U HREAMN CYP2D6 12 L H2MREHEEZRA L TR LT, PMIZ

I AL, FRVITEFMREEEE (BM) I shvbd, PMIZEMICHS, TIUET TV —L
DUgEFE DK 80%Z% <, THMEINH OWREE E 3 30% D72\, ZORER, THIEHA SRS &
135 60%% < 725, EM RF =T Uo7 LA X F D X 9 7 CYP2D6 [LEH % ABILIFY & fif

AT LIETOT7 ) BT — LVOBRBEEN 250520, AEHEBEOVLENS D [

YA (1.1) 2/, FERZ, PMIZEM SR, TV ET TV — LVOBREENEL 725,
L723> T, PMIZBWTEBMBHEZ F2ICHET S5 2 L, CYP2D6 @ PM TH LN E 9 M
IREICL VR TE D, BROBEZOT Y VT TV — L OEEEREIL EM ROV PM T
ZNEI TS5 KON 146 FEIChH 5, 7V BT Y —/LiE CYP2D6 {RHR I 2 BHE SUXFBE L 72
VY,

MCI TR LIZT U 7T — L2 HER O LIZGA, 5 S BEHEEOR) 25% K O

55%MNENEIRF R OFEP K Sz, IRPICHEE S U2 RE(BIRIT R 580 1%A00, 3
BRI SN2 R BRI O R G5EOR 18% Th - 7=,
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FRRNRS

EFEANZNGRE LT U BT T —ERF D 2 S0 EMEIREABR I\ T, e U o i fe
BRI O P RfElE, 1L O3 ThoTz, £, 7V STV —)b 5 mg ik Okt
NAFT XA TEYT 1%, 100% T o7z, MR GHED Chu ORTFEEIL, T LT
FIE D 19%@ o7, 24 FEEOSHRFERIL, 7V 77 Y — Uik & RO sEH CifR T
%5@,&ﬁﬁzﬁﬁwAm:iﬁﬁi@wg@ﬁﬁmm%woko*%Lk%%*@é%é
IFE T A LTI R EOBRF BN, 7 U B 77— L% O R EIIEIE, 1~45 mg
®%iﬁlﬁﬁwéﬁbto7)&77yww&%ﬁ@ﬁﬁ_owfi,ﬁﬁwpﬁﬂénf
WRWD, RN G E O RERENED D Z &30 b o L b s,

13 JEERIRE=1E
13.1 AARME, BiEEE RS
AR

ICR ¥ 7 A & Sprague-Dawley (SD) M UNF344 7 v & W TS AJRMERER 233406 X A7z, ICR
<D AIT1, 3, 10 ZO30mgkg/H, F344 F > b1, 3 KON 10mgkg/H [mgm’*#H TE k
BT D EHEEAE (MRHD) O 02~5 KN 03~3 (] DT UV ET TV — /L% 2 4
W@@&ﬁbtoit$)7/%zim 20, 40 K1Y 60 mg/kg/H (mg/m”#% T MRHD @ 3
~19%) OTVET T — NV E2EMEOEREG Lz, TVET T — 3D, ~T AR
v M ZRAE ST o Tz, M~ A TiX 3~30 mg/kg/H [BR#% & (AUC) kbik ¢l MRHD
BEFHOE MO 0.1~0.9 {5 &% " mg/m® #5 T MRHD @ 0.5~5 7] IRE#H L C FRARE, 2
s, IRBAIAIE O R BN EH L7z, T > FTiE 10 mgkg/B [IE#EE (AUC) HETIX
MRHD #5HEDE b 0.1 £ K O mg/m* #5 T MRHD O 3 fi7] 1RAF5- T FLARSRME IR O 3
BN LH L, 60mgkg/H [MEFERE (AUC) Foigi Tid MRHD # 5D b k0 14 1%} ) mg/m®
% C MRHD @ 19 5] % 0 5-CRIE BB O I O 8 Bl M ORI Rz 8 o i/ s 0 A%
RN EH L,

F o WEEIC BT D FEAR KR OFLIROBEFEMEZ L IZ M O PURE RO BRI 5% I L8O b T
B, 7ag I F U ENTLIEDOEEZLNTWS, TYETT Y — Lo AREMRBRIZE N
THE T 1 7 7 F AEITHIE SN o720, i~ o A TIEILIR L O FREELE O RBHEO |
ANBOENT-HAET, 13 BBEHERERRICBONCME T 07 7 F U E0 ERNRD b, M

73

96



Z v F TS OREEO LR AL LNZHREICBT2MET e T 7 F U EO ERHI1T 4 8
KON 13 BIREER 53R CIIA BN o T, (o WEEICRB T 27 0 7 7 F o 20 LT-NybliE
BRAEDOE MIBITD Y A7 L OEMIIARIATH S,

invitro (2351 2 Ml O IR EAER, invitro (281 2 HIE O DNA E1ERER, invitro (2331
L~y A oNfEME 2 O T AT EER BB, in vitro BT F v A =— AN AR Z —ffi
(CHL) #iinz V7= Ytk B a8, invivo (BT~ A0/ KL YT » b OARER
DNA &EBRICENT, 7 U BT I Y — L olinmtistani, 7I 7oy —rez
DR (2,3-DCPP) (%, invitro (28175 CHL #il4 A7z kB R BRick v,
TEME LTI 030 BT, Yetaiffit % LTz, f\H% 2,3-DCPP (X, CHL #ifa%
VN 7zin vitro BRERICI VT, ﬁaﬁﬂ%f%l:@?fﬁb\ HETC, BEEEEEIEE7, in vivo (23
T 5~ 7 AO/MERBRIZIB W TIPS F8 8 B2y, ZAUTERRBEH CITEZ v e ®
ZONDETFIZL DD THSTZ,

MEZ >~ M2, 6 KTF20 mgkg/H [mg/m*#E TE Mk 2R mHfELEf&E (MRHD) O 0.6,
2RV6 5] OT VST — NV ERR 2 HEIA DR 7T BHECRAKE L, TXTOHE

THEEH O ELAN L OSBRI O FRD T, ZHREOEZF TR O b ol-, 6 LT
20 mg/kg THEKRABBELENHEIM L, 20 mg/kg T EDIERE M LT,

HZ v M 20, 40 KT 60 mgkg/H (mg/m*#5 T MRHD @ 6, 13 KV 19f%) o7 I ET T
V=LA A 9 AT B AR A L CTREA$ G- LT, 60 mg/kg TR FIZRED, 40 & T 60
mg/kg THINRZEAED T O G2, ZHRREOREEITRO b iRnoTz,

13.2 BMICH T E5EMER VI IXESHERE

TUET T, 2608 AR G- E R 060 mg/kg K T, 24F45 503 /USRI RRER D40 KL Y
60 mg/kg T, TIVE T v MIHEEZEME A B Ls, 40% 060 mgkgd B iXmg/m E T L b
BT omMELEHE (MRHD) D13} OM9f%, MRHD #5FfOE MIEBITLHEERE (AUC)
E DU TTRIAMEIHE T 5, T e/ < U A ROY VOO Bt CIIIRA T 2 =450
RITERO biehoTe, ZOWFZ S BICHET 2720 OBNEBITER STV, 20
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FrRICET 2 MIBITH Y 27 & OREMEICOWTIERATH 5,

14 BRPRSIER

14.1 #MEXRRE

BEA

MARFVEIRRICEBIT D ABILIFY O 20 EIE, & L THRAKFVEICE T2 DSM-III/IV KL
ICEET D AMEN AR RE 255 L Lic 5 o0l L6 HE), 77 &Rk HEARIC
BWTHRH SN, 5 R8T 4 R, TIET TV — e 7T BRBTENRRD LN,
BHHBEO/NES D 1 RBROBENRBD SN oTz, 12, ZOHIH3RABRTIE, UARY K
Yo EER) Iy F—u (2 BRER) NEESRE L THWLATWD DS, ABILIFY &
TR AT 5 L) TV A v SNl BRCide otz

NFENRD H7= ABILIFY (7 VU E7 TV —)L) O 43 BR T, FERasieommiR 2 54
D720 4 FRO FEFHIREA AV STz, B ORMERFHE R E (PANSS) 1%, #&
FHENZ X 2 HWTRIR DG INEZ T 2 72 DI LD ZIE H OF AR5 s BT L T
&%, PANSS BHMERENL, WA KRIVEICERT 5 7THROBGMIER M, BaokaEEs, %)
AL D1TH), B, BN, MEO/MEEEE, BE) 2Rk L7 PANSS HEOH Ty
FNTd 5, F72 PANSS FMEREEL, SEGRFVEICERT 2 7 ORMHEEIR (FEhoFHR1t,
HFERGIE 260, BUEMORE, TEBM/EMRIETICL 2425 E 260, MEEEDOR
HE, 2RO HIEME LG S O RIMBOERIEE) 28 8{tk L2 PANSS EHEOY 7y FTH
Do ARSI E (CGD 1%, MAKRMEDOTERITHEB L TV DRGE LI-BEE D, BF
D EfRHIEARRREIZBIT 2SR 2 KM L72b D TH D,

2 FORFEEMED ABILIFY (15 XX 30 mg/H) %77 &R LT 5 4 53 (414
fi) 1ZFBWT, ABILIFY (X & E © PANSS A A =7, PANSS 5k RE K O CGI-EjE
EAQTIZBWTT7®RL0 bEN TV, £72, 15 mg id PANSS EYEREIZHB VT,
TR BEL TV,

2 FOEE A ED ABILIFY (20 XX 30 mg/H) 277 vR L3 5 4 HE5RER (404

%) (2B, ABILIFY IZf & & & PANSS #8& A =27, PANSS [htER B, PANSS [&d:
REENCGI-EIEEAaTIZBW T I78AR LD ENL TV,
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3 MO EE M EO ABILIFY (10, 15 XX 20mg/H) 277 &R L hEgd % 6 M 555k (420
f5]) {23 T, ABILIFY (%3 & & PANSS #2845 A 277, PANSS FAfh R EE K O PANSS |2
PERBEEIZIBWNWT T IERL Y BTV,

3FOEEHED ABILIFY (2, 5 X 10mg/H) =7 7&K L kT 5 6 % 55k (367
B Tk, RBROEET 7 b L THD PANSS A A2 T IZHB W T ABILIFY10 mg 1375
TARELY HEI TV, ABILIFY2 KNS mg 137 7 2R L0 R TIEW o7z,

5% H ® ABILIFY (5~30mg/H) % 7" 7 &R & i3 5 4 #5300k (103 f#1]) Ti%, ABILIFY
1% CGI-HIEE R a TS VAR =0T (Z OBROEEZHMIEE) (2B \WTo
KT TR EEPRD LI,

PLEXY, 1 HHE 10, 15, 20 X TF30mg DAMEITFEHES S 2 SORBRITHBNT, LS
Nizo WTFENORBRIZBEWNTS, MAEHIREAERELY bENALTHD WO RILITRE
TR Tz,

Y7 TN —T OB T, Flin, MERISUIAFEIC X DS RENROZEITZRD S/

ST,

fLOPUEAIFHHL T 3 7 ALL EFRIRDZEE L TV A KIHAE DSM-IV B2 5803 2 ABEEFH
XISk 310 4 2 RIS AN T, £ E TOFEHRIEO®R G2k L%, &
F % ABILIFY 15 mg #3377 B ARABEICIEAERIZEI0 117, 26 HE THEIZOWTRBIZE L,
“HEEMRBMANOERIL, CGIWEE AT 5 (A ) Ll L, PANSS MUE XITFEH M2
a7 5 (RRORHE) LLE, XX PANSS A 27 D 20%LL FHEINE EF STz, 26 HH OB
ST\ T, ABILIFY 15 mg BEOLE DI E TICE LRI T 7 BRI G E
WICEMNS T,

INRBE

WNRBE (13~175%) OMERIVEREIZEBIT HABILIFY (7 VBT 7V —L) OFMEE,
WA RFEICBI T 2 DSM-IVIEHEIZ A L, N— R T A L DPANSS R 2 7 3701k ETh 25 41k B
Fraxtgpl Lz, 6EM7 7 v RARRBRIEBRICE TR Lz, ZoRB 302641) <TiE, 2
FEOEEHEOABILIFY (1031330 mg/H) # 77 AR L kEk L, BlthHE2 mg/ B2 5, 10 mg
FECIXSHM, 30 mghECIZI1 AW CHEM & Tl L7z, ABILIFY IZifiH&EE b, Ao x:
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FEHIE H Tdh HPANSSHA A A A TIZENWT T 7R L DB Tz, 30 mghtEnd10 mght L v
LENTHDLE WD Z LIITRINR o T, INRBFIZB T 2 HERRRIE O RIT R A
SITWARNA, ABREOT —# K, mABEL/NEBEEMOT Y ©T Ty — LY HkE
IRT A =B — DN LHERIFEETH D,

14.2 FWIBHEESE

BUR= Y — FUHREHT B Y — FORMIRR
B
BRI

BPEER T B Y — FIgRIZE 1T S ABILIFY BEAWRIED A ML, PR [ BEE ORR T e —

RIFRAMETE Y — RO DSM-IV EHEIZEET 5 A E 2R & Lz 3 WE 77 kAR
RERD 4 RBRICBW TN SN2, 2D ORBRICITEMR G2 F 9 5 UTA SR W EBENE
Fh, 2R BRI EER B UIEEZ A TR VWEE L E TN TV 5,

BRI DIER O TR I X F B 27N E T D Y-MRS ZH\\ o, ZOFHREE, 11
H (SR, BEEey/SCRRTE), MR, <Urads, =65, EEoEm, ks, 5iE/E50E
=, BBNE, F20, Wik o0, BEAIE0 EaRE Ry 6 60 (RER) O
#WEHTHY, WHIN TWDEKREONZ LA RETH D, ERFENRINGFHE T E L LI
RIS C3sE) (CGI-BP) RESEZ Hu -,

it

ABILIFY % 15~30mg OFiPHT, 1 B 1= (BiltsHEIL2 BT 15mg/H, 23 B T30 mg/H)
AR ZBET L, RO LN 3BT 7 BRSO 4 35 (268 {51, 248 i, 480 f,
485 ) TiX, ABILIFY (X Y-MRS #8& A 27 O/, CGI-BP BEIEE 2 27 (BRE) 2B\ T
TR RID BEN TV, BIBHED 15 mg/H O 2 3Bk TlX, 48%& 44%D BE D THEC
15 mg/ B OF 5 %517 Tz, BIAAFHED 30 mg/H D 2 3B TIE, 86%& 85%D FBE MK T Ky
(230 mg/ H OG- %3217 Tz,
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fHBIARE

ByR T Y — RXURREGET Y — FE2 AT 2 BE OMBFIEICIB T HABILIFYD U F 7 A X
Fov 7 a g b OFFHREOAF T, A T REEIZE T 2 DSM-IVAEEICGE L 7o N EE %
K5 & U T2 200 M O 55 2 E SE AR E OB A 2 £ 5 6I8[# 0 77 & Rt lallR (38441) 124
WCHENL STz, ZORBRIZIE, ByR— Y — RXUIRAMET E Y — REORHRg 2 H 525
MIFAEIBRWBENGTEND,

BE~T, EER TR oM EED Y F 7 4 (0.6 mEq/L~1.0 mEq/L) X3/ 37 afiE (50
pg/mL~125 pg/mL) OFL5ZFAME L, 2HMZEHELMER L, 2B OKDLVIZ, VF UL
TV a B A~D AR5y 72 B (Y-MRSHR A A 2 7 258684 L, Y-MRSHA A 2 7128V T25%
UTo%E) 2R LB %Z, FERTTYF VLISV TBBOT ) 77— (15 my
HXZ7H B £ TIl230 mg/ HIZHE) X7 T B ROWF OB E R 5 VR4 A 4
1To7z, 6D T 7 B RMRERIZEBNT, VF UL vralg (2R EoiEHEHE ¢
& %0.6 mEq/L~1.0 mEq/L X (%50 ng/mL~125 ug/mL) & OFF R OAfiBI#EEIC 1T 5 ABILIFY
X, BAAHETH H15mg/H T, Y-MRSIHA A 27 DD NCGI-BPEIEE (BE) 2 =7
BT, VFULAIIANVT BBEOT T 2 RNHBFEER G LV ENL TV, ST mfgitH

DBETI% MY F U LA O EE62% D6 M T RO ABILIFY O 551315 mg/H Th -7,

INRBE

NREE (10~175%) ORHR T BFEERIZIS 1T 5 ABILIFY OF 02, PR T AR o fg
W EAT 5 XIA S BRVEYR T E Y — FUREAME=E Y — FIZBIT 2 DSM-TIVEHEIZ &3
L, "—=RZF 4 UDY-MRSA 27 H20LL L TH I KEEZxIG L Lz, 4O 77 &A%
RERIFRER (29665 ICBWTHRFI L7, 20 “EHEMRT 7 2R ERER T, 2B EH &
ABILIFY (1031330 mg/ H) %7 7 &4 & g U7=, ABILIFY O P46 22 mg/ H 1%, 2 H 125 mg/
H, 10 mgft TI5 H [, 30 mghf TIL13 A CHEEH &R E Tl L7-, ABILIFY(ZmHE & $ 12,
Y-MRSHEAAITIZBWNWT, R=ZAT7A Vb4 ETT IR L VERL TV,

Wt | PR D MERPIRIE
HLAIHERPRIE

BHEH LW Y Y — RONEYE TR ST CH 5 ML EE (DSM-IV) T, HE# FIZABILIFY
BRE SN, RIRPLE LT, BERDRENCGAM UL B SN =B 255 & U HRRiER

78

101



BRI S vtz, ZORBROE L, APBE R OINREBEZJIGICLIZIFEER FTO
ABILIFY (1531330 mg/H, BAtEH&E : 30 mg/H) G X D2 LZEHTH Y, BRMIZZEL
7ol LR L CENDRHERF SN TN D Z & 2R LT-, IRWTLOIBI DA B % EE
Z\ZABILIFY (ZEMEFFI DR LR U G-&) U7 7 BRICEIT, Bio ey — FXT
IO/ Y — ROFHEZ “HERIEIC TR Lo, BIEAEEIM T HIIZRW T, ZoRBRoO
T ERHAEAE C & D K UL O DR OFEI £ TOHIM CABILIFY (X7 7 BRI LB TV,
CHEHERMBETIZERSSSHEOKS =Y — ROHBAA BN, 19/F3ABILIFYRETH D, 36
N7 7R HETH -T2, ABILIFYRETA LAV B Y — N (6) 1377 B AREEDOHK (19)
L0 IR o2y, 9T Y — REIZHOWTIZABILIEYREIL (9) TH Y, 7T AREE (11)
LIFIERICTH T,

T T T N—T DN T, Bl R OMERNC £ D 5072 B3R D ZEITRBD BV o T2 73,
AT & B2 BN 5 72 OIIEH NEO BEEN AR+ Th - 72,

FEBNIRIEIC & D AERPRIE

ROHH LT E Y — RPREFR RS TH 2 s AEE (DSM-IV) 283 5 A EHFICE
T 2 REBDIRIEIC K DHERRRERBR A FEil L7, BE X, FFER IR MPRED Y F v
2 (0.6 mEq/L~1.0 mEq/L) XX V7 afig (50 pg/mL~125 pg/mL) O H-ZBiA L, 2%
EREAMER L, 2B OKDIZ, VF U LIV T BE~OAR 5372505 (Y-MRSHE
AT B16LLE, Y-MRSHA A2 TIZBWT25%LL FOkE) 2 LIZHBELZ, EERTFTY
F LI AN T aBBOMEBEEL LTIV eI — (15mg/HOHETHML, 4B BIZ
30 mg/ HIZHE 8 XIE10 mg/ B SR E O BN ESE) OFIKEIT o7, BAEABIMFNIC, HEMRT
TTIVET I =L U F T AT T oo H% G220 TB Y, #1208 BER N %2
E (Y-MRSKL U'MADRSEGFF A I 7312800 F) LTWHEBEZRINLT-, 3374 0EF % &
BT CERLZEKE TEEOHE L [ CHBEDOABILIFY XN F 7 A X3V 7 0 B ff e
XX Z /AR KNY F U LI 7w B0 BR800, S2ERIC 72 0 ok —
EY— R, BAEMEZE Y — RXLO D=y — NOBROFEABIZ L7z, ABILIFY(X 3%
FHEIEE T D EIELBIN N LR T E Y — FOERE TORBICB W T T 7B RIES T
oo [ROTEY — RNIE, BR— Y — R, IRAMETE Y — RXI O 2W= Y — NI XD AP,
Y-MRS A =2 7 7316 LA OV UIMADRS2M 6 450 2 ££ 9 BhB-A 31 L 23k ik, %

Y-MRS A 27 H316 48} OV SUIMADRS 16,8 2 £ 5 ik DAL L W ) HERAEFERE L
7o _HEBRHIFFICEFI6SH ORI E Y — KRB LIz, 25 3ABILIFYRE CTAL-
DTHY, N7 TR ETH o7, ABILIFYEE CALNTZER— Y Y — FoE5 (7) 137
TEARBEOMHE (19) LV D7 oToid, 9 DT E Y — R DWW TIXABILIFYREO 4L (14)
X7 7 EAREOME (18) LIZEF U Tho7z, ABILIFYHEAK O 7 B ARECEKIT 5, 52
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O _HEHERMMICHK T 2 BEALEI )BT 8 Y — RO E TOREH OKaplan-Meierfh
A UZRT,

0.35 4

0.30 4

o=s4{

0.20 1

Proportion With Relapse

0.10 4

0.05 A

0.00 4=F_
0 28 56 84 112 140 168 196 224 252 280 308 336 364

Time (Days from Randomization)

Aripiprazole oo Placebo

1 ABILIFY# K OV 7 B ARBICEBIT 2K 7 = B Y — RFEIEOEIE OKaplan-Meierf & B

BT T N—T DRI T, Fllin L OMERNC X DB & 03722 BN RO ZEITFRD B o 1273,
ANHEIC X 222U Rl § 5 72 O3 F NEDOBER LA+ Th o7z,

14.3 K5 OEEEFTOEEE

BA

K 9 IR E O MBIEIEIZ 1T D ABILIFY OH 204 1E, DSM-IVEEICAE L, BIfEFO=—E Y
— RIZX LT, $LH 2K DEHEE (1~3E]) ~DILNA+540T, S5, fio o (X

0t F R, R T T 7 2B, Ttk TF L, mAVE T T A,
TR T U NICLDBREM DT 0 AT T 4 IBESDOS S A5 Th o T2l A K D D E
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BEEZRGE Lz, 77 RxREY (6HE) REBO2RBRICBW-ORENTZ, L) >EDT
0 AN T A4 TIEBESDAFIROS &1L, ~Iv b ) DfiaHii REEI7THEE i (HAMD17)
Z 3T DU EFEN50%A0 T, HAMDI7D Z 27 RN 14LLE, F L THR SRR UEE D 2 =
THBBREYGEU T EEE Lo, BRESO R0 B0G 81, AEIELL EoftH H3E
ZOEMLL AR L2 BE DR 2 B E N 50% R THH 2 L LiEFR LT,

9 OFEIR DO FEFEAMITIE, Montgomery Asberg 9 ¥R R E (MADRS) % W o, Z O
REE, 10HE QrRICERHSNDELA, SETCRIAINTELS, AREGE, MERRD,
BROEGR, SRS, HlE, EAERCA, EENEE BREE) mhAY, FEREDO
il LD RETHD, £z, ERENRAVFHE L LTI, SheehanfE REE (SDS) Z v iz, =
MUX, 3250 FAAL L (5%, tEaAlE, FEATE) (2802 5 2Oz 4 57
&mn%ﬁ#%&@,%@E%ot@<@b)ﬂ%m(@&)@x:?ﬁ%ﬁﬁ%ﬁﬂﬁ#éﬁ
EThs,

2O DEERRER (38141, 3624) I2BWT, 77 BAREEL D ABILIFYREED T HAMADRS & A =2
TIMEDOW D N KR E -T2, £T2, 1OORERTIX, SDSA 2 7 FHMEDOID E, ABILIFYEE
DFNWRKRENST,

MR & b, HUo SEOMBIEE & LT, ABILIFY 5 mg/H 2 BE IR G Lz, ZEMEROEL)
PRICHESZ, DA TS mgfi CHEAE T2 L& L, fFEHEIE, 2, 5, 10, 15
mg/H & L, N7RCYP2DORLEHRCTH DL 7 AFtvTF o, NaxtwF o2 L TR0V Es
21320 mg/H & A[HE L L72, 28BR D= > RARA v MTBIT D& BEOFEHEIL, En2110.7
KO 1.4mg/HTH-oT-,

BT T N—TRATC, Filin, O L72P 0 SEOMEE, AFEIZ X AW 60 ISMEDZITRD
S o T, HERNC OV TIE, MADRSE EF A 2 7RV OSEBEDS, Ltk L v BHOFER LD
INE Dy T,

14.4 BEFAEEEICLSIREN

INRBE

HEAPEREE (2 K 2 BB MEIC I HDABILIFY (7 VB 7Y —)v) OFNEE, BEAMERE

EITH
T HDSM-IVIEHEIZAE L, A Lo, WY, BETE XTI NS OBEAITAEZ T /NEHA
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B (6~17%) ZXGE Lic, SR 7w EBR2RBRIC I THEN. L2, #BRE DT5%L
LR TH ST,

RFEATE T =7 U A (ABC) KUK EMREIZRUERE (CGL-D) 020D R 2 Fv
THIMEEZRR Uiz, WRBRoO ZEFAGE B 1X, ABCOEENM FALRE (ABC-1) DRk
BT D GRMEN D OELETH 72, ABCIRNEIZL Y, B ~OWKEEMYE, SEOBET
#, A Lo EIE, K058 Lo B AMEREEICIS T 2 BUE O IEE) K O TEMER OH
ExEIT-> T2,

AEBRFE RIZLL T oY Th D,

QM D77 AR RIFBRIZI W T, HEAMEESO/NEROFOEBE (6~175%) (9841)
(277 B AR UTABILIFY 2~15mg/H Z 1 H 1[E4#& 5 L 7z, ABILIFY (BA%A/H&F2 mg/H & L,
BRRSOUGSZ K V15 mg/H £ THWERRES LT2) 1%, 77 &R & il L TABC-IRE & U'CGI-1
REFEOZ a7 2B EIZYEE Lz, SEBOIERAE TROFEYIA#K 5 ®138.6 mg/H TH -

7o

B AR E O/ R OEDERE (6~175%) (218%1) Zxtg L Lizthosil o~ 7 &R %t
MEERBA CI%, ABILIFYD3FEOREEHE (5, 10XiX15mg/H) IZBIF D77k E D%
1T>7z, ABILIFY DBRIEH EIT2 mg/H T, LAM®ZIZS mg/HIZHE®E L7, 208H%, 10 mg
JONS mgH EREOBFE TIOmg/ HICHERE L, 3BERKIC, 15mgHEHOBE TISmg/HIZ
HE L7, ABILIFYII3HETRTIZBWT, 778N LKL T, ABCIRERAaT 24
BlotE L,

14.5 #EE KEE X XTI I 5 Bl

WRDIBRIZB T 27 U B 7 7 Y — )Vl ARG RS R OGRS, G TR K OB0E 1
REE BBz AT 5 XIA SRVEYE v Y — FXUIREHETE Y —F) &Wvw)H 250
T N—T B D T XD ANBeiiE Akt & Uiyl (24 Bif]) 777 & A BEAER o 3 35k
WRBW T ST, FBrRe b, ~e XU F—A 35 HERFERR) e 78 A%
S OPUBRPEBSERER) DOWT DI R T 7o, #BRE ~DEENE, 24 B #5414
FIIC 3 EETE L, 72720, 2 [MIHOEKNIE, PRS2 KO EEFIREIC LD/
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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

ABILIFY 15 mg tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 15 mg of aripiprazole.
Excipient: 57 mg lactose per tablet

For a full list of excipients, see section @

3. PHARMACEUTICAL FORM

Tablet
Round and yellow, engraved with "A-009" and "15" on one side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

ABILIFY is indicated for the treatment of schizophrenia in adults and in adolescents 15 years and
older.

ABILIFY is indicated for the treatment of moderate to severe manic episodes in Bipolar | Disorder
and for the prevention of a new manic episode in patients who experienced predominantly manic
episodes and whose manic episodes responded to aripiprazole treatment (see section EI).

4.2 Posology and method of administration

Posology

Adults:
Schizophrenia: the recommended starting dose for ABILIFY is 10 or 15 mg/day with a maintenance
dose of 15 mg/day administered on a once-a-day schedule without regard to meals.

ABILIFY is effective in a dose range of 10 to 30 mg/day. Enhanced efficacy at doses higher than a
daily dose of 15 mg has not been demonstrated although individual patients may benefit from a higher
dose. The maximum daily dose should not exceed 30 mg.

Manic episodes: the recommended starting dose for ABILIFY is 15 mg administered on a once-a-day
schedule without regard to meals as monotherapy or combination therapy (see section @). Some
patients may benefit from a higher dose. The maximum daily dose should not exceed 30 mg.

Recurrence prevention of manic episodes in Bipolar | Disorder: for preventing recurrence of manic
episodes in patients who have been receiving aripiprazole as monotherapy or combination therapy,
continue therapy at the same dose. Adjustments of daily dosage, including dose reduction should be
considered on the basis of clinical status.

Paediatric population:

Schizophrenia in adolescents 15 years and older: the recommended dose for ABILIFY is 10 mg/day
administered on a once-a-day schedule without regard to meals. Treatment should be initiated at 2 mg
(using ABILIFY oral solution 1 mg/ml) for 2 days, titrated to 5 mg for 2 additional days to reach the
recommended daily dose of 10 mg. When appropriate, subsequent dose increases should be
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administered in 5 mg increments without exceeding the maximum daily dose of 30 mg (see section

3.

ABILIFY is effective in a dose range of 10 to 30 mg/day. Enhanced efficacy at doses higher than a
daily dose of 10 mg has not been demonstrated in adolescents although individual patients may benefit
from a higher dose.

ABILIFY is not recommended for use in patients below 15 years of age due to insufficient data on
safety and efficacy (see sections IE and b.1).

Irritability associated with autistic disorder: the safety and efficacy of ABILIFY in children and
adolescents below 18 years of age have not yet been established. Currently available data are
described in section but no recommendation on a posology can be made.

Patients with hepatic impairment: no dosage adjustment is required for patients with mild to moderate
hepatic impairment. In patients with severe hepatic impairment, the data available are insufficient to
establish recommendations. In these patients dosing should be managed cautiously. However, the
maximum daily dose of 30 mg should be used with caution in patients with severe hepatic impairment
(see section p.2).

Patients with renal impairment: no dosage adjustment is required in patients with renal impairment.

Elderly: the effectiveness of ABILIFY in the treatment of schizophrenia and Bipolar | Disorder in
patients 65 years of age or older has not been established. Owing to the greater sensitivity of this
population, a lower starting dose should be considered when clinical factors warrant (see section @).

Gender: no dosage adjustment is required for female patients as compared to male patients
(see section 5.3).

Smoking status: according to the metabolic pathway of ABILIFY no dosage adjustment is required for
smokers (see section @).

Dose adjustments due to interactions:

When concomitant administration of potent CYP3A4 or CYP2D6 inhibitors with aripiprazole occurs,
the aripiprazole dose should be reduced. When the CYP3A4 or CYP2D6 inhibitor is withdrawn from
the combination therapy, aripiprazole dose should then be increased (see section @).

When concomitant administration of potent CYP3A4 inducers with aripiprazole occurs, the
aripiprazole dose should be increased. When the CYP3A4 inducer is withdrawn from the combination
therapy, the aripiprazole dose should then be reduced to the recommended dose (see section @).

Method of administration

ABILIFY tablets are for oral use.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients.
4.4  Special warnings and precautions for use

During antipsychotic treatment, improvement in the patient's clinical condition may take several days
to some weeks. Patients should be closely monitored throughout this period.

The occurrence of suicidal behaviour is inherent in psychotic illnesses and mood disorders and in

some cases has been reported early after initiation or switch of antipsychotic therapy, including
treatment with aripiprazole (see section @). Close supervision of high-risk patients should
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accompany antipsychotic therapy. Results of an epidemiological study suggested that there was no
increased risk of suicidality with aripiprazole compared to other antipsychotics among patients with
schizophrenia or bipolar disorder.

Cardiovascular disorders: Aripiprazole should be used with caution in patients with known
cardiovascular disease (history of myocardial infarction or ischaemic heart disease, heart failure, or
conduction abnormalities), cerebrovascular disease, conditions which would predispose patients to
hypotension (dehydration, hypovolemia, and treatment with antihypertensive medicinal products) or
hypertension, including accelerated or malignant.

Cases of venous thromboembolism (VTE) have been reported with antipsychotic drugs. Since patients
treated with antipsychotics often present with acquired risk factors for VTE, all possible risk factors
for VTE should be identified before and during treatment with ABILIFY and preventive measures
undertaken.

Conduction abnormalities: In clinical trials of aripiprazole, the incidence of QT prolongation was
comparable to placebo. As with other antipsychotics, aripiprazole should be used with caution in
patients with a family history of QT prolongation.

Tardive dyskinesia: in clinical trials of one year or less duration, there were uncommon reports of
treatment emergent dyskinesia during treatment with aripiprazole. If signs and symptoms of tardive
dyskinesia appear in a patient on ABILIFY, dose reduction or discontinuation should be considered.
These symptoms can temporally deteriorate or can even arise after discontinuation of treatment.

Neuroleptic Malignant Syndrome (NMS): NMS is a potentially fatal symptom complex associated
with antipsychotic medicinal products. In clinical trials, rare cases of NMS were reported during
treatment with aripiprazole. Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered
mental status and evidence of autonomic instability (irregular pulse or blood pressure, tachycardia,
diaphoresis and cardiac dysrhythmia). Additional signs may include elevated creatine phosphokinase,
myoglobinuria (rhabdomyolysis), and acute renal failure. However, elevated creatine phosphokinase
and rhabdomyolysis, not necessarily in association with NMS, have also been reported. If a patient
develops signs and symptoms indicative of NMS, or presents with unexplained high fever without
additional clinical manifestations of NMS, all antipsychotic medicinal products, including ABILIFY,
must be discontinued.

Seizure: in clinical trials, uncommon cases of seizure were reported during treatment with aripiprazole.
Therefore, aripiprazole should be used with caution in patients who have a history of seizure disorder
or have conditions associated with seizures.

Elderly patients with dementia-related psychosis:

Increased mortality: in three placebo-controlled trials (n= 938; mean age: 82.4 years; range:

56-99 years) of aripiprazole in elderly patients with psychosis associated with Alzheimer's disease,
patients treated with aripiprazole were at increased risk of death compared to placebo. The rate of
death in aripiprazole-treated patients was 3.5% compared to 1.7% in the placebo group. Although the
causes of deaths were varied, most of the deaths appeared to be either cardiovascular (e.g. heart
failure, sudden death) or infectious (e.g. pneumonia) in nature.

Cerebrovascular adverse reactions: in the same trials, cerebrovascular adverse reactions (e.g. stroke,
transient ischaemic attack), including fatalities, were reported in patients (mean age: 84 years; range:
78-88 years). Overall, 1.3% of aripiprazole-treated patients reported cerebrovascular adverse reactions
compared with 0.6% of placebo-treated patients in these trials. This difference was not statistically
significant. However, in one of these trials, a fixed-dose trial, there was a significant dose response
relationship for cerebrovascular adverse reactions in patients treated with aripiprazole.

ABILIFY is not indicated for the treatment of dementia-related psychosis.

Hyperglycaemia and diabetes mellitus: hyperglycaemia, in some cases extreme and associated with
ketoacidosis or hyperosmolar coma or death, has been reported in patients treated with atypical
antipsychotic agents, including ABILIFY. Risk factors that may predispose patients to severe
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complications include obesity and family history of diabetes. In clinical trials with aripiprazole, there
were no significant differences in the incidence rates of hyperglycaemia-related adverse reactions
(including diabetes) or in abnormal glycaemia laboratory values compared to placebo. Precise risk
estimates for hyperglycaemia-related adverse reactions in patients treated with ABILIFY and with
other atypical antipsychotic agents are not available to allow direct comparisons. Patients treated with
any antipsychotic agents, including ABILIFY, should be observed for signs and symptoms of
hyperglycaemia (such as polydipsia, polyuria, polyphagia and weakness) and patients with diabetes
mellitus or with risk factors for diabetes mellitus should be monitored regularly for worsening of
glucose control.

Hypersensitivity: as with other medicinal products, hypersensitivity reactions, characterised by allergic
symptoms, may occur with aripiprazole (see section 44.8).

Weight gain: weight gain is commonly seen in schizophrenic and bipolar mania patients due to co-
morbidities, use of antipsychotics known to cause weight gain, poorly managed life-style, and might
lead to severe complications. Weight gain has been reported post-marketing among patients prescribed
ABILIFY. When seen, it is usually in those with significant risk factors such as history of diabetes,
thyroid disorder or pituitary adenoma. In clinical trials aripiprazole has not been shown to induce
clinically relevant weight gain (see section @).

Dysphagia: oesophageal dysmotility and aspiration have been associated with antipsychotic treatment,
including ABILIFY. Aripiprazole and other antipsychotic active substances should be used cautiously
in patients at risk for aspiration pneumonia.

Lactose: ABILIFY tablets contain lactose. Patients with rare hereditary problems of galactose
intolerance, the lapp lactase deficiency or glucose-galactose malabsorption should not take this
medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Due to its as-adrenergic receptor antagonism, aripiprazole has the potential to enhance the effect of
certain antihypertensive agents.

Given the primary CNS effects of aripiprazole, caution should be used when aripiprazole is taken in
combination with alcohol or other CNS medicinal products with overlapping adverse reactions such as
sedation (see section [4.g).

If aripiprazole is administered concomitantly with medicinal products known to cause QT
prolongation or electrolyte imbalance, caution should be used.

Potential for other medicinal products to affect ABILIFY:

A gastric acid blocker, the H2 antagonist famotidine, reduces aripiprazole rate of absorption but this
effect is deemed not clinically relevant.

Aripiprazole is metabolised by multiple pathways involving the CYP2D6 and CYP3A4 enzymes but
not CYP1A enzymes. Thus, no dosage adjustment is required for smokers.

In a clinical trial in healthy subjects, a potent inhibitor of CYP2D6 (quinidine) increased aripiprazole
AUC by 107%, while Cy.x was unchanged. The AUC and C.x of dehydro-aripiprazole, the active
metabolite, decreased by 32% and 47%. ABILIFY dose should be reduced to approximately one-half
of its prescribed dose when concomitant administration of ABILIFY with quinidine occurs. Other
potent inhibitors of CYP2D6, such as fluoxetine and paroxetine, may be expected to have similar
effects and similar dose reductions should therefore be applied.

In a clinical trial in healthy subjects, a potent inhibitor of CYP3A4 (ketoconazole) increased
aripiprazole AUC and Cp.x by 63% and 37%, respectively. The AUC and C,,.x of dehydro-aripiprazole
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increased by 77% and 43%, respectively. In CYP2D6 poor metabolisers, concomitant use of potent
inhibitors of CYP3A4 may result in higher plasma concentrations of aripiprazole compared to that in
CYP2D6 extensive metabolizers. When considering concomitant administration of ketoconazole or
other potent CYP3A4 inhibitors with ABILIFY, potential benefits should outweigh the potential risks
to the patient. When concomitant administration of ketoconozole with ABILIFY occurs, ABILIFY
dose should be reduced to approximately one-half of its prescribed dose. Other potent inhibitors of
CYP3A4, such as itraconazole and HIV protease inhibitors, may be expected to have similar effects
and similar dose reductions should therefore be applied.

Upon discontinuation of the CYP2D6 or 3A4 inhibitor, the dosage of ABILIFY should be increased to
the level prior to the initiation of the concomitant therapy.

When weak inhibitors of CYP3A4 (e.g., diltiazem or escitalopram) or CYP2D6 are used
concomitantly with ABILIFY, modest increases in aripiprazole concentrations might be expected.

Following concomitant administration of carbamazepine, a potent inducer of CYP3A4, the geometric
means of Cp.x and AUC for aripiprazole were 68% and 73% lower, respectively, compared to when
aripiprazole (30 mg) was administered alone. Similarly, for dehydro-aripiprazole the geometric means
of Crax and AUC after carbamazepine co-administration were 69% and 71% lower, respectively, than
those following treatment with aripiprazole alone.

ABILIFY dose should be doubled when concomitant administration of ABILIFY occurs with
carbamazepine. Other potent inducers of CYP3A4 (such as rifampicin, rifabutin, phenytoin,
phenobarbital, primidone, efavirenz, nevirapine and St. John's Wort) may be expected to have similar
effects and similar dose increases should therefore be applied. Upon discontinuation of potent
CYP3A4 inducers, the dosage of ABILIFY should be reduced to the recommended dose.

When either valproate or lithium were administered concomitantly with aripiprazole, there was no
clinically significant change in aripiprazole concentrations.

Potential for ABILIFY to affect other medicinal products:

In clinical studies, 10-30 mg/day doses of aripiprazole had no significant effect on the metabolism of
substrates of CYP2D6 (dextromethorphan/3-methoxymorphinan ratio), 2C9 (warfarin), 2C19
(omeprazole), and 3A4 (dextromethorphan). Additionally, aripiprazole and dehydro-aripiprazole did
not show potential for altering CYP1A2-mediated metabolism in vitro. Thus, aripiprazole is unlikely
to cause clinically important medicinal product interactions mediated by these enzymes.

When aripiprazole was administered concomitantly with either valproate, lithium or lamotrigine, there
was no clinically important change in valproate, lithium or lamotrigine concentrations.

4.6  Fertility, pregnancy and lactation

There are no adequate and well-controlled trials of aripiprazole in pregnant women. Congenital
anomalies have been reported; however, causal relationship with aripiprazole could not be established.
Animal studies could not exclude potential developmental toxicity (see section @). Patients should be
advised to notify their physician if they become pregnant or intend to become pregnant during
treatment with aripiprazole. Due to insufficient safety information in humans and concerns raised by
animal reproductive studies, this medicinal product should not be used in pregnancy unless the
expected benefit clearly justifies the potential risk to the foetus.

Neonates exposed to antipsychotics (including aripiprazole) during the third trimester of pregnancy are
at risk of adverse reactions including extrapyramidal and/or withdrawal symptoms that may vary in
severity and duration following delivery. There have been reports of agitation, hypertonia, hypotonia,
tremor, somnolence, respiratory distress, or feeding disorder. Consequently, newborns should be
monitored carefully.
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Aripiprazole was excreted in the milk of treated rats during lactation. It is not known whether
aripiprazole is excreted in human milk. Patients should be advised not to breast feed if they are taking
aripiprazole.

4.7  Effects on ability to drive and use machines

As with other antipsychotics, patients should be cautioned about operating hazardous machines,
including motor vehicles, until they are reasonably certain that aripiprazole does not affect them
adversely (see section @).

4.8 Undesirable effects

The most commonly reported adverse reactions in placebo-controlled trials are akathisia and nausea
each occurring in more than 3% of patients treated with oral aripiprazole.

The following adverse reactions occurred more often (> 1/100) than placebo, or were identified as
possibly medically relevant adverse reactions (*):

The frequency listed below is defined using the following convention: common (> 1/100 to < 1/10)
and uncommon (= 1/1,000 to < 1/100).

Psychiatric disorders
Common: restlessness, insomnia, anxiety
Uncommon: depression*

Nervous system disorders
Common: extrapyramidal disorder, akathisia, tremor, dizziness, somnolence, sedation, headache

Eye disorders
Common: blurred vision

Cardiac disorders
Uncommon: tachycardia*

Vascular disorders
Uncommon: orthostatic hypotension*

Gastrointestinal disorders
Common: dyspepsia, vomiting, nausea, constipation, salivary hypersecretion

General disorders and administration site conditions
Common: fatigue

Extrapyramidal symptoms (EPS): Schizophrenia - in a long term 52-week controlled trial,
aripiprazole-treated patients had an overall-lower incidence (25.8%) of EPS including parkinsonism,
akathisia, dystonia and dyskinesia compared with those treated with haloperidol (57.3%). In a long
term 26-week placebo-controlled trial, the incidence of EPS was 19% for aripiprazole-treated patients
and 13.1% for placebo-treated patients. In another long-term 26-week controlled trial, the incidence of
EPS was 14.8% for aripiprazole-treated patients and 15.1% for olanzapine-treated patients. Manic
episodes in Bipolar I Disorder - in a 12-week controlled trial, the incidence of EPS was 23.5% for
aripiprazole-treated patients and 53.3% for haloperidol-treated patients. In another 12-week trial, the
incidence of EPS was 26.6% for patients treated with aripiprazole and 17.6% for those treated with
lithium. In the long term 26-week maintenance phase of a placebo-controlled trial, the incidence of
EPS was 18.2% for aripiprazole-treated patients and 15.7% for placebo-treated patients.

In placebo-controlled trials, the incidence of akathisia in bipolar patients was 12.1% with aripiprazole
and 3.2% with placebo. In schizophrenia patients the incidence of akathisia was 6.2% with
aripiprazole and 3.0% with placebo.

Dystonia: Class Effect: Symptoms of dystonia, prolonged abnormal contractions of muscle groups,
may occur in susceptible individuals during the first few days of treatment. Dystonic symptoms
include: spasm of the neck muscles, sometimes progressing to tightness of the throat, swallowing
difficulty, difficulty breathing, and/or protrusion of the tongue. While these symptoms can occur at
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low doses, they occur more frequently and with greater severity with high potency and at higher doses
of first generation antipsychotic drugs. An elevated risk of acute dystonia is observed in males and
younger age groups.

Comparisons between aripiprazole and placebo in the proportions of patients experiencing potentially
clinically significant changes in routine laboratory and lipid parameters (see section @) revealed no
medically important differences. Elevations of CPK (Creatine Phosphokinase), generally transient and
asymptomatic, were observed in 3.5% of aripiprazole treated patients as compared to 2.0% of patients
who received placebo.

Other findings:
Adverse reactions known to be associated with antipsychotic therapy and also reported during

treatment with aripiprazole include neuroleptic malignant syndrome, tardive dyskinesia, seizure,
cerebrovascular adverse reactions and increased mortality in elderly demented patients,
hyperglycaemia and diabetes mellitus (see section @).

Paediatric population:

In a short-term placebo-controlled clinical trial involving 302 adolescents (13-17 years) with
schizophrenia, the frequency and type of undesirable effects were similar to those in adults except for
the following events that were reported more frequently in adolescents receiving aripiprazole than in
adults receiving aripiprazole (and more frequently than placebo): somnolence/sedation and
extrapyramidal disorder were reported very commonly (> 1/10), and dry mouth, increased appetite,
and orthostatic hypotension were reported commonly (> 1/100, < 1/10).

The safety profile in a 26-week open-label extension trial was similar to that observed in the short-
term, placebo-controlled trial.

In the pooled adolescent schizophrenia population (13-17 years) with exposure up to 2 years,
incidence of low serum prolactin levels in females (<3 ng/ml) and males (<2 ng/ml) was 29.5% and
48.3%, respectively.

Post-Marketing:
The following adverse reactions have been reported during post-marketing surveillance. The

frequency of these reactions is considered not known (cannot be estimated from the available data).

Blood and the lymphatic leukopenia, neutropenia, thrombocytopenia
system disorders:

Immune system disorders: allergic reaction (e.g. anaphylactic reaction, angioedema including
swollen tongue, tongue oedema, face oedema, pruritus, or urticaria)

Endocrine disorders: hyperglycaemia, diabetes mellitus, diabetic ketoacidosis, diabetic
hyperosmolar coma

Metabolism and nutrition weight gain, weight decreased, anorexia, hyponatremia
disorders:
Psychiatric disorders: agitation, nervousness; suicide attempt, suicidal ideation, and

completed suicide (see section [4.4)

Nervous system disorders: speech disorder, Neuroleptic Malignant Syndrome (NMS), grand
mal convulsion

Cardiac disorders: QT prolongation, ventricular arrhythmias, sudden unexplained
death, cardiac arrest, torsades de pointes, bradycardia

Vascular disorders: syncope, hypertension, venous thromboembolism (including
pulmonary embolism and deep vein thrombosis)

34



Respiratory, thoracic and
mediastinal disorders:

Gastrointestinal disorders:

Hepato-biliary disorders:

Skin and subcutaneous tissue
disorders:

Musculoskeletal and
connective tissue disorders:

Pregnancy, puerperium and
perinatal conditions:

Renal and urinary disorders:

Reproductive system and
breast disorders:

General disorders and

administration site conditions:

Investigations:

49 Overdose

oropharyngeal spasm, laryngospasm, aspiration pneumonia
pancreatitis, dysphagia, abdominal discomfort, stomach discomfort,
diarrhoea

jaundice, hepatitis, increased Alanine Aminotransferase (ALT),
increased Aspartate Aminotransferase (AST), increased Gamma

Glutamyl Transferase (GGT), increased alkaline phosphatase

rash, photosensitivity reaction, alopecia, hyperhidrosis
rhabdomyolysis, myalgia, stiffness
drug withdrawal syndrome neonatal (see section @)

urinary incontinence, urinary retention

priapism

temperature regulation disorder (e.g. hypothermia, pyrexia), chest
pain, peripheral oedema

increased Creatine Phosphokinase, blood glucose increased, blood
glucose fluctuation, glycosylated haemoglobin increased

In clinical trials and post-marketing experience, accidental or intentional acute overdose of
aripiprazole alone was identified in adult patients with reported estimated doses up to 1,260 mg with
no fatalities. The potentially medically important signs and symptoms observed included lethargy,
increased blood pressure, somnolence, tachycardia, nausea, vomiting and diarrhoea. In addition,
reports of accidental overdose with aripiprazole alone (up to 195 mg) in children have been received
with no fatalities. The potentially medically serious signs and symptoms reported included
somnolence, transient loss of consciousness and extrapyramidal symptoms.

Management of overdose should concentrate on supportive therapy, maintaining an adequate airway,
oxygenation and ventilation, and management of symptoms. The possibility of multiple medicinal
product involvement should be considered. Therefore cardiovascular monitoring should be started
immediately and should include continuous electrocardiographic monitoring to detect possible
arrhythmias. Following any confirmed or suspected overdose with aripiprazole, close medical
supervision and monitoring should continue until the patient recovers.

Activated charcoal (50 g), administered one hour after aripiprazole, decreased aripiprazole Cyx by
about 41% and AUC by about 51%, suggesting that charcoal may be effective in the treatment of

overdose.

Although there is no information on the effect of haemodialysis in treating an overdose with
aripiprazole, haemodialysis is unlikely to be useful in overdose management since aripiprazole is

highly bound to plasma proteins.
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5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: other antipsychotics, ATC code: NO5AX12

It has been proposed that aripiprazole’s efficacy in schizophrenia and Bipolar | Disorder is mediated
through a combination of partial agonism at dopamine D2 and serotonin 5HT1a receptors and
antagonism of serotonin 5SHT2a receptors. Aripiprazole exhibited antagonist properties in animal
models of dopaminergic hyperactivity and agonist properties in animal models of dopaminergic
hypoactivity. Aripiprazole exhibited high binding affinity in vitro for dopamine D2 and D3, serotonin
5HT1a and 5HT?2a receptors and moderate affinity for dopamine D4, serotonin 5SHT2c¢ and 5HT?7,
alpha-1 adrenergic and histamine H1 receptors. Aripiprazole also exhibited moderate binding affinity
for the serotonin reuptake site and no appreciable affinity for muscarinic receptors. Interaction with
receptors other than dopamine and serotonin subtypes may explain some of the other clinical effects of
aripiprazole.

Aripiprazole doses ranging from 0.5 to 30 mg administered once a day to healthy subjects for 2 weeks
produced a dose-dependent reduction in the binding of **C-raclopride, a D2/D3 receptor ligand, to the
caudate and putamen detected by positron emission tomography.

Further information on clinical trials:

Schizophrenia in adults:

In three short-term (4 to 6 weeks) placebo-controlled trials involving 1,228 schizophrenic adult
patients, presenting with positive or negative symptoms, aripiprazole was associated with statistically
significantly greater improvements in psychotic symptoms compared to placebo.

ABILIFY is effective in maintaining the clinical improvement during continuation therapy in adult
patients who have shown an initial treatment response. In a haloperidol-controlled trial, the proportion
of responder patients maintaining response to medicinal product at 52-weeks was similar in both
groups (aripiprazole 77% and haloperidol 73%). The overall completion rate was significantly higher
for patients on aripiprazole (43%) than for haloperidol (30%). Actual scores in rating scales used as
secondary endpoints, including PANSS and the Montgomery-Asberg Depression Rating Scale showed
a significant improvement over haloperidol.

In a 26-week, placebo-controlled trial in stabilised patients with chronic schizophrenia, aripiprazole
had significantly greater reduction in relapse rate, 34% in aripiprazole group and 57% in placebo.

Paediatric population:

Schizophrenia in adolescents: in a 6-week placebo-controlled trial involving 302 schizophrenic
adolescent patients (13-17 years), presenting with positive or negative symptoms, aripiprazole was
associated with statistically significantly greater improvements in psychotic symptoms compared to
placebo.

In a sub-analysis of the adolescent patients between the ages of 15 to 17 years, representing 74% of the
total enrolled population, maintenance of effect was observed over the 26-week open-label extension
trial.

Irritability associated with autistic disorder in paediatric patients (see section @): aripiprazole was
studied in patients aged 6 to 17 years in two 8-week, placebo-controlled trials [one flexible-dose (2-
15 mg/day) and one fixed-dose (5, 10, or 15 mg/day)] and in one 52-week open-label trial. Dosing in
these trials was initiated at 2 mg/day, increased to 5 mg/day after one week, and increased by

5 mg/day in weekly increments to the target dose. Over 75% of patients were less than 13 years of age.
Aripiprazole demonstrated statistically superior efficacy compared to placebo on the Aberrant
Behaviour Checklist Irritability subscale. However, the clinical relevance of this finding has not been
established. The safety profile included weight gain and changes in prolactin levels. The duration of
the long-term safety study was limited to 52 weeks. In the pooled trials, the incidence of low serum
prolactin levels in females (<3 ng/ml) and males (<2 ng/ml) in aripiprazole-treated patients was
27146 (58.7%) and 258/298 (86.6%), respectively. In the placebo-controlled trials, the mean weight
gain was 0.4 kg for placebo and 1.6 kg for aripiprazole.
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Weight gain:

In clinical trials aripiprazole has not been shown to induce clinically relevant weight gain. In a
26-week, olanzapine-controlled, double-blind, multi-national study of schizophrenia which included
314 patients and where the primary end-point was weight gain, significantly less patients had at least
7% weight gain over baseline (i.e. a gain of at least 5.6 kg for a mean baseline weight of ~80.5 kg) on
aripiprazole (N= 18, or 13% of evaluable patients), compared to olanzapine (N= 45, or 33% of
evaluable patients).

Lipid parameters:

In a pooled analysis on lipid parameters from placebo controlled clinical trials in adults, aripiprazole
has not been shown to induce clinically relevant alterations in levels of total cholesterol, triglycerides,
HDL and LDL.

-Total cholesterol: incidence of changes in levels from normal (<5.18 mmol/l) to high (> 6.22 mmol/l)
was 2.5% for aripiprazole and 2.8% for placebo and mean change from baseline was -0.15 mmol/I
(95% ClI: -0.182, -0.115) for aripiprazole and -0.11 mmol/l (95% CI. -0.148, -0.066) for placebo.
-Fasting triglycerides: incidence of changes in levels from normal (<1.69 mmol/l) to high (> 2.26
mmol/l) was 7.4% for aripiprazole and 7.0% for placebo and mean change from baseline was -0.11
mmol/l (95% CI: -0.182, -0.046) for aripiprazole and -0.07 mmaol/l (95% ClI: -0.148, 0.007) for
placebo.

-HDL.: incidence of changes in levels from normal (> 1.04 mmol/l) to low (<1.04 mmol/l) was 11.4%
for aripiprazole and 12.5% for placebo and mean change from baseline was -0.03 mmol/I

(95% CI: -0.046, -0.017) for aripiprazole and -0.04 mmol/l (95% CI. -0.056, -0.022) for placebo.
-Fasting LDL.: incidence of changes in levels from normal (<2.59 mmol/l) to high (> 4.14 mmol/l) was
0.6% for aripiprazole and 0.7% for placebo and mean change from baseline was -0.09 mmol/I

(95% ClI: -0.139, -0.047) for aripiprazole and -0.06 mmol/l (95% CI: -0.116, -0.012) for placebo.

Manic episodes in Bipolar I Disorder:

In two 3-week, flexible-dose, placebo-controlled monotherapy trials involving patients with a manic or
mixed episode of Bipolar | Disorder, aripiprazole demonstrated superior efficacy to placebo in
reduction of manic symptoms over 3 weeks. These trials included patients with or without psychotic
features and with or without a rapid-cycling course.

In one 3-week, fixed-dose, placebo-controlled monotherapy trial involving patients with a manic or
mixed episode of Bipolar | Disorder, aripiprazole failed to demonstrate superior efficacy to placebo.

In two 12-week, placebo- and active-controlled monotherapy trials in patients with a manic or mixed
episode of Bipolar | Disorder, with or without psychotic features, aripiprazole demonstrated superior
efficacy to placebo at week 3 and a maintenance of effect comparable to lithium or haloperidol at
week 12. Aripiprazole also demonstrated a comparable proportion of patients in symptomatic
remission from mania as lithium or haloperidol at week 12.

In a 6-week, placebo-controlled trial involving patients with a manic or mixed episode of Bipolar |
Disorder, with or without psychotic features, who were partially non-responsive to lithium or valproate
monotherapy for 2 weeks at therapeutic serum levels, the addition of aripiprazole as adjunctive therapy
resulted in superior efficacy in reduction of manic symptoms than lithium or valproate monotherapy.

In a 26-week, placebo-controlled trial, followed by a 74-week extension, in manic patients who
achieved remission on aripiprazole during a stabilization phase prior to randomization, aripiprazole
demonstrated superiority over placebo in preventing bipolar recurrence, primarily in preventing
recurrence into mania but failed to demonstrate superiority over placebo in preventing recurrence into
depression.

In a 52-week, placebo-controlled trial, in patients with a current manic or mixed episode of Bipolar |
Disorder who achieved sustained remission (Y-MRS and MADRS total scores < 12) on aripiprazole
(10 mg/day to 30 mg/day) adjunctive to lithium or valproate for 12 consecutive weeks, adjunctive
aripiprazole demonstrated superiority over placebo with a 46% decreased risk (hazard ratio of 0.54) in
preventing bipolar recurrence and a 65% decreased risk (hazard ratio of 0.35) in preventing recurrence
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into mania over adjunctive placebo but failed to demonstrate superiority over placebo in preventing
recurrence into depression. Adjunctive aripiprazole demonstrated superiority over placebo on the
secondary outcome measure, CGI-BP Severity of Iliness score (mania).

In this trial, patients were assigned by investigators with either open-label lithium or valproate
monotherapy to determine partial non-response. Patients were stabilised for at least 12 consecutive
weeks with the combination of aripiprazole and the same mood stabilizer.

Stabilized patients were then randomised to continue the same mood stabilizer with double-blind
aripiprazole or placebo. Four mood stabilizer subgroups were assessed in the randomised phase:
aripiprazole + lithium; aripiprazole + valproate; placebo + lithium; placebo + valproate.

The Kaplan-Meier rates for recurrence to any mood episode for the adjunctive treatment arm were
16% in aripiprazole + lithium and 18% in aripiprazole + valproate compared to 45% in placebo +
lithium and 19% in placebo + valproate.

5.2 Pharmacokinetic properties

Absorption:
Avripiprazole is well absorbed, with peak plasma concentrations occurring within 3-5 hours after

dosing. Aripiprazole undergoes minimal pre-systemic metabolism. The absolute oral bioavailability of
the tablet formulation is 87%. There is no effect of a high fat meal on the pharmacokinetics of
aripiprazole.

Distribution:

Aripiprazole is widely distributed throughout the body with an apparent volume of distribution of

4.9 I/kg, indicating extensive extravascular distribution. At therapeutic concentrations, aripiprazole
and dehydro-aripiprazole are greater than 99% bound to serum proteins, binding primarily to albumin.

Metabolism:

Aripiprazole is extensively metabolised by the liver primarily by three biotransformation pathways:
dehydrogenation, hydroxylation, and N-dealkylation. Based on in vitro studies, CYP3A4 and CYP2D6
enzymes are responsible for dehydrogenation and hydroxylation of aripiprazole, and N-dealkylation is
catalysed by CYP3A4. Aripiprazole is the predominant medicinal product moiety in systemic
circulation. At steady state, dehydro-aripiprazole, the active metabolite, represents about 40% of
aripiprazole AUC in plasma.

Elimination:
The mean elimination half-lives for aripiprazole are approximately 75 hours in extensive metabolisers
of CYP2D6 and approximately 146 hours in poor metabolisers of CYP2D6.

The total body clearance of aripiprazole is 0.7 ml/min/kg, which is primarily hepatic.

Following a single oral dose of [**C]-labelled aripiprazole, approximately 27% of the administered
radioactivity was recovered in the urine and approximately 60% in the faeces. Less than 1% of
unchanged aripiprazole was excreted in the urine and approximately 18% was recovered unchanged in
the faeces.

Pharmacokinetics in special patient groups
Paediatric population:

The pharmacokinetics of aripiprazole and dehydro-aripiprazole in paediatric patients 13 to 17 years of
age were similar to those in adults after correcting for the differences in body weights.

Elderly:
There are no differences in the pharmacokinetics of aripiprazole between healthy elderly and younger

adult subjects, nor is there any detectable effect of age in a population pharmacokinetic analysis in
schizophrenic patients.
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Gender:

There are no differences in the pharmacokinetics of aripiprazole between healthy male and female
subjects nor is there any detectable effect of gender in a population pharmacokinetic analysis in
schizophrenic patients.

Smoking and Race:
Population pharmacokinetic evaluation has revealed no evidence of clinically significant race-related
differences or effects from smoking upon the pharmacokinetics of aripiprazole.

Renal Disease:
The pharmacokinetic characteristics of aripiprazole and dehydro-aripiprazole were found to be similar
in patients with severe renal disease compared to young healthy subjects.

Hepatic Disease:

A single-dose study in subjects with varying degrees of liver cirrhosis (Child-Pugh Classes A, B,
and C) did not reveal a significant effect of hepatic impairment on the pharmacokinetics of
aripiprazole and dehydro-aripiprazole, but the study included only 3 patients with Class C liver
cirrhosis, which is insufficient to draw conclusions on their metabolic capacity.

5.3 Preclinical safety data

Non-clinical safety data revealed no special hazard for humans based on conventional studies of safety
pharmacology, repeat-dose toxicity, genotoxicity, carcinogenic potential, and toxicity to reproduction
and development.

Toxicologically significant effects were observed only at doses or exposures that were sufficiently in
excess of the maximum human dose or exposure, indicating that these effects were limited or of no
relevance to clinical use. These included: dose-dependent adrenocortical toxicity (lipofuscin pigment
accumulation and/or parenchymal cell loss) in rats after 104 weeks at 20 to 60 mg/kg/day (3 to

10 times the mean steady-state AUC at the maximum recommended human dose) and increased
adrenocortical carcinomas and combined adrenocortical adenomas/carcinomas in female rats at

60 mg/kg/day (10 times the mean steady-state AUC at the maximum recommended human dose). The
highest nontumorigenic exposure in female rats was 7 times the human exposure at the recommended
dose.

An additional finding was cholelithiasis as a consequence of precipitation of sulphate conjugates of
hydroxy metabolites of aripiprazole in the bile of monkeys after repeated oral dosing at 25 to

125 mg/kg/day (1 to 3 times the mean steady-state AUC at the maximum recommended clinical dose
or 16 to 81 times the maximum recommended human dose based on mg/m?). However, the
concentrations of the sulphate conjugates of hydroxy aripiprazole in human bile at the highest dose
proposed, 30 mg per day, were no more than 6% of the bile concentrations found in the monkeys in
the 39-week study and are well below (6%) their limits of in vitro solubility.

In repeat-dose studies in juvenile rats and dogs, the toxicity profile of aripiprazole was comparable to
that observed in adult animals, and there was no evidence of neurotoxicity or adverse effects on
development.

Based on results of a full range of standard genotoxicity tests, aripiprazole was considered
non-genotoxic. Aripiprazole did not impair fertility in reproductive toxicity studies. Developmental
toxicity, including dose-dependent delayed foetal ossification and possible teratogenic effects, were
observed in rats at doses resulting in subtherapeutic exposures (based on AUC) and in rabbits at doses
resulting in exposures 3 and 11 times the mean steady-state AUC at the maximum recommended
clinical dose. Maternal toxicity occurred at doses similar to those eliciting developmental toxicity.

6. PHARMACEUTICAL PARTICULARS
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6.1 List of excipients

Lactose monohydrate

Maize starch

Microcrystalline cellulose

Hydroxypropy! cellulose

Magnesium stearate

Yellow iron oxide (E172)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years

6.4  Special precautions for storage

Store in the original package in order to protect from moisture.
6.5 Nature and contents of container

Aluminium perforated unit dose blisters in cartons of 14 x 1, 28 x 1, 49 x 1, 56 x 1, 98 x 1 tablets.
Not all pack sizes may be marketed.

6.6  Special precautions for disposal

Any unused product or waste material should be disposed of in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER
Otsuka Pharmaceutical Europe Ltd.

Hunton House, Highbridge Business Park, Oxford Road
Uxbridge - Middlesex UB8 1HU - United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/04/276/011-015

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 4 June 2004

Date of latest renewal: 4 June 2009

10. DATE OF REVISION OF THE TEXT

{MM/YYYY}

Detailed information on this product is available on the website of the European Medicines Agency
http://www.ema.europa.eu/
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— D IFEDO T T At EER (938 1] ; )4 i 82.4 7% ; #iPH : 56~99 %) ITBWT, T UV
TI =N EREINTZEREL, TR EREINTCREICHRS, HEV RN ER L, 7
FTERBEOITEN LT% ThoT-DIZX L, 7TV BT T — V2 HE I NI EBE O HIT 3.5%
Thoto, FRITEEA TH o=, HEDIFE AL EITOME R (DARE, ZERIEAR ) TR
iE (iR E) onFnnicksbo s Bbii,

Wi B A - A C 3 HBRICIRWT, FEEHIA 5 M E REWER (M2, — i PEAK i %8
E722 &) s SN TnWgd CEEFRD ; 84 5%, HuPH : 78~881%) . ZNHDORBREAT, 7' I
RNaBE SN EE D 0.6%IININE REWEH A HE SN-DICkL, 7V T Iy —Liakhs
NI=BETIE, 13%ICMIEREEHOBMENH ->T-, ZOEITFEHFMCHE CId ol
LML G, 200> 6, BMEHED 1 RBRICBWNT, TIEVT Iy —LaiE3n
T BFEICRBIT D MIE RRIVER & BE5BORICA B2 HERFMBEENH - 72,

ABILIFY [ZFBEMEZ B9~ 2 i Sk O VBT L CIIRGE S AL TV 720,

EIEE « BEPRIF : 7V BT Y — R ELIEERGUR AR A2 B 5 SN TV D B TR WL CE L
PEOWMENRH Y, —H#IciE, 7 N7 ¥ R— R, EiRBEVESIEE D B ER, 5250 I35E
CICELEF G SN TS, HIEOSIHEZETBENOH L EMRIA T & U TIER, &UWE
RIRDOZIEREN S D, 7V ET 7=V ORERRBRICBW T, BRI % & Te s mop B o gI1EH
XA MBS OFBUELIZ 77 B R & OFEEITRO 20> 72, ABILIFY & OMtLoIEER
PURBMIR I 2 B 5 S N7 BE W Cm bR E O RIEH Z B C X 2 X 5 e iEfE72 U A 7 G
IFATOI TRV, ABILIFY Z & IFEMPURFMREL I SN TV D EFIZHONTIE, £,
2R, 8, BOERR EO@MBEOME « RS2V EBE L, FEREXIZ DGR 24
THREIZONTE, MEEO= b — BB L TR0 EEHICE=4—9T XX Th
D

SBECE : OEIS LR, 7Y BT T Th T LRk A R BB RS
KRBT 5 NN S5 @B |

PREINN oA JEFAE S OB E RS A IS\ T, APHE, REMZETZ L mbhnT
WDHUEMRIEDOFENRLT A 7 AL A NV OEHARIZ L 2FEBMA L AL, EEOSIHE
(CEL NS DD, TYETTY -V OTRERET, KERNOBRERHD, TOFLAL
(THERRP,  FRIRPEE SO N RO FIE e © O BB ERIKN T2 A9 5 B IRV THE S
NizbOThD, BFEARCIIBKRMWICERD S 2 EERNIRD A THARY G 31

We FIEE - 7Y 7Y — A Z e HUEMRE O R BT X £E OEB) EE LIRS BT 5,

e FPER DU A7 OHDHHEEIIL, 7TV ET T — Lol MRERITEEICHWND Z &,
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FLAE - ABILIFY S8135BE 2 545, T 7 b—ARMHE, Lapp 7 7 ¥ —BRZIE, XL/ L=
—A—=HT 7 b= AR R OF 72 BRI Z AT 2 BE IR L TR Z &G L TR 5720,

45 HMOEEREDHEERARVZDOMOEEER

TIUET T =X, ar1- 7 U U USZBRETHERNIC LY & 5 ORERRO/EN 2 #5835
AIREMEDN & %6

TIUET T nEE L THREMRRICER T2 EA2EELT, 7IET Iy — 7 Lo
— VIR E ORIERANEET 2 MO P RERAK L AT 2543 EET 2 @d2H) .

QT IEE ITEBMRENT LV ADREZE T ZENMONTWAIER LT U 7T — L2t
THGAFERERICERETDHZ L,

ABILIFY (Zxd 2 fili Al D22 %8 -

HEEYWAIHIF Td 2 Ho f5PTAI 7 7 £ F D003, 7V BT 7Y =L ORINEEZE FSE 20, o
OYEMICERRNRERIT RN EEX 6D,

TUET T =X, CYP2D6 KON CYP3A4 3B 59 2B DORRIIC L v RE &5 723, CYPLA
X o TERE SN, 6o T, BER I LAEREOLE IR0,

fEREANZ xR E LT RRBRICIBW T, CYP2D6 DI /172l ER (F=2r) 7V er7 /) —
LD AUC % 107%IIN S 7273, Chax ICZ BT 2o 72, IEMHEREHT e ka7 Ve s 7y —u
(OPC-14857) @ AUC L 32%, Cuax % 47%0 L1z, =T LT 554 1%, ABILIFY %
WG ESNTZHEDR 12 ICHETDHZ &, FATFTF U ROV dtvTF 52 0fod CYP2D6
DFRS) 2 AFIIZHONWTE, FROERNFRISN D700, FROBELT 52 &,

R N &3t g & LIz BERRBRIZH VT, CYP3A4 ORI EE (X hatry—u) 37U v7
7 =D AUC KN Cpax & Z 1L 63% & 37%IEMN S W72, {EERBHHTE ke 7 I er 7y
—/L (OPC-14857) @ AUC I3 77%, Cpax I3 43%H4N L 7=, CYP2D6 DILHIBE DRV VHEERE (poor
metabolizer) [XEHHEED BV VERE  (extensive metabolizer) 2, CYP3A4 Dii /) 72 PHE K %
ABILIFY LT 2 &, TV BT IV — L OMmETREREG RDAREMERS D, 7 hat Y —
VAT O TR S 7% CYP3A4L BHESE & ABILIFY OO A2 ZE T 256 121%, BEFITKH HIEER~
X7 4y NBEIENY A7 & ERIS e S, 7k a ) — % ABILIFY & OFHT 54
A, ABILIFY Z5 EOKFITHET D, A M7 aF Y — A KO HIV 7 a7 7 —EREKSE,
Z OMLD CYP3A4 DFR ) 7R LEFRIZFRRDIERA N TR SN 5720, FROBEEZ T Z &,

CYP2D6 X% CYP3A4 [HESM DO # 52 h 1k L7-FrX, ABILIFY O &4 OF R ERtARTO L
~LFETHETAZ &,

S5 CYP3AL FREH] (DLF TP LA, =i ZurXT a7 E) Xt CYP2D6 [HEXIE T Y 5
—VEHRTEHE, TUET T — Lt REOREE R A RS BEAND D,
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CYP3A4 DR IRHEIKTH DI NN~ B U R G%, TV BT T =D Chax & N AUC
DOEMEEIEIX, 7V BT TV — (30 mg) HAMPLHEE L LT, 24 68% K% TN 73%(K )
STy RN A= U H5%OT e Re7 ) E7F Y —/L (OPC-14857) @ Cpax & OV AUC
DOJMPEEIEE, 7V BT T — VHEMB R T, ZRE 69% K% O 7T1%(K 0> 7=,

INR<EB L ABILIFY Z 09 254, ABILIFY O &% 2 FICET 52 &, T ook
172 CYP3A4 FHEIE (i, Vo r vy, V77 T7Fy, Jo=hAV, 7=/ /VLEHX—),
TYVIRYy, =TT7FELYY, XRETEUENEU R Vg =X s U— k) THIEEOERN
FHIEN D720, FEOHEERZ 52 &, CYP3AL D& aih8 s Pt &5 % ik L=,
ABILIFY Z#SE & F ClET S Z &,

PN TafEE I F oL ET I T TSV R LESE, TV T Y — oMb EE I
R EEERO B DELITHA LN T2,

AN KT 5 ABILIFY DEZE -

BRRBRIZB T, 7Y ST Y —LOHE 10~30 mg/HiX, CYP2D6 (FFA hua X hL7 7
YI3-A RFENE T ), CYP2CO (VLT 7 U ), CYP2CL9 (A A 7T ' —/v) i (F CYP3A4
(THXA B A LT 70) OFREORBNCER B L RIE S o 7, - invitro 2BV T,
TIETI— T Fa7 ) 77—/ (OPC-14857) 7% CYP1A2 % /9 Do &%
FIET A L RO BN hnote, H- T, TV ET TV — AN EORERE N T DK EE
70 SRFIAR AR 2 2 - ATREME IRV,

TV —=nEA T aiglE, VFULHLNETE N XU LR E LIS, v
g, UFULHDHWVNITE Y X OREICHK EEERE TR 5T,

4.6 ZHREE, IERRUVREILIE

% kg L L@ cHolcay he—ArEn7 ) 77 ) — g 5alBRiT & S v e
W, BREENPHRESNTNVDER, TIETT Y — L OREBRITHENL TE 2o T-, B
BRClE, FEEBIEOTREIEZBSATE ol BIBR) . TV BT TV — R B I AR
LA IR LT 28808, EMICZOEEET I L OBRELZHFETL 2L, B MNSB
JOREMEDIERP A+ THY, B CTOEMBAEFEERRICESJIEELH D720, AFIE
HIZ X 0 MR S D FRED IR R A~OEAER U A 7 2B 5002 BRI 2 EYS 72BNV R Y, A
EUEIHITHE G- LianZ &

SRR (=R U A X & —) [ZHEMRE (T V7 o7y —Laaite) [JREINTHE,
B OFANNC, R & O IR 00 B 70 2 SRS R BRI IR B OV S X BRI IR 25 O FIE FH 2356
BRI 2BEN0NHD, ZTHOOHAERIZH T 20, HEELE, FHEREKT, KRE, iR, PF
g, KMOWAEENREINTWD, - T, HIAERZERREIBIET L &,

Ty NOBRAMNZT I T Iy — N E2BETHEANFFRICBIT LI, 7IET I Y —Ahe hO
FLHFICBITT 2D EDEIARATH S, TIET T Y — VRAIRRIL 2R T 5 K 5 B 2
T52 L,
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4.7 EBIERUHEBIRIEENICEZ HTE

H ) 5 D JE S K O O EIC 3T 2 BB 3 2 BRIT S S Tun Ry, LvL7enn s, fill
DOHEMIFEK LA, TV ET T — U KD BNRNZ L2 AR TE £ T, HE)
HLODEHR % B T fE R 7o M 2 B E T A A IR IR 2R T 2 L i;ﬁl{%) o

4.8 EIVER

TR REERBRICB W TR bHEBICHRE SNZEERIL, TAPPTEOELTHY, ThL
NTIVEFT = LR OkE5INT-EBED 3% FIZFE LT,

T RARBEL Y LRBBEEOESVEIER (31100) , XIXEZMICEREN S D B2 LNDHEIE
M (*) 2 FRord,

TRITR ULTCBHENE, BL T O/b—b (— ik 725552 : >1/100, <1/10 K OVEAUITHE 2 5 942 :>1/1,000
<1/100) Z#HWTEZR SN TN D,

FEtEE
—IRAVLHR  KDAEEORS, FRE, &%
FNICEHZ5FL 0 5 O

PR R
— R 7R E G SERANRREE, T YT, Bk, FEED EV, MR, S, SEE

IRMEE
Ao A B

LR E
ENICHE Z 5FS - HR*

I

FNITHE Z 5FS - SR>

B E
—RRE R EES  IHAEAN R, WErE, ELL, (ER, RIS

SHEER LR G RFTRE
—IREY RS RS

HERANERIESR (EPS) : A LailE—52 WM DO RM ~m <Y F— /L5t REBRIZ BN T, =%
VIR, THYYT, VAR=T, VAFIITEELEPS ORBFL, TYET TV —LEE
(25.8%) 3/~ XY R—/LfE (57.3%) ([ZHEARTRIEMITIEN o7z, 26 B ORM T 7 & ARk
SERICISIT D EPS OFBRL, TV E ST Y —ABET L%, I EREET131% Thot-, 77
26 WEOEMA T V& kBT, EPS OFHRIIT YV VT TV —LEET 14.8%, 4T
PYUHET15.1% Th o 7o, WK [ ZEZIZ 517 5 B b7 — F—12 [ o ~m ~_ Y R— Lkt
FEEABRIC BT D EPS OREBIFIX, 7T I VT TV —EET 235%, ~uXY R—/LEET533% Th
Sfc, F72 12 W ORBRITIIT D EPS OFRBLFRIL, 7 U BT TV — AT 266%, JF LT
17.6% Ch o7z, 26 WHOEM T 7 &A% RBROMERIIC T 5 EPS ORBIRX, TV ST
VI VEET 18.2%, 7T B REET15.7% Th - 7=,
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T BRI T, MMEEEREICBIT AT IS TORERIL, 7TV —L
BEN 12.1%, 7T BREER 32 TH o7z, MEREBRZTITBIT DT I VT ORBERE, TV
BT VBN 6.2%, T B REEN 3.0% TH o7,

VA= G DER RO Z TR0 WERE T, REEB%OBAR, YA
k=—dEk (RRBER DD BE IR REOUUHE) NAEC D AREEN S D, VA b =—ERICILHER O
RAEDN G EA, & X TIAMGERSHORR, We NN, PRRREE, MO TEREA~EETT D, Zh
OOFERITEHETHAEL D2, mAMMEOEHEOSE 1 GRS I B OV &
DE, B OEEZRICBNT, AP A h=—0D U 27 OEMARD BN TWVW5,

W OFEREEH R OIEE 7 A —4% 128 CHEMCERDOD D L EX NI E#Z R
LT=BEDOEEE, TVETITY— AL T RBETHE L & 2 AEFLICEE R EITRD
e inotz, L C—iaE CHEREMED CPK (7 LT F o 7 4 ARFH—E8) O LFIX, 77
TARBED 2.0%I2K LT, 7TUET T —LRBETIE 3.5%ICBIE STz,

T OO -

PUBMIRIRICRE T 5 2 &3 Mo THY, 7 I 77 Y — bRz HwE S - IfEM
(0%, EVHEGRE, BREEV A TR U7, R, milnOREE R TR DM E REIER & 5E
RO, R OHERENGERS @45H1) .

NRE -

HOE (13~17 %) OMAKIRIERHE 302 Bz xt5 L L2~ 7 v Rt EBRIc s\ T, FIE
R OBEE R OREITY, LFOFERERVWTRALFRE TS, TIET T —AREORNEE
L L CHDERE CRABEENE N -T2 (O TR AREL Y b RIBEENE N T2) FHLR
& LT, fHEIR/EER M OMERA R E 2N T O Tl S (31/10) , DNELg:, AAkTTHE
K OV SEPEARII T 1T — R 72 5 (>1/100, <1/10) & L CHiE 7=, 26 [ oI GMikie R
TOREMET 7 =L, BT 7 2R TR LN D EIZER L Th o7,

2 FFE TORZEEZIT=FHIE (13~17 %) OMAEKFELRE OUFGERICB VT, LTS
PERECOMGE T 0T 7 F KM (bt - <3 ng/ml, B : <2 ng/ml) OFEILRIZZLNZEH 29.5%
KN 483% T -7,

iR % S
MM A ISV T FRROBRWEMA A #E Shz,
IS DORWEMORAESEIIAHEZZAOND (BONTVDLT = nbIdHEETE 2 |

i JOVY v SRIEE A BRI E, S BRI AME, iR A

ol IR E TUAFR=FIRE BIZIE, 7T 7 40 7% —E, ME TR
(EIEIRZ&Te) , EVIE, BmEE, 2 58, SUIHRR
%)

WA UsREE e MBS, BERIE, BERFMES T v = X, BERIEME R
75 [ E M

22



I KOS

Rl

BLR& ¥ & O T kbR E

HHER I & OSSR E

&

PEHR, PERRIS K OVEPEWI DOIREE

B L OVR KBRS

TR I K OFLEREE

EHFEER LUK G BT

B AR

REHN, REBD, SRR, K7 U U AMAE

>

WO, AR, BRER, BRRE, A% @4

C

SRR, EMEEEEE (NMS) , RIE(RRE

QTIER, L=MEAENR, JRRNAHORKE, LFik, v
P—F F R7 v, BRIk

gt LT, B R mAR ZEARE (I FEARIE M OV SRR i A2
JE7R L)

MRS, MR, T MR R
Pede, wieTRE, MEERTUR, BATUE, T

W, Tk, 7= 73/ 7027 =T —F (ALT)
N, TARGXURT I ) N T A7 =T —18 (AST) 1
m, y-Z B2 IN T A7 =7—8 (GGT) #h, 71k
UARAZ 7 #—BHIN

5, JCHBBIERE, BB, ST
BEAUTIRE, TR, 2T vk

gk Rk @4 2m)

FRIREE, BRI

FHg

PRIRFRAIREE (20, (RIRE, R2Y , Howe, AR

7 LT FURARFT =R, fh 7 R oo, i
R E), 27U a~%2 o b

49 B#EERE

IR AR L O ERRA I BV TC, #EERm M & 1,260mg £ TOT U v 77 Y —/L Bl 2 (#58
B SUIEAIC BB ER G SN ABENHER SN TV DD, SECEITRhoTo, BIES
NIEFAICHE L RLBNOH DM - R E LT, WBIR, M EF, (R, Sk, HEo, &
M, FHRIAME SN TWD, 61, NRIZKT 27V v 7 Yy — VEAIOMIEREER S (195
mg £T) OWwEDOFIIIFLCTHT R ~Te, EFRICEHE L ROBNOH S8 - IERE LT,
AR, — MO BRI S M OB NEIEIR DS s S T D,
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WERGOEBE LTIE, MBEE, @EUaSGEmE, BERALBKSEOEREHICET TS
&, BEOKEANEE L TWAHAREEEZZET S22 L, o T, NEROBHR AT LH729
Offe L7z DEBEXE=2 ) 7y EiebiET=4 U 7 2REICGT &, TIET TV
— VO ERGPHER I NTGE XX DON A 5E1E, BEVNEET L2 E CEFHRER L E=
2T ERITLZ L,

TIET TV =G 1 REZOIEMR (50 g) HGIZEV T U ET TV —/L D Chrax 14 41%,
AUC 13/ 51%8/ 0 L7z, Z O Z EIXEER N ER G OIREICEI TH D A[REEEZ R LT\ 5,

TUET T ViR ER G OIREIZE T D IMEENT ORI T A RIZWVWR, TIETS T
—ANIMFEEAICEEICEST D2 0D, MEENTITRERSGOERITIFAHTRWVWESZ XL
b,

5  EEZHREM

51 ZEMEIE
WL 0 - 2 O oOPUFMREE, ATC 22— K ; N05 AX12

T VST Y )V OREE RFE & PR T BFEEF I 588, RS D kTt r b=
S-HTipa Z BRI T DT A=A "MEME, ¥ 1 b=V 5-HT, /IR THT7 2 T=Z |k
EEOW 2N L THIRNPBEEINDI LD EHEESN TS, TIET TV — g, R8I U
REILEDOEET VICE W TT X2 A= MEMZ, £/ I VERBIETOEBYET LI
TT7 A=A MEMZR LI 7T I ETZ Y —/LiZinvitro TR/8I 2 Dy L' Ds, B2 b =2 5-HTya
KON 5-HTon AR LB, F/822 Dy, B b= 5-HToe MON5-HT7, -7 KL
TV RO ZAZ IV Hy RIS LR EEOBMMEL R Lic, £z, Bu b= R0 AL
MAZ S PEEDOBMMEZ R LD, DAD Y UZBE~OBMMETGRO bignolz, TOMO
FERA RN RICOWTIE RSV RO a b= DY T A TUSNDOZEEE O BEAERIC LY
MATELZ DL H LD L,

FENZT YV ET T —105~30mg % 1A 1E, 2RSS 5L, D D3R A KT
b MC-F 7 nT I NORREKL OEB~ORKEANARIEE L TUEF T2 2 & BBEFKX
HIBT IR RIS K > THER ST,

B REER ICBE T 5 £ Ot D 1F L -

RN DA RFIE

Bo I AL FEMEAEIR D & 2 #E A R FTAE BT 1,228 Bl & %15 & L7z 3 DOHM 7 7 & A HEER (4~
6 M) ITBWT, TIVETIY—F 7 IR EHE LT, MitFHICHE R BHRIER D%
FEEoR LT,

ABILIFY (X, #IHNER CTHRD D > 7o EE OHERIRIEZAT 9 &, BRI OUGEHER IR D &
Do NaRY R—)L b OB I W T, #4552 B CHIRPHERF SN L AR X —0D
BE1T, MFRGHECTRETH7 (TIVETTS—AEETT%, ~aX) R—/LEE73%) . 20
RERSE THEOEIGIL, TIET T —#E (43%) 73, ~eXY F—LEE (30%) L0 AHEEICEN
o7 BIRBIFHIE B & U THIW BTz, Bt - Bt R aEAm RE (PANSS) X UF Montgomery Asberg
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9 Ol R E (MADRS) # &Ml R EICIB T 2EBEOR T IL, 7 I ET T Y — R m
U K= B EICH WS EEZ R LT,

1B MR A RIE TIEROZE L TWARBEEZXSRE L2 26 HE O 7 7 2 AxtERICKNT, 7
VST — VBEOFIRRIL A%, 7T REED ST%ICH X TH B > T2,

/NREEH]

HAEORARIE « HESUIRMIER O & 2 HADH (13~17 %) O A KRAEBRHE 302 #i 2 Xt
Gl Lz 6 MO 7 7B RAHRARICBNT, TIETI Y — I 7 TR EHE LT, Hit#
HINCA B 7R IER OSE &2 7R LT,

15~17 I DO E/VHEBE OV TRRITICI T, 26 HE O I G Mikisi ik B 2R D 74% 23 5
IR h DA ZIEDEHGE NI BT,

/NREFE IS D H PAPEREIC X 2 BUE T ZM) : 6~1T mOBEEMR L LT, 8O
7T AR R 2 AR (AT A E (2~15 mg/H) 1B & OEEHE (5, 10 XX 15 mg/H) 1
AR ] KOV 52 R OB SR 1 Rk A ke L7z, BRI EIZ2 mg/H & L, 1#M%IC5 mg/H
IZHEL, TO®%IEHESmg/ BT OBEARE CHEE L, 2IBRE O 75%LL B2 13 AR O
BEThHoT, TIETITY—NET TR EHKR LT, BETHTF =7 )R BEEYT
A7 — 1 (Aberrant Behaviour Checklist Irritability subscale) % Fu>CEEAl L 72 B MEIC BV TRt
FHICHERBICESTWE, LML, ZORROEBIKMZRERIIMILINTHRY, R0 7 n
T 4 —VIZIIREEINE 70 T 7 FAEOEENEG E W5, BB o M 1 52 A H
EWVIHRESINTEHE T D, BBREIA LR, 7V T IV —Loh 2% - kERE
(Bng/ml) XORMERBFE (<2ng/ml) (2B H1MIE7 0T 7 F AMEORELRIZX, L 27/46
4 (58.7%) M TF 258/298 4 (86.6%) Th 7o, 77 EARKMGERERIZIS T D IREIEMD L)L
T REET04kg, 7TV ETTV—AEETL6kg THoTz,

IREHIN -

BRRBICBN T, 7 ET T Y — WIRKRMICERO D 2 REEMA B SERhotz, A
KARE BT 314 BIC I 5 REFHIE H AR EH N E Lz, 26 @047 P oxti, “#HE
B, ZEMERRRICBNT, XR—=2T7 4 X0 EEIDRL & 1% (Fl, 50 EHRE
73805 kg FTTA7< &1 5.6 kg D) L7m@BEHIL, A7 EUBE (4561, SUTRHE AT
REZR B D 33%) (THE_TT U BT Ty — /e (18 1], XITFFHAh rlRE/2 BF D 13%) THEIZA
o T,

R /NT A—4#

RN ZE G E LT 7 2 AR RHHREEIR R TR O N RE /T A — X IZOWTHRFAIRIT 21T - 723
TIET I —FmarArae—, M) 27Ut Y K, HDL KU LDL OREEICERRIIE
DHHEEFI R SRV LATRENT,

—a L AT o —/L  EENEY (<518 mmol/L) 75 EfE (>6.22 mmol/L) ~Z5{k L7=E14 1%,
TUET T — VBN 25%, 7T BREEN 28% ThoT, N—RAT A DD LEE, 7
U7 7 — LEEN3-0.15 mmol/L (95% [54E X [# :-0.182, -0.115) , 7" 7 & AR EEA3-0.11 mmol/L (95%

11
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1SHEIXH : -0.148,-0.066) TH -7,

—ZefEiE N Y Uk Y R EBENIER (<1.69 mmol/L) 726 (>2.26 mmol/L) ~ZE{k L 7=%|
AL, TUVET TV —ABEN 74%, 7T 8RN 7.0%TH -T2, _N—R2ATA DDA
X, 7V T — LEE23-0.11 mmol/L (95% fS#EX [ : -0.182, -0.046) , 7 7 & AREEN3-0.07
mmol/L (95% {Z#EX [ : -0.148,0.007) T - 7=,

—HDL : JRENER (>1.04 mmol/L) 7>HAKfE (<1.04 mmol/L) ~ZEfbL7=BI&IEL, 7V 77
VI VREN 11.4%, 7T BAREEDN 125% ThH T2, N— AT A DO EIL, T I ST
V) — LEE2Y-0.03 mmol/L (95% {S#EIX R : -0.046, -0.017) , 77 & AREESS-0.04 mmol/L (95% 15 4H
X4 : -0.056, -0.022) Td -7,

—ZEfEIF LDL : RN IER (<259 mmol/L) 76 Eifil (>4.14 mmol/L) ~ZA b L7=BI&1E, 7Y
T — VBEDN 0.6%, 7T EREEN 0T% TH T2, N—ATA b O EEIL, T E
7'F Y — )LEE73-0.09 mmol/L (95% 1Z#EX[H : -0.139, -0.047) , 7T & REEA-0.06 mmol/L (95% 15
FEXW ¢ -0.116,-0.012) TH o7,

P T R | 9 MR =Y — |

B B — R XUZRAMET © Y — R&A9 5 Wi 1 IS BE 244 L Lz 2 >0 3 AR
T 7 2 RxHRBEANARRBRCIE, 7V ET 7Y — WEEER OB B\ C 3 Iz -
TT7ERLED bEA T, 2D ORBICITEIRE 2 49 2 UTH SRV EE, 2R
BN XA R TRVEEDEEN TV D, BT Y — FXUHRAMETE Y — F&2HT 5 M
fix T RUPEEEE 255l Uiz 3EMBEEHEY 7 B RMREANRERBRCIX, TV 77—
7T e R L TERME 2 R S Ao T,

BoRT v — RUTRAMT Y Y — RE2A T 2 00 [ BEEERE, HSHHGRE2a3 25 UIHF &7
WEBF ARG L LTc 2 50 12 W77 AR R OEESREATERRRCIX, 7V 77y —ix
SWEIZAMEICENTT ZEARLD bEN, 122 HEICY FULAII BT R—L L R%ERE
P DEHG 2R Lz, BIZ, TV ET I =T 128 B2, BeREEN S OIER E M %2 1572 REE|
BICBWT, VFULAX G aXY R— L ER%ETH-T,

TR O M APRE 2R3 U F 7 A XTIV 7 a AR Z 2 HEMIT L Cb —EETH Y,
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BHa-7 FLFY Y RO bR T I VHSZEKISHRERE
OBAEZR L7207 YBEERLZ A Y Y M T v MOIE
AZHY VMM VENE Y FEEEA A A VM BRI
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in vitro I B VT F 283 YDAZBERISH LTERSD 7 I =
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FiCxtd 21EH

in vitro @ BIZBWT T v M FERAEFTEE K8 Y DZRARIC
KUTHGT T=2 b & LTI L7

2. {EFIt%RE

TIVET TV —=NiE, 83 VDEZFRERS T I =2 MEM.
B8 Y DZBHIRS 7 T= X MEM. v b= V5 HT 2R
KifG7 T=Z2 MERI RO w b= V5HT %R/ hRT v 5 I=
A MEF 2 P eF503HI Th 5o WIHER BT IIAWITH 75,
NS OEMEMBHRICBI 2HHEICHFGLTwE b0l
ZZbNhTwh,

(B2 (ICBAd 2EB{E¥RIENR)

—f4 - 7Y ¥T 5V — )V [Aripiprazole (JAN, INN)]

1b22%5 ¢ 7-[4-[4-(2,3-dichlorophenyl)-1-piperazinyl] butoxy]-3,4-
dihydro-2 (1H)-quinolinone

/ \ H
N NCH-CH-CH-CH-O N _o
~ o
Cl Cl

C23H27C12N302
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182  ZEE - R, AE - AERUVERLOTEDRERRL
1.8.21 % - R (B) RUZDRERR

1.8.2.1.1 Hee - R (F)

FEAKRIE, PURMEREIC T DEYER OSE, 5 o - 5 OiRkieE BEfFRE T Hao7%e
NSO LR WIEEIZIRS)
TR A BB

1.8.2.1.2 R ERHL

DSM-IV-TR 23T, KO OWPEREE (H—=t Y — FUIREN) L2l s nicBE 254
EL, BREEE F=CFRVIALEEE (LLF, SSRD Xidktw h=r - L7 FLF VU
BV AZMEER (LT, SNRD) T, 7V EF T —LHilEIc & 5 2 k4 £ L7,

7R o EE R (031 oo T, kS omMBEEEEE S L L,
SSRI/SNRI ffHI T, 7V BT Z >V —)b 3~15 mg BED 7 7 BRI T DB MEOKGE & 2220
ORFES, KOT VT T — 0 3mg BEOT 7RI 2 A9 & BEEORG 21T o 72,

ZORER, FEFMEER ThH D77 AR EEBRMIBLARTN S 77 A% R EE
T (k) KETOD MADRS &5t A a7 O Z2E &L, 77U BT TV —/ 3~15 mg #T-9.6
+0.6 (CEfE +SE, 19441, LITFEEE) , 7T REET-74+06 (195%]) THVY, 77 REE
WZHART U BT T Y —)L 3~15 mg BECTHEHFNICAEERUEENB DO LN (p = 0.006) , £/,
T U BT TV — 3 mg D MADRS A3t A 27 OVHELESH-10.5+ 0.6 (1976]) &7 78R
FEICKT LREH A B R EENRD vz (p<0.001)

BIRARHETER T, T _XTOHBIZBWT, 77 RBECH LTV ETS T Y —)L 3~15 mg
LT U ESZ Y —L 3 mg BECUELRO O, FEHMEEE CHONTMEEN IR INT,

LEMIZHOWT, AEFZORBERIL, 7V ETT Y —/L3~15 mg # T 77.8% (194 % 151
) , TUIETZY— 3 mg BET 71.6% (197 il 141 §) , 77 &HREET 60.0% (195 %l
176 THY, FEAEOERPEEITEE T, £z, 7IET TV =1 3~15 mg
HEROT VSTV =/ 3 mg HOBEERAEFZRORGPILICE > EHEFEFZORBET,
TR AR FRE TR, ECICE-T2AEFL, BHEMEORESINRWRIEER A EEL
IR L 20 o7z,

Emaan 031Jo02) T, 7T RHR CEERIERRA O BT S K S R
PEEWERE, MOBTISHAAN BT 65 m EDK D SR PEREE B 25212, SSRI i
SNRIFHT, 7V BT T — 1 3~15mg/ HORERHEIZLSD, 7V ET I Y —LiEEDOE
WG (52 EEEE) (CBIT2RZeM EHNEDKRF 1T T2,

TVET T = ERIEIRT, B5BARTO MADRS &8t A2 713 182 + 0.8 (¥ + SE,
LTRE) ThYo, ERANEOFMER Cb 2 BB LHREGKT (hik) FETo
MADRS &5t A 27 OWHZELEIE, —5.9 + 0.8 TH o772, MADRS &it A 27 ORI
BIX4E%KIZ42£06 L700, ZOH% 52 % E T-59~—4.5 OHFPHCLE L THR Lz,

TEMIZOWT, BEICESTEHAFFEN 1 FISHBLLIZR, 7T 7Y —) & oML

1.8 WAFSCE (R)
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BE S NI, BRUIEGRICHBEEICREENR ROAEFS, KEHRIC o TREARDORE 22
HEEEGIIR -T2 D, BEMEGRICHICHEET I REZREME ORIV ESZ D
iz,

PAE, DSM-IV-TR 43T, K9 Dtk & 2 S BE 2RI L7 RBRefE L v,
SSRI /& SNRI TEIRAF 070X 27 U BT ) — AAHiBEED A OMEDRBRRES L, £
DIRPENCOTZ VRSN Z R ENT, £z, TV BT IV —LHBEEIC L 5% 4
bR SNz, ZNOEDZ Lnb, KANTEEFRE T HORRNBDENRND DN« 5D
WREIZH 223K TH D &l Lz, ARIOFRERIEL, SSRI XX SNRI THIRA 4 Th o 7B
ERIGLELTHRLNTELDTHLZ LMD, KFORRE - 8% 1520 - 5 2R BEFRE
THORDRPBDOONRWGEIZIRD) | EREL, #EE - 2R ICEAET 2 LoiEEIz
NEIEE = FIRVIAAER I Ee b= - 207 R U R AARBREARSEC
X2 WURIBEET> T, HoREBRED LN WEEIZIRY, RAZFHA L CEET5 2
Eo | ERETDHZI L ELT,

B, 1900« 5 ofRiE (BEFIEHR CHo R0 b WIREIZIRD) | Z2hHE - %
RETDH D, MoPrd oK LR, 28 - 2hRICBEET 2 M EOEEIZ TH S Al #
2k, 24 U TOBET, BREME, BREMDOY X7 B3EINT 5 & OWMEDRH D720,
AR EEGTH5E1E, VAZERX T 4 MaBETH L, | bRETDHI L& LT,

1822 R%-AE () RUZORERL

1.8.2.2.1 A% - AE ()

ES

TV 77 A3 mg, [FHE6 mg, [FHE 12 mg, [ OD &E 3 mg, [ OD#E6 mg, [F OD & 12
mg M ONFIHR 1%
A I FE

W, RAZEFT VST — e LTIl H6~12mg ZBHtEHE, 1 H 6~24 mg i
FRHEE L, 1 BIXL 2 BN TROEET 5, 72k, 4, SERICE 0 EEEET 5
23, 1 BEIZ30mg 28RN &,
PURRPEE 2 33 1T D BRIk O e

W, AT I ET Iy — b LT 12~24mg % 1 B 1 BRAO%KST5, ok, B
&I 24 mg &L, Fin, JERICEVEEHERET 525, 1 HEIX 30 mg 227202

N

o

2O« 9 OHREE BEAFEIR CHO RO DRV EIZIRD)

B, RAMCETIVET T = LT3 mg& | HIEROEET D, 28, Fi,
WICE D EEET 528, WEEIF1IHE&EE L T3 mgb L, | HEIT 15 mg 2@ X272
&

BRI A (B ANER

> |=

)

ol

vy
T

(Y

S

TEY 77 A NHIK0.1%
BB K ARIE

1.8 WAI3CE (%)
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W, RAZEFT7T VST — 1 L T1H6~12mg (6~12mL) ZBithHE, 1 HG6
~24 mg (6~24 mL) Z#EFRFHELE L, 1 BOUL 2 BICHT CTRATRET 5, b, F
fn, JERICE D EESET 52, 1 BEIX30mg B0mL) @z &,
BURRPEFE (2 33 1T D Bk O o

W, ATV ETF T — 1 LT 12~24 mg (12~24 mL) % 1 B 1 [EEO#FE
T 5, o8, BASAHEIX 24 mg 24 mL) & L, 4, SERICKXVEEREKT S, 1 B
X 30mg B0mL) ZEA/R2NZ &,

2%« 9 DIREE BEAHER CHO RN RO b RWIGHIZRD)

W, RANCEFTIESF7— 1L C3mg Gml) # 1 B 1 mEROKEESTS, 72
B, i, JERICE VBTG 52, HMEEE I ARSI C3mg GmL) &L, 1H
i 15mg 15ml) ZxeWZ &

TR LA ELE R 5y

1.8.2.2.2 R

7R - EE R (031 oo oBmAREE, 7Y TSI YL 3~15mg B,
TIETIY =3 mghted 3 mgHTHY, O 7 AMIZT VBTV —/b 3~15 mg #f
194 5, 7 U S Z > —/ 3mg Bt 197 HlO2H 3 mg/ H 2 &5 S,

MADRS &5t A 27 ORRESEETIE, TIET 7Y=L 3~15 mg &, 7V 77
—/L 3 mg fEL b7 T EARRBOEERY 1 %D 77 EARECK L TUERREO b (WD
THOHD p<0.001) .

57 HE TOREELEHRRT, 7IVETT7 Y —)L3~15 mg BET 15.5% (194 %ih 30 #1) ,
TIUETTY =13 mg BET 183% (197 B 36 ) THY, 7T7HHREED 12.8% (195 il 25
Bil) LI L REZ2EVNIERO LT, WEEE b5 7 B E TICEERAFFRAE B LR
FROFERZICLIDEGRIEE R o WREIIGFE L) o7, £, TIET TV —1 3
mg BECAHEFEFRNBE L 141 filF, SEOFRPBELHERE I 2 60HTHY, 3 mg/H
DEFVEFRIFTHDL EEBZ LN, ZNODOERND, BMHEIT 3 mg/HET5Z &083%Y
ThdEEZT,

T RMR O EERLEGRTIE, TV ET I =L OAEORKIEET VST — 3
~15mgHEL T T EREELE DR TIT o7z, TIET TV — /v 3~15mg BEO ML - HEIX 1 H
1 RO O#EE, BAGHE3 mg/H, ARMEELZEMEIZIS T 3~15 mg/H OFPH CHJAIEE] Th
D, HERIX 1 HEE LT3 mg & L, TORE, FTEEHEACTHL 7 7 AR _EER
HWBAARIN S 77 AR IR —EERBIK T (F1k) FFE TO MADRS &2 27 O L&,
TIET TV =/ 3~15 mg HET-9.6 + 0.6 CFE + SE, LAFREER) , 77 BHRHET-74 + 0.6
THY, 7T HRBEHCHRT U ET TV —)L 3~15 mg BECHEFAMICAEERLENRD LN (p
=0.006) , 7TV T T —VOFEMERRGES N, Fo, 7T B AR EE MR T,
TYVETT = 3mg BOFIMEERETT 5720, TIET I — L 3mgtaiE L=, 7V
B77 Y= 3 mg OV T AR _HERWIFGARINO 7 e AR EEREK T (R
1E) WfE TO MADRS &3t A 27 ORI EIE, 105 £ 0.6 & 77 BRI LG HICE
BRUEEZRD (p<0.001) , 7Y ET TV —)L3mg/HDOFMESLREES -,

1.8 WAI3CE (%)
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TR O EERILERBROT Y BT Y —L 3~15 mg B CTORKEG RSN, 3

mg/H 32 ] (16.5%) , 6 mg/H 40 f] (20.6%) , 9 mg/H 28 {5 (14.4%) , 12 mg/H 31 fi
(16.0%) , 15 mg/H 63 {5l (32.5%) L AHETH D 15 mg/ BB bHE L, K&K G EDTFY
EIX 98 mg/H CTHHo7-, HHEHMIZOWTIL, TIETTV—)L3~15 mg BECTHILIZE > 724
B 7e <, 36 HULEEG SN HBRED 90%LL L& 5Tk, TIET TV —)L 3~15
mg/H Z &5 LIZBEORGRITRIFCh o7z,

BEVEIZONWT, TUET TV —)L 3~15 mg B COFEFGIRBIEL, 77.8% (194 il 151
Bl) Thotz, FEIEERORERIT, mE 1.5% (194 FlF 3 61) , HEE 17.0% (194 $iH 33
Bl) , HREE 59.3% (194 il 115 i) LREOFERN LD o7, BHERAEFEFROBERIL 1.5%
(194 Bl 3 f) , FHHFILICE S T-FEEGORIRIL 2.6% (194 FlF 5 6)) THY, FT7%&
REELFRRE TR o7, Ko T, TUVEF TV —/b 3~15 mg/H 25 LB DAL BT
ThdeEBZ N,

Emgaan 031Jfoo2) oMk - AR, S RAMBEEREBERBROT I ES S Y
—L3~15 mg #ELFEE, 11 B 1 FloKRO#KE, BGHE3 mgH, AWML ZEMEITET 3~
15 mg/H OHFIPHCHIRATEE ] TH Y, HEMEIZ 1 BEL LT3 mg & Lz, #5KT (FPik) K
23517 % MADRS &3t A a7 ORI, 2K T-59 £ 08 ThV, FEHBICAS & 4 8%
\2-42+0.6 L7200, ZD% 52 % E T-5.9~45 TEELTHRE LT,

FEHIEGRBTOT I BT T — IV ORKEGEOSAIE, 3 mg/H 49 ] (31.6%) , 6 mg/H
36 %1 (23.2%) , 9 mg/H 22 % (14.2%) , 12 mg/H 17 1 (11.0%) , 15 mg/H 31 ] (20.0%) ,
BAE G- OYLEIL 7.9 mg/H Th o7, HEMERGEDOSAIEL, 3 mg/H 49 6] (31.6%) , 6 mg/
H 43 % (27.7%) , 9 mg/H 21 il (13.5%) , 12 mg/H 17 #] (11.0%) , 15 mg/H 25 #i
(16.1%) , HHEKGEOTFHEILZ 76 mg/H THY, Ki&EGE, RERSELD, FEOHE
w5 Z &< A LT,

IR EEREEGRBRO T U BT T — L 3~15 mg BEXITT VU BT Y — /L 3 mg B
O RMEGERRAEATLIZHRE DO b, 77 A% R HEMRIEGBROK TRIZ MADRS
FOSHE (MADRS Gt A 2728 50%LL FI L7-#85R#E & EF) CTh o B oL EOHER
#EE 1.8-1)ic, W% MADRS &3t 2 a7 2 182k L7, 7 U EF TV —/L 3~15 mg &
KT VT T —)b 3 mg B0 D OBATHI O &I, HICEHRGHERO 52 HHZ@mL T3
~15mg/H OFPHIZHA L, ZIRITHERFS LT,

P, 7R EEREGEER, RURGHEBRE S, OFH L7 SSRI & SNRI Z& D
TUET TS = OREEGRICRE 2E T2, T SSRI X SNRI ([CL-TCT7 VU ¥
7= VORBEERFGT HMEF RN EBZ DT,

TUET T —VORKARITT T v RR _EERLEER, RGeS, 15 mg/H
ERRE LT,

7R EEREEGRBRO T U BT —L 3~15 mg B 194 fith, P58 15
mg/ A & 7g o 7oA 13 63 5] (32.5%) , RHIFGERTIT 155 #ih, H&FE5-E2 15 mg/H &
72 o ToERF L 31 B (20.0%) Th -7, HIEBEBIR G HEHAFHELRIZBIT D 15 mg/H DI
BIRIL, 77 BRI EERILEGBR T 26.6% (64 Bl 17 B) , B 58T 25.0% (40

1.8 WAI3CE (%)
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g 10 #l) THY, mfﬂ@ﬁ%&%15mgafﬁ$$2®%ﬁﬁﬁm¢é’ki&ﬂoto
15 mg/H CHELIAFFRO O L, EERAFTFRILT 7 B AR _HERLEEER TR
N1 BloRThH Tz, £z, ZOFREREFEPILICE T2 FLIIEMFEGEHRBRTRO 61
Z1BlORTH-T-, £-oT, 15mg/HDOIRMICKRE RBEITRWEEZ DN,

WIT, TR GBOESREERBRTT U E 75— mBEREIC S (MADRS &8t A =
T DWW D 50%LL EEER) BNBOLNRN-T=T YV ET TV —)L 3 mg BEOWERE T, EHH
HiBRBAT12 15 mg/H 2 &5 SN - 95r& @ MADRS &t 2 2 7 OZB{LEIZ OV TRiE L 7=,
P 1.8-1 [T L7z, IR _EERIKRBR T I BT 7Y —/L 3 mg HECThHoTz
WErEDH b, RPRGRBRICBITLEDIE 38 flTho7e, 202 B 77 R _EERL
WERER CLUSDRBD BTV =DX 19 FITH Y, 19 filH 5 fl TR GRBBITRIC
mg/ BT Stz 20 5 Blo 7 T R T EE kbR, E%&@ﬁ%f@MmmsA
HRa7 OB ERE 183 |oR Lz, 77 B RR _E SRR & ik L, EBRG R
T (HIEFF) © MADRS A3t A 27 TRIGARD HNIZDOIE 5 Bl 2 flTH -T2, £7= 5 B 4
Bl CEMEGHBHIR P OWTNOOR R CTHRISHRD b, ZRHOMEND, RAXHAEIX
15mg/HETLORRYEEEZT,

UboZ &b, 952« 5 REICKHTL27VET TV — Lo E - %iif H, A
X7 VeI — e LT3 mga 1 B 1ERAREGT S, 7ok, Fn, JERICE D @A
D, WEEXZ 1 HEELT3mgel, 1 HEIF 1S mg #2202 &, kTé@ﬂﬁééf
HHEB X,

1.8 WAI3CE (%)
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% 1.8-1 TS5 RRNB o ERtERS (031J001) DK TEIZ MADRS RIGHITH - - HEBREDLS BOHS
77 eaxl_dmehan 031D T e EER
s [BEE 208 %% 3% 4% 511 [BEE:
55 B % B % B % B % Bl % Bl %
TIVETIV—L st 14 14 14 14 14 14
3~15 mght e 3 14 100.0 3 214 2 143 3 214 3 214 3 21.4
(mg/H) 6 0 11 786 3 214 4 28.6 4 286 4 28.6
9 0 0 9 643 1 7.1 1 7.1 1 7.1
12 0 0 0 6 29 4 286 4 28.6
15 0 0 0 0 2 143 2 14.3
SEHfE (SD) 3.0 0.0) 5.4 (13) 7.5 (23) 8.1 (3.8) 8.6 (44) 8.6 (4.4)
TIETITV— kS 19 19 19 19 19 19
3 mght WwEHE 3 19 100.0 19 100.0 19 100.0 19 100.0 19 100.0 19 100.0
(mg/H) 6 0 0 0 0 0 0
9 0 0 0 0 0 0
12 0 0 0 0 0 0
15 0 0 0 0 0 0
SEEE (SD) 3.0 0.0) 3.0 0.0) 3.0 0.0) 3.0 0.0) 3.0 0.0) 3.0 (0.0)
TIVESIT— xSk 33 33 33 33 33 33
3~15 mght MR 3 33 100.0 22 66.7 21 63.6 22 66.7 22 66.7 22 66.7
& (mg/H) 0 11 333 3 9.1 4 121 4 121 4 12.1
TIVETFTS =L 9 0 0 9 273 1 3.0 1 3.0 1 3.0
3 mghf 12 0 0 0 6 182 4 121 4 12.1
15 0 0 0 0 2 6.1 2 6.1
FE)fE (SD) 3.0 0.0) 4.0 (14) 49 7)) 52 (3.5) 54 4.0) 54 (4.0)

T ERRMRCHERERRTT J E T Y —TBOG L, ORI GRBRICBAT LIHRE O, 7T A R T H B M EGAER & R G2 E Lo IRBRRE s

BEOHB

TR EERIBRRICTT Y BT Y = 3~ 15 mg RSN, FISAERD b (MADRS A EFR 37 2% 50%L i) wiERE
R, Ak B RTH OO R & ERE LTI LT,

1.8 IAH3CE (%)
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# 1.8-1 I5tAdBE_EERtERg (031 JJo01) D& THEIZ MADRS RISHITH > -HRECLABDOEE (KE)
EE 5031 Jfo02)

B L% 21 1% 3% 4 1% 631 1% Sl 4 1238 1% 163 1% 203 14

& GRE B % B % B % B % B % BEK % B % BIEE % BIEx %

TIETIY—L it fillk 14 14 14 14 14 14 14 13 13

3~15 mght mEE 3 14 1000 9 643 7 50.0 7 50.0 8 571 g8 571 8 571 7 538 6 462

(mg/H) 6 0 5 357 4 286 4 286 3 214 3 214 3 214 3 231 4 308

9 0 0 3 214 171 1 7.1 171 171 2 154 2 154
12 0 0 0 2 143 2 143 2 143 2 143 1 77 1 77
15 0 0 0 0 0 0 0 0 0
EEIE (SD) 3.0 (0.0) 41 (1.5) 51 (25 56 (33) 54 (34 54 (34 54 (34 53 (3.0 55 (3.0

TIUETFT = stk 19 19 18 18 18 18 17 17 14

3 mght mEEd 3 19 1000 9 474 6 333 7 389 7 389 7 389 6 353 7 412 5 357

(mg/H) 6 0 10 526 5 278 4 222 3167 3167 4 235 4 235 4 286

9 0 0 7 389 3167 3167 3167 3176 2 118 2 143
12 0 0 0 4 222 3167 2 111 2 118 2 118 1 71
15 0 0 0 0 2 111 3167 2 118 2 118 2 143
FYIE (SD) 3.0 (0.0) 46 (1.5 62 (26) 67 (3.6) 73 (44 715 (46) 12 (43) 69 (43) 711 (43)

TIETTI = R Gk 33 33 32 32 32 32 31 30 27

3~15 mght WIFES 3 331000 18 545 13 406 14 438 15 469 15 469 14 452 14 46.7 11 407

K (mg/H) 6 0 15 455 9 281 8 250 6 188 6 188 7 226 7 233 8 296

TIVETT =L 9 0 0 10 313 4 125 4 125 4 125 4 129 4 133 4 148

3 mgftf 12 0 0 0 6 188 5 156 4 125 4 129 3100 2 74
15 0 0 0 0 2 63 3 94 2 65 2 6.7 2 74

FHfE (SD) 3.0 (0.0) 44 (1.5) 57 (26) 62 (35 65 (40 66 (42) 64 (3.9 62 (39 63 (3.8
TR RMBZHERIERBRTT VT 7Y — KR L, Do R GRBRICBIT LIcBRE ©, 77 2 RRRCERRERRR & B GEBR A E LBy
ROWH
7T RMB O EERIERRICTT U BT Y — L 3~ 15 mg 245 &N, BUSAERD b (MADRS B8t A 37 2% 50%LL L) He
O R, A BUERRE A AT A O & ER LCE L,

1.8 IAH3CE (%)
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& 1.8-1 I5tAdBE_EERtERg (031 JJo01) D& THEIZ MADRS RISHITH > -HRECLABDOEE (KE)

i 5 ot 031 JF002)

i 243814 28 £ 32 1 3618 4038 1% 4435 1% 483 £ 523 £ #&T (k) By

B hRE B % BE % BE % B % B % B % BE % BE % B %

TUETI Y —L Bk 13 13 13 13 13 13 13 13 14

3~15 mght MRS 3 5 385 5 385 4 308 4 308 4 308 4 308 4 308 4 308 5 35.7

(mg/H) 6 4 308 4 308 5 385 5 385 4 308 4 308 3 231 3 231 3 21.4

9 3 231 3 231 3 231 3 231 4 308 4 308 3231 3 231 3 21.4
12 177 1 77 177 1 77 1 77 177 3 231 1717 1 7.1
15 0 0 0 0 0 0 0 2 154 2 143
FEIE (SD) 60 (3.0) 60 (3.0) 62 (290 62 (29 65 (300 65 (3.0 72 (36) 16 (44 13 (4.4)

TVET I — w5k 13 12 12 12 11 11 11 11 19

3 mgh¥ mEEY 3 4 308 4 333 4 333 4 333 4 364 4 364 4 364 4 364 8 42.1

(mg/H) 4 308 3250 3250 4 333 3273 3273 3273 3273 5 26.3

9 2 154 2 167 3250 2 167 2 182 2 182 2 182 2 182 2 10.5
12 2 154 2 167 1 83 1 83 1 9l 1 91 1 9l 1 91 3 15.8
15 1 77 1 83 1 83 1 83 1 91 1 91 1 91 1 9l 1 53
EEIE (SD) 72 (40) 73 (41) 70 (39 68 (39 68 (40 68 (40) 68 (40) 68 (40) 65 (3.9)

TIETSIY— R 26 25 25 25 24 24 24 24 33

3~15 mght AL 3 9 346 9 360 8 320 8 320 8 333 8 333 8 333 8 333 13 39.4

PSE0) (mg/H) 6 8 308 7 280 8 320 9 360 7 292 7 292 6 250 6 250 8 242

TVESTS—L 9 5 192 5 200 6 240 5 200 6 250 6 250 5 208 5 208 5 15.2

3 mght 12 3115 3120 2 80 2 80 2 83 2 83 4 167 2 83 4 12.1
15 1 38 1 40 1 40 1 40 1 42 1 42 1 42 30125 3 9.1
PHME (SD) 6.6 (3.5) 66 (3.6) 66 (34 65 (33) 66 (34 66 (34 10 (37 13 41) 68 (4.1)

T ERMBOCEERLERRTT VYTV — IR L, Do REIER SRBICBAT LIcBRE 0, 77 2ARK R T EEREEGR & RO ERBR A E L isBuk s
i@%&%’?
TR AR EERERBRICCT VBT T L 3~ 15 mg ZEG E, MISHRD b (MADRS &3 A 27 28 50%L0 Bisid) #ERE
O, AR AR O R b ERE LR LT,
< KRB 5.3.53-01 : % 2.7.3-50>

1.8 IAH3CE (%)
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= 182 It RB_EaRtEAR (031]JJo01) o TEIC
MADRS &I T &% > 1-#52%& D MADRS &5t 237 DEHARIF

#¥Z{LE (FAS, LOCF)

el
I H(LOCF) GRS S fiE SE LES Ak B SE
7T R R T R iR
SSRI/SNRIVAR AR T Iy 33 25.1 1.1
7T AR R T EEHREE 33 19.9 1.3 33 -52 0.8
23 14 33 16.3 1.3 33 -8.8 1.3
3 33 14.6 1.5 33 -10.5 1.7
43 14 33 11.1 1.1 33 -14.0 1.3
5 33 9.3 1.0 33 -15.8 1.1
63 £ 33 8.1 0.8 33 -17.0 1.0
W53 5R
TRERIE S 5-5R hhaT 33 9.4 0.9 33 -15.7 1.0
LE% 33 9.1 1.0 33 -16.0 1.1
21 1% 33 9.0 0.9 33 -16.1 1.2
33 4 33 8.7 0.9 33 -16.4 1.2
43574 33 8.4 0.8 33 -16.7 1.2
61 14 33 73 0.8 33 -17.8 1.0
B 1% 33 7.9 1.1 33 -17.2 1.4
12387 33 7.6 1.0 33 -17.5 1.5
163 14 33 7.4 1.1 33 -17.7 1.5
2038 33 7.8 1.0 33 -17.3 1.4
2438 33 8.6 1.2 33 -16.5 1.5
281H 7 33 9.0 1.2 33 -16.1 1.6
323 # 33 8.5 1.5 33 -16.6 1.9
36387 33 7.7 1.1 33 -174 1.5
401 14 33 7.4 1.1 33 -17.7 14
4438 14 33 8.7 1.4 33 -16.4 1.6
483 1% 33 8.4 1.2 33 -16.7 1.5
524 33 8.2 1.2 33 -16.9 1.5

TR RARCEERILEABRTT YV BT T Y — LI L, DOoRMKGHBRICBIT LIEBRED, 7o ®
7N F B U R LR & R Gk 20 L 72 MADRS &t A 27 OHER

FEA T 50%LL R iERE
<EBIFS 5.3.53-01 : % 2.7.3-34-1 >

1.8 WAI3CE (%)
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O BN (MADRS &



77t AR E s w031 Joon <
7 VT T — 3 mghHIZ BT S iR
197 43l

I
R G#RBR031 o0 BAT LR A
38 #l

7?ﬁﬁﬂ%:$§ﬁ4ﬁﬁ%(MLl@m)t
BUAT Y ETT ) — VAEBIRE OB R
Ui R
19 4 19 {5

|
Ewg b (031]Fo02)
ICB U B RS

3~12mg/H 15 mg/H
14 f 5 f
1.8-1 I tRnBo_EumtERE (031 oo trUETS Y-

JU 3 mg BB I Sh - 1KERE D AR

7w RR o mEERE (031001 T MADRS AEF R 27 S0%L B LA, TUETS T
— VAHEBNIRIE T U L=k & E36 L,
<ERHEE 5.3.53-01 : ¥ 2.7.3-51>

1.8 IfI3CE ()
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%= 1.8-3 IS5t _EEmtERR (031001 0FUETS Y- 3 mg BHITETEERBADAREDNS &

MADRS &5t X a7 D#tFz
77 AR mE bR (031 oD
R SSRISNRI 7SRRI EE R
1R
77 E St .
i %ﬁﬁﬁﬁﬁ% 83 LH%  2B% A% 4E% SEE 6EE
(031-ff-001)
009-1003 009-2003 MADRSE&EF A 21 7 20 20 20 18 18 20 13
AL RS (B H) 1 1 2 3 4 5 5
WLF & (mg/ H) 3 3 3 3 3 3 3
037-1004 037-2004 MADRS & it A =1 7 25 24 23 23 21 21 21
AT BESC($E/ H) 1 1 2 3 4 5 5
L7 B (me/ H) 3 3 3 3 3 3 3
086-1006 086-2006 MADRS& 3t =1 7 23 23 23 19 19 19 19
L5 SR (B ) I I 2 3 4 5 5
i 5 B (mg/ ) 3 3 3 3 3 3 3
115-1004 115-2004 MADRS#&EF A 21 7 25 22 17 18 16 17 19
RLT7 HE8° (B ) 1 1 2 3 4 5 5
WL F & (mg/ H) 3 3 3 3 3 3 3
120-1002 120-2002 MADRS & it A = 7 30 28 22 18 18 20 13
AT BERC(BE/ R 1 1 2 3 3 3 3
L7 B (me/ H) 3 3 3 3 3 3 3

7R EEga (0311 TT VeI Y 3 mg BEUCEIHT bR, T U BT T Y —UCKIE (MADRS AFF A 3T OB 50%) 20D b
g sae 031002 cBFRICc—ETY 15 my A BESNEEREICE TS, 77 RMR B SRLERER & BN GRBR A8 L RBREOM T & MADRS
BEFA 2T OHER

Yo RE, ABUESRE R AR OO R & ER L TE L,

1.8 IAH3CE (%)
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*x 1.83 7R EEm B (031 oo o7V ET I — 3 mg BT T B IEKIEHI O BBRIED LT L
MADRS &t 2 27 OHR (#E)

WRE TS EH 58 (031-002)
75 RKH ) wr
“EHER FHI# G305 e G AL ASEAL AL AL QAL A AL A A A A SE A A SE A A AL g A A A A A E A ANE A CnE A oot
He st R (031 J002) PRAATT AT 28R W% 4Bk etk SEE 128% 1681% 200 % 248 280 % 328 6% 400 % 448k 48 HE 2% (Puk)
(031-Jff001) i
009-1003 009-2003 MADRSERF A2 7 28 30 28 24 14 14 16 16 22 24 20 20 20 22 22 20 20 12 12
WL T5 BER (BE/ H ) 1 1 2 3 3 3 3 3 4 4 5 5 5 5 5 5 5 5
JL 5 B (mg/ H) 3 3 6 9 9 9 9 9 12 12 15 15 15 15 15 15 15 15
037-1004 037-2004 MADRSE A2 7 21 20 20 20 11 11 11 10 4 4 3 1 1 0 0 0 0 0 0
ML BERC (BE/ B 1 2 3 4 5 5 5 5 5 5 5 5 5 5 5 5 5 5
HL 5 B (me/ H) 3 6 9 12 15 15 15 15 15 15 15 15 15 15 15 15 15 15
086-1006 086-2006 MADRS&E #2719 19 20 17 16 14 14 12 10 8 8 9 9 9 15 13 13 13 13
AT SERC(BE/ R 1 2 3 4 5 5 5 5 5 5 5 5 5 5 5 5 5 5
HL 5 B (me/ H) 3 6 9 12 15 15 15 15 15 15 15 15 15 15 15 15 15 15
115-1004 115-2004 MADRSE#A=27 19 16 13 16 18 14 12 16 16
AT BERC (BE/ B ) 1 2 3 4 5 5 5 5
A7 (me/ H) 3 6 9 12 15 15 15 15
120-1002 120-2002 MADRSE #2227 18 22 24 22 20 16 18 18 18 16 16 12 12 10 16 14 10 6 6
AT SERC(BE/ R 1 2 3 4 5 5 5 5 5 5 5 5 5 5 5 5 5 5
W5 B (me/ B 3 6 9 12 15 15 15 15 15 15 15 15 15 15 15 15 15 15

7R EE R (0310 TT Ve TSy —u 3 mg BCEINT SRR, TUETS T Y — IS (MADRS BEFA 3T OB 50%) 20 HT
e san 031002 cBITHRICETY 15 my R A RE SN EREICET S, 7T RIR B SRLERER & B G RBR Al LRI & MADRS
BEFAR 3T OHERE

T EE, ABLESRR A AT oM R EE L CHE L,

<EREE 5.3.53-01 : #2.7.3-52>

1.8 IAH3CE (%)
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1823 HALOEE (B RUZOHTRL
B EORE (%) R E DR
(E &) BUTOWRH S E 7 LT

LBERAEMES T ¥ F—U X, BERFEERIESEOHRTICELZ DD
BERZBERANRET2BZNNH DD T, AFIBGH I8 o #%
i - JERICER T 52 &, RIS, HERBITIZEOBEERS LIEXZED
fElRIK %287 5 BE I, BELEOFERMENERIEEZ BBl 2D & |l
ENBHEOLRZEETH L EL, BEICHIZ > T, MEHEOHE
HOBEEHITATO 2 L,

2. BHIZHTE-TL, o0 UD ERRREWEHB BT L6013 H 5 2 L
Z, BEROFEOFBEICHSICHAL, 0¥\, R, %R, R, %
£, BAEREDORFIZHEEL, 20X RIERNHbNT-HEIC
X, EHICEEETRL, EMoRRe%i5Lk), BEILHZ L,
(M EEERS W] oHE, RBELZERMIEW, 6)] OHEEWY
M4, 8IYEFA (1) EXGZEIMER 6) RBEMEY b7 F—2 X, HERAEME
FiE OHEZR)

L

(2 B CROBHIZIIBELAEWNIE)]

LSRR EDBE [BIRREL2E(LIE2BZRH D, ]

2. 7L EY — VERFRAER - BRERAZE O FARAR R I A O TRV T I &
LEE [PIRARIEERS RSN BENNH 5, ]

3T RV U vaEEhoEE (I3 HEER) OHESR)

4. KFN DS st Lo OB EE O & 5 B

BATOIRMCEN SR
L

(hee - HRICEEST SERLDITE)

@5°0%F - S5OKE BIEABRTCHRHEMENEDHLAABVGEIZE

%) DFE
(1) |RMEE b= FRYVIALZEFERA X GEE b=« VAT R
LY VR IARBREREIC L D) e G E A{T o Th, 7%
EDRRDOLNR2VEEICRY, AFEPHLCHERGTEZ L,
(2 Lo oFOEEIZEY, 24 MU TFOBRET, BESE, BEE
MDY A7 SN2 EDRERDH DD, AFlZHRETDHEARIC
g, VA X749 bEEBETLZ L, (110 Z0MDFE
DHESH) |

(Fix - HEICEET 2FERLDITE)

@& HE
AREINEFIREBIET 2 F TIIH 2 B2 ET 5720, 2 BELINIC
HMELZWZENREE LY, ( (EMBIEE] 0EZR)

ORERFEDNHE

(D ARFN OB G EIIVNER/NRE /D XD, BE T EICEEICEZE LN

AT 52 &, (HEICXL2DROERIMIES TR, (B
REHE] DS
) DTG S ARANLZFE S 2 BE LD b, HizITHAEKFIED

REZHGT 2 BE CRIERAPBE LT WD, ZO X5 7BET
XV ERIEREZBE LN OHEZHE TS Z L,

OB HEEIZH T HBREKROBEDISEE
BOE R DT LA, ARF O 5k O BHIZ oW TRE
L, KFEEBRLEBEG LRV IEETDHZ L,

@5 0JF - SO (BEABECHLUMELNZEDOONEWGEICE

9 O%G « 9 oNkEE (BEfF
IR CH 2R R
LNV AIZIRD) O
LAz BT SR o
T=OREZENM LT,

Lo oA L RO &
SENI IRy

BATOIRMSCEN G LR
L

- o oikRE (BEfF

Y
Y
3
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H EoiE (%)

X DR

) DHE
AFNTERRE e = BIRVIAAREA X IZE2 hb=2 - VAT R
VU VHRVIAARBEREL AT, (D00 - 5 DfkkE
W U CARBI M 5 TOFMEEMR S TRy, (BRERRK
) DIEEMR)
HOORERANRIRFEDHDIESEIE
AANIAFEN THESNICHRET D Z ENnbmEERO A (K2 L) Th
AR ATEETH D05, FEEREE D & ORI L 0 2 BRI B A2 BH9 %
BHNTIXARN 20, AR IR UK TRARAT Z &,
HORNABRDAHDIEEIE
c KR EHERAT 52y, b LI 1 BORMAEEZ AL, BHEL
XIFY 2 —AZZRET, ay 77— (B 150mL) < S5WIZAHR
LCTEMATLZE, ok, fRBIERL2XEHMIEMNTS X
IFREST L L,
< HIH L TWARWKIEAKIE, HEOREBIZLIVIRET D L EENE
TT250T, HNRLTHEHA LWL FFET L &, 9
EOFEGB)) 0EEBMR)
C ISTEHCRECEE GRLZR, w—nm UK, B8, ZToKAREE) K OWRMEH
X, IBRAETHEIRE - WWEAAL, GENMETT50T, WL
THHALZWE 2 BETs2L, (9O #EALDEFEOG ) 0mES
1)
c—HDOIFTINTF—F— BEOEWLORE) X, BRETD
LiIRBEAEL, GEMITTDLZL0H50T, WY NELSE
AEBALRNE Y FRET 2, ([0 BREDEEG) ] OIHE
Z )
< Ayaldih B3mL, 6mL, 12mL) 1%, 1 BEfEWEIYD TH D, BAE#EIT
PEEHESCPIZRASES Z L,
#OD $E D DLk
#HN IR O I D FR L

TR CH 72 R iR
LNV AIZIRS) @
LA ZBT D ESEHO
T-oFeEZEN LT,

(EALEDFEE]
1LEERE (ROBHICIFEEICERETSIE)

(WiFEEOH 284 FEEZE LSBT BH 5, ]

(2).0 - MRS, EILEXTZENEDOERWOH 5 EE [—#Etkoim
ERETROHOONLBTNR D5, ]

) TAMAFEORBEMWIRE I ZN D OB O & 5 B g
EEETSELZ LD D, ]

(D HERPI T Z OBEREZ AT 2 8%, b L 3HERWE O ZIRIE,
s, AR OBERISOERA ¥ 263 o8& [bHEss L5
THZENDD, ] ([(BE) oHEH, .BFELGERUIEW,
(6) ] OEKEO T4 B8HER (1) EXGEMER 6) RFET FT7 LK
—VR, BRFETEE OHZM)

(5) BREGEXIAREMOMEDOH L EE, ARSEDOD 5 HBHE
[B&REE - BRERIHODOND Z ENDHD, ]

(6) WOeEMEDH D EE FMERZEESEL L1 H D]

(1) EEMSEWIHFREELZ AT 288 EMEREEESEL 2L
5]

@) sinE (15 sfmE~DERE] OHSZHM)

BATORMLEN LR
L

Lo oA L RO &
‘L=

2. EELGERMEE
(DIRS, EES - £ - KEEBREAFORTREZDZENHD
DT, KAIREL PO BEITITHEEOEIREGIRR 2 £ O IO #RAIE

FUATOBMLENHLH
L

1.8 RISCE (R)
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H EoiE (%)

X DR

ICREFESERVWE I EETHI L,

Q) A KIIE DA, AHEEENL O B2 okg, W, W, #
KL OBMHIEIRNE T D2 LR HDEDOT, BEETHIITVAR
DOANRFEEOHBEZ IR IZWD LoD, KAIORG TS Z &N
YUELV, B, BN ONTEAICIIMOEETECT Y Ex
L7 EHORE T 2L,

G)AMEIc Rz, Bl BEOEREZ R L TS EFICRL, KAI&RS
IZCTHaRBIEDELNRNGEIE, #EFFIOR G55, okl
HELEETDHZ L,

(D BERIFMES 87 v R—=3 A, BERIGHEEESEDOETICEDLZ L b b
LZEKRKBEWEANRRETIBZNARH DO T, AFHEGHIL, 1
B, 2K, %R, BIR, 28, BRSO FEOMEE - FERICHE
BT 5L LB, PHRBXIIZOBEERS L IZFDGERKE 24
THBEICOWVWTIE, MBEEORMESEOBEZ /71T H 2 &,
( (2 om, NEERSW) oHEEO M4 8ER0) EXL
BlER 6) BERBHESY 7Y F—U R, HRFLHEEE OHEHSM)

GUEIMBEN D B D Z ENH DD T, KEFKGHIL, B, %BE
B, mir, REk, IR, BEREESORNDEERICEET L &b
2, mAEEOHEEDPBE L+ iT> 28, (T4 BIMERO)E
KERER DIEMHE OES)

) AFNDOFEGITEE L, HH2 U ERE @) KOG) ORIEHANEET S
BAENDDHZ L x, BEROZTOZEBECHCHA L, & FER
(0¥, 28, 2R, JR, Z&, WS |, RiipER ()
B, PBEUE, W, IREE, BUR, BERREES) ICHEEL, Z0L9
RIERD D HONTGAICE, BELICEG 2L, EMOZE%
ZFH L0, HETLHZ L, ([(BE) om, MNEFEERS5W@]
OEFEO T4 BMER () EXLZEIER ) RFEET T2 F—2
A, HERBESE, 7)IELE OEBR)

(D HoHE « I OREEZAT HBREICAANZERET H5E, LFDOAIZ

EETLZ L,
D 5 EREZTLREFIHEEELH Y, BREMOBEALDH

20T, ZO&DRBEFIRGHAKBTH RO CICREREEZLTF S

BRICI3EE ORRE R OYRRED ZA b 2 EETR < BIE T 5 2 &
2) A%, frk, B, = 7 3EE AR, SR, EBE, K

P, @B, T OT OEEBATEE N H S b D I L

ShTwsd, £/, FRBARITHOTIERWVD, T b DMEIR -

178 % ok LIEBNC B\ T, SERER B OB U3 A Rl H AR

M, ETHRPBRE SN TND, BEOREROIHEOEL 2 LR

ELBET DL EHIT, TNHIEROEENBRE SN HEITIT,

MR A 3", fRA S L, PIkd 574 DR E 21T 5

Z&,
3) HEHAMTOWMERMZ <D, HBEMEMAED b5 HEIC

BTG5 2560203, 1 BSOS A i/MNRIZE EDD Z L,
4) FIREEIC AR IEC H AR, BUAE, MO, B RS 1T H)

DIEALKR IR BEN DR D DO D J A7 FEIZHOWT a4

TV, FEhDEBEICEEZ R 69 LOREd5 2L,
O AANDOFEGIZ XL W IREOLS) (M, W) 2RI enHDHD

T, KAIELG TEIAEOHES 2 EERCBEL, REOLKH D

PL o OH & FIREOFH &
Bz

1.8 RISCE (R)
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H EoiE (%)

X DR

LNIZHEIIIRENEE (BIHEDRBOAES) 2L, SLE
(IS C TR LEEZIT) 2 &,

(D DOHURGHIRH Z BEICR G L TV a2 EiiE T v 7 7 F U IRED G
WIS AR Z G T 5 L, G707 7 FURENMET LR
BT Enbo0T, AES, A, FENRIEREDOHE
WCHERET D2 &,

(L0) W FIEENEIT LB ZNNH LD T, FIAMEMEMR DY 27
Db o BEICAR ZRET 561013, HEICREBEZBISRT 52
&

(11) PUEHIRERIZ I T, IHIEARIE, SR AR E 55 0 M A% FEARE 75 Ht
HENTWDLOT, FERRRE, RWIEVR, B, BACIKRIESE DGR
KFzhaT 588 KGETL5GCE3EETSZ L, (T4BIER
(DEXGEIER 10) MESE, REFIRMEE ) OHSHR)

3. HE%ER
AHENL, T & U TAIAHEESE CYP3A4 KX CYP2D6 TRFIEH 5,
( (EYFRE) omEBR)

(M BtAZERS BHALGWLWI &)
HxIZE BRERAELK - FEE AR W - BIREF
7 RLFY v 7RV COEME | 7 RLF Y T RE
RAI WS, MERETZ | 7V AFEEa, BZHA

HEZTBENDRH D,

HRoRWHITHY, K

Fill O 052 25 1 JE I 1 1)
P UK & XN b g
MAPEALL 720, f)E
Me TAEH 350 S h
%o

Q) HREE (BFRISEET S L)

1.8 WAI3CE (%)
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((EBBE) 0HS
)

EHEOEE (%) X E DAR L
ERILE ERERIEIR - B A W - GIEEF
HAR AR AR AT il 51 AR M EIE R 23 B | & bR (A
N EY—LBHER | 50T, BETIRE | AT 5,
A, IR % HTETHIL,
R A MAICEEERZHE®E | &b ICREEHZA T
TAHZILERNHDHDT, %o
BET D CIEEICE
53452 ¢&,
i) MERERTS | o) AEREHRE | L hichia ) L ERER
FEFH BDHZERHDLDOT, | T5,
WET 57 CEEICE
5352 &,
[NEARNVE (- UE'S R UAEBMER I | AANT F/R3  B IR
LR RS B/IL2BFNANHL0 | BHEHZET 2,
T, EEZHETS
e PEBEICEETHZ
L,
Tva—L (fkiH) FRE A AP M | & I AR AR I i A
HEBEBIELZ LN | 2HT 5,
b5,
CYP2D6 FLEVEM 24 | ARIOIEHAREERT S | AR O ETERHEERE TH . )
o+ 7% 5 BERRBHDT, K | B CYPD6 HET 57 | | LIFHRBRORRER
x=vy, SAukt | MEmET s rEE | AsonmeEs 1g | | L CEREBMLE,
F THZ L, THBENRD D,
((EpE3E) omEzs
i)
CYP3A4 PREMEHZA | AFIOERBERT 2 | A O FERH#EESRE CTH
2 A BENURHDDOT, K| 5 CYP3A4 Z[HET HT-
A RNTatry—, |FAEEET D72 EZE | OARFOMAFREN L5
7k aF S — THI L, TLHBENLD D,
((EYEgRE) 0HES
)
AR R (50| ABIOERREETT 5 | AFOTFERHEEE CTH
CYP3A4) FENEM % | BENDRH D, % CYP3A4 OFEIZ LY
A9 % FEH ARF D ifi H R EE AMIK 5
NN B 5 LBENDRD D,

4. BI{ER
& KRE

E PR RERER oW TR BV DS & 72 > 72 743 fl,  BIFERIZ
452411 (60.8%) ([Z@@H BTz, EREWEMIZ, RIR (27.1%), #f

W (148%), 77 (11.7%), K (FHER®RET)

(10.5%), & (9.6%), HWEBD (92%), Ml (6.3%) MU&E

AR (6.2%) Thot-, E£7-, FREEHREMORTEZE)T CK
(CPK) EH (13.7%), a7 7 F KT (109%) K OVALT

(GPT) 5 (7.0%) Thot-. GKRE) —, (ZEU 7718 (&

) &) B
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44

WA R FRIE K QOB i
BT D HER Ot
DOFRIRAERIZ D DI - D
DIRRE DRSS R & B0
L7,




H EoiE (%)

X DR

b, BoBmORH, TNHIKOZORE, 70D D RO

FIBHEEF(CH T HBRERDEE
[E] P i R 5 e OV R [RIRRBR I B W TR MR Ot R & 72 o 72
192 il (HARAN 87 Bl & 5Ete), ERIKMRAMEORE 25 TRIEHRN
144 5] (AAN T B2 ETe) (75.0%) (ZFRH BT, EREIEM
I, THhTT (302%), Rk (16.7%), IR (12.5%), H#)
(10.9%), ¥HE (10.4%), KRR (9.9%), KREEEM (9.4%), .l
(8.9%), Wit (7.8%) KUV A F=T(HEELEF) (52%) ThH-o
7= (ZhBEEMEE)

S0%F - SDOHKEE BIFEABRTHRUGHMENRO NG VEEIZRS)
[l N PR SRR Z I W TR MERIT O X8R & 72 5 7= 467 i, ERARMRA
B B 2 e BIEH A 320 5] (68.5%) IZ38® biiz, TAREIEM
i, THTT (28.1%), REMM (10.1%), #REE (9.4%), {HHR
(9.0%), TR (7.3%), ALT(GPT) L5 (7.1%), 1 (5.6%) Tk
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WHO Drug Information, Vol. 11, No. 1, 1997 RECOMMENDED INN: List 37

International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED Internattona! Nonpropnetary Names
(Rec. INN): List 37

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended

International Nonpraprietary Names for Pharmaceutical Substances [Off. Rec. Wid Health Org., 1955, 60, 3

{Resolution EB15.R7); 1969, 173, 10 (Resolution EB43.R9)], the following names are selected as Recommended
" International NonpropnetaryNames The inclusion of a name in the lists of Recommended Intemational Nonproprietary

Names does not imply any recommendation of the use of the substance in medicine or pharmacy.

Lists of Proposed (1-73) and Recommended (1-35) international Nonproprietary Names canbe found in Cumulative

List No. 8, 1996,

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMENDEES
(DCI Rec): Liste 37

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org.
mond. Santé, 1955, 60, 3 {résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9)] les dénominations ci-dessous
sont mises & V'étude par I'Organisation mondiale de Ia Sante en tant que dénominations communes internationales
proposées, L'inclusion d'une dénomination dans les listes de DCI proposées n'implique aucune cecommandation en
vue de l'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d'aulres listes de Dénominations communes internationales proposées (1-73) et recommandées

{1-35) dans la Liste récapitufative No. 8, 1996.

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS
(DCI Rec.): Lista 37

De conformidad con lo que dlspone el parrafo 7 del Procedimiento de Seleccién de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of Mund. Salud, 1955, 60, 3 (Resolucién
EB15.R7); 1969, 173, 10 (Resolucién EB43.R3)], se comunica por el presente anuncio que las denominaciones que
a continuacion se expresan han sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas.
Lainclusién de una denominacion en las listas de las Denominaciones Comunes Recomendadas no supone recomendacion
alguna en favor del empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-73) y Recomendadas (1-35) se encuentran
reunidas en Cumulative List No. 9, 1996. ' :

31



RECOMMENDED INN: List 37

WHO Drug Information; Vol. 11, No. 1, 1997

aripiprazolum
aripiprazole

aripiprazole

aripiprazol

arofyllinum
arafylline

arofylline

arofilina

atiprimodum
atiprimod

atiprimod :

atiprimod

7-[4[4-(2,3-dichlorophenyl)-1-piperazinyljbutoxy]-3,4-dihydracarbostyril

7-[4-[4-(2,3-dichlorophénylpipérazin-1-yijbutoxyl-3,4-dihydroquinoléin-
2(1H)-one : ’

7-[4-[4-(2,3-diclorofenil)-1 -piperazinil]butoxi}-3,4-dihidrocarbostiril
C2aH27C1aN3 05 '

Cl
CI

3-(p-chlorophenyt)-1-propyixanthine
3-(4-chiorophényl)-1-propyl-3,7-dihydro-1 H-purine-2,6-dione
3-{p-clorofenil)-1-propilxantina ‘

C14H13CIN4O2

(o

L

H

Cl

2-[3-(diethylamino)propyi]-8,8-dipropyl-2-azaspiro[4.5]decane
3-[8,8-dipropyl-2-azaspiro{4.5]déc-2-yi]- N, N-diéthylpropan-1-amine
2-[3-(dietilamino}propil}-8,8-dipropil-2-azaspiro{4.5]decanc
CaeHasNp '

H3C i
OO
H3C i k

CHg
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