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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
REXULTI safely and effectively. See full prescribing information
for REXULTI.

REXULTI® (brexpiprazole) tablets, for oral use
Initial U.S. Approval: 2015

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS
WITH DEMENTIA-RELATED PSYCHOSIS and SUICIDAL
THOUGHTS AND BEHAVIORS

See full prescribing information for complete boxed warning.

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

e Antidepressants increased the risk of suicidal thoughts
and behaviors in patients aged 24 years and younger.
Monitor for clinical worsening and emergence of suicidal
thoughts and behaviors. Safety and effectiveness of
REXULTI have not been established in pediatric patients
with MDD. (5.2, 8.4)

RECENT MAJOR CHANGES ---------=-====mmeneeeneen
Boxed Warning 12/2021
Indications and Usage (1) 12/2021
Dosage and Administration (2.2) 12/2021
Warnings and Precautions (5.6) 12/2021

INDICATIONS AND USAGE
REXULTI is an atypical antipsychotic indicated for:

e Use as an adjunctive therapy to antidepressants for the treatment
of major depressive disorder (MDD) in adults (1, 14.1)

e Treatment of schizophrenia in adults and pediatric patients ages

13 years and older (1, 14.2)
----------------------- DOSAGE AND ADMINISTRATION ---------=--mmmmmmmeem
Administer REXULTI once daily with or without food. (2.1, 2.2, 12.3)

Indication Starting Dose Recommended | Maximum
Dose Dose
MDD 0.5 mg/day or
2
Adults (2.1) 1 mg/day mg/day 3 mg/day
Schizophrenia
Adults (2.2) 1 mg/day 2to4mg/day | 4mglday
Schizophrenia
Pediatric
- 2to4 4
(13 - 17 years) 0.5 mg/day 0 4 mg/day mg/day
(2.2)

Moderate to Severe Hepatic Impairment (Child-Pugh score 27):
Maximum recommended dosage is 2 mg once daily for patients with
MDD and 3 mg once daily for patients with schizophrenia. (2.3)

Moderate, Severe or End-Stage Renal Impairment (CrCI<60
mL/minute): Maximum recommended dosage is 2 mg once daily for
patients with MDD and 3 mg once daily for patients with
schizophrenia. (2.4)

Known CYP2D6 Poor Metabolizers: Reduce the usual dosage by
half. (2.5)

Tablets: 0.25 mg, 0.5 mg, 1 mg, 2 mg, 3 mg, and 4 mg (3)

CONTRAINDICATIONS
Known hypersensitivity to REXULTI or any of its components (4)

----------------------- WARNINGS AND PRECAUTIONS =--r-emermemmememcenee-

e Cerebrovascular Adverse Reactions in Elderly Patients with
Dementia-Related Psychosis: Increased incidence of
cerebrovascular adverse reactions (e.g., stroke, transient ischemic
attack) (5.3)

o Neuroleptic Malignant Syndrome: Manage with immediate
discontinuation and close monitoring. (5.4)

e Tardive Dyskinesia: Discontinue if clinically appropriate. (5.5)

e Metabolic Changes: Monitor for hyperglycemia/diabetes mellitus,
dyslipidemia, and weight gain. (5.6)

e Pathological Gambling and Other Compulsive Behaviors: Consider
dose reduction or discontinuation. (5.7)

e [eukopenia, Neutropenia, and Agranulocytosis: Perform complete
blood counts (CBC) in patients with pre-existing low white blood
cell count (WBC) or history of leukopenia or neutropenia. Consider
discontinuing REXULTI if a clinically significant decline in WBC
occurs in absence of other causative factors. (5.8)

e Orthostatic Hypotension and Syncope: Monitor heart rate and
blood pressure and warn patients with known cardiovascular or
cerebrovascular disease, and risk of dehydration or syncope. (5.9)

e Seizures: Use cautiously in patients with a history of seizures or
with conditions that lower the seizure threshold. (5.11)

ADVERSE REACTIONS
Most common adverse reactions in adults were (6.1):

e MDD: Weight increased and akathisia (25% and at least twice the
rate for placebo)

e Schizophrenia: Weight increased (24% and at least twice the rate
for placebo)

To report SUSPECTED ADVERSE REACTIONS, contact Otsuka
America Pharmaceutical, Inc. at 1-800-438-9927 or FDA at
1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

Dosage Adjustments for
REXULTI (2.5)

Factors

Strong CYP2D6* or CYP3A4
inhibitors

Strong/moderate CYP2D6 with
Strong/moderate CYP3A4
inhibitors

Known CYP2D6 poor
metabolizers taking Administer a quarter of usual

strong/moderate CYP3A4 dose.
inhibitors

Administer half of usual dose.

Administer a quarter of usual
dose.

Double the usual dose and
further adjust based on clinical
response.

Strong CYP3A4 inducers

* REXULTI may be administered without dosage adjustment in patients
with MDD when administered with strong CYP2DG6 inhibitors (e.g.,
paroxetine, fluoxetine).

----------------------- USE IN SPECIFIC POPULATIONS ---mememmmememmmens

Pregnancy: May cause extrapyramidal and/or withdrawal symptoms in
neonates with third trimester exposure (8.1)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
Revised: 12/2021
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FULL PRESCRIBING INFORMATION

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS WITH DEMENTIA-RELATED
PSYCHOSIS and SUICIDAL THOUGHTS AND BEHAVIORS

Increased Mortality in Elderly Patients with Dementia-Related Psychosis

Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an
increased risk of death. REXULTI is not approved for the treatment of patients with dementia-related
psychosis [see Warnings and Precautions (5.1)].

Suicidal Thoughts and Behaviors

Antidepressants increased the risk of suicidal thoughts and behaviors in patients aged 24 years
and younger in short-term studies. Monitor closely for clinical worsening and for emergence of
suicidal thoughts and behaviors. The safety and effectiveness of REXULTI have not been
established in pediatric patients with MDD [see Warnings and Precautions (5.2), Use in Specific
Populations (8.4)].

1 INDICATIONS AND USAGE

REXULTI is indicated for:
¢ Adjunctive treatment of major depressive disorder (MDD) in adults.
e Treatment of schizophrenia in adults and pediatric patients ages 13 years and older

2 DOSAGE AND ADMINISTRATION

2.1 Adjunctive Treatment of Major Depressive Disorder (Adults)

The recommended starting dosage for REXULTI as adjunctive treatment of MDD in adults is 0.5 mg or 1 mg
once daily, taken orally with or without food [see Clinical Pharmacology (12.3)].

Titrate to 1 mg once daily, then up to the target dosage of 2 mg once daily. Dosage increases should occur at
weekly intervals based on the patient’s clinical response and tolerability. The maximum recommended daily
dosage is 3 mg. Periodically reassess to determine the continued need and appropriate dosage for treatment.

2.2 Treatment of Schizophrenia (Adults and Pediatric Patients 13 to 17 Years)

Adults

The recommended starting dosage for REXULTI for the treatment of schizophrenia in adults is 1 mg once daily
on Days 1 to 4, taken orally with or without food [see Clinical Pharmacology (12.3)]. Titrate to 2 mg once daily
on Day 5 through Day 7, then to 4 mg on Day 8 based on the patient’s clinical response and tolerability. The
recommended target REXULTI dosage is 2 mg to 4 mg once daily. The maximum recommended daily dosage
is 4 mg.

Pediatric Patients (13 to 17 years of age)

The recommended starting dosage for REXULTI for the treatment of schizophrenia in pediatric patients 13 to
17 years of age is 0.5 mg once daily on Days 1 to 4, taken orally with or without food [see Clinical
Pharmacology (12.3)]. Titrate to 1 mg once daily on Day 5 through Day 7, then to 2 mg on Day 8 based on the
patient’s clinical response and tolerability. Weekly dose increases can be made in 1 mg increments. The
recommended target REXULTI dosage is 2 mg to 4 mg once daily. The maximum recommended daily dosage
is 4 mg.
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2.3 Dosage Adjustments for Hepatic Impairment

For patients with moderate to severe hepatic impairment (Child-Pugh score 27), the maximum recommended
dosage is 2 mg once daily for patients with MDD, and 3 mg once daily for patients with schizophrenia [see Use
in Specific Populations (8.7), Clinical Pharmacology (12.3)].

2.4 Dosage Adjustments for Renal Impairment

For patients with moderate, severe, or end-stage renal impairment (creatinine clearance CrCI<60 mL/minute),
the maximum recommended dosage is 2 mg once daily for patients with MDD and 3 mg once daily for patients
with schizophrenia [see Use in Specific Populations (8.8), Clinical Pharmacology (12.3)].

2.5 Dosage Modifications for CYP2D6 Poor Metabolizers and for Concomitant Use with CYP
Inhibitors or Inducers

Dosage adjustments are recommended in patients who are known cytochrome P450 (CYP) 2D6 poor
metabolizers and in patients taking concomitant CYP3A4 inhibitors or CYP2D6 inhibitors or strong CYP3A4
inducers (see Table 1). If the coadministered drug is discontinued, adjust the REXULTI dosage to its original
level. If the coadministered CYP3A4 inducer is discontinued, reduce the REXULTI dosage to the original level
over 1 to 2 weeks [see Drug Interactions (7.1), Clinical Pharmacology (12.3)].

Table 1 Dosage Adjustments of REXULTI for CYP2D6 Poor Metabolizers and for Concomitant
Use with CYP3A4 and CYP2D6 Inhibitors and/or CYP3A4 Inducers
Factors Adjusted REXULTI Dosage
CYP2D6 Poor Metabolizers

CYP2D6 poor metabolizers Administer half of the usual dose.

Known CYP2D6 poor metabolizers taking strong/moderate
CYP3A4 inhibitors

Patients Taking CYP2D6 Inhibitors and/or CYP3A4 Inhibitors
Strong CYP2D6 inhibitors*® Administer half of the usual dose.
Strong CYP3A4 inhibitors Administer half of the usual dose.

Strong/moderate CYP2D6 inhibitors with strong/moderate
CYP3A4 inhibitors

Patients Taking CYP3A4 Inducers

Strong CYP3A4 inducers Double usual dose over 1 to 2 weeks.

*In the clinical trials examining the adjunctive use of REXULTI in the treatment of MDD, dosage was not adjusted for
strong CYP2D6 inhibitors (e.g., paroxetine, fluoxetine). Thus, CYP considerations are already factored into general
dosing recommendations, and REXULTI may be administered without dosage adjustment in patients with MDD.

Administer a quarter of the usual dose.

Administer a quarter of the usual dose.

3 DOSAGE FORMS AND STRENGTHS
REXULTI tablets are available in 6 strengths:

o (.25 mg tablets are light brown, round, shallow convex, bevel-edged body with “BRX” and “0.25”
imprinted on one side

o 0.5 mg tablets: are light orange, round, shallow convex, bevel-edged body with “BRX” and “0.5”
imprinted on one side

e 1 mg tablets are light yellow, round, shallow convex, bevel-edged body with “BRX” and “1” imprinted on
one side
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e 2 mg tablets are light green, round, shallow convex, bevel-edged body with “BRX” and “2” imprinted on

one side

e 3 mg tablets are light purple, round, shallow convex, bevel-edged body with “BRX” and “3” imprinted on
one side

e 4 mg tablets are white, round, shallow convex, bevel-edged body with “BRX” and “4” imprinted on one
side

4 CONTRAINDICATIONS

REXULTI is contraindicated in patients with a known hypersensitivity to brexpiprazole or any of its
components. Reactions have included rash, facial swelling, urticaria, and anaphylaxis.

5 WARNINGS AND PRECAUTIONS

5.1 Increased Mortality in Elderly Patients with Dementia-Related Psychosis

Elderly patients with dementia-related psychosis treated with antipsychotic drugs are at an increased risk of
death. Analyses of 17 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 (e.g., heart
failure, sudden death) or infectious (e.g., pneumonia) in nature. REXULTI is not approved for the treatment of
patients with dementia-related psychosis [see Boxed Warning, Warnings and Precautions (5.3)].

5.2 Suicidal Thoughts and Behaviors in Children, Adolescents, and Young Adults

In pooled analyses of placebo-controlled trials of antidepressant drugs (SSRIs and other antidepressant
classes) that included approximately 77,000 adult patients and over 4400 pediatric patients, the incidence of
suicidal thoughts and behaviors in patients age 24 years and younger was greater in antidepressant-treated
patients than in placebo-treated patients. The drug-placebo differences in the number of cases of suicidal
thoughts and behaviors per 1000 patients treated are provided in Table2.

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

Table 2 Risk Differences of the Number of Patients with Suicidal Thoughts or Behaviors in the
Pooled Placebo-Controlled Trials of Antidepressants in Pediatric* and Adult Patients

Drug-Placebo Difference in Number of Patients with Suicidal
Thoughts or Behaviors per 1000 Patients Treated

Age Range (years)

Increases Compared to Placebo

<18 14 additional patients
18 to 24 5 additional patients
Decreases Compared to Placebo
25to0 64 1 fewer patient
265 6 fewer patients

*REXULTI is not approved in pediatric patients with MDD.
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It is unknown whether the risk of suicidal thoughts and behaviors in children, adolescents, and young adults
extends to longer-term use, i.e., beyond four months. However, there is substantial evidence from placebo-
controlled maintenance studies in adults with MDD that antidepressants delay the recurrence of depression.

Monitor all antidepressant-treated patients for clinical worsening and emergence of suicidal thoughts and
behaviors, especially during the initial few months of drug therapy and at times of dosage changes. Counsel
family members or caregivers of patients to monitor for changes in behavior and to alert the healthcare
provider. Consider changing the therapeutic regimen, including possibly discontinuing REXULT], in patients
whose depression is persistently worse or who are experiencing emergent suicidal thoughts or behaviors.

5.3 Cerebrovascular Adverse Reactions Including Stroke in Elderly Patients with Dementia-
Related Psychosis

In placebo-controlled trials in elderly patients with dementia, patients randomized to risperidone, aripiprazole,
and olanzapine had a higher incidence of stroke and transient ischemic attack, including fatal stroke. REXULTI
is not approved for the treatment of patients with dementia-related psychosis [see Boxed Warning, Warnings
and Precautions (5.1)].

5.4 Neuroleptic Malignant Syndrome (NMS)

A potentially fatal symptom complex, sometimes referred to as neuroleptic malignant syndrome (NMS), has
been reported in association with administration of antipsychotic drugs, including REXULTI. Clinical
manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status, and evidence of autonomic
instability. Additional signs may include elevated creatinine phosphokinase, myoglobinuria (rhabdomyolysis),
and acute renal failure.

If NMS is suspected, immediately discontinue REXULTI and provide intensive symptomatic treatment and
monitoring.

5.5 Tardive Dyskinesia

Tardive dyskinesia, a syndrome consisting of potentially irreversible, involuntary, dyskinetic movements, may
develop in patients treated with antipsychotic drugs. The risk appears to be highest among the elderly,
especially elderly women, but it is not possible to predict which patients are likely to develop the syndrome.
Whether antipsychotic drugs differ in their potential to cause tardive dyskinesia is unknown.

The risk of tardive dyskinesia and the likelihood that it will become irreversible increase with the duration of
treatment and the cumulative dose. The syndrome can develop after a relatively brief treatment period, even at
low doses. It may also occur after discontinuation of treatment.

Tardive dyskinesia may remit, partially or completely, if antipsychotic treatment is discontinued. Antipsychotic
treatment itself, however, may suppress (or partially suppress) the signs and symptoms of the syndrome,
possibly masking the underlying process. The effect that symptomatic suppression has upon the long-term
course of tardive dyskinesia is unknown.

Given these considerations, REXULTI should be prescribed in a manner most likely to reduce the risk of
tardive dyskinesia. Chronic antipsychotic treatment should generally be reserved for patients: (1) who suffer
from a chronic illness that is known to respond to antipsychotic drugs; and (2) for whom alternative, effective,
but potentially less harmful treatments are not available or appropriate. In patients who do require chronic
treatment, use the lowest dose and the shortest duration of treatment needed to produce a satisfactory clinical
response. Periodically reassess the need for continued treatment.
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If signs and symptoms of tardive dyskinesia appear in a patient on REXULTI, drug discontinuation should be
considered. However, some patients may require treatment with REXULTI despite the presence of the
syndrome.

5.6 Metabolic Changes

Atypical antipsychotic drugs, including REXULTI, have caused metabolic changes, including hyperglycemia,
diabetes mellitus, dyslipidemia, and body weight gain. Although all of the drugs in the class to date have been
shown to produce some metabolic changes, each drug has its own specific risk profile.

Hyperglycemia and 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 been reports of hyperglycemia in
patients treated with REXULTI. Assess fasting plasma glucose before or soon after initiation of antipsychotic
medication and monitor periodically during long-term treatment.

Major Depressive Disorder

In the 6-week placebo-controlled, fixed-dose clinical trials in adult patients with MDD, the proportions of
patients with shifts in fasting glucose from normal (<100 mg/dL) to high (=126 mg/dL) and borderline (=100 and
<126 mg/dL) to high were similar in patients treated with REXULTI and placebo.

In the long-term, open-label depression studies, 5% of adult patients with normal baseline fasting glucose
experienced a shift to high while taking REXULTI plus an antidepressant (ADT); 25% of patients with
borderline fasting glucose experienced shifts to high. Combined, 9% of patients with normal or borderline
fasting glucose experienced shifts to high fasting glucose during the long-term depression studies.

Schizophrenia
Adults

In the 6-week placebo-controlled, fixed-dose clinical trials in adult patients with schizophrenia, the proportions
of patients with shifts in fasting glucose from normal (<100 mg/dL) to high (=126 mg/dL) or borderline (=100
and <126 mg/dL) to high were similar in patients treated with REXULTI and placebo.

In the long-term, open-label schizophrenia studies, 8% of adult patients with normal baseline fasting glucose
experienced a shift from normal to high while taking REXULTI; 17% of patients with borderline fasting glucose
experienced shifts from borderline to high. Combined, 10% of patients with normal or borderline fasting
glucose experienced shifts to high fasting glucose during the long-term schizophrenia studies.

Pediatric Patients (13 to 17 years of age)

In the long-term, open-label study in pediatric patients with schizophrenia, 2.7% of pediatric patients with
normal baseline fasting glucose experienced a shift from normal (<100 mg/dL) to high (2126 mg/dL) while
taking REXULTI.

Dyslipidemia

Atypical antipsychotics cause adverse alterations in lipids. Before or soon after initiation of antipsychotic
medication, obtain a fasting lipid profile at baseline and monitor periodically during treatment.
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Major Depressive Disorder

In the 6-week placebo-controlled, fixed-dose clinical trials in adult patients with MDD, changes in fasting total
cholesterol, LDL cholesterol, and HDL cholesterol were similar in REXULTI- and placebo-treated patients.
Table 3 shows the proportions of patients with changes in fasting triglycerides.

Table 3 Change in Fasting Triglycerides in the 6-Week Placebo-Controlled, Fixed-Dose MDD Trials

Proportion of Patients with Shifts Baseline to Post-Baseline
Triglycerides Placebo 1 mg/day 2 mg/day 3 mg/day
Normal to High 6% 5% 13% 9%
(<150 mg/dL to 2200 and <500 mg/dL) (15/257)* (7/145)* (15/115)* (13/150)*
Normal/Borderline to Very High 0% 0% 0.7% 0%
(<200 mg/dL to 2500 mg/dL) (0/309)* 0M77)* (1/143)* (0/179)*

*denotes n/N where N=the total number of patients who had a measurement at baseline and at least one post-baseline
result

n=the number of patients with shift

In the long-term, open-label depression studies, shifts in baseline fasting cholesterol from normal to high were
reported in 9% (total cholesterol), 3% (LDL cholesterol), and shifts in baseline from normal to low were
reported in 14% (HDL cholesterol) of patients taking REXULTI. Of patients with normal baseline triglycerides,
17% experienced shifts to high, and 0.2% experienced shifts to very high. Combined, 0.6% of patients with
normal or borderline fasting triglycerides experienced shifts to very high fasting triglycerides during the long-
term depression studies.

Schizophrenia
Adults
In the 6-week placebo-controlled, fixed-dose clinical trials in adult patients with schizophrenia, changes in

fasting total cholesterol, LDL cholesterol, and HDL cholesterol were similar in REXULTI- and placebo-treated
patients. Table 4 shows the proportions of patients with changes in fasting triglycerides.

Table 4 Change in Fasting Triglycerides in the 6-Week Placebo-Controlled, Fixed-Dose
Schizophrenia Trials in Adult Patients

Proportion of Patients with Shifts Baseline to Post-Baseline

Triglycerides Placebo 1 mg/day 2 mg/day 4 mg/day
Normal to High 6% 10% 8% 10%
(<150 mg/dL to =200 and <500 mg/dL) (15/253)* (7/72)* (19/232)* (22/226)*
Normal/Borderline to Very High 0% 0% 0% 0.4%
(<200 mg/dL to 2500 mg/dL) (0/303)* (0/94)* (0/283)* (1/283)*

*denotes n/N where N=the total number of patients who had a measurement at baseline and at least one post-baseline
result
n=the number of patients with shift

In the long-term, open-label schizophrenia studies in adult patients, shifts in baseline fasting cholesterol from
normal to high were reported in 6% (total cholesterol), 2% (LDL cholesterol), and shifts in baseline from normal
to low were reported in 17% (HDL cholesterol) of patients taking REXULTI. Of patients with normal baseline
triglycerides, 13% experienced shifts to high, and 0.4% experienced shifts to very high triglycerides. Combined,
0.6% of patients with normal or borderline fasting triglycerides experienced shifts to very high fasting
triglycerides during the long-term schizophrenia studies.
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Pediatric Patients (13 to 17 years of age)

In the long-term, open-label study in pediatric patients with schizophrenia, shifts in baseline fasting total
cholesterol from normal to high (<170 to 2200 mg/dL) were reported in 7% of patients taking REXULTI, and
shifts in baseline HDL cholesterol from normal to low (240 to <40 mg/dL) were reported in 12.9% of patients
taking REXULTI. Of patients with normal baseline triglycerides, 8.5% experienced shifts from normal to high
(<150 to 2200 mg/dL).

Weight Gain

Weight gain has been observed in patients treated with atypical antipsychotics, including REXULTI. Monitor
weight at baseline and frequently thereafter.

Major Depressive Disorder

Table 5 shows weight gain data at last visit and percentage of adult patients with 27% increase in body weight
at endpoint from the 6-week placebo-controlled, fixed-dose clinical studies in patients with MDD.

Table 5 Increases in Body Weight in the 6-Week Placebo-Controlled, Fixed-Dose MDD Trials

Placebo 1 mg/day 2 mg/day 3 mg/day
n=407 n=225 n=187 n=228
Mean Change from Baseline (kg) at Last Visit
All Patients +0.3 +1.3 +1.6 +1.6
Proportion of Patients with a 27% Increase in Body Weight (kg) at Any Visit (*n/N)
2% 5% 5% 2%
(8/407)* (11/225)* (9/187)* (5/228)*

*N=the total number of patients who had a measurement at baseline and at least one post-baseline result
n=the number of patients with a shift 27%

In the long-term, open-label depression studies, 4% of patients discontinued due to weight increase. REXULTI
was associated with mean change from baseline in weight of 2.9 kg at Week 26 and 3.1 kg at Week 52. In the
long-term, open-label depression studies, 30% of patients demonstrated a 27% increase in body weight, and
4% demonstrated a 27% decrease in body weight.

Schizophrenia
Adults

Table 6 shows weight gain data at last visit and percentage of adult patients with 27% increase in body weight
at endpoint from the 6-week placebo-controlled, fixed-dose clinical studies in adult patients with schizophrenia.

Table 6 Increases in Body Weight in the 6-Week Placebo-Controlled, Fixed-Dose Schizophrenia
Trials in Adult Patients

Placebo 1 mg/day 2 mg/day 4 mg/day
n=362 n=120 n=362 n=362
Mean Change from Baseline (kg) at Last Visit
All Patients | +0.2 | +1.0 | 1.2 | 1.2
Proportion of Patients with a 27% Increase in Body Weight (kg) at Any Visit (*n/N)
4% 10% 1% 10%
(15/362)* (12/120)* (38/362)* (37/362)*
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*denotes n/N where N=the total number of patients who had a measurement at baseline and at least one post-baseline
result

n=the number of patients with a shift 27%

In the long-term, open-label schizophrenia studies in adult patients, 0.6% of patients discontinued due to
weight increase. REXULTI was associated with mean change from baseline in weight of 1.3 kg at Week 26
and 2.0 kg at Week 52. In the long-term, open label schizophrenia studies, 20% of patients demonstrated a
>7% increase in body weight, and 10% demonstrated a 27% decrease in body weight.

Pediatric Patients (13 to 17 years of age)

In the long-term, open label study in pediatric patients with schizophrenia, 0.5% of patients discontinued due to
weight increase. The mean increase in weight from the open-label study baseline to last visit was 3.8 kg. To
adjust for normal growth, z-scores were derived (measured in standard deviations [SD]), which normalize for
natural growth of children and adolescents by comparisons to age- and gender- matched population standards.
A z-score change <0.5 SD is considered not clinically significant. In this trial, the mean change in z-score from
open-label baseline to last visit was 0.10 SD for body weight, while 20% of patients had an increase in age-
and-gender-adjusted body weight z-score of at least 0.5 SD from baseline. When treating pediatric, weight gain
should be monitored and assessed against that expected for normal growth.

5.7 Pathological Gambling and Other Compulsive Behaviors

Post-marketing case reports suggest that patients can experience intense urges, particularly for gambling, and
the inability to control these urges while taking REXULTI. Other compulsive urges, reported less frequently,
include sexual urges, shopping, eating, or binge eating, and other impulsive or compulsive behaviors. Because
patients may not recognize these behaviors as abnormal, it is important for prescribers to ask patients or their
caregivers specifically about the development of new or intense gambling urges, compulsive sexual urges,
compulsive shopping, binge or compulsive eating, or other urges while being treated with REXULTI. In some
cases, although not all, urges were reported to have stopped when the dose was reduced, or the medication
was discontinued. Compulsive behaviors may result in harm to the patient and others if not recognized.
Consider dose reduction or stopping the medication if a patient develops such urges.

5.8 Leukopenia, Neutropenia, and Agranulocytosis

Leukopenia and neutropenia have been reported during treatment with antipsychotic agents. Agranulocytosis
(including fatal cases) has been reported with other agents in this class.

Possible risk factors for leukopenia and neutropenia include pre-existing low white blood cell count (WBC) or
absolute neutrophil count (ANC) and history of drug-induced leukopenia or neutropenia. In patients with a pre-
existing low WBC or ANC or a history of drug-induced leukopenia or neutropenia, perform a complete blood
count (CBC) frequently during the first few months of therapy. In such patients, consider discontinuation of
REXULTI at the first sign of a clinically significant decline in WBC in the absence of other causative factors.

Monitor patients with clinically significant neutropenia for fever or other symptoms or signs of infection and treat
promptly if such symptoms or signs occur. Discontinue REXULTI in patients with absolute neutrophil count
<1000/mm?3 and follow their WBC until recovery.

5.9 Orthostatic Hypotension and Syncope

Atypical antipsychotics cause orthostatic hypotension and syncope. Generally, the risk is greatest during initial
dose titration and when increasing the dose. In the short-term, placebo-controlled clinical studies of REXULTI
plus ADT in adult patients with MDD, the incidence of orthostatic hypotension-related adverse reactions in
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REXULTI plus ADT-treated patients compared to placebo plus ADT-treated patients included: dizziness

(2% versus 2%) and orthostatic hypotension (0.1% versus 0%). In the short-term, placebo-controlled clinical
studies of REXULTI in adult patients with schizophrenia, the incidence of orthostatic hypotension-related
adverse reactions in REXULTI-treated patients compared to placebo patients included: dizziness (2% versus
2%), orthostatic hypotension (0.4% versus 0.2%), and syncope (0.1% versus 0%).

Orthostatic vital signs should be monitored in patients who are vulnerable to hypotension (e.g., elderly patients,
patients with dehydration, hypovolemia, concomitant treatment with antihypertensive medication), patients with
known cardiovascular disease (history of myocardial infarction, ischemic heart disease, heart failure, or
conduction abnormalities), and patients with cerebrovascular disease. REXULTI has not been evaluated in
patients with a recent history of myocardial infarction or unstable cardiovascular disease. Such patients were
excluded from the premarketing clinical trials.

5.10 Falls

Antipsychotics, including REXULTI, may cause somnolence, postural hypotension, motor, and sensory
instability, which may lead to falls and, consequently, fractures or other injuries. For patients with diseases,
conditions, or medications that could exacerbate these effects, complete fall risk assessments when initiating
antipsychotic treatment and recurrently for patients on long-term antipsychotic therapy.

5.11 Seizures

Like other antipsychotic drugs, REXULTI may cause seizures. This risk is greatest in patients with a history of
seizures or with conditions that lower the seizure threshold. Conditions that lower the seizure threshold may be
more prevalent in older patients.

5.12 Body Temperature Dysregulation

Atypical antipsychotics may disrupt the body’s ability to reduce core body temperature. Strenuous exercise,
exposure to extreme heat, dehydration, and anticholinergic medications may contribute to an elevation in core
body temperature; use REXULTI with caution in patients who may experience these conditions.

5.13 Dysphagia

Esophageal dysmotility and aspiration have been associated with antipsychotic drug use. Antipsychotic drugs,
including REXULT], should be used cautiously in patients at risk for aspiration.

5.14 Potential for Cognitive and Motor Impairment

REXULTI, like other antipsychotics, has the potential to impair judgment, thinking, or motor skills. In the 6-week
placebo-controlled clinical trials in patients with MDD, somnolence (including sedation and hypersomnia) was
reported in 4% of REXULTI plus ADT-treated patients compared to 1% of placebo plus ADT-treated patients.

In the 6-week placebo-controlled clinical trials in adult patients with schizophrenia, somnolence (including
sedation and hypersomnia) was reported in 5% of REXULTI-treated patients compared to 3% of placebo-
treated patients.

Patients should be cautioned about operating hazardous machinery, including motor vehicles, until they are
reasonably certain that REXULTI therapy does not affect them adversely.

6 ADVERSE REACTIONS

The following adverse reactions are discussed in more detail in other sections of the labeling:
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. Increased Mortality in Elderly Patients with Dementia-Related Psychosis [see Boxed Warning,
Warnings and Precautions (5.1)]

. Suicidal Thoughts and Behaviors in Adolescents and Young Adults [see Boxed Warning, Warnings and
Precautions (5.2)]

° Cerebrovascular Adverse Reactions Including Stroke in Elderly Patients with Dementia-Related
Psychosis [see Warnings and Precautions (5.3)]

. Neuroleptic Malignant Syndrome (NMS) [see Warnings and Precautions (5.4)]

° Tardive Dyskinesia [see Warnings and Precautions (5.5)]

. Metabolic Changes [see Warnings and Precautions (5.6)]

. Pathological Gambling and Other Compulsive Behaviors [see Warnings and Precautions (5.7)]

. Leukopenia, Neutropenia, and Agranulocytosis [see Warnings and Precautions (5.8)]

. Orthostatic Hypotension and Syncope [see Warnings and Precautions (5.9)]

. Falls [see Warnings and Precautions (5.10)]

. Seizures [see Warnings and Precautions (5.11)]

. Body Temperature Dysregulation [see Warnings and Precautions (5.12)]

. Dysphagia [see Warnings and Precautions (5.13)]

. Potential for Cognitive and Motor Impairment [see Warnings and Precautions (5.14)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in clinical practice.

Maijor Depressive Disorder

The safety of REXULTI was evaluated in 1054 adult patients (18 to 65 years of age) diagnosed with MDD who
participated in two 6-week placebo-controlled, fixed-dose clinical trials in patients with major depressive
disorder in which REXULTI was administered at doses of 1 mg to 3 mg daily as adjunctive treatment to
continued antidepressant therapy; patients in the placebo group continued to receive antidepressant therapy
[see Clinical Studies (14.1)].

Adverse Reactions Reported as Reasons for Discontinuation of Treatment

A total of 3% (17/643) of REXULTI-treated patients and 1% (3/411) of placebo-treated patients discontinued
due to adverse reactions.

Common Adverse Reactions

Adverse reactions associated with the adjunctive use of REXULTI (incidence of 2% or greater and adjunctive
REXULTI incidence greater than adjunctive placebo) that occurred during acute therapy (up to 6-weeks in
patients with MDD) are shown in Table 7.
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Table 7 Adverse Reactions in Pooled 6-Week Placebo-Controlled, Fixed-Dose MDD Trials in Adults
(Studies 1 and 2)*

REXULTI
All
Placebo 1mg/day | 2 mg/day | 3 mg/day REXULTI
(N=411) (N=226) (N=188) (N=229) (N=643)

Gastrointestinal Disorders

Constipation 1% 3% 2% 1% 2%
General Disorders and Administration Site Conditions

Fatigue 2% 3% 2% 5% 3%
Infections and Infestations

Nasopharyngitis 2% 7% 1% 3% 4%
Investigations

Weight Increased 2% 7% 8% 6% 7%

Blood Cortisol Decreased 1% 4% 0% 3% 2%
Metabolism and Nutrition

Increased Appetite 2% 3% 3% 2% 3%
Nervous System Disorders

Akathisia 2% 4% 7% 14% 9%

Headache 6% 9% 4% 6% 7%

Somnolence 0.5% 4% 4% 6% 5%

Tremor 2% 4% 2% 5% 4%

Dizziness 1% 1% 5% 2% 3%
Psychiatric Disorders

Anxiety 1% 2% 4% 4% 3%

Restlessness 0% 2% 3% 4% 3%

*Adverse reactions that occurred in 22% of REXULTI-treated patients and greater incidence than in placebo-treated
patients

Dose-Related Adverse Reactions in the MDD Trials

In Studies 1 and 2, among the adverse reactions that occurred at 22% incidence in the patients treated with
REXULTI plus ADT, the incidences of akathisia and restlessness increased with increases in dose.

Schizophrenia
Adults

The safety of REXULTI was evaluated in 852 adult patients (18 to 65 years of age) diagnosed with
schizophrenia who participated in two 6-week placebo-controlled, fixed-dose clinical trials in which REXULTI
was administered at daily doses of 1 mg, 2 mg, and 4 mg [see Clinical Studies (14.2)].

Common Adverse Reactions

Adverse reactions associated with REXULTI (incidence of 2% or greater and REXULTI incidence greater than
placebo) during short-term (up to 6 weeks) trials in adult patients with schizophrenia are shown in Table 8.
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Table 8 Adverse Reactions in Pooled 6-Week Placebo-Controlled, Fixed-Dose Schizophrenia
Trials in Adult Patients (Studies 3 and 4)*

REXULTI
ALL
Placebo 1 mg/day | 2 mg/day 4 mg/day REXULTI
(N=368) (N=120) (N=368) (N=364) (N=852)
Gastrointestinal Disorders
Dyspepsia 2% 6% 2% 3% 3%
Diarrhea 2% 1% 3% 3% 3%
Investigations
Weight Increased 2% 3% 4% 4% 4%
:ilg%igergatmme Phosphokinase 1% 4% 20, 20} 20,
Nervous System Disorders
Akathisia 5% 4% 5% 7% 6%
Tremor 1% 2% 2% 3% 3%
Sedation 1% 2% 2% 3% 2%

*Adverse reactions that occurred in 22% of REXULTI-treated patients and greater incidence than in placebo-treated
patients

Extrapyramidal Symptoms

Major Depressive Disorder

The incidence of reported extrapyramidal symptoms (EPS)-related adverse reactions, excluding akathisia, was
6% for REXULTI plus ADT-treated patients versus 3% for placebo plus ADT-treated patients. The incidence of
akathisia events for REXULTI plus ADT-treated patients was 9% versus 2% for placebo plus ADT-treated
patients.

In the 6-week placebo-controlled MDD studies , data was objectively collected on the Simpson-Angus Rating
Scale (SAS) for EPS, the Barnes Akathisia Rating Scale (BARS) for akathisia and the Abnormal Involuntary
Movement Score (AIMS) for dyskinesia. The mean change from baseline at last visit for REXULTI plus ADT-
treated patients for the SAS, BARS and AIMS was comparable to placebo-treated patients. The percentage of
patients who shifted from normal to abnormal was greater in REXULTI plus ADT-treated patients versus
placebo plus ADT-treated patients for the BARS (4% versus 0.6%) and the SAS (4% versus 3%).

Schizophrenia

The incidence of reported EPS-related adverse reactions, excluding akathisia, was 5% for REXULTI-treated
patients versus 4% for placebo-treated patients. The incidence of akathisia events for REXULTI-treated
patients was 6% versus 5% for placebo-treated patients.

In the 6-week placebo-controlled, fixed-dose schizophrenia studies in adults, data was objectively collected on
the Simpson-Angus Rating Scale (SAS) for EPS, the Barnes Akathisia Rating Scale (BARS) for akathisia and
the Abnormal Involuntary Movement Scale (AIMS) for dyskinesia. The mean change from baseline at last visit
for REXULTI-treated patients for the SAS, BARS and AIMS was comparable to placebo-treated patients. The
percentage of patients who shifted from normal to abnormal was greater in REXULTI-treated patients versus
placebo for the BARS (2% versus 1%) and the SAS (7% versus 5%).
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Dystonia

Symptoms of dystonia 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 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.

Other Adverse Reactions Observed during the Premarketing Evaluation of REXULTI

Other adverse reactions (21% frequency and greater than placebo) within the short-term, placebo-controlled
trials in adult patients with MDD and schizophrenia are shown below. The following listing does not include
adverse reactions: 1) already listed in previous tables or elsewhere in the labeling, 2) for which a drug cause
was remote, 3) which were so general as to be uninformative, 4) which were not considered to have clinically
significant implications, or 5) which occurred at a rate equal to or less than placebo.

Eye Disorders: Vision Blurred

Gastrointestinal Disorders: Nausea, Dry Mouth, Salivary Hypersecretion, Abdominal Pain, Flatulence
Infections and Infestations: Urinary Tract Infection

Investigations: Blood Prolactin Increased

Musculoskeletal and Connective Tissue Disorders: Myalgia

Psychiatric Disorders: Abnormal Dreams, Insomnia

Skin and Subcutaneous Tissue Disorders: Hyperhidrosis

Pediatric Patients (13 to 17 years of age)

In an on-going, 2 year, open-label study in pediatric patients 13 to 17 years of age with schizophrenia, in which
safety was assessed in 194 patients of which 140 received REXULTI for at least 6 months. Adverse reactions
reported in clinical studies for this age group were generally similar to those observed in adult patients.

6.2 Postmarketing Experience

The following adverse reaction has been identified during post-approval use of REXULTI. Because these
reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably
estimate their frequency or establish a causal relationship to drug exposure.

Nervous System disorders: Neuroleptic Malignant Syndrome
7 DRUG INTERACTIONS

7.1 Drugs Having Clinically Important Interactions with REXULTI

Table 9 Clinically Important Drug Interactions with REXULTI

Strong CYP3A4 Inhibitors

Clinical Concomitant use of REXULTI with strong CYP3A4 inhibitors increased the exposure of
Impact: brexpiprazole compared to the use of REXULTI alone [see Clinical Pharmacology (12.3)].

With concomitant use of REXULTI with a strong CYP3A4 inhibitor, reduce the REXULTI

Intervention: dosage [see Dosage and Administration (2.5)].
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Strong CYP2D6 Inhibitors*

Clinical Concomitant use of REXULTI with strong CYP2DG6 inhibitors increased the exposure of
Impact: brexpiprazole compared to the use of REXULTI alone [see Clinical Pharmacology (12.3)].

With concomitant use of REXULTI with a strong CYP2D6 inhibitor, reduce the REXULTI
dosage [see Dosage and Administration (2.5)].

Both CYP3A4 Inhibitors and CYP2D6 Inhibitors

Concomitant use of REXULTI with 1) a strong CYP3A4 inhibitor and a strong CYP2D6
inhibitor; or 2) a moderate CYP3A4 inhibitor and a strong CYP2D6 inhibitor; or 3) a strong
CYP3A4 inhibitor and a moderate CYP2D6 inhibitor; or 4) a moderate CYP3A4 inhibitor and a
moderate CYP2D6 inhibitor increased the exposure of brexpiprazole compared to the use of
REXULTI alone [see Clinical Pharmacology (12.3)].

With concomitant use of REXULTI with 1) a strong CYP3A4 inhibitor and a strong CYP2D6
inhibitor; or 2) a moderate CYP3A4 inhibitor and a strong CYP2D6 inhibitor; or 3) a strong
Intervention: | CYP3A4 inhibitor and a moderate CYP2DG6 inhibitor; or 4) a moderate CYP3A4 inhibitor and a
moderate CYP2D6 inhibitor, decrease the REXULTI dosage [see Dosage and Administration

Intervention:

Clinical
Impact:

(2.5)].
Strong CYP3A4 Inducers
Clinical Concomitant use of REXULTI and a strong CYP3A4 inducer decreased the exposure of
Impact: brexpiprazole compared to the use of REXULTI alone [see Clinical Pharmacology (12.3)].

With concomitant use of REXULTI with a strong CYP3A4 inducer, increase the REXULTI

Intervention: dosage [see Dosage and Administration (2.5)].

*In the clinical trials examining the adjunctive use of REXULTI in the treatment of MDD, dosage was not adjusted for
strong CYP2D6 inhibitors (e.g., paroxetine, fluoxetine). Thus, CYP considerations are already factored into general
dosing recommendations, and REXULTI may be administered without dosage adjustment in patients with MDD.

7.2 Drugs Having No Clinically Important Interactions with REXULTI

Based on pharmacokinetic studies, no dosage adjustment of REXULTI is required when administered
concomitantly with CYP2B6 inhibitors (e.g., ticlopidine) or gastric pH modifiers (e.g., omeprazole). Additionally,
no dosage adjustment for substrates of CYP2D6 (e.g., dextromethorphan), CYP3A4 (e.g., lovastatin), CYP2B6
(e.g., bupropion), BCRP (e.g., rosuvastatin), or P-gp (e.g., fexofenadine) is required when administered
concomitantly with REXULTI.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to REXULTI
during pregnancy. For more information contact the National Pregnancy Registry for Atypical Antipsychotics at
1-866-961-2388 or visit http://womensmentalhealth.org/clinical-and-research-programs/pregnancyregistry/.

Risk Summary

Adequate and well-controlled studies have not been conducted with REXULTI in pregnant women to inform
drug-associated risks. However, neonates whose mothers are exposed to antipsychotic drugs, like REXULTI,
during the third trimester of pregnancy are at risk for extrapyramidal and/or withdrawal symptoms. In animal
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reproduction studies, no teratogenicity was observed with oral administration of brexpiprazole to pregnant rats
and rabbits during organogenesis at doses up to 73 and 146 times, respectively, of maximum recommended
human dose (MRHD) of 4 mg/day on a mg/m? basis. However, when pregnant rats were administered
brexpiprazole during the period of organogenesis through lactation, the number of perinatal deaths of pups
was increased at 73 times the MRHD [see Data]. The background risk of major birth defects and miscarriage
for the indicated population(s) is unknown. In the U.S. general population, the estimated background risk of
major birth defects and miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Clinical Considerations

Fetal/Neonatal Adverse Reactions

Extrapyramidal and/or withdrawal symptoms, including agitation, hypertonia, hypotonia, tremor, somnolence,
respiratory distress and feeding disorder, have been reported in neonates whose mothers were exposed to
antipsychotic drugs during the third trimester of pregnancy. These symptoms have varied in severity. Some
neonates recovered within hours or days without specific treatment; others required prolonged hospitalization.
Monitor neonates for extrapyramidal and/or withdrawal symptoms and manage symptoms appropriately.

Data

Animal Data

Pregnant rats were treated with oral doses of 3, 10, and 30 mg/kg/day (7.3, 24, and 73 times the MRHD on a
mg/m? basis) of brexpiprazole during the period of organogenesis. Brexpiprazole was not teratogenic and did
not cause adverse developmental effects at doses up to 73 times the MRHD.

Pregnant rabbits were treated with oral doses of 10, 30, and 150 mg/kg/day (49, 146, and 730 times the
MRHD) of brexpiprazole during the period of organogenesis. Brexpiprazole was not teratogenic and did not
cause adverse developmental effects at doses up to 146 times the MRHD. Findings of decreased body weight,
retarded ossification, and increased incidences of visceral and skeletal variations were observed in fetuses at
730 times the MRHD, a dose that induced maternal toxicity.

In a study in which pregnant rats were administered oral doses of 3, 10, and 30 mg/kg/day (7.3, 24, and

73 times the MRHD) during the period of organogenesis and through lactation, the number of live-born pups
was decreased, and early postnatal deaths increased at a dose 73 times the MRHD. Impaired nursing by
dams, and low birth weight and decreased body weight gain in pups were observed at 73 times, but not at
24 times, the MRHD.

8.2 Lactation

Risk Summary

Lactation studies have not been conducted to assess the presence of brexpiprazole in human milk, the effects
of brexpiprazole on the breastfed infant, or the effects of brexpiprazole on milk production. Brexpiprazole is
present in rat milk. The development and health benefits of breastfeeding should be considered along with the
mother’s clinical need for REXULTI and any potential adverse effects on the breastfed infant from REXULTI or
from the underlying maternal condition.
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8.4 Pediatric Use

Schizophrenia

Safety and effectiveness of REXULTI for treatment of schizophrenia have been established in pediatric
patients 13 years of age and older. Use of REXULTI in this population is supported by evidence from adequate
and well-controlled studies in adults with schizophrenia, pharmacokinetic data from adults and pediatric
patients, and safety data in pediatric patients 13 to 17 years of age [see Warnings and Precautions (5.6),
Adverse Reactions (6.1), Clinical Pharmacology (12.3)].

Major Depressive Disorder

Safety and effectiveness in pediatric patients with major depressive disorder have not been established.
Antidepressants increased the risk of suicidal thoughts and behaviors in pediatric patients [see Boxed
Warning, Warnings and Precautions (5.2)].

8.5 Geriatric Use

Clinical studies of the efficacy of REXULTI did not include any patients aged 65 or older to determine whether
they respond differently from younger patients. In general, dose selection for an elderly patient should be
cautious, usually starting at the low end of the dosing range, reflecting the greater frequency of decreased
hepatic, renal, and cardiac function, concomitant diseases, and other drug therapy.

Based on the results of a safety, tolerability, and pharmacokinetics trial, the pharmacokinetics of once daily oral
administration of brexpiprazole (up to 3 mg/day for 14 days) as an adjunct therapy in the treatment of elderly
patients (70 to 85 years old, N=11) with MDD were comparable to those observed in adult patients with MDD.

Antipsychotic drugs increase the risk of death in elderly patients with dementia-related psychosis. REXULTI is
not approved for the treatment of patients with dementia-related psychosis [see Boxed Warning, Warnings and
Precautions (5.1)].

8.6 CYP2D6 Poor Metabolizers

Dosage adjustment is recommended in known CYP2D6 poor metabolizers because these patients have higher
brexpiprazole concentrations than normal metabolizers of CYP2D6. Approximately 8% of Caucasians and 3 to
8% of Black/African Americans cannot metabolize CYP2D6 substrates and are classified as poor metabolizers
[see Dosage and Administration (2.5), Clinical Pharmacology (12.3)].

8.7 Hepatic Impairment

Reduce the maximum recommended dosage in patients with moderate to severe hepatic impairment (Child-
Pugh score 7). Patients with moderate to severe hepatic impairment (Child-Pugh score =7) generally had
higher exposure to brexpiprazole than patients with normal hepatic function [see Clinical Pharmacology (12.3)].
Greater exposure may increase the risk of REXULTI-associated adverse reactions [see Dosage and
Administration (2.3)].

8.8 Renal Impairment

Reduce the maximum recommended dosage in patients with moderate, severe, or end-stage renal impairment
(CrCl<60 mL/minute). Patients with impaired renal function (CrCl<60 mL/minute) had higher exposure to
brexpiprazole than patients with normal renal function [see Clinical Pharmacology (12.3)]. Greater exposure
may increase the risk of REXULTI-associated adverse reactions [see Dosage and Administration (2.4)].
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8.9 Other Specific Populations

No dosage adjustment for REXULT]I is required on the basis of a patient’s sex, race, or smoking status [see
Clinical Pharmacology (12.3)].

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance

REXULTI is not a controlled substance.

9.2 Abuse

Animals given access to REXULTI did not self-administer the drug, suggesting that REXULTI does not have
rewarding properties.

9.3 Dependence

Humans and animals that received chronic REXULTI administration did not demonstrate any withdrawal signs
upon drug discontinuation. This suggests that REXULTI does not produce physical dependence.

10 OVERDOSAGE

There is limited clinical trial experience regarding human overdosage with REXULTI.

Consult a Certified Poison Control Center (1-800-222-1222 or www.poison.org) for up-to-date guidance and
advice regarding a REXULTI overdosage. 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

Oral activated charcoal and sorbitol (50 g/240 mL), administered one hour after ingesting oral brexpiprazole,
decreased brexpiprazole C.x and area under the curve (AUC) by approximately 5% to 23% and 31% to 39%
respectively; however, there is insufficient information available on the therapeutic potential of activated
charcoal in treating an overdose with REXULTI.

Hemodialysis

There is no information on the effect of hemodialysis in treating an overdose with REXULTI; hemodialysis is
unlikely to be useful because brexpiprazole is highly bound to plasma proteins.

11 DESCRIPTION

Brexpiprazole, an atypical antipsychotic, is available as REXULTI® (brexpiprazole) tablets. Brexpiprazole is
7-{4-[4-(1-Benzothiophen-4-yl)piperazin-1-yl]butoxy}quinolin-2(1H)-one. The empirical formula is Cz5H27N30,S,
and its molecular weight is 433.57. The chemical structure is:
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REXULTI tablets are for oral administration and are available in 0.25 mg, 0.5 mg, 1 mg, 2 mg, 3 mg, and 4 mg
strengths. Inactive ingredients include lactose monohydrate, corn starch, microcrystalline cellulose,
hydroxypropyl cellulose, low-substituted hydroxypropyl cellulose, magnesium stearate, hypromellose, and talc.
Colorants include titanium dioxide, iron oxide, and ferrosoferric oxide.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

The mechanism of action of brexpiprazole in the treatment of major depressive disorder or schizophrenia is
unknown. However, the efficacy of brexpiprazole may be mediated through a combination of partial agonist
activity at serotonin 5-HT,4 and dopamine D, receptors, and antagonist activity at serotonin 5-HT,, receptors.

12.2 Pharmacodynamics

Brexpiprazole has affinity (expressed as K;) for multiple monoaminergic receptors including serotonin 5-HT1p
(0.12 nM), 5-HT,4 (0.47 nM), 5-HT25 (1.9 nM), 5-HT7 (3.7 nM), dopamine D, (0.30 nM), D3 (1.1 nM), and
noradrenergic a4 (3.8 nM), a45(0.17 nM), a4p (2.6 nM), and a,c (0.59 nM) receptors. Brexpiprazole acts as a

partial agonist at the 5-HT,4, D2, and D receptors and as an antagonist at 5-HT,a, 5-HTog, 5-HT7, 44, Q4p, A1p,

and ayc receptors. Brexpiprazole also exhibits affinity for histamine H; receptor (19 nM) and for muscarinic M,
receptor (67 % inhibition at 10 yM).

Cardiac Electrophysiology

At a dose 3 times the MRHD for the treatment of schizophrenia and 4 times the MRHD for adjunctive therapy
to antidepressants for the treatment of MDD, REXULTI does not prolong the QTc interval to any clinically
relevant extent.

12.3 Pharmacokinetics

Absorption

After single-dose administration of REXULTI tablets, the peak plasma brexpiprazole concentrations occurred
within 4 hours after administration, and the absolute oral bioavailability was 95%. Brexpiprazole steady-state
concentrations were attained within 10 to 12 days of dosing.

REXULTI can be administered with or without food. Administration of a 4 mg REXULTI tablet with a standard
high-fat meal did not significantly affect the C,,.x or AUC of brexpiprazole. After single and multiple once daily
dose administration, brexpiprazole exposure (C,.x and AUC) increased in proportion to the dose administered.
In vitro studies of brexpiprazole did not indicate that brexpiprazole is a substrate of efflux transporters such as
MDRI (P-gp) and BCRP.

Distribution

The volume of distribution of brexpiprazole following intravenous administration is high (1.56 + 0.42 L/kg),
indicating extravascular distribution. Brexpiprazole is highly protein bound in plasma (greater than 99%) to
serum albumin and a1-acid glycoprotein, and its protein binding is not affected by renal or hepatic impairment.
Based on results of in vitro studies, brexpiprazole protein binding is not affected by warfarin, diazepam, or
digitoxin.
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Elimination

Metabolism

Based on in vitro metabolism studies of brexpiprazole using recombinant human cytochrome P450 (CYP1A1,
1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6, 2E1, and 3A4), the metabolism of brexpiprazole was shown to be
mainly mediated by CYP3A4 and CYP2D6.

In vivo brexpiprazole is metabolized primarily by CYP3A4 and CYP2D6 enzymes. After single- and multiple-
dose administrations, brexpiprazole and its major metabolite, DM-3411, were the predominant drug moieties in
the systemic circulation. At steady-state, DM-3411 represented 23% to 48% of brexpiprazole exposure (AUC)
in plasma. DM-3411 is considered not to contribute to the therapeutic effects of brexpiprazole.

Based on in vitro data, brexpiprazole showed little to no inhibition of CYP450 isozymes.

Excretion

Following a single oral dose of ['“C]-labeled brexpiprazole, approximately 25% and 46% of the administered
radioactivity was recovered in the urine and feces, respectively. Less than 1% of unchanged brexpiprazole was
excreted in the urine, and approximately 14% of the oral dose was recovered unchanged in the feces.
Apparent oral clearance of a brexpiprazole oral tablet after once daily administration is 19.8 (£11.4) mL/h/kg.
After multiple once-daily administrations of REXULTI, the terminal elimination half-lives of brexpiprazole and its
major metabolite, DM-3411, were 91 hours and 86 hours, respectively.

Studies in Specific Populations

Exposure of brexpiprazole in specific populations are summarized in Figure 1. Population pharmacokinetic
(PK) analysis indicated exposure of brexpiprazole in patients with moderate renal impairment was higher
compared to patients with normal renal function.

Figure 1 Effect of Intrinsic Factors on Brexpiprazole Pharmacokinetics
Brexpiprazole PK
Measures Fold Change and 90% confidence Intervals
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Pediatric Patients

A multiple dose PK study (0.5, 1, 2, 3 or 4 mg/day) has been conducted in 43 pediatric patients aged 13 years
to 17 years old. Population PK analysis indicated systemic exposure (C..xand AUC) of brexpiprazole in
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pediatric patients (13 to 17 years of age) was comparable to that in adult patients across the dose range from

0.5to 4 mg.

Drug Interaction Studies

Effect of other drugs on the exposures of brexpiprazole are summarized in Figure 2. Based on simulation, a
5.1-fold increase in AUC values at steady-state is expected when extensive metabolizers of CYP2D6 are
administered with both strong CYP2D6 and CYP3A4 inhibitors. A 4.8-fold increase in mean AUC values at
steady-state is expected in poor metabolizers of CYP2D6 administered with strong CYP3A4 inhibitors [see

Drug Interactions (7.1)].

Figure 2
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The effect of REXULTI on the exposures of other drugs are summarized in Figure 3.

Figure 3
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13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Lifetime carcinogenicity studies were conducted in ICR mice and Sprague Dawley rats. Brexpiprazole was
administered orally for two years to male and female mice at doses of 0.75, 2, and 5 mg/kg/day (0.9 to

6.1 times the oral MRHD of 4 mg/day based on mg/m? body surface area) and to male and female rats at
doses of 1, 3, and 10 mg/kg and 3, 10, and 30 mg/kg/day, respectively (2.4 to 24 and 7.3 to 73 times the oral
MRHD, males and females). In female mice, the incidence of mammary gland adenocarcinoma was increased
at all doses, and the incidence of adenosquamous carcinoma was increased at 2.4 and 6.1 times the MRHD.
No increase in the incidence of tumors was observed in male mice. In the rat study, brexpiprazole was not
carcinogenic in either sex at doses up to 73 times the MRHD.

Proliferative and/or neoplastic changes in the mammary and pituitary glands of rodents have been observed
following chronic administration of antipsychotic drugs and are considered to be prolactin mediated. The
potential for increasing serum prolactin level of brexpiprazole was shown in both mice and rats. The relevance
for human risk of the findings of prolactin-mediated endocrine tumors in rodents is unknown.

Mutagenesis

Brexpiprazole was not mutagenic when tested in the in vitro bacterial reverse mutation assay (Ames test).
Brexpiprazole was negative for clastogenic activity in the in vivo micronucleus assay in rats and was not
genotoxic in the in vivo/in vitro unscheduled DNA synthesis assay in rats. In vitro with mammalian cells
brexpiprazole was clastogenic but only at doses that induced cytotoxicity. Based on a weight of evidence,
brexpiprazole is not considered to present a genotoxic risk to humans.

Impairment of Fertility

Female rats were treated with oral doses of 0.3, 3, or 30 mg/kg/day (0.7, 7.3, and 73 times the oral MRHD on a
mg/m? basis) prior to mating with untreated males and continuing through conception and implantation. Estrus
cycle irregularities and decreased fertility were observed at 3 and 30 mg/kg/day. Prolonged duration of pairing
and increased preimplantation losses were observed at 30 mg/kg/day.

Male rats were treated with oral doses of 3, 10, or 100 mg/kg/day (7.3, 24, and 240 times the oral MRHD on a
mg/m? basis) for 63 days prior to mating with untreated females and throughout the 14 days of mating. No
differences were observed in the duration of mating or fertility indices in males at any dose of brexpiprazole.

14 CLINICAL STUDIES

14.1 Adjunctive Treatment of Major Depressive Disorder

The efficacy of REXULTI in the adjunctive treatment of major depressive disorder (MDD) was evaluated in two
6-week double-blind, placebo-controlled, fixed-dose trials of adult patients meeting DSM-IV-TR criteria for
MDD, with or without symptoms of anxiety, who had an inadequate response to prior antidepressant therapy

(1 to 3 courses) in the current episode and who had also demonstrated an inadequate response throughout the
8 weeks of prospective antidepressant treatment (with escitalopram, fluoxetine, paroxetine controlled-release,
sertraline, duloxetine delayed release, or venlafaxine extended release). Inadequate response during the
prospective antidepressant treatment phase was defined as having persistent symptoms without substantial
improvement throughout the course of treatment.
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Patients in Study 228 (hereafter “Study 1”) were randomized to REXULTI 2 mg once a day or placebo. Patients
in Study 227 (hereafter “Study 2”) were randomized to REXULTI 1 or 3 mg once a day or placebo. For patients
randomized to REXULTI, all patients initiated treatment at 0.5 mg once daily during Week 1. At Week 2, the
REXULTI dosage was increased to 1 mg in all treatment groups, and either maintained at 1 mg or increased to
2 mg or 3 mg once daily, based on treatment assignment, from Week 3 onwards. The dosages were then
maintained for the 4 remaining weeks.

The primary endpoint was change from baseline to Week 6 in the Montgomery-Asberg Depression Rating
Scale (MADRS), a 10-item clinician-related scale used to assess the degree of depressive symptomatology,
with 0 representing no symptoms and 60 representing worst symptoms.

At randomization, the mean MADRS total score was 27. In Studies 1 and 2, REXULTI (plus ADT) 2 mg/day
and 3 mg/day were superior to placebo plus ADT in reducing mean MADRS total scores. Results from the
primary efficacy parameters for both fixed dose trials are shown below in Table 10. Figure 4 below shows the
time course of response based on the primary efficacy measure (MADRS) in Study 1.

Table 10 Summary of Efficacy Results for Studies 1 and 2 for the Adjunctive Treatment of MDD

in Adults
Primary Efficacy Measure: MADRS
Mean Baseline LS Mean Change from Placebo-subtracted
Study Treatment Group N Score (SD) Baseline (SE) Difference? (95% Cl)
1 REXULTI (2 mg/day) + ADT* 175 26.9 (5.7) -8.4 (0.6) -3.2 (-4.9, -1.5)
Placebo + ADT 178 27.3 (5.6) -5.2 (0.6) -
2 REXULTI (1 mg/day) + ADT 211 26.5 (5.6) -7.6 (0.5) -1.3(-2.7,0.1)
REXULTI (3 mg/day) + ADT 213 26.5 (5.3) -8.3 (0.5) -2.0 (-3.4,-0.5)
Placebo + ADT 203 26.5 (5.2) -6.3 (0.5) -

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; CI: unadjusted confidence interval
*Dosages statistically significantly superior to placebo
aDifference (drug minus placebo) in least-squares mean change from baseline

An examination of population subgroups did not suggest differential response based on age, gender, race, or
choice of prospective antidepressant.
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Figure 4 Change from Baseline in MADRS Total Score by Study Visit (Week) in Patients with MDD
in Adults (Study 1)

14.2 Schizophrenia

The efficacy of REXULTI in the treatment of adults with schizophrenia was demonstrated in two 6-week
randomized, double-blind, placebo-controlled, fixed-dose clinical trials in patients who met DSM-IV-TR criteria
for schizophrenia.

In both studies, Study 231 (hereafter “Study 3”) and Study 230 (hereafter “Study 4”), patients were randomized
to REXULTI 2 or 4 mg once per day or placebo. Patients in the REXULTI groups initiated treatment at 1 mg
once daily on Days 1 to 4. The REXULTI dosage was increased to 2 mg on Days 5 to 7. The dosage was then
either maintained at 2 mg once daily or increased to 4 mg once daily, depending on treatment assignment, for
the 5 remaining weeks.

The primary efficacy endpoint of both trials was the change from baseline to Week 6 in the Positive and
Negative Syndrome Scale (PANSS) total score. The PANSS is a 30-item scale that measures positive
symptoms of schizophrenia (7 items), negative symptoms of schizophrenia (7 items), and general
psychopathology (16 items), each rated on a scale of 1 (absent) to 7 (extreme); the total PANSS scores range
from 30 (best) to 210 (worst).

In Study 3, REXULTI at both 2 mg/day and 4 mg/day was superior to placebo on the PANSS total score. In
Study 4, REXULTI 4 mg/day was superior to placebo on the PANSS total score (Table 11). Figure 5 shows the
time course of response based on the primary efficacy measure (change from baseline in PANSS total score)
in Study 3.

Examination of population subgroups based on age, gender, and race did not suggest differential
responsiveness.
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Table 11 Summary of Efficacy Results for Studies of Schizophrenia in Adults (Studies 3 and 4)

Primary Efficacy Measure: PANSS
Mean Baseline| LS Mean Change Placebo-subtracted
Study Treatment Group N Score (SD) (from Baseline (SE)|  Difference? (95% Cl)
REXULTI (2 mg/day)*| 180 95.9 (13.8) -20.7 (1.5) -8.7 (-13.1, -4.4)
3 REXULTI (4 mg/day)*| 178 94.7 (12.1) -19.7 (1.5) -7.6 (-12.0, -3.1)
Placebo 178 95.7 (11.5) -12.0 (1.6) --
REXULTI (2 mg/day) | 179 96.3 (12.9) -16.6 (1.5) -3.1(-7.2,1.1)
4 REXULTI (4 mg/day)*| 181 95.0 (12.4) -20.0 (1.5) -6.5 (-10.6, -2.4)
Placebo 180 94.6 (12.8) -13.5 (1.5) --

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; CI: unadjusted confidence interval
*Dosages statistically significantly superior to placebo
aDifference (drug minus placebo) in least-squares mean change from baseline

Figure 5 Change from Baseline in PANSS Total Score by Study Visit (Week) in Adult Patients with
Schizophrenia (Study 3)

The safety and efficacy of REXULTI as maintenance treatment in adults with schizophrenia aged 18 to

65 years were demonstrated in the maintenance phase of a randomized withdrawal trial (Study 331-10-232,
hereafter “Study 5”). Patients were stabilized for at least 12 weeks on 1 to 4 mg/day of REXULTI (N=202).
They were then randomized in the double-blind treatment phase to either continue REXULT]I at their achieved
stable dose (N=97), or to switch to placebo (N=105).

The primary endpoint in Study 5 was time from randomization to impending relapse during the double-blind
phase, defined as: 1) Clinical Global Improvement score of 25 (minimally worse) and an increase to a score >
4 on PANSS conceptual disorganization, hallucinatory behavior, suspiciousness, or unusual thought content
items, with either a 22 increase on a specific item or 24 point increase on the combined four PANSS items,

2) hospitalization due to worsening of psychotic symptoms, 3) current suicidal behavior, or

4) violent/aggressive behavior.

A pre-specified interim analysis demonstrated a statistically significantly longer time to relapse in patients
randomized to the REXULTI group compared to placebo-treated patients. The trial was subsequently
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terminated early because maintenance of efficacy had been demonstrated. The Kaplan-Meier curves of the
cumulative proportion of patients with relapse during the double-blind treatment phase for REXULTI and
placebo groups are shown in Figure 6. The key secondary endpoint, the proportion of patients who met the
criteria for impending relapse, was statistically significantly lower in REXULTI-treated patients compared with
placebo group.

Figure 6 Kaplan-Meier Estimation of Percent Impending Relapse in Study 5

Note: A total of 202 patients were randomized. Among them, one placebo patient did not take investigational
medicinal product and one brexpiprazole patient did not have post-randomization efficacy evaluations. These
two patients were excluded from the efficacy analysis.

16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied

REXULTI (brexpiprazole) tablets have markings on one side and are available in the following strengths and
package configurations (see below):

o (.25 mg tablets are light brown, round, shallow convex, bevel-edged body with “BRX” and “0.25”
imprinted on one side

NDC 59148-035-13 Bottles of 30

o 0.5 mg tablets: are light orange, round, shallow convex, bevel-edged body with “BRX” and “0.5”
imprinted on one side

NDC 59148-036-13 Bottles of 30
o 1 mg tablets are light yellow, round, shallow convex, bevel-edged body with “BRX” and “1” imprinted on
one side
NDC 59148-037-13 Bottles of 30
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e 2 mg tablets are light green, round, shallow convex, bevel-edged body with “BRX” and “2” imprinted on

one side
NDC 59148-038-13 Bottles of 30
e 3 mg tablets are light purple, round, shallow convex, bevel-edged body with “BRX” and “3” imprinted on
one side
NDC 59148-039-13 Bottles of 30
e 4 mg tablets are white, round, shallow convex, bevel-edged body with “BRX” and “4” imprinted on one
side
NDC 59148-040-13 Bottles of 30

16.2 Storage

Store REXULT] tablets at 20°C to 25°C (68°F to 77°F); excursions permitted to 15°C to 30°C (59°F to 86°F)
[see USP Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION

Advise the patient or caregiver to read the FDA-approved patient labeling (Medication Guide).

Suicidal Thoughts and Behaviors

Advise patients and caregivers to look for the emergence of suicidality, especially early during treatment and
when the dosage is adjusted up or down, and instruct them to report such symptoms to the healthcare provider
[see Boxed Warning, Warnings and Precautions (5.2)].

Dosage and Administration

Advise patients that REXULTI can be taken with or without food. Advise patients regarding importance of
following dosage escalation instructions [see Dosage and Administration (2.1), (2.2)].

Neuroleptic Malignant Syndrome (NMS)

Counsel patients about a potentially fatal adverse reaction - neuroleptic malignant syndrome (NMS) - that has
been reported in association with administration of antipsychotic drugs. Advise patients to contact a healthcare
provider or report to the emergency room if they experience signs or symptoms of NMS [see Warnings and
Precautions (5.4)].

Tardive Dyskinesia

Counsel patients on the signs and symptoms of tardive dyskinesia and to contact their healthcare provider if
these abnormal movements occur [see Warnings and Precautions (5.5)].

Metabolic Changes

Educate patients about the risk of metabolic changes, how to recognize symptoms of hyperglycemia and
diabetes mellitus, and the need for specific monitoring, including blood glucose, lipids, and weight [see
Warnings and Precautions (5.6)].

Pathological Gambling and Other Compulsive Behaviors

Advise patients and their caregivers of the possibility that they may experience compulsive urges to shop,
intense urges to gamble, compulsive sexual urges, binge eating and/or other compulsive urges and the
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inability to control these urges while taking REXULTI. In some cases, but not all, the urges were reported to
have stopped when the dose was reduced or stopped [see Warnings and Precautions (5.7)].

Leukopenia, Neutropenia and Agranulocytosis

Advise patients with a pre-existing low WBC or a history of drug-induced leukopenia/neutropenia that they
should have their CBC monitored while taking REXULTI [see Warnings and Precautions (5.8)].

Orthostatic Hypotension and Syncope

Educate patients about the risk of orthostatic hypotension and syncope, especially early in treatment, and also
at times of reinitiating treatment or increases in dosage [see Warnings and Precautions (5.9)].

Heat Exposure and Dehydration

Counsel patients regarding appropriate care in avoiding overheating and dehydration [see Warnings and
Precautions (5.12)].

Interference with Cognitive and Motor Performance

Caution patients about performing activities requiring mental alertness, such as operating hazardous
machinery or operating a motor vehicle, until they are reasonably certain that REXULTI therapy does not
adversely affect their ability to engage in such activities [see Warnings and Precautions (5.14)].

Concomitant Medications

Advise patients to inform their healthcare providers of any changes to their current prescription or over-the-
counter medications because there is a potential for clinically significant interactions [see Drug Interactions

(7.1)].

Pregnancy

Advise patients that third trimester use of REXULTI may cause extrapyramidal and/or withdrawal symptoms in
a neonate and to notify their healthcare provider with a known or suspected pregnancy. Advise patients
that there is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to REXULTI
during pregnancy [see Use in Specific Populations (8.1)].

Manufactured by Otsuka Pharmaceutical Co., Ltd., Tokyo 101-8535, Japan
Distributed and Marketed by Otsuka America Pharmaceutical, Inc., Rockville, MD 20850 USA
Marketed by Lundbeck, Deerfield, IL 60015 USA

©2021, Otsuka Pharmaceutical Co., Ltd., Tokyo 101-8535, Japan 11US21I1BR0001
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o7,

FRAD 5 DIFEE ExSR L LT-EERENRBRICBW T, ZERFEEAX—RA T 4V CTIER
IREE D 5%, BERUSR D #BE D 25% T, REXULTI & 15 S & OHFHABRMBHZICEHE~E 7 k
L7,

ERELT, HIORBEEMNRE LIEEIRBRICEWT, ZEMERAIUNE S % S35 Uk O s
F D 9% BRI P m I 7 b LTz,



WA RARIE
[UN

RN DR RIERFT xR L L6
(100 mg/dL Afifi) 72> 5 EfE
(100 mg/dL LA | 126 mg/dL Kiifi) 722 HmfE~& 7 kL7

5% (2 Z2 R M 208 I

71;.0

N DFEERIVEL R E LT-FHERENRRICB W T
A D 8%, BRI OHBE D 17% T, REXULTI #5412
MAKFEAZ NS L LEEHHRICBWT,

Wiz EfElc> 7 b L,
NEREE (13~17 %)

W~ & A%k B @ H & BRIC B8V T, REXULTI #
(126 mg/dL LA b)) e OVBE sk
G DOEIE

X7 78R LFAFETH-

2C G I B 28R — 2 F A CTIER,
EfE~NEY T N L, &KL LT,
72 W R IHE 23 1E 5 XA LEE U OB ERE D 10%035 55k

INROHEIRFVELRT 2 xtg & LIZEERESRBRIZBWN T, X=X 1 OZEE R M)
EfThoT/NEBEED 2.7%T, REXULTI £ 58] d112 i

(126 mg/dL LA |) ~& 7 F L7z,

IEEAEE
FEERLGURFHIR RIS LV JFE O

(100 mg/dL i) 7> & ifiE

BN B AL TN D, FE RS S 3K 0 B 5B AR S E

%éiA~X74/®W£ﬁ%%7B774w%@EL BHHRLEMMICE=4—35Z &,

R D OFEREE

JRA DK D SRPEREE A 2R e LT 6

EARIET TR EMAETh T, EEKFNY 7Y R

B

*x3 XSO
FUTYUEY FOZELE

[EEEEZNRELI-6

W77 & A xR EE A E&ERBRICB VT,
REXULTI & 5% 0 ZEEwa L A7z —), LDLa L A7 a—/)LEOHDL 2 L A7 2 —/L]D

BACR I BT BE OEIS Z 5 3 1R

B 75 AR REE AERERIC 1T 5 ZRE R

BEBICR—ZAFA NI TI) =BT 7 b LT-BEOEIS

FN)ZUEY R 77 R 1 mg/H 2 mg/H 3mg/H
EEE»SEME (150 mg/dL ARih 5 6% 5% 13% 9%
200 mg/dL LA F 500 mg/dL A (2 25 4b) (15/257)* (7/145)* (15/115)* (13/150)*
EREAERR O REEM (200 mg/dL 0% 0% 0.7% 0%
K 2> 5 500 mg/dL LA 228 4k) (0/309)* (0/177)* (1/143)* (0/179)*

* /N T, NIE, X"—=RT7 4 RUEEH%HDODLREH 1REROMEMBDOH 5 BEEOE

B O

) ONFERR L LT IEERERERC
T, REXULTI #&5&IZEE L 72 - T2 &

EOE G
— LT 3%, N—ZA T4 TRz L 257 a0 — LB IEFE T % ICRE L 72 - 7

i onixv 7 FLIZA

BWT, R—RF 4 CEERa L 2T a— /LN EFE
X, alL AT o —/LT9%, LDL 2L AT 1

HOEIE




IZHDL 2 L AF @ —/LC 14%(*&;07”:0 NR=2AF7A TR 7V &Y RRBIE
EHE 7o,

9, oﬁ@%%‘%ﬁ%&& L= EHRBRICBNT, FUZ U R RO EFEMEXIIEE
il & r o7,

17%D3EE~, 0.2%705 25
2R E LT,
D B D 0.6%3 FRER A o 12 5B

WA RARIE
[UN

RN DREERTIE B 2R L L2 6

WIRHRED YD,

W~ 7 2 A%k R [E @ H &3R8 C, REXULTI #

BE#%icZ=ER Rzl AT —/L, LDL2V A7 12—/L, HDL 2L 2T u— 1Ok 7 T &R

LRIZETH- T,

x4 BRADHEREEEERRELT-6

R YUt FOZEL

Zefiiy b U 7 U ) FOZ(LZR LIBEDORIEZHK 4 177,

BRI TSR REERAERRICETHE

BEBICR—ZAFA NI TI) =BT 7 b LT-BEOEIS

FNYVZUEY R 77 R 1 mg/H 2 mg/A 4 mg/A
EEE»SEME (150 mg/dL AKih 5 6% 10% 8% 10%
200 mg/dL LA F 500 mg/dL A (2 25 1b) (15/253)* (7/72)* (19/233)* (22/226)*
EFEEBEFIR» D REEME (200 mg/dL 0% 0% 0% 0.4%
K 2> 5 500 mg/dL LA -2 Z84k) (0/303)* (0/94)* (0/283)* (1/283)*

* W/NTNIE, N=2AT7A U RUOFEHEHDODR LS 1 RROWEBEDH D BEROE

DI

RN DFEE RIE LS x5 & L2 EmEHRRIC
B & 7 o T RE 0BG
LDL 2t L AT 0 —/L T 2%, ~_—R T A TRz L 2T o — LN IEFE TG4 ITRE & 72
IZHDL 2 L A7 B — /LT 17% Th o7z, X—AT7A L TRrI 7 UEY RBIER

o — LN IEEEC, REXULTI #5141

ST BEOEIEG

j:y

A onlEy 7 b LERE

BWT, R—=Z2F A CLEEKEaL 2T
WalL AT —/LT 6%,

ET, SfE~T7 FLIEEEIT13%, REEE~T T FLIEEEIL04% ThoTo, ke L

<, WhE
D B D 0.6%73 5B A R 12 B S
INEEBRE (13~17 %)

NROERMERE 2R E LIDEERENRRIZENT, "= 71 OZEERH = L X
(170 mg/dL Afifi) T REXULTI %542 &E (200 mg/dL LA E) &7 o7
DOEEIE 7%, X—AF A O HDL 2 L A7 78—/ L) EFfE

T 1 — LN E AR

RIARAE (40 mg/dL Ki) & 7p > - BEOEE
FNIE#E (150 mg/dL Ki) T, &l
277,

(R EEHE N

REXULTI % & tedE ERPURSIREE &2 B 5- L 7= B
KEAE=FV L TTHL,

& O D% BN,

FEDBE 2Rt & LT EWEERIC
[ERRAEe Y

BT,

ZEERE N U 77U U ROSIERE X35

(40 mg/dL LA F) ©REXULTI #5-
X 129% Tholz, N—=AT7A D)7 V&Y
(200 mg/dL LA E) ~3 7 b LTIZBEOEIRIL 8.5%ThH

ECAREREINNRE L TWE, R—RATF A




RS omtkiEE

KO OWRMEREEREZ LG L Lz 6 BT 7 & At FRIEE H &R 1T 2 Sl kPR O AR H
HINE 6 BB DR AR RIS 7% EOKREINZ R LT ABEORIG 23K 51877,

=5 RODOFEHEEEEEZXNRE LI-6 B8R 7St A BEERAERRICE T LHKE
)8
7T R 1 mg/H 2 mg/H 3 mg/H
n=407 n=225 n=187 n=228
B SRBRER Iz BT B R—R T4 b DEHEE (kg)
EE] | +0.3 | +1.3 | +1.6 | +1.6
WD REERIZ 7% EOEE#EMNZ TR LICEEOFI S (*n/N)
2% 5% 5% 2%

(8/407)* (11/225)* (9/187)* (5/228)*

* 0N T, NIIRN=ZAT A U ROELERODR LS 1 REROREMBDH 5 BEBLOEE, nid 7% EEL L

BB

IORBEE ARG L LI EEREIEBRICW T 4% B3 THRERMIC L v & 52 Pk L
72o REXULTI# G2 L T, REDOX—RA T A b O &L Week 26 T 2.9 kg,
Week 52 T3.1kg M L7=, 9 OfFEHEEXE & LTI-IEERENRER TIL 30%DEH T 7% E
ORI, 4%D B T 1%L EORERD 2AFHL LT,

WA RARIE
[UN

BN DOHESRTVERE 23t & LT 6 BT &Rt BRE & B3R5k 31T B ik kP o R
BEIEINE 6 WG D EAEEERIZ 7% EOKREI N2 /R LTzl NEE OB G %K 6 1ITRT,

%= 6 BRADHMERAEREEZNRE LIz 6 BT AR BREERAERERICH 5K
EX Yl
7T R 1 mg/H 2 mg/H 4 mg/H
n=362 n=120 n=362 n=362
BB IC B BR—R2 T A U 0O DFEHENE (kg)
EE] | +0.2 | +1.0 | +1.2 +1.2
WD DRBEREZ 7% LOBRERMZR L BEOEE (*n/N)
4% 10% 11% 10%
(15/362)* (12/120)* (38/362)* (37/362)*
* NT, NIIRN—RTA VRO EHDODL s | RREOREMD & 2 BEHOGE, nid 7% L& Lz
BEK
N DA RFIE LS 2 X R & LTIFEREHFEBRICI N T 0.6%0 8E TIREEINZ LV &

5%k L7z, REXULTI #5-\CB#E L TIREDNX—R T A )b ONH LBl Week 26 T 1.3
kg, Week 52 T2.0kg #hN L7z, A KMIEBREZ R E LI2EEMEMRERIZI VT 20%0HE
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FC 1%L EOREIEM, 10%DEFH T 1%L, EORERED A HEL LT,
AR (13~17 k)

NROFERELE 2R e LEERBRGIFERABRTIL, BF D 0.5%MKREHEINC LY
PGk Uiz, FEFERRBRON—2T 1 VbR £ COREOFEINEL 3.8kg TH
STz, EHREEICOWTHET -0z 227 [fEHEFz% (SD) THIE] 28 L=, =
AU, ARl R ORI & — B S BT R E S & g9~ 5 2 & /N KR OFHFEO BRI EIZ DWW
THETD2 LD THD, z A7 OEALEN 0.5SD Kili ThH DA, WEMICEETIZRWE K
729, ARBRT, REICET 2 z 2Aa7 OIFEMRN—RT A 0D ik kBt £ TONFE &I
0.10 SD TH o 73, BEHD 20% TITHEM ML OMER T LA E z AaT7B_X—=X 74 )b
0.5SD LA B L7, /MRS T 2R, KEEZE=XJ 7L, EFREETCTEINDHE
HHINTH L 0E0EFHET 52 L,

57 WA, TOMmOREITE

TR OFEFIRE Tk, REXULTI B5-HIM I, RRCHERIC T 2 O EE 2 T, % Off
BEFIETERNZERHD ERBINTZ, K VIXEBEE TH LA, MEEE), HE, Be
XIS LAV, ZOMoOMmE TmiaiTih b mE I Tcnd, BEIEI0 XD 2»iTE % B
ThoHERIUIARWARER S 5720, WGEITBEEC/HES TR LC, REXULTI #4581+
(ZRETCx A TR, SRR MRS, AR, KFE D LAV TEa s g, oo
EENDS TN T VIR Fe o720 LTV Ry, BRMICERT 2 2 ENEETH D, 73T
TRV, WL OMOIERTIE, REXULTI OJELH LIS & - THEEINIEE 72 LT Sh
TW5, EETENIRER S 2 e, BEOCMEICE L LT TR S 5, 20 X 5 efliishn
B L7258 01E, REXULTI OEXIFHFIEEEBET L2 &,

58 BIMBKEAE, $FHBKBADE, KkUERNIKIE

FEERG USRI R O P G- 12 A MRS SE/ i TP BRI IE DS i STV TV %, BERRRIERIE (3
SEHREE % 2 e) 1 L2 T ADMOIERTHEE ST 5,

L BRIBE M OV P ERIBAME DFERRIK F- L B2 b D b & LT, &EHT) D 0O B i ERE
D T P RS B & SEAIME B i BRI E S T2 A PRV E OB B D, A BRSO
DE T PRGSO D DN BRI B B B AL D, SATSEAIM: B i BRI E F 7213 R R
DOEED & 5 BEIZEA L TiX, 1EHRBAEy HRITHEBICEnEREAZNET 5 2 &, MO
<, FRRMICERO & 2 A MEREI D O R O#EAFEEL L 72455121%, REXULTI O k%
BETNETHD,

BRIRAIZEFE D & 2 U PERIRAE 2 £ 9 BT L TiE, FEEOA DG D TEIRP 12 DU
THEL, TOMRBIERSCEBENEH LSS ITELICRRZRG T~ ThD, £,
1000/mm? A D 4f H BRI D % 1 5 BB ICB L TIE, REXULTI 2"k L, HiEkEseliE
THETENTLZ L,

5.9 EIMHEMER K
I TGO OB G-1C X 0 BN HEAR I R A 2 S, — RIS, RIERETHE & R
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URZREbE, ADRK D DIRMERRERE 255 & L7 77 & A EER I\ T,
REXULTI &t 5 D3OPFHIKE & 77 & AR &t 5 D FEOF IR o ke ST HAR i BEE oD g F 28 Bl
BE, EREN, FEED 0 2% KT 2%, EISPEKIIE 0.1% & TN 0% Th 72, RADFEE K
FERF ARG L Lo E Y 7 2 AR5 RERERIC IV T, REXULTI 5K & 77 B ARG REO
SEMEARINERRE O BE AR BLEI G IXE N, FEED E 0 2% KT 2%, EENZHEKTE 0.4% &%
W0.2%, JAh0.1% LN 0% TH 7=,

RMEDFEEZLZ 0T WEE (B, &, KSR RERED &5 B8, BEEROIRET
W DHRE) , O MERBOHLEE (B, OHFEE, BmtEORE, DAS, [RERORE
OREFE) , B EREEOBEED S D BE TITENFREO NS, XY A VBT —FT RETH D,
REXULTI [ ETIZ D AR IEZE 2 8 B L 7o BE oL E D IVE R BIZ BT 2B E 0 & 2 BF TIEEE
fli & TRV, HIRETO KRB T2 O XL 5 e BE IR ST,

5.10 ExfEl

REXULTI % & Tehuia sy, BHR, ROCPERmE, HEEjk NERORLEL S EEZ 32
ERDHD, ZOEDERTLIRNEHY, BN EDEEZAIZLNHDLH, DL REIEA
AL S D ATREMED & 2 R BTER SUTSEME I 0 & 5 B 1Tt L CiE, JubipsE o i 5-58
PRRFICHAEI D Y R 7 3T A4 FEhi L, HORSHR IR 2 RIMS 1T TV 2 B3 Tldg v K LaEi %
Fhid D&,

511 TE R

fthOHURE IR EE & [ARIC, REXULTHIESBIEZE T2 R H 5, FEBIEOBEDH D
BE T RIEOBMEZ K T ST L) RIREOBRE T 27 BN bE, Ml (st
FRIEOBEZICT &85 L9 RISk D o9V,

5.12 {KREREEE

FEER G USRI AR TREA I ET A2 2 e N D D, ML VWER), SiREE, K, Bt
o) AMNERZ S OB OGETIC L VIREAEN EAIT5Z2 0355, F0 X 9 Rk 520
D5 BE TILREXULTI ZEEICH WS Z &,

513 BEETFEE

PURSARIR R DO 512 XL 0 B EEENK T oA RN B9 5, 8D ) A7 0dHh 5 HBE Tl
REXULTI # & {ehifmsizEEICH NS Z &,

5.14 EBAMREEFEES D AIEENE

REXULTI (Xt O IEERIHURG RS &[RRI, fllr, B, EBIGE ) 2 FET 2 vRetEn &
Do KIOOWMIREEBRE 2R L Lz 6 HE O 7 I R BERBRICIBVD T, IR (& ONRiR
JEZETe) A, 7 T7RREH D OEOPFHEE 1%, REXULTI &1 5 OO 4% DR HEIS
THE I,

RN DA ETERE 2% L Lz 6 ME O 7 T R RBRIC SN TIE, IR (BEE L O

12



IRIEZ S Te) N7 T REEERE 3%, REXULTI % 5-F: 5% 03 BHES THRE S i,
REXULTI O G5-NEE LN 2 EBRGBMICHR TE 52 £ Tk, HEIEOEIR B Gk z 1
I A BEL WL Y BEICIEETH L,
6 &l4EF
PUFORWERIZOWTIE, WA SCEFOMOIBEIZFEMZ T L T b,
o FRAVEIZBIE U7 RARRAEIR 2 A T 5 i EE TOR R B ( [ AEL ) ROY T
R OES D EE 5.1 TBEM)

o FEROFEEMRANIRBIT D EREELROCERITA ( [IRHAEL ) ROY B R OMEH F
DVEE 5.2 HEH) |

o FREVEIZBIE LR HIER 2 2 w301 2 M AS 2 e b B oD R
( TEEER OMEH FOME) 5.3 BEM)

o EMEMEE NMS)  ( TEEROMEH LOIEE) 5.4 B

o BERMWIAXRRDT ( [BEREN LDOIEE) 5.5 HEHE)

o RO ( [BEEROMEH LOMEE) 5.6 HEMH)

°  WAIETE, ToMoOMaTITE) ( [EERMEN LOIEE) 5.7 BEMH)

o HMERBDE, FHEREUOIE, K OERERIERIE ( /EAR OMEH F oM 5.8 HEHE)

o ENMHRMER TS ( TEER N LEOVEE) 5.9 HEMH)

o R ( [EBEROMEN LDV 5.10 HEH)

o RIEIE ( [BEROH LOMEE) 5.11 HEH)

o RIRFAEIREE ( [EEER O LOEE) 5.12 HEH)

o WETFEE ( [BEROEH LOMEE) 5.13 HSH)

o AN OEBIEFE O WM ( TEFERME LDOIEE) 5.14 HEH)

6.1 ERFREAER TDHRER

BRI R E SRR DR T TEM SN D720, & 2 FHORAKAER TR0 S - IEH D
FEHLENIG 2 B OFEAN ORI 2 BIMEREHRE S & BB T 5 2 13 TE S, FEEROR
EHRBEI G Z KB L2801 H 5,

K9 OIRHEEE

KD ORMEREEIC TS 2 77 B A kR E E &R 2 BRBRIC SN L7l B 1,054 451 (18~
65 %) DI REXULTI 41 5 SAIOMBHRIE L LT 1~3 mg/H OHET 6 HE#E G Ltk
A L7, 7T B ARG CTITRNEROT D SO 2k Uiz ( [ A 14.1 B
) o

13



BRG] E T o 7 FER
REXULTI & 58E D 3% (17/643) , 7T REEBED 1% (3/411) TEWERIC L &E5%
Fik L7,

T 5 D VO FIE
REXULTI ZAiBhiih & LTk G (K9 oJRtElEEREICB VT 6 Bl £ ThhE) 123
BUZEIER GEEREIGN 2%LLET, I ERLVEWN) 2R TITRL,

x7 BADKS DFEEEETEEEZRNRE L 6EM TS tABEERAERRICE T
SEIER EBR1RU2) *

. REXULTI _
4l 1 mg/H 2 mg/H 3mg/H aF
n=226 n=188 n=229 n=643

BEE

(R | 1w | 3% | 2% | 1% | 2%
—i% - £EEE RO 5HAORE

W | 2% | 3% | 2% | 5% | 3%
RRYLE | OVF A BE

SLIEE S | 2% | 7% | 1% | 3% | 4%
IR

(RN 2% 7% 8% 6% 7%

L = L F ) — b 1% 4% 0% 3% 2%
R R OREEE

BT | 2% 3% 3% 2% 3%
HRREE

THDT 2% 4% 7% 14% 9%

B 6% 9% 4% 6% 7%

IR 0.5% 4% 4% 6% 5%

JRHk 2% 4% 2% 5% 4%

FREIE W E L 1% 1% 5% 2% 3%
RS

NS 1% 2% 4% 4% 3%

HbBEEDRS 0% 2% 3% 4% 3%

* FEEEIS A REXULTI G5 T 2% LT, 772 R EEFH L Y &V EIER

KT OSFPEIEE IS T 5 7k TR L 7= 77D @ E
PR 1 LN 2 128 W T REXULTI &89 DA B G L7 EFITHB W T 2%LL EOE|E T3
WUEZEWER DY B, THLPT EWBbEETORIITARL L HICREEAEN LR LT,

B RFRIE
A

ORI 2 6 M 77 & At B E & H &R 2 SBRICS N L7 18~65 i DN EE
852 Bllcxf L REXULTI % 1, 2, K4 mg/HOMETES L, ZeML2im L ( /gGk#
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B 14.2 JHEM)

FEBEE D E VO FIEH
N DS IFVERE 2 xtg & L=EH (6 BAMLIN) 77 2Rk REEHERRICBIT 5
REXULTI (B8 U7ZBIER (BEREIE N 2%LL ETT IR LD EW) 2K -8ITR LI,

*x8 BADHERFEEEZRR E L1 6 BMKRS L= 75 R REERAEHR
(FHER 3 BRU4) (2T 5HEIER"

SR REXULTI _
368 1 mg/H 2 mg/H 4 mg/H aF
n=120 n=368 n=364 n=852
BIBEE
LR B 2% 6% 2% 3% 3%
TR 2% 1% 3% 3% 3%
ERAR R
IREHN 2% 3% 4% 4% 4%
7 L7 F R ARF 1% 4% 2% 2% 2%
J—E N
R REE
THYDT 5% 4% 5% 7% 6%
PRk 1% 2% 2% 3% 3%
PH 1% 2% 2% 3% 2%

* FEBLEIG A REXULTI 58T 2% LT, 77 RBEERE XY &V EIER

SRS EIR
K9 OIRHEEE

T AT VT < SERAMNIER B L ZZRIER OB BLEIS1E, 7T 'R &P SHEOPHHE
#C 3%, REXULTI &H19 DHOHBE T6% THoTm, THAVITORRAEGIIT TR E
LD DI E OPEFEBE T 2%, REXULTI & 19 SEOHHEE TI% TH 72,

KO OFMEEERE 2SR L Lz 6 lH 7 7 v AR EGERIZBUV T, Simpson-Angus D #EARS
FAERFEAT R (SAS) , Barnes 74 & 7 Rl REE (BARS) M OS5 AN bl i B R AT R

(AIMS) DOF —# & FEANZINEE L7z, REXULTI & 515 2 L OfFfBHICEKIT 5 SAS,
BARS, AIMS DRAEKFERFOR— 2T A b OB L, 7R EH S DL D
OF B L [A%Ch - 7=, REXULTI &9 DO PEH O ERF 2T BARS L O SAS M IEH 7/
SREANLEENLIZBEORSG (ENEN4%KE D 4%) X, 7T7'AREH ) >EOHOBE

(0.6% %1V 3%) L0 bE»oT,

BB R ARE

T AL VT w b EERAMSAERIZBE L2 RIEH OB BEIG 11X, 77 B AR5 BE T 4%,
REXULTI % 5-BHE T 5% CThote, THIY VT ORBEGIZT 7 R 5 HBEH T 5%, REXULTI
BHBETIT 6% TH -T2,

15



N DG IFRIE BE 2 x5 & Uiz 6 77 & A% B E E &38R 23T, Simpson-
Angus DOFERSBIERFEAG R FE (SAS) , Barnes 74 7l RE (BARS) M VR R E
EERRHERE (AIMS) OF — % ZZBIHICINEE L7z, REXULTI #&5-F1281F 5 SAS,
BARS, AIMS DA KFERFON—R T A b OEAONEEEILT T e A &G EF LR%ETH
o7, BARS LT SAS MIEF 26 B~ & 240 L7 BF OFIE 1L REXULTI & 5- 0B (£ e
N2% KON 7%) TT7vREGOEE (1%EWN5%) L0 EnrsT-,

PR =T

DT WVEE TR GABEBRICC A F=T OERBEZ D2 ER’HD, VA N=T O
FERIZIE, B OREE, Bel U CHAMERRIuR,, e TINEE, FPRNEE, H2RHRENRHD, Znb
DIERIFMEHAEN SRS 52 L bH 50, H RO Z s &R LB, XV
B - B, MUVVERETRET S, ANV F=T 138, FEETY 27BN ERT S,

IR AT Ff C¥ I L 7= REXULTI Ofth o BilE A

FRAN DK D DIFHEIEE K OW A RFERE 255 & Lo 7 7 2 A BB I W THEBLL
TMORIER CEBLEIAEN 1%L ETT IR L0 EY) ZLLFIOR L, 72720, 1) AU
HEHORTH D2 WIIMOIETREEE A, 2) FEHDBRE Th 5 ATetEoMEyy, 3) — T T
WAGMEA 720, 4) BURIICEE TRV s iviz, 5) BEEER T 78R T, ORWERI
BRok Lz,

ARPEEE - AR

BGFEE D, ONELER, WmiERZ%, 1, s

VI I OV 7 HUE = DRSS,

B i7" e 2 7 F N

AR o Lo O R 25 - i P

PPl L B I, RIRIE

SR OB TRl ZITE

AR (13~17 %)

13~17 i O/NRFE R BT 2 x5 & L CTHEITT O 2 FEFIEERABR T, 194 B35 e L
TLEEMNEFTM L=, 2055 140 Bl REXULTI % 6 % AMLL LG Lz, Z OFEE %2 x5
& LT ERRRBR T SN RERAIE, BRABRE CROLNZEWER SRR L Th o7z,

6.2 TR OHEARRER

REXULTI D&% O CU T ORWERAPNFFE SN TS, ZaubORIWEMIE, FEFEDA
WIRE 722617 & D HH A Th D728, FHBIEIG O ERE R HEE I TFAR G- & ORI EIR A f
T 52 LEMNT LE AT,

FIFEF A - B
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7 EYHEEER

7.1 REXULTI LEERMICEZLBEERD H 5 EH
=9 REXULTI £ DEEEKRMICEZLHEEER

W72 CYP3A4 PAEXK

[ REpAS -2 A7 CYP3A4 PREIK L O AIC L v, REXULTI BHI# 5.0 & Hol
LTI VIR T T —VORBENEM LT ( [BFKEPE) 123 H

BE5HE REXULTI & 58172 CYP3A4 PR EEZFHT 58546, REXULTI #E &
THZE (THE - A 2.5 BEMR)

3772 CYP2D6 PR IK*

BRI 2 e N7 CYP2D6 FHEIK L O fFAIZ L ¥, REXULTI BH|# 5.0 & Hoi
LTI VIR TS — )VOREBENN U ( [BFERE) 12.3

BE 5k REXULTI & 5& /)72 CYP2D6 FREEZ (T 586, REXULTI Z &

THZE ( THE - A 2.5 BHEMH)

CYP3A4 fHEIK & CYP2D6 FAEFK & OBtH

B BE Y 72 B REXULTI & 1) 57172 CYP3A4 [EZK L 58 /)72 CYP2D6 FREZE DG
M, 2) EED CYP3A4 BREZK LR 72 CYP2D6 FHEEDO G, 3)
387178 CYP3A4 FAER L P& D CYP2D6 FREEDOGEA, 4) PEED
CYP3A4[HEE L P EED CYP2D6 FAEZRK L OfFAIZL ¥, REXULTI
HARERL B LTI L7 AT T — L OBREERM L 7=

( THEAEFEFE) 12.3 THEHR)

5 REXULTI & 1) 3572 CYP3A4 [HEIK L 587172 CYP2D6 FAEZE DG
A, 2) PEED CYP3A4 FREXE L N7 CYP2D6 FHREZED A, 3)
372 CYP3A4 PHESK L f 4D CYP2D6 FREROHFA, 4) PEED
CYP3A4 PREIK L hEED CYP2D6 FAEEK L DR %17 5 B8,
REXULTI Z W& 52 & ( [/HE - ) 2.5 BHSR)

MA172 CYP3A4 BEM I

FERH) 72 B8 REXULTI & 587172 CYP3A4 #FHEIE L OfFAIZ X Y REXULTI BA|# 5
FELHB LT L2 AT — LVORBEBED LT ( TBEE
P 12.3 HEMHE)

BE5 5k REXULTI & 587172 CYP3A4 FEELZ AT 554, REXULTI #H&E

THZE ( THE - FHE) 2.5 BXME)

* RO ORMEEEBEEZXR E Lz REXULTI IZ L A #iBhiEZ Bt 2RBRICB W T, #H7%4 CYP2D6 P EHSE
B, ZrtFeFrRUnXtFr) LofARICAERAEIITDb o7, CYPIZETAERIE,
TR RHRARICHAENTEY, K oOREEFBE CIIARRE 2 LICRETE 5,

7.2 REXULTI LERFRMIICEZE TR VVEEERAD H 5 FEH

EYEERBROERN D, CYP2B6AEIK (B, F/ubvr) CHBOWMHIE (B, 4 2
77V =) & OGFRKRC REXULTI O f &REITLERV, £/, CYP2D6 (fl, ¥/ X hnr
A bhaZ7yr), CYP3A4 (fil, v "xZF) , CYP2B6 (ffl, 77Fav’4>) , BCRP (f,
QANREF ) ROP-gp TV AR—% B, 7=FV7=xFTVr) OEELRHIEAIL
REXULTI & O HRIC & BRI LER W,
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8 HHREE~ORS

8.1 ik

AR O ERESEHICET S LAY
JEBR HC REXULTLIZBR R S 72 PRI 361 D IR ORRT 2 1853 % 72 30 D IR h D = 48 i i
HAZBET LA N BB 5, 5EMMIE, National Pregnancy Registry for Atypical Antipsychotics
(R OIEERIFUEHIRIEOE AT H LA V) | 1-866-961-2388 1Z38#% X i
http://womensmentalhealth.org/clinical-and-research-programs/pregnancyregistry/ = Z D = &,

U A7 DY

WKIBIED Y A7 ZRmd 7280, REXULTI Z M\, il i2xhd 2 sl i3 550 < vt
2, FHAOIHRSY (8 = U A AX—) |2 REXULTI & & Lo fUkEtn sk 2 & 5 S =58,
HIAE % O A4V CIRSEAR SN SUTBERUEIR DR BT 5 U 27 3 5, HIRT v MR HF
DIEHMRBRICBNC T LI AT TV — L%, mgm> BB T M kHE R &
(MRHD) T&®H5 4mg/HD 73f% (T v b) XX 146 15 (79 X) £ TROFE LD, EHFE
PRI BN D o7z, LinL, HIRT v FOIMEERI» ZAMIC T L7 AT Iy — 1%
MRHD & 73 f5&#& G Liz L 24, BEEMOMARCHB ML ( [F5—4%) 28) . KA
OFHXIG &7 HEEMTOEE: (major) SEREF UXIKEDOE 7Y A7 ITOWTIEH-> T
W2, BRRHE NS, KENCRIT 5 i REHTo, FEAREREFE R OVREOE R A
TIEENZEI 2% ~4% DN 15%~20% & HEE STV 5D,

FRIRHY 70 Z%%
NI - B TORER
RHADIESRG I (= b U A X2 —) \ZHEERGUSITHRE 2 I 5 S o8 A 2 Tl HER
(ZHEAM AR OSUTBEBUEIR, 72 B3Rk, MBokiitE, MEBRINT, Kk, BHR,
Bl, REMGHEEORENDH D, ZNDOEIHEDOEIELEIIML Th o7, HERDO I
IXHRFRIZRTEHR 72 UICER R U3 R TR L 72l b & 5708, ABtiERZ%B L LIl & -
oo HTANE TITHEASN IR SUTEERER 2 e =2 — L, JERZEUICEE D2 &,

F=Z

BT — %

RS » NOBWETRREIIC T L2 A8 75 Y — L% 3, 10 X130 mgkg/H  (mg/m? #iE
CMRHD ® 7.3, 24 KON 73 %) OHBETRAOKEG Lz, 7L 7 A7 TV —/LiZ MRHD
D BEOHEE THAEFIEA RIS, FAEICK L TEEEL RITI h o,

R XOREREMCT L7 AT T —1% 10, 30 150 mg/kg/H (MRHD
49, 146 X730 %) OMETRAKEG Lic, 7V 7 AT TV — )VIMEFIMEEZ RS T,
MRHD @ 146 {5 DA EIZBW T H AT L CEREEZ KIF S 72 -7, MRHD @ 730 {%
BT, RHEEESRS O, BRIRICITRRE, B(BE, B - PIEREREE O# NN
BT,
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HIRT v MOIRERRGI LRI T L7 AT T — % 3, 10 LT 30 mg/kg/ A
(MRHD @ 7.3, 24 OV 73 %) OFBETROELE L3 BRICEBWT, MRHD © 73 {4 &
5.C, AfFHAEREOED & ABRIOFETEOEMA A LT, BB ORERREE, HAER
REOIKT, EREEEMNIMEA MRHD O 73 58 THRLNTA, 24 EFETIEA LD

<77,
8.2 %3

U A7 DEK

t NAHF~DT LI AT T —VOBAT, TV AE ST — VO OYNRIZE 25
HEROFIEE~ORELZ T 5, RIACET 23 RIIFEmRIL TRy, 7172877
V=L T v OFHTICBITT 5, BRI L D RE KL OMEEE~DOA SO HIWT A2 9 5B,
FFBLD REXULTI DGR CTOMEEVE R O AL O IZ3 1T 5 REXULTI £ O b O X T RHER O fiE:
FEIRREIC LA 4 2 O A eME b BET & Th 5,

84 IMNR~ADEA

A S TRIE

13 5% LA L/ NREBFIZIB 1T DA KTHEDIRRSEE & LT, REXULTI OZ Mk OV M T
L TWD, AREFHEMICKIT D REXULTI O HIE, ARG RKIERE 255 L LTHa0
SR RRELZ BV ZRBRTELN-TET VR, AR OVNEEBEE O ERET — %, KO
13~17 W O/NREF OREMET —Z I LV BTN TWD ( [EERMEH LDOMEE) 5.6
H,  TEIEA ) 6.1 H, RO THGKRFERE) 12.3 HEHE) o
K5 OFPEREE
INROK D DiptEEE
ek BEESEE A
52 1) )

HBEE BT 2ARKN O M & BEMEITHENL STV 7RV, BT 9 33/
BAT R MW Tz ( (M AZR ) kO TEE R OEH L OEE )

8.5 BEE~DEMA

FEEE & OREDENE B D128, 65 bl EOm ki T IhE L 7= REXULTI OF #h: & 3
U7z BRI e, — RIS, MlE COMERIIEEREICIT O _RETHY, I - & - OHEEN
KTFL, BRIEZ R, MOMATGETICHD ZE BB N E2EE L, WE HREEGHO TR
LEET RETh D,

RO DIRVEREEFERE 2 x4 & Liceatt, AR, Eyhiez a3 5 BRIV T, H#
Bk LT L7277y — 1 B 1 E&EOEE Gmg/ BULTOMET 14 H##EE) Ko
HEEhRex, ElEERE (70~855%, 1161 LIEmEBE CRI%TH -7,

PO SE OB 512 1 0 FRENE I B U 72 itk 2 3 5 mlin 8 CIIsEC Y 27 3 B
4%, REXULTIZFBFIEIZBIE U 72N AEIR 2 A 7 2 BF OV L IR ST/
W ( TRERAAREEE ) RO TR OMEH EOMEE 5.1 HEHK) )
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8.6 CYP2D6 RBEMRIES

CYP2D6 fREHEMRHBE TIE, CYP2D6 RENEMEFE LKL TT7 L7 AT Y — /LD
HIREN EST 570 HEFEEAHER S D,

8% DEAANK N 3~8%DT 7V 1 RN CYP2D6 (2 K HICHEEAZ A L TR LT, HEhE
PERBE I ND, ( THL - i) 2.5 RO THKRFEPE) 12.3 HSH)

[EE

FRAEFE ~ T DO THERERS E 2 A9 5 B4 (Child-Pugh 2 =27 7 LI L) Cld KHELERGE &4
WET D2 &, —MRICPTEE~®EDNTHRERE AT 5484 (Child-Pugh 2=7 7LLE) Tl
FRSREN IER R BB L bR TT L7 AT TV — )L DOIRB RN\ ( [fERERE) 12.3 BE

M) BREROEENNZ LY REXULTLIZC K D EMERREBLY A7 N&EEDZEnHDL (L -
) 2.3 HEMH)

8.7 R

—-H

8.8 TBEE

AR S, RHOBmRERE (VLT F=027 0T 72 R 60 MLy ATN) Tl RHEREE
KHEZET D2 L, —RICBREERE (VL T7F=227 07722 60mL/y AR TIEEH
BENIERRBE LR TT LI AT T — L ~DIRBENZ\ (TR 12.3 HERE)
PREE DI XY REXULTLIZ KV EWEZEBLY 2R BmE D2 e ndd ([ Hz) 2.4
HEM)

8.9 {hDHFHkEMH
PERI,  ANFE, BRELIRAEIC X W REXULTI & H&HEI 4 2 0B x vy ( THARHEERE) 12.3 HE
/)

9 EYILRARUVEMKE
9.1 RHEME

REXULTI (ZAHI#E TlE7av,
92 #ELHA

REXULTI Zf8H CT& 282 52 -8B W CH CERUIA BT, AFNC BRI 72
VY,

9.3 f{&7FME

REXULTI ZEHI#EHE SN/~ N EKOEMICENT, 5P IRIC X 5B EEIIRE Lo
7o ZORERD D REXULTL X HAREAFTERLAEN 72U 2 & DRE STz,

10 BEKRS

REXULTI Ot &4 512 B3 2 BFR BRI ZR H T 5,
REXULTI O B G5BT 2D A A X 2 ARONT RS3A ZNZHOWCERRREE =T 7= 5B
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%ﬁ?y&—(bwanzunﬂiwmmmeg)’WwAbﬁé*& 8 R 5RO E &
LT, ZEREICHEIL, @O R0E, MERA, HKOME, ROEROEHRZITI 2L, &
FNERE T 5 E CEE LOBHKROBIEZ kT 5 Z &,

EERR

TV AET T — /RO 1 RERIZISIEYER KL OV L E b —/L (50 g/240 mL) A& 5
LIz A, TV AT T —=/b®D Cmax 1T 5%~23%, AUC 78 31%~39%(K F L7z, LiL,
REXULTI Ot 845 G- R OIEMERIZ K DGR RIZ OV T3 RIGHRDFF H A TUHRW,

ML HEHT
REXULTI i 5 G- OIRF Ik 2 s T O RICB T 215 8IT 72V, 7L 7 A7 T
V= WIIMEEAEARREmWZ ELAHATIIRWEEZOND,

11 SFI OB

TV AT T =R ERGUBMRSETH Y, REXULTI$E® & LTt s g, 717 2
v T ) — VDAL A4 X 7-{4-[4-(1-Benzothiophen-4-yl)piperazin-1-yl]butoxy} quinolin-2(1H)-one C
0%, 5 FRIE CosHaN302S, 73 F#13433.57 Th 5, fEa Ll TITRT,

REXULTI €342 1 EET, 0.25mg, 0.5mg, 1mg, 2mg, 3mgxWd4mg DHENRH S, FEIE
PERYIE, SLEEKFY, hoERavT LT, ML E—2, B Rrdv o bia—
2, EKE#HELE FuXo 7ol in—2R, ATTVUB< 7RV T A, EFain—ZA KO
ZNVT Thbh, HAEL, BT &y, Bk =@tk Th b,

12 FRRREHE

121 1ER#RF

TV AT T =)V DR D DRMERE K O A RRIERRIZB T 2ERF IR TH 5,
LI LT L7 AT I — L OFMEITZET h=2 5-HTia & R332 Do S BIRICRT B4y
j:xfﬁﬁk,tnF:VﬁHDyiﬁ%Lﬁ?éT/&ﬂ:x%ﬁ@%ﬁbfwéﬂ%@@
Ezbid,

12.2 EEER

TV AT T =X, LLFOEHDE ) 7 I U AEEMES AF ISR Lm0 B (KifE) %
RLTEEE h=2 5SHTiA S AR (0.12nM) , 5-HToa A (0.47n0M) , 5-HT /5K (1.9
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nM) , 5-HT7 =AM 3.7nM) , FRI U DA (030nM) , Dy E (1.1aM) , KOT

R U v aaZHE 3.8nM) , ai A (0.17nM) , aip AR (2.6nM) , oac ZHRIK
(0.59nM) .

TV AT T = dkr b= S HTIAZ AR, R/ 2 Do AR KON Ds A RIS L
o7 A=A & LT, Br h=r 5-HToA AR, 5-HTo XA, 5-HT7 Z/EK T FLF-
U2 aia =B, as ZHEWE, ap BRI R acZHBRICHLTT 2 d=2 & LTERT
%o 17, TV ATV =T 2Z I H ZAK (190M) KOAZ A U > My 245K
(10 M T 67%PHE) (o5t LT H BRIt =7,

DFERERS

REXULTI Z#A RIEIC I 1T DHELEH ED 3 58K TN, K9 DIRMEREIRRICE T 5859 >
HOMEEEOHERH &0 4 fFEE2 &K 5%, BRMICHEELE 725 QTc MROERE TR Hivss
ol

12.3 EYEHHE

I

REXULTI $& % HL[a 4 5-1% 4 W AN e U R S8R B 125 L 7o, fR D3 BIRFDHER ) /S
AFT_RATEY T 41295% Th o2, 7L AET T — L O IIHRE 10~12 HUN
[ZEFIRRBIZEE L T2,

REXULTL IR FHOFEEZMbTHE T& %, REXULTI 4 mg $E2EHENZ2@mIER & & bl
BHLEE, 7L AET T —® Cmax & AUC ~DEMRDH 5B HEOEBIIHA LN
77 HEIRO B 1 EKEREHICT L7 AT T — L OIREBEE (Cnax X NAUC) 13 5-&
B L THM LT, 7 V27 AT T =D invitro iR O#5 H7>5 MDR1 (P-gp) <> BCRP
DEIRPEH T U AR—ZOIEE L 1T 502 RIS LTz,

pAKiil]

HIRNBEGEHZOT L7 AT T — VO MERIIRE L (1.56 £042 Lkg) , AN IAIH
R ENTZ, TV AT T — LV OMETIZBT 5 MET VT v, al BEMEREERICKHT 5
EAMARITELS 9% &2 5) , FEAMEITEEEOHEEORELZIT 72\, invitro
REROFER NS, TV 7 AT I —VOBERAMBEIIILVT 7 U, UTENL KOVX M
VU DRBEZT RN ERbro TG,

il
ot
#MAHaz v hF b7 m—24P450 (CYPIAL, 1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6,
2E1, 3A4) W=7 L7 AT T =D invitro KEFABROFER NS, 7L AT
Y — VT EIZ CYP3A4 ROV CYP2D6 %41 L TRE S LD Z &R &gz,
invivo TIX7 L7 A 7T V' —)LITEIC CYP3A4 (N CYP2D6 IZ L » TR &b, B

[ OB G- D EFPEERIZ BT 5 LML, 717 AT T Y =0 O ZAGE
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1D DM-3411 T -7z, EHFIRETIE, DM-3411 BEH 7 L7 AT T Y — L O &
(AUC) @ 23%~48%7% 7=, DM-3411 BT L7 AV T TV — L OIRFNRIZFHE L T

WD EIFBZ LR ST,

Invitro 7 —X% TlL, 7V 7 AT TV —/LXCYP450 1L A EHDHWTEBEE LD
>7z,
Pttt

BT VLI AET T Y — L BER O 5%, B5HURREOR 25% R D, 46% 1337
HENENTZ, 7T VL7 AT TV — VRO GRIT, REIKRD 1%A0 23R HIZHEHE S
N, FI14%NERLLEINESNTZ, TL7 AT T —EA8E 1 B 1 B G%O BT o
‘Oz U7 7oA, 198 (£11.4) mL/hkg Téh-o7z, REXULTI O 1 H 1 [BIERO#% 5
BOT VLI AET T — L K OEERHY DM-3411 ORI 2240 91 )L O 86 B
THoT,

FrBk AR T O FER
FREERI DT V7 2T T Y — VRGO R 2 X 1 IZEK) LT, REEFEYERRRAT O R
DO EEBEERFICBIT DT L7 AT T Y — L OREEITEHEEEET OBE L TED

27,
= 1 TLIRETZJV—ILVEYBE~ONREERFDEE
Brexpiprazole PK
Measures Fold Change and 90% confidence Intervals

Renal Impairment
Severe Ccma —a-—

ALICHT, —a—
Hepatic Impairment
i i —_—
WMild S e
oma - —a—
Moder ate i e
% cmax |
Severe = |—-—|'—_.—|
Population Description
Gender
A oA —t—
Femak versus Male, Adult Erl=1H
2 cmax |
Femsale versus Male, Elderly A [ —.—
Age

A cmax -

Elderly versus Adult, Male =i —=—

Elderty versus Adult, Femake ﬁT‘:’ﬂ;:’: —a—

+ L

0.35 0.5 1 2 4

Change relative to reference

/AN

13~17 ik O/ ERFE 43 Bl %xt5e & U O G- 3mmiesti (0.5, 1, 2, 3, XiX4mg/H)
%gﬂé}jﬁ l/7‘:0 %%%%ﬁﬁﬁﬁ@ﬁc:%6< k, /J\L%)%"\%‘ (13~17 j’%ﬁ) c:j;saj’éjl/y 2 E"j"?
=N DEHREGERE (Conax K OVAUC) 1, 0.5~4 mg O EHPRAIZ 7> TRABRE LI12ER U
Th-oT,
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S FE EAE SR

fFNINT L7 AT T — )V OREBICRETEECOVW T2 ITEY L, YI2Lb—Yvar
DFER, CYP2D6 FRHHHMEIE #1250 /) 72 CYP2D6 PHLESR & CYP3A4 BLESROM 5 &2 - L 7=
Y, EEIREBIZBWT AUC 23 5.1 fif £ T LA D LHEE Sz, CYP2D6 OREHEMERIRH
(258 7] 72 CYP3A4 FHEIZOFH L7256, EFREBICBWTAUC 48 (FE T LEAT L2 &N
HerE S vie (M AER) 7.1 HEH)

2 fthFIAY REXULTI DEMBREICRITT HE

Brexpiprazole PK

Change due to Measures Fold Change and 80% confidence Intervals
CYP3 A4 Inhibitor: Cm=x | HH
Ketoconazole it L =
CYP2D6 Inhibitor: Crmax H
Q uinidine ALETinf | -
CYP3A4 Inducer: Cmax | -
Rifampin Alcinf L
CYP2B#& Inhibitor: Crmax | —a—
Ticlopidine AUCIAF - ——
Gastric PH increase: Crmae | —a—
Omeprazole Aucinf L -
1 t i t t 1
0.25 0.5 1 2 4

Change relative to reference (without interacting drug)

REXULTI 23t A OBRER I M AT T BN DWW T 3 ITER Lz,

3 REXULTI HMthFI D ZEMBIRE Z R (X T &
Effect on Analyte PK Fold Change and 90% confidence Intervals
Measures
CYP2DG Substrate:  Urine DMX/DX L
Dextromethorphan ratio
1 Fexofenading Cmsx | —a—
PgP Subs_trate ALCin | —
Fexofenadine
CYP2B6 Substrate:  BUpfopion ST i
Bupropion Hydroxy Crriie | oy
Bupropion  AuCinf | L]
CYP3A4 Substrate: Lovastatin Cmax - ——
i Ct F—a—
Lovastatin Lovastatin Crax | ——
Hydroxy Acid  auct| —n—
BCRP Substrate: Rosuvastatin _Cmax - HH
RosLvastatin b el
0.25 05 1 2 4

Change relative to reference (without interacting drug)
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13 JEERIREM
131 BNARYE, ZERMYE ZhHaEES
D3 A

ICR ~ 7 A J U Sprague Dawley 7 v b Z W TR AFEMEREBDNERI N, 7L 7 AT T
— NV EMEED~ 7 ZTx L 0.75, 2 KROS5 mgkg/ B [ (mg/m?) #:% T MRHD 4 mg/H O
0.9~6.11%] , HEZ v MIxtL 1, 3 XU 10 mgkg/H (MRHD @ 2.4~24 %) , #Z ~ MzxtL
3, 10 X130 mg/kg/H (MRHD @ 7.3~73 %) OHET 2 FMEHRO#&E Lz,

e~ o 2B T HIROMIEDORERIIT X COHETERA L, RV EREEORAERIT
MRHD ® 2.4 V6.1 fEOMETER Lz, M~ v A TSR ERD LRI R0 o7, Ty b
BT L2RBRTIEL, 7L 7 AT T Y —/U3HEREE $ 12 MRHD @ 73 {5 £ TH SRR B B 172
Mol

T o IS T D N AL OFLAR O BT 2L L OFT AW O F A O FURS RS O B 5
BIZHBOLNTEY, 7073 7F 2 NTHHOEZEZLNTWS, TLI7AET TV — LT
MiE7r T 7 F o REEZ FRSEHERARD D Z N~ T AKNT v NTRENTZ, Tl T
HoNDT T I F w2 LTENGUWIEGDOE h~D U 27 ZO0TIED > TR,

K%

2 SR

in vitro CTOME DEIFZRE BRI (Ames BR) T, 7L 7 AT T Y — /L OERFMEITR
WO oTz, TV I AT T — U invivo DT v b O/NMERBRIZEB W T b QLR 55 3%
FHYEITRRO BT, 7 v FTO invivo KON in vitro REW] DNA G RGGBRIZEB W CHBaEEL
RIS T, invitro TORFIEMIEZ HWCERBRIZCBWT T L7 AT T Y — LT R H
FIMENH NN, MRFEEORA L-AREICRONZ, UEORERNS, TV 2T FY
—/MZe M COBIRENEY A7 RS NR o T,

2 A HE D B E

M > MIH LT LY 2S5V — L% 03, 3 K130 mgkg/ A (mg/m? #5 T MRHD @
0.7, 73 kU735 OMETIHERGORET v b EDOIRERINDZIHLOFEKRE T A 1 B8RS
ARG Uiz, FERMOANER O IRREOIR T2 3 XU 30 mgkg/H TH b7z, 30 mgke/H
TIIARBHIDIER &, FBIRAIMHRROIMA - Tz,

TVULI AT I =N ERET v MR L 3, 10 KT 100 mgkg/H  (mg/m? #5T MRHD @
7.3, 24 KU 240 £5) OMETARERTO 63 ARSI Db L, glEfiE, HEOLEM L0 14 A
WOZEHHE HHEE Lz, WTNOHETHREMHECZ R RICERITRD bRd o7,

14 BRREER
14.1 K5 DRMEEF OMBIRE

6 A —EEMR Y 7 A% RETEH &R 2 ERIZB\V T REXULTI DK 9 DM E o 4 B
FEEIC BT AEEAZ TN U7-, k15213 DSM-IV-TR ZEr D K 5 DJifhfEE o A 71
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RANT, REZOFEZMDT, ik vitd o3pE (1~3 a—2) ~ORISHA+53T, 8
MO )2 (mAZa ST L, It Fr, RabF o @mus, sLrv o0y, 5
21X v FUMRBEA, N T T 7 T READ 12K DANER TG AT Th o T BE
& LTz, BBROPL D DI THISH A+ 7238 %2 NERGIM 28 UEENRUEREO b T
FERDFFE L TV DE] LER LT,

228 #BR (BAF, 3R 1) TILREXULTI2 mg XIX7'7&AR%Z 1 H 1 [E#E Lz, 227 #6k

(LLF, #B22) TIXREXULTI1 X% 3mg X777 ®AR% 1 H 1 [E#H%S5 L7-, REXULTI #5-
DIEFZETIE, Week 11205mg 1 H 1 EIHEG 246 L7c, Week 2 [T X TORE T REXULTI
DOMEZ | mg [THE L, Week 3 LIEIZEI D (HIFICHESE 1 mg O£ kT 57, 2mg X3
mg ~EME L7z, %0 O 48IZE CHEERER LT,

FHEFME B IIN—R T 4 )b Week 6 F T Montgomery Asberg 9 - sl )X EE

(MADRS) OZfbEE Lz, ZOFHMIREET 10 THH 25 72 D BERE ORI L 5 RET, 5
JERDIREZ 0 (&< 72L) 25 60 (REME) OR a7 TiHliT 5,

E Y (T HED MADRS #8 A 27 OSEEIEIL 27 ThH o7z, 3B 1 LV 2128V, REXULTI2
mg/H & H1 9 SIEDOPFHRE L N3 mg/H & H1 D DIEDOPFHEFD MADRS #e 2 2 71225\ T, 7'I+&
R &P DIDOPEHRHI R T 2 ERWEI R iz, WEE BRI 2 EEA DG E H
DFERZR 10 1R LTz, K41 1 1B 5 HEEFHMEEE (MADRS) (235 < RISOHER
s LTz,

& 10 BADK S DIFEEEEDHBBEEICE THHBR 1 RV 2 0AMMERERDEN

TEFMEER : MADRS

R=RFGA LD RXR=RFTA U NHD

. R
F¥#HR a7 LS Mean DELE 797&2? ‘I:Cg%
EY Ei s B3 (SD) (SE) ’
1 REXULTI Qmg/H) +hi5 o8 175 269 (5.7) 8.4(0.6) 32(49.-15)
*
5 R D oI 178 27.3 (5.6) -52(0.6) ]
2 REXULTI (I1mg/H) +§i5 % 211 26.5 (5.6) 7.6 (0.5) 13 (-2.7,-0.1)
REXULTI (3mg/H) +H19 %k 213 26.5(5.3) 8.3 (0.5) 2.0 (-3.4,-0.5)
PSR D oI 203 26.5(5.2) -6.3(0.5) ]

SD : HEXE(RZE, SE : FE%EFHZE, LS Mean : fi/h I PHIE, CI: RFMEOEHX M
* I RITK LSRRI E BB A Rk L R
A BN DOR— AT A D OB RDFE (EE—TFER)

YT TN TN OFER, s, PER, OANEE, RO OB D SFICE U CRISMED ZE T A
Sy AWAYIEESY
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B4  BADKAS OBMBERETOMADRS $2 37 OEEREN GB) OR—X5
AUhBOEILE BB

== ADT+Placebo

=i~ ADT+Brexpiprazole 2 mg

Change from Baseline

14.2 #RERAE

DSM-IV-TR D# G SFRIE D2 Wr B A 72 TR A& R R 2t & LTz 6 AR E(ER
bt —EHER T 7 & ARk E E &R 2 BRIV C REXULTI O MEN R & iz,

231 38R (LLF, &R 3) k023035 (LT, B 4) OB T, REXULTI2 mg X% 4
mg XiX778R% 1 A 1EHFKS L, REXULTI 586 2%f L, Dayl 205 Day4 £ C1lmgl H
1 Bl 25 L7, Day5 75 Day 7 {2 REXULTI ®DHE% 2 mg [ZHEE L, THLRIIE 1712
HOE2mg ODF EMGET D, dmg ~EHE Lz, R0 O 5EMIZE CUHE CHERBE LT,

W RBR I BT B A 2hE D TG IE B 1% Week 6 (235 1F 5 Bt K OB ME IR 3Tl RS
(PANSS) #A 27 DRX—=ZF A D DE{LE TH o7z, PANSS OFFAM LA A KFRIE D
BHtEiER (7HHAE) , HAKRIPEORRMEERL (7HE) , SBRBHERRE (16 HE) 04
30 HHE TS, FHEEEZ 1 (L) 767 (REE) THEML, PANSSH# A7 1L30 (72
L) 75210 (REE) OfEL 75,

R 3128V T, PANSSHRA a7 IZBI L, REXULTI2 mg X4 mg OfHEIZKNTT Tk
RICKT DEEED R Sz, 3Bk 4 T, PANSSHRAITIZONWT, 4mg DA TT 7 ERIC
KT HEEAEI RS (R 1) o RBR 3BT 2 HMEO EEHMEE H OHERE (PANSS 2 A
AT DR—RATA UNEOE bE) #X 51T LT,

YT T N—TRATORER, Flin, MER], AT L TR ED EIT S bR 5T,
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=& 11 BRADHEREEEEZRNRE LIZABROANMOBROEN GIER 3 KU 4)

FEFAHEE : PANSS

. ; R—=ZRFGA VD | R=RFALDED |, .

R B i EHRaT LS mean DL E 797(;2573/_\\ igﬁ '
(SD) (SE) ’

REXULTI @mg/H) *| 180 95.9 (13.8) -20.7 (1.5) -8.7 (-13.1, -4.4)

3 |REXULTI 4mg/H) *| 178 94.7 (12.1) -19.7 (1.5) -7.6 (-12.0, -3.1)
77 &R 178 95.7 (11.5) -12.0 (1.6) --

REXULTI (2 mg/H) 179 96.3 (12.9) -16.6 (1.5) -3.1(-7.2,1.1)

4 |REXULTI (4mg/H) | 181 95.0 (12.4) -20.0 (1.5) -6.5 (-10.6, -2.4)
77 %R 180 94.6 (12.8) -13.5 (1.5) --

SD : 15z, SE : fE¥EiRAE, LS Mean : CRSEIE, CI: RIEOEFEXM

* 77 RRICK LRI EEL {Eﬂéé%rbtﬁﬁi
8 BN CREBEDR—R T A NS DL EDE (FEE—F 5B R)

X 5 BADKERFAEERE TO PANSS A A7 DEFEIZELY GB) OR—XS54 >
MNoDZEILE (GRER 3)

-&~ Placebo
=~ 2 mg Brexpiprazole

-2~ 4 mg Brexpiprazole

-10 -

-15 -

Change from Baseline

-25

0 1 > 3 4 5 6
Weeks

7 o aMbiaEE T EER (331-10-232 3R, LLTEER 5) OHERHICHWT, 18~65 DA
A RFRIE B T D REXULTI OMERFERIE DL &M K O 023 R S 7z, REXULTI 1~4 mg/H
Z 12 R B G LREZZELS S (N=202) , TO%, “EHEMRBELGHIC, 2L 7-HE
EHRTOHRHEE (N=97) XI7T7R~DUEZ (N=105) OWFNI IJDH Fiz,

RBR 5 O FEIHMEE H X, E\EAEIN TS EERPICE 2UAEFER L TORIMTH
0, 1) SEASEHMERE-KEEA a7 TS5 L (BEE) KU PANSS OBE& O ARRRE
LRI K D178, BEOELIIREREENFOKXHE TR TN 4 2B THEMNL, Mx T
PANSS O¥FEDIE T2 UL EOEIME 21T 4 B OEFHT 4 UL LN, 2)FEHEROE(RIC
L DABE, 3)BEATE), E721XHBRHKERTE), LER LT, FANTHE Sz T
DOFER, 7 REEGEORE L EL, REXULTI # 5 OHBH THIE E TORMOA B /R IEE M
BB, FREITICE D BR TR HER I, RBRITREHFIEsn, —HEHRKE
HHNZE T 5, REXULTL#E & 77 B ARBICI T 2 BIEHR 0O Kaplan-Meier B2 6 127~ L
Too BERRIGHEEE Th 5B OEEL M- THEORGIX, 77 ALK LT
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REXULTI #£ CH BRI - 72,

6 HERSICHITAER - BIEREEIZZY LE-EFDIEED Kaplan-Meier #E(E

T o Rt 202 Bl oA 2 BAEREI D T L, 77 B RGO 1 FIKIERERRA T, 7L 7 AET T Y — &b
D 1 BTG %O IMERAEA 22 22> T2, T D 2 BHTARMEICET D870 B ERAF LT,

16 HIEHE/RE R VIR

16.1 HtfafisRe

W
3

REXULTI (7 L2 AE 77V —)V) SEIAHEICLL T QLD & 5 8E/T, LATOE &K OVE
EREr®H L (Tizl)
* 025 mg fEITHEBE, FE, EOMERC, EBRESAERY S, FEIC TBRX) RO
[0.25) LAHIEN TS,
NDC 59148-035-13 30 5EA D AR hv
*  0.5mg SEITHRER, M, HOIWRLT, BB ImEY S, FEC [BRX) KOY
[0.5) LAIRISLTW D,

NDC 59148-036-13 30 BEAD AR hov
*  Img#ERMEEG, AR, HEOMWET, JEEESAmIY S, FmEic IBRX) KON T1) &
&SN TV 5D,
NDC 59148-037-13 30 BEA D AR hv
*  2mg FEIXMEREG, B, EWWRIT, BB HEY S, FEE TBRX) KON 12 &
IS5,
NDC 59148-038-13 30 BEAD AR hov
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o 3mgHEIWER, M, EOET, ARBAERY Sh, F#EIC BRX) KO [3) &
AMEN TN D,

NDC 59148-039-13 30 SEA D AR b
* AmgEHIAf, M, HOORIT, FEBEASHRY Sh, AEIC TBRX) KU T4 &
FlEnTnd,
NDC 59148-040-13 30 FEA D AR b

16.2 &%

REXULTI $E(% 20~25°C (68~77°F) TIRETHZ &, 15~30°C (59~86°F) DI FFA#
&35 CREZER S, FHEPESE

17 BEADOO LY VT ER

B R OIT#EH 2 FDA QAR LI BEMITER (RETA F) 25k 58T 52 L,
HASEKR O AEITS

R RO HER IR L, FRCIBROYI & BRI X B REA O HBUZ W CTHER L, £
D LD RIERDHIVTERIRIFCRET DL 9B ET D& ( (A ES ) RO TEER DY
L DIEET) 5.2 THEHH)

HiE - &

BEIC REXULTI TR FIEZ 2O TG TEA a8 52 &, BEICKL, HEME
WCBHT 2 RICHED ZEDREETOLHZ L aETH62 & (VL - HE) 2.1 THEF2.2 HE
1)

FVEEERE (NMS)

PURBSHRIEO BT, NMS EFEEND Z & b & 2 BIEHBn 0 & 2\ AR S
NTWDZ EEHBFICHIT S L, NMS OJEWR « BUENFEL LI25E, EHRBEGE ICEKE T
27, BRIBEBIOEET D L0 BEERET D28 ( [BEHEROMEN EDIEE) 5.4 HEH)

BRI AFRT
BERMED AF 2T OIERCHMEIZ DWW TR L, EEIREARE L2GAE, EREEEIC
HAET DX ET & ( [EEROEN LEOVEE) 5.5 HEH)

Rt o2k

BTk LTI O 2L O fGRRE, & IpE-ORE IR OSER 2 £ O MesR 3 57, ks, A", 1K
B O RE= ) T OREMICOWTHET D2 & ( [BEEROEN LDOEE) 5.6 H
)
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TR, Z OfhosRiatTE

B KR OITH#EHE TR L, REXULTI OF G I g o e i S ), [ I 2 Ry Vil
&), SREAZRMEREE), KIE O LAEWCMOMEEE 2K L, T o OEE L HIH xR D
AHREMEICOWTHIAT 2 Z &, T _TTIEZRWA, WL ONORERTIE, REXULTI OFECH
IEZE > THEEDIEE o7z SN TWD,  ( [BEEROEH EOVEE) 5.7 HEH)

H M ERSE, A P ERBUIE, M OMETERT BRE

DLRT & 0 A EREGE 3 & A BE ST IEFIME D [ i BRI E /A P ER B E DBEE D & b BE
TIX REXULTI O G-I 2 MEREZREST 2 Z L #iiHl+ 5 2 & ( TEBL RO Lo/t E)
5.8 THEH)

ESEVEAR M S QN4
ENTVEAR T R VAR, R & 5-BRAA% B R O 5-FBRAIE, BEEFFD U A 7 12O\ THRET
DT & ((VEEROEN LDOME) 5.9 HEH)

ER A QMK
WEEICECIRE SN D 2 LMK ERET A7 DI EY el &L T A L ) REAIEET A L
( TR ONEH o5 E) 5.12 TEEE)

BN S O [

REXULTI OG5 REEB LN L PR TE 2T, BEEOBEECRABR A O MO BE
mE, WENENEELTOHIEHIEZ D L)BRFICEET DL ( [BEEROEH EOMEE)
5.14 HZ/E)

{FiasE S
BEDOIRM L TW D AT OIHIREICEE 2 & 2 5603, BRI E R E/EH O wTREME
WrHDT, EFREHEUEAD L OIWETLZE ( LERYHLZIEN 7.1 HZH)

IR

REXULTI #4EHR%H (=R U A A& —) (85 LT, FrA IR IR -CHEE IR 2
RETHZEBHDZ L H#BEILBZ, TESDIVIIZORWED D5E, EREAE ICEKT
XRS5 2 &, IRTIC REXULTI (ZHREE S AL/ M1 DIEIROERIT 4B 5 72
DO MHRFOEERBERICETLZLIA N | oD Lx2E2D L ( [FHHELH~DR
) 8.1 HZEH)

fE T - REREEE S, B, 101-8535 HAR

G R ORTET : KEBET AV 77—~ =2—7 4 B)LA 7, Rockville, MD 20850, USA
BRFETC : /L KX 7, Deerfield, IL 60015 USA
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1.7 RERMA—ER
ARHEFELBERLT [500 - 5otk (BEFEESRTHIRDENED LR WVESICRS) |

DIHE -

IRERT 2P L LTV 77y — A wRfER S L GE 1.7-1) 125

L7,
x 1.7-1 EERNR—Ex
LY LT 1 BE 1 mg TEY 77 A5 1 mg
LXHILT 1 BE 2 mg TEY 77 A5 3mg
L& %17 ¢ OD #E 0.5 mg TEY 77 A5 6mg
L& %17 ¢ OD #E 1 mg T U 77 A§E 12 mg
B4, L1 ¢ OD #E 2 mg TEY 774 OD# 3mg
" =Y 774 OD $E 6 mg
=Y 774 0D #E 12 mg
Tt 774 OD §E 24 mg
TV 77 AH 1%
T U 77 AN 0.1%
—fgE | LI AT T —)L TIETT S —)
=1t4 RIFRER A S RIFRFR A S

O HA KR

O 5o « 5 DiREE BEFIRIE T 1477

EPED SNRVIEEIZED)

<IEYT7744%, [EODE%E3mg,
@ OD & 6 mg, [& OD & 12 mg,
EE, RRNRAE>

O HA KMIE
O MABMEREE (231 2 BEIR O dE
BEEX O 520 « 52k (BEFERETHD
BYES RO BT WIEEITIR D)
O /WNEMOBAART b7 ANEIZHES S
I
<IEY 774 OD#E24 mg>
O HA KMIE
O MABPEREE 2B 1T D BEIR O dE
KAt =
’%E‘E?CEE — 2022 4= 1 HkiT
ik TS ARHEEICLE D AR —

1.7 [RIFE[R i — B

1




20221 AefET (5820, BHEERER)

% 202059 B HET (B51hR) BARERZIEES
871179
Bk SilRAE
HENEAM - 3664 H TR b CSE o ARES RS REMA
TYUET S —JLsE §t1mg  |22800AMX00691 | 20164:11/]
- IR #€3mg | 21800AMZ10013 | 20064£6 H
13, 0 3 ) =1 2o 4Amg
ffg_éﬁzii%mﬁ S ItJj?'f®fiE1 ge6mg | 21800AMZ10014 | 2006461
"I Ar mg #E12mg | 21900AMX00907 | 200746 H
I t J 77-f® EE 3 1% 21800AMZ10012 | 200646 A
oo I A rty m
TIEYT»1.5E6™
oo I Ariy m
TEVYD»-.5E12™
ABILIFY, tablets
TYETZY—ILEL
0 I ﬂ
TEYD»1.801%
3.2 BFIOHR
1. mx N : ] B | | S |
1.1 BREMS R 7Y K= 2, BREMBSESOETCE Wieds | AR SH (mm) | (mm) | (mg) | ¥
BLEbHIBALBGRAIRETIHZNIHBDT. [, P,
AAEE B MBORE - ERICEET 52 L, B Selmg |08 @ | 6 | 25 | #95|0G74
BREX L ZOEERES L X ZORBREFEET 2 8E SN P
i, ABEOERMSERME LR SHMShBEE slzakaM ;}E@% @ —| 6 | 25 | %9 |0G72
DHEBETH_EEL. BECHE->TIE, MBEDOR o
TENOBEE+HICTOC & (1.2, 8.2, 8.4, 9.1.3. TEY 774 |0k @ ,
ﬁ'1.6§?§] T Sé6me oy @ | 7 27 |#9135|0G71
1.2 BELHE->TH. 560U O LREERIRRT 515 ¥4 | felo%
an5sCLE. BERUZORKAHHIAL. OE. Riamg e @g S Ml
S8 SR, BR. S8 BABSORECEEL. C0 U774
/ R 3 F1 60 B
EOBERP S5 bhEEICIE, BEBICB55FREL, i1 %

9.1.3. 11.1.63H]

EMOBEEZTHLD. #8ETH L. [1.1. 8.2, 8.4

N

ko]

2. BR(RODEBEZEZICEIBELHEWI L)

A EIEREO B P [FIERELY B S ¢ B2h0D 5]

2.2 2NV EY — VIREEAR - FRFEA S O FRAK AR A 0 5
WIS T IC D A I [P E I iR s s BZh

23 7 FVF) v RSP OBE(TFLFY Y ETF T4 T
F Y — ORBIBHITHN T 2 %6 2 Bk <) [10. 15 ]
2.4 RHN OB R LBBEE DWALIED 5 5 B

3. ARk - MR
3.1 #m%
Wt s RS R

T 774 |15EH MR, P ERI STV

$tlmg TYETIY—=NImg |7V, fikro—x, vio
Frysu¥rkruo—2, =
Bitsk. 257 vBx A Y
7 A

T 774 |15EH BRI, P ERI VTV

$3mg TIVEFIV—3mg |7V, Hmtlro—2, v ko
Fy7runrkru—a,
29T NIZTAL—F, AT
V] S A PN

T 774 |15EH MR, P ERI VTV

$t6mg TIVEFIV—emg |7V, Hmtlro—2, v ko
Fy7u¥rkrao—2x, A5
YR SCESAES

¥ 774 |15 FLBEAMY,. b ERI VT

$¢12mg TUVESIV—V12mg |7 V. ko —2, b Fu
Fy7rurknru—x, it
SO, A7 T Vv S
AR

K77 A lgh FLEERA., by ETaYF Y

1% TYVESFV—V10mg| 7>, L FuFyrarti
T — X, BEMOKT AR

(1)

4. FHEER IR
OB KRIBIE
ONBHEEICH T DBERDSE
OI2® * >OREBEIFEAETCTIEIRIRVOShEVE
AR 3)
ONBEOBRAARNXY T LEEICH S ZREH

5. EEXIIHRICEET 2FE

(521"« D PREBEFEAETTAEIRIPROS N EWVIFEIIC
fR3))

5.1 BWELw M=) AABER LTt b= - VT F
LF U IR AR ER S X 28 2 EH 2T Ty o
BRIRDVBD ONRCGEITHRY) . AR EZFFH LTI T52 L,

5.2 i) DFIOFEEGITL Y, 20U FORE T, HRESE. B
WD) R 7 HWINT % & OHMENRD L7720, KHlEH5T 2
WHIZIEZ VAT ERL 749 b 2ZETH I L, [8.12-8.15.
9.1.6, 15.1.3&M]

CNREIOBEBZANXRY b7 LD ZHIEME)

5.3 FHI & LCOoLL LI RIMGOBEFITHHT L &,

6. AERUAE

(RAKERE)
WL, AT YE TSI Y= LClIH6~12me#% BB
. 1H6~24mgZ MEFF M & L, 10 320Nz 500 TR %
59 %, k. Eili. ERICE D EEMRT 55, 1HEIZ
0mgE Bz RV &,

(UEHREECH T B BERDOKE)
S, AR TYE TSIV =k LTI12~24me% 1 H1H#%
0853 %, &b, WiIEHRIZ24mgs L. Fim. ERICXD
SRS 525, 1HRIZ30megZ @R v &,

(D% + > ORE BIFEARECTHIEMREIEH S h B VIFAIC
fB3))
R BACIETYES TV =k LT3mg#Z 1 H 135
T 5. BB, AEH. ERICK VSRR 5%, WMERIEEZ1IH
e L T3mgk L. 1H®EIZIGmgZ A RWnwZ &,



CINREOBEBZANXY b T LEICHED ZRIEME)
WM, TVETFS Y — e LTClHImgZMMmMHE, 1H1~
omgZAfiFFHE L L. THIRROR G35, &b, EIRICX
DR AAY, WRIBEIHEE LTRASmgE L, 1HE
F15mgZ Mz v &,

7. BERUVHEICRET R

(zhEEStiE)

7.0 AFAEHRBIET 5 TICR2EAME LT 5720, 2081
DI LA w 2 22 Lv,e [16.1.280]

(& KBRIE)

7.2 AHOBRGRGBIERNRE 25 X5 BH T L HEICE
BLRPOMEMT 52 Lo DRI X 22 RORBIIHEES h
TWaW.][17.1.1-17.1. 48]

7.3 MOPUREHIIED OAFNCEE T 2 BH LD b, Fi7zlTak
WE O % B 2 A TR B L R T zd, 2ok
I BAE TR Y PEIEREZ B L a2 S RERHHT2 2 Lo

(5208 + 3 ORE BFEEE TR ERIBH SN BVHEIC
PR3))

7.4 AANGERGL T = PR AABLEA e b=
JNT FLFY CEHIRY ABMERF T2 L, [92
Wi 9 DIRBIH LA R G- COARPE MR S T
\e]17.1.7, 17.1.85 ]

8. EELELNIE

(hEELLiE)

8.1 IR&. 1EE) - )y - EHEHRENFOE T Z 2 L
W3 B DT, AFEFLGHOBEFIIEABHEOE S GHR A ES
RO ST VWL IEET LI L,

8.2 BERMEMEAS 7 ¥ F—v A, BRSSO TICES S
LY HLERGEWEMAP BT 2 B2 h2d 50T, KRS
. e, 28k 2R, BUR. 8. BRSO RO
B - ERICTER T 5 & & DI, BRW T ZoMAED LI
ZFORBINT 24T 5 BFITOoVTIE. MUBHE O E S0 pls
ZHoAT) 2k, [1.1. 1.2, 8.4, 9.1.3, 11.1.681&]

8.3 KIMLHEA D HbN B Z LHH D DT, AFIPEG I, B,
BRUE, WIF. JRMR. MR, ARk S5 o IR R RS
HEEHIT, MEEONEHEOBIRZ H04T) 2 &, (8.4
11.1. 7% 8]

8.4 AHIOPEG T L, » 52 LS. 2K V8. 30RIEHATH T
DWEDNHHI L, BERFZOEBHMTHIIL, i
BRI (18, 28k, 2R, BIR. 2. BHRS) . ik
RO, BRI, WIT. IRR. B, Bk ES) ICERE L.
DX BRIERDYD SbhgEicid,. EhickbzmhmkiL.
Eiin#g%e2d5s L), #8352 &, [1.1.1.2, 8.2, 8.3,
9.1.3, 11.1.6, 11.1.7%8H]

8.5 FHIBIC X A HEVED B B AS. AHKIPEG- 52 129 I (A
WA DRSO ZICAR R Z WD 2rb ST,
FRMICE v v 7V %28 RIIRE) . mEROUE, maak
IE. BRESOHHHMEEND S bz 0N D b, i
BB EDFEIRITOWT, b 5h LDIBE R ORBESEIZ 45
WCHBZITV, JERED b7 RaI1iE, EICHZ®T 5 X
SIETHI L, T, BEFEORBROWREOZAL 21155 <
L. ERDD S b REITIZ I U Tl x5
LT AR, EURNEERTT) 2 &,

8.6 ARHIDOPLGAZ X Y IKEOZER . W) 2 KT EhDH D
DT, KA GHIIAREOHEB ZEBTRSBIZL. KEOLES
DR BN TG A IIE PR AL (5 PHE OB O F #E55) % 20
L. SEI00 U CEARRE 2179 2 &,

8.7 MOPUREAMHIEZBICHE L TCwa R EiiE 7S 7 F ViR
JEAR O ARK 2GS 5 L, BT T S 7 F VRENK
TLAKRPEMTAZE0HLDT, HRHE%., i, FEN
JBiiE 72 EOFBUC ST A &,

8.8 HET FIENHIT H2BENLDHBD T, FRIHBEMEM %D Y
A2 Db BHBH AR ZHET 5%, EHEISREZ Bl5
FTrZE,

(2

REKAE. WBHEEZICH T IBEROHE. 52K - 52
REE (BRFEAETCTENRIREDHS N EVISEAICIES))

8.9 AWEICA%, il BEORIREZEL TV ABFITHL, K
HI G ST LA ERE SN R VWA I, HEEH oS
L MO G EDEET L L,

(& KEAAE)

8.10 HifE, W, HARMSORMERIEAT LI LN HLD
T, B E 51T v, BALDSR S WA 3o ihE 5 ik
WY DR D EEW R E T S &,

FEIEEED 5 DY) ) B 2 OBICIZRT RO R 214 2R S
LoD, RAOELG#FTH) Z LHRLE L,

(RIBMREE 2 H (T 2BEROKE)

8. 11 BERD Y E L2 EICE, RAOFERB O ERIZOW
THET L. AR ZBAREEG LEVEIERTLII L,

(D29% + D ORE BIEAECTIEMEIRBH S h B VIFEIC
fB3))

8.12 I DJERZRET LB RIFWESELD Y. HRENOBZ
NEHLDOT, ZDX) RBHFRIFGHIBREY 2 5 kG &/
ZEWET BRI EORE L OWRREOLEL 2T BT
52, (5.2, 8.13-8.15, 9.1.6. 15.1.38K]

8.13 e, Mk, BB, N= v 2 5EME. AR, SlEdk. BoE.
WYL, HEE. 7YV T RS rH Hbhb Z
EMEENT VS, 2, WEMRIEZHEL2TEZVA, 2
NS DOHEIR - 1T Eh & 2k L723ERNIC B VT, FEaER R o AL
HE S, HBEAX. ETA L ShTwd, BEORKE
BOTRBOZALZ TR BIZT L L LEHIT. ZNHOFERD
WEABIE SN2 EIE, ISR 2 3, (R4 IS L.
HIkd 2 % Ll 202479 2 Lo [5.2, 8.12. 8.14, 8.15.
9.1.6. 15.1.3&MH]

8.14 HBHMWTOMBIMM %P <720, HREINFED LN
BE T 28400 TGO O % R/MRIZE &
5 &, [5.2, 8.12, 8.13. 8.15. 9.1.6, 15.1.3&&]

8.15 FKIKMSICHBR R ARMAX. A, SR, Hlldn: s
DATBY DLEAL J OIERER BIBAL D Sbh b ) A7 51220 T
FaEE ATV, B L BEICHEKZID 4 L) IEET LS
o [5.2, 8.12-8.14, 9.1.6. 15.1.3%MH]

CNREAOBEBEZANRY b5 LIEICHES SR

8.16 WM R OAEMEZTFM L. BReEMCbZY
B LRV L,

9. FENEE2ETI2REZEICHTEE

9.1 ABHE - MERZEDH 2 HBE

GhaesE)

9.1.1 - MERE, RIMERIZZThSDRERVDH B EE
—WEOMERETARD b BENEDH 5,

9.1.2 TAPAZEDEEMEBIIZ IS DEETENH 5 8E
B2 KT S5 E0H 5,

9.1.3 BERFEXIZZDEBEEZFETI2EE. L IERFOR
R, SlE. REEORERROERETF4ET 28E
MAEEDS B35 2 Eh3d 5o [1.1. 1.2, 8.2, 8.4, 11.1.68R]

9.1.4 REYIREE, REIBARR. AR, BRAKREZDEE
Wil SE R R AR E 55 oD AR 2R JE DS S T v B,
[11.1.10ZH]

RAKIAE. WBMEEICH T 2BEROSKE.
ANY T LEICHES BRI

9.1.5 BHREFOBRERVERSREE T 28E
SERE BAL LD BENLD Do

(529" « D OREBEFAETTAIENRIED S hEWVIFEIIC
fB3))

9.1.6 HRSEXIIERERDERFNH2EE. BRSRBDH 3
BE
HEZE., ARECMEHObNE I E2dH b, (5.2, 8.12-
8.15. 15.1.3%:MH]
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FAI Y (&Y p A RN
[2.3B] JIAHERLL 72D HLE
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(k1) PRMEELZEDD D, HEHT S,

CYP2D6 Bl % | A H o 11 I 3830 3 % B | AH o L EHEEFE T

A3 % A ZNDHBOT, K#Hl%E|H%HCYP2D6% S
FoUU, NUFRTLHEEET DI L | B IO AR DL EE
T L BEAT2BZNDD

[16.7.1. 16.7.25 ] %o

CYP3AARLENE % | AR A O H A8 R 3 5 B | AH o FEHEEFE T
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A FTTF Y — BT EREZET DI Lo |5 2D ARH O ML E
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R, PEBRENE. BAGEIR, SEFREE~NEBITL. BTCT A
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13. BEHRSE
13.1 FER

AV D R SRR ST A EL SR IS B W T R 1,260mg %
TR AR Al RS S 2R A B WV TIBIR,
MR, MUE R SR, WEHSOERAHE ShTwb, £
en195me TR LRI B W T, —#toiEik
W2, MRS OREIRAFBLL 720
13.2 &

R ORI G IAH N TH 5o MBENITATNTRVWEEZ
b, B, MHIRHOWREEDZZ SN ERZTDW
CHMETHIE, [16.7.68H]

14. BALOEE

14.1 EEZFEOEE

(BIFIH£58)

1411 MEOFORP B OHIRET L2 &,

&

14.1.2 PTPUEDOFEHZPTPY — b2 SH Y L CTRAIT 5 &
BT HI L, PTPY— FOBKICI Y BEOHERALE
KA A L, B35l E B U CHER I 455 o R EE 2 4Dk
JEERPRTHZEDD D,

15. ZOMOEE

15.1 ERRR{ERICE D <158

(ZheEHE)

15.1.1 RANC & 2 HEHPERAT DO RRIED»HE ST b,

15.1.2 HVETHEM S 72 3B (2 B U 2245 /i Ik (R SRR
it - R Z AT HEBEEEZNRE LEITOEBERBICE W
T AH % EGTICRYUREHRER 5T T 7 e R 58 It
LT, JEEEDPL.6~1. 780> L OMENH 5, LRI
Bk THo 7Dt DIER (DAL, 228R505%) I &G (il
RENC L BTN S o7z B, AH D3R (5193861, F
AR RE82 . 47K  56~99%) TI&. FE T K OO I 45 Bt i (I 26 v
— YRR TS ORBRE T S5 R EE L TRid - 7o
F 72, SETOEFRFICB T, ERBUEAIE  IE b
R & AR RO LRI S-S5 L 0L »H S,

(520% + >R BIFEAECTREMEIBHS hEVIFEIC
fR3))

15.1.3 AL THEE S Mz K ) DWWl ESOMNRELH T 5
BEENRE Lz, BBOP) 2R OB 7 5 1 R IRER R
BOBREHERICB T, 24U TORETIZ, HBRSES HB
REOFHDY R 7 D3P DB GRETT T L RBEE B LT
B0l BB, 5@ EOBFEITBIT L HRSE S ABRAN
OFBDY) 27 O EHIZED LT, 65U LBV TIEZD
V27 ALY, [5.2, 8.12-8.15, 9.1.68K]

15.2 FERRPREAER(ICE D 53R

15.2.1 o (=7 A, 9 M) OFARRRBEICBE T, R
s (M~ w7 Z3mg/kg/HEL L, MES » F10me/kg/H) ROV F
ARIES: (M~ 7 23mg/kg/ H UL L) O3 AEHEO A HE S
TWb, OB > WE TP 7res 75 o k5
CEGELAZME LTl MONR TS, Ty bORAEMER
BB T, 60mg/kg/ H (s B RS2 2 0 10055 12 H12Y) @
Wt DP 51 C RIS B B O S AEBE O LA G ShTw 5,



15.2.2 YL o AR5 RSB VT O 9 NORE JEIR.
JHRS ., HHAT) 23438 18~ 5238 [ 5Bk D 25mg/kg/ H D o i # T
JFTHE V2 B R P 00 I35 A i s LA AT . 33938 ) 5k B D 50m g/
kg/ HU LOFBETRES R TWS, WKETVETI V-
R OB DONE A VIR CIHRMEZ B2 2REE 2 Y
KL% 2 bh, b, Thofidor Highd
WCBA#EQHH15mg/ H¥e 5. 20 #6H H30mg/ H K
BRG0PV IS B 2 IBEDS5 6% FTH Y, F
72 & MHAHICB T 2 ERED5.4% U FTH o 72,

16. FEYEIEE
16.1 Mg
16.1.1 BE%E
R A 206117 ) ¥ 75V —)Vbmg# 22 MR 19 5 U 72 e, It
MR RI61RE ] T - 72 (16-1. £16-1)%
40

SR + BEEA 2
2081

30 1

AR 7 ) ¥ 75V — Vit (ng/mL)

0 24 48 72 9‘6 léO 1214 168
P I ) (g )

R16-1 REHIENICBT 57 Y ¥ 75 — b 6mgHilalf 5. o M4 i
FEHERE
#16-1 7 ¥ 75 V=)L 6mgHi ¥ 5RO Y FEIN T 2 — 5

Pes tmax Chnax tirz AUCiesnr
(hr) (ng/mL) (hr) (ng * hr/mL)
6mgdE x 15¢ 36+25 30.96 +5.39 61.03 +19.59 1,692.9 +431.7

Pl = B £, 2081)

16.1.2 RE#HE
HEHR NGBS T Y ¥ S 5V — W 3mg% A% 1H 114 H B RE#E S L7
B, 7Y ET TV = VoMb 14 H F TR IR EE
L. AP 515 O 2 0 Z K65 T - 72 (£16-2)s [7.18H]

#16-2 7V ¥ 7TV = V3mgHP G OEY B E ST X — 5

v tmax Cinax tiz AUCzinr
o (hr) (ng/mL) (hr) (ng * hr/mL)
) REALH 3713 | 1200+7.96 - 159.0 +95.1
B T e
1HH " + + - +
(OPC-14857°) 184+86 | 0.63+0.63 82+82
woh REALI 42+34 |4426+2928 | 64.59+15.39 | 678.0+413.0**
X [y
UHH FACH W 5 ; ; »
(OPC-14857) 62+6.7 | 1088642 | 110.23+64.94 | 185.7+934

(= MRS, PN = BIE(R S, 150))
© GV, B MBI O AUC
16.2 ORIR
16.2.1 BEEOHE
R AIZ T U ¥ 75V — ) 3mgk 2N U I BRI - L 22,
T VYT =V DComas L O AUCIE B F T R H OB SN 572,
16.2.2 $EMBINA A TANAZEY F 1
RFRANCBIT 27 €T IV = VRORG RO N A + TR 5
YU T 11387% Tho72BHEATF— %),
16.3 9%
16.3.1 D EHE
R AICB T B1H1E T ) ¥ 75 V' — NV 3mg AR I 5- W 0 534 7%
Fi138.86L/kgTdH > 720 SHEIDHHELANIIBITZ TV T TV —2mg
TR NP G- 0 734l 281134 . 941/ kg Tdh o 726
16.3.2 MEZRAREEE
REACARDO MG R AR ARIZIN%Y LT, FELTTATIVERAL,
HARAICBW TN T 7)) Y LOREGEHRIIEC v, T2 EE#WT
& HOPC-14857 DMK R AHE K H99% A FCTH 5 (in vitro. EHHENTE) o
16.4 X3
TYVET IV —VIE R TRE S, WELEBRIRIE D R, &
L CCYP3A4L CYP2D6IZ & » THiAF#E L &AMt % Z1F. F72CYP3A4
WX ON-ET VF ML ZE 2T %0 BiAKFEA(OPC-14857) 214 HIC B
FBERBWTH B, OPC-1485713 7 V) ¥ 7 5 V' — b (REALIK) & Kk
DICHBERE L ORI L > TR#Fsh b, @¥REGERSUHH) T
EARZEALKRIZHTT 5 OPC-14857D AUCHEIZRI27% Td %0 [10. 2]

16.5 HEittt
FEHEE N ICHCEEER T ) ¥ 7 9 Y — L 20mg & i3 5. L 7= e, B2 5t
HE D27 % J 1860 % 752 NZ IR P R OFEME ISR S 7z REABIR
FHHIC18%FEI S, RPN E N h o 22 BHEAF— %),

16.6 HENEREH T 2BE

16.6.1 BipeEERE
OB RE R B ESR H6H (2 LT F= v 2 1) 7 5 ¥ A<30mL/min) 12
B HRBCTIE. BRI EICX 2 MBI EN ORI o
OBHEAF—%),

16.6.2 FHREREERE
JIF B Al e 554 55 5 191 (Child-Pugh /M A ~C) I B 1) 2 Bk Tk, TR
HEREEIC L 220 7 5 Y ANOEBRED o727 GHAAF—%),

16.6.3 S
TERE R HE (65 DL 1) 127 ) ¥ 75 V' — v 15mg % Ml 85 L 721
Dy T I v AE, Y (18~64i%) X U K20% KA 728 (FHEA
F—%). [9.88]

16.6.4 1471 - B2IE
HBERANICT V¥ T 5V — V1smgZ HIEROK S L7207 I ¥T 5
V=V ORYBHEIHEE AL N oY T ARG T
DFHEFBH OREE, BAIZ T Y TSV — L OEYHRBICEELY 5 2
LHFTIRLEDo722 BHEAT— %),

16.7 EWHEEER

16.7.1 = >
R A BT, CYP2D6DBIEEH 243 5 F =3 ~166mgk 7 )
Y75 = 10mgO I V. 7 ¥ T 5=V dAUCIEZ107 %3
L0 BEATF—%). [10.228]

16.7.2 XOx%&F>
R A IS BT, CYP2D6DFLERM 24T 550 F & F »20mg
TYVET TV =A3mgDPFHICL Y. TYVET TV = DCnas k FAUC
W Z N 2N39% K O140% 3 L7210, [10.22 0]

16.7.3 1 bZaFJ -0
R AICB VT, CYPSMOMEREN A2 AT 24 bgaFy—i
100mge 7V ¥ 75V = V3mgDHAIZE Y, 7Y ET TV =L DCax
B OFAUCIEZ N2 19% K UM48% W L 7212, [10.2%H]

16.7.4 4 haFVJ—Jb
RN B VT, CYPSAADORMEEH A AT 57 35V — )1 200mg
LTVETTV = 15mgDBHICE Y, TIYET TV =V DCuae KT
AUCIEZNZN37% B 0%63% M L 7= SHEAF— %),

16.7.5 ALY EE >
M I IAE X AF A e IR B s IR B T CYP3AAD B %
HTHHNNTEE Y400mge 7Y €75V = 30mgD Pl #1512 &
V. TYVET TV = DCunx L AUCIEZ N ZH68% I UT3%AC T L
W HIEANTF—%), [10.228]

16.7.6 jEMER
HERAICBWT, 7Y YT 5V — v 15mgPe - 1R % O 16k 5509
BTG, 7TV =V DCnax L FAUCIE Z 141 % B U1 %MK F L
P INEANTF— %), [13.228]

17. BRERRIR

17.1 B RURLSMICET 255K
IEY 7 7 A GOMHRE L TIRT

(& KRIE)

17.1.1 EREHEIEE I MR
TYVET IV =Nz QHMRORE Lz EFRAREBRICB VT, KiBsh
72 - HEOHPH (6~20mg) TOMAIHRAE BAIBNTIB T 2 Lk
BUIKDEBY) Th D, LB H Td 2 AU E O YR
&, 47.2% (25/5361) T - 7219, [7.2588]

17.1.2 ERE M HEER

(1) M A5 S AE 3 24200 % W BT I L 7= F2 380 I — i H Ll ek i B
WCT, 7YVET IV —V6émg/HZBMGENESE L. 24mg/H % &&=
LU CLH M S 2n 8 R 118 G- U7z REFHITB{H T % ik st
YFHEICBI 2EERNIDTIORT EB Y T, MALMIEISH T 24
MDD H 7219,

St G Bl [ig

TVE TSV — VA 111 46.8% (52/111491)
RIVEH ZEBIBUE 1. 12060119361 (77.5%) TdH - 72o EREEHIZ. &
I (i) 3661 (30.0%) . 7 4 ¥ ¥V 72651(21.7%) . $Rik2561(20.8%). £
BRARL451 (11.7%) K O 5 il 1341 (10.8% ) TdH - 720

(2) H A I RE FR 243490 2 e AT I Mt U 72 J2 3k IR - o M bk kBRI B
W, TYVET SV —)v6émg/H%ZBIEMEE L, 24mg/ H 2 i it
& UCTHIM SO 28I B #% 8e 5- L7zo TGN H CTd 2 ki 4 it
WEEE BT 2EERV M TIORT EBY T MARMIEICH T 24
B ASTRD S 70

X4 e
TVET TV =GR 119 31.9% (38/119%1)

(5)



BRI S BUBE &, 120608741 (72.5%) THh - 720 EREIEMIZ. A
I (i) 42851 (35.0%) . 7 % ¥ I 71761 (14.2%) . IRik1761(14.2%) . 1k
TR 1681 (13.3% ) o OEARRAIRLABI (11.7%) TH - 720
FTARTOEMERRBIEERRECER S Twa 20, Ry 22
& TRIRORIRATHD 5N B P HEHIMIE STV RV, [7.28M]

17.1.3 ERRER5HER
SRR B & AT SR H & L 722458 B DL 8% 5 0 B 04 5.3
B (6~24mg/H. #%&30mg/H) TO, HaIHiE BF25282 BT % it
SR O W 3539 1332.5% (82/25261) Tah - 7219, [7.25:H)

17.1.4 @S E MARHER

(1) & H e
AR IE D BHREM O BEERRE Lz, 4d 2 W I36HE SO 7
F b AR I T E MU EGAER (31061, 30581, 42081) I2BWT, TUE
TV —VIE T T R L i U TPANSSA R AR & L ofgi
AR L7z PANSSERESFHN CEYZMR)IZ, 7TVET 5V —
VI E R (15, 30me/ H 313200 30mg/ H) ™ 2 458 [ #%5- L 722k T
F. 77 AR —2.9(102%1). 15mg/HEE : —15.5(99%1). 30mg/
A —11.4(10080) X1& 75 KR —5.0(103%1) . 20mg/H#E : —
14.5(98%1) . 30mg/HE : —13.9(9661) TH Y, TIVE T IV —VIHE
JH (10, 15, 20mg/H)™ % V7268 5 ORBETId. 75 R :
-2.3(107%0). 10mg/H# : —15.0(103%1). 15mg/H# : —11.7(103
B1). 20mg/ B : —14.4(9761) Th o 7= (KB L 7T £ KB & D ILES;
Fi3p=0.01)o
B, 15mgZ i 2 5 REA10E15mg & D A EFRE V) Y
FURARHB LN TWARV, [7.22H]

() BRT B
BN D BBV A IR R E310 2R & L2 7 7 R i il
BRI ER (268 B $% 5. 15mg/ H™) 2BV T, CGI%HEEDH 5\
IZPANSSZ W CH 28k L. A AR I 0 % [ e 2 ks
RO HBETOMBEIE L, TIET IV —=VIZT T LR LK
LTHEDGRZR50% WP S, HEITOMMZAZRICERE L
(p<0.001. log-rank# ). HIVEMFEBBIE X, 1536+ 7661(50%) T
B o7z EHREWERIZ. AMARE36H(24%). 7A2 ¥ I T711H1(T%) . A
LA (7%) BB (6% ) & O IRIR8HI (5% ) TH - 720 [7.28H]
#)WEHERFPEELB LOKERZ R, MR E R, (W
it )y TSRS |, TR ), T, TREEAL], [rh L],
[HEWIEAL L, DHSEARE TR L 72,
) A OKB S N HBE RO EE, T1TH6~12mg% W&, 1H6
~24mgHE MR E L, 1 DUE2ENC 5 TROKS T 5.1 Th b,

CUBMEEE I T 2 RERDSE)

17.1.5 $HIHEEEHEFRE (EHRER)
BRI Y — FUGRAEZE Y — Fa 2 L2200 T 8k 5E B3 (256
B, HARNBETIBZ GE) 2 WG HKH L7275 & Rt B4 b —
WEEHBEATR I EGREBRIC BT, 7Y ET IV = 24mg (REMEICIG
UCT12mg~ D@l fE) % 1 H 1S5 U220, i aEling 12 380
%X ¥ 7 B SRR B (Young-Mania Rating Scale, YMRS) 4t 2o
N=2F4 ¥ 5 OE LR (P = BHER2E) E TV ET TV — VR -
12.0£12.9. 75X -6.0£14.4T, FEMZE L Z D95%E X X
-6.0[-9.4, -2.71CTH V. MEFEINRAEAIED Sz (p<0.001,
N—2 5 4 R O THAE L 22 60 i) (17-1)17,

#17-1 WAL IC B 2 YMRSE RO R—=Z 5 4 v b0 & bR
(FAS. LOCF)

YMRS{rl s 75 & KL ORI
BB N e | 027
. I R A B o |
ORI 5
75 KB | 125 | 2802597 | 2201523 | —60= 1441 o
== : <0001
T2 v? |12z | 283596 | 16321337 | ~12021201| [-94.-27)

CERME + B2, a) N— R T 4 2l O R L 72 2650503 HT)
RIVEI S BUBUE 3. 1236074450 (60.2%) ThH > 720 EHREIENIZ. 7
BTV T2360(18.7%) Wik1441 (11.4%) . ASHAKELLH(8.9%) . M
1161 (8.9%) B USHEALBZ 961 (7.3%) TIH - 720

17.1.6 REAREHER

(1) EE LRI ER
SRR 2 52 T LA (9961, HARNBE326 %2 &) % 0h G i
L7275 ARt mE BT R LGB I c BT, TYET 5 —
WV12~30mgZ 1 H 1102238 455 L 72, YMRSEREOHERIE THED
LB THo 2 (F17-2)W,

#17-2 YMRSA TR O (FAS. OC)

B | N—2TA v 4 1234 223
75 EHRE| 86£758(42) | 97+955(34) | 731022(26) | 31%625(19)
7Y )‘i; 7| 74£702(0) | 33%365(12) | 26£251(3) | 14%159(20)

(P32l = Bt 22 GEA 1K) )

(6)

RIVEMZE B IE 1. 543961 (72.2%) T - 72o EREMWEMIZ. 74
YTITHI(31.5%) . HRERSHI(14.8%) . MEBFEERSH1(9.3%) . AILiES
B1(9.3%) B OGRHE %551 (9.3%) TH - 720
(2) ER£RHR (ROREREMA)

IR 52 T L2 - ASEB L ORREA T2kl 5961, HA
NEFNF 2 &) 2RI EG L2 EERRBICB VT, [ORER
ELTRBYFIAXEAVTalEF M) 7 20Tl T
T, 7TYVET 5V —V12~30mg# 1 H1M2258 i #% 5 L 22 kE. YMRS&
PRI TRO LB TH-72(317-3),

#£17-3 YMRSH 0 ER (FAS. 0C)
R=Z54 438
30.5+7.75(55) 11.0+10.53(45)

1234 2258
5.1 %6.50(29) 3.8+6.30(23)
CEY At = B 7 R0 )

BV S BUBE 12 56513951 (69.6%) TH - 7o EREIEHIX. IR
Hm161(19.6%). 74 ¥ Y 71081(17.9%) . BH7H) (12.5%) K Ok
i%761(12.5%) TH - 720

() ENERAREHERR (ROREREGA)
BRI Y — FUZRAZE Y — F 22 L72AU0 T 8 kERF416 %
THRACIM L 72 EBRBFIC BT, A RERE LTREY F9 24X
AV Ta@Er b AonTelFOH T, TIETI V-
12~30mg# 1 H1H24 8 4% 5 L 72, YMRSEARHEOHEBIITEO L
BYTho 7k (EIT-49)2,

#17-4 YMRSHEHEoHER (FAS. 0C)
R=ZA54 435
23.2+550(40) 8.1+823(33)

1238 2438
2.3+3.39(28) 1.5+280(19)
CEYfi = B0 7 GEATB1%) )

BRI BUBE X, 41603851 (92.7% ) TH » 7z EREIEHIZ. T4
YT 1961(46.3%) . MEIR11E(26.8%) . IRELIBI (22.0%) M O L8451
(19.5%) TH - 720

(52« D OREBIFAEETTIEMRIROHShEWVHEICED))

17.1.7 ERZE I HHER
i) 2HIERETHA LA EDED SRk D DR E %5866 %
WG L7 T Rt IR 25 b = 5 Ml A7 I b e ek & 920 L
720 BT b= VI AARBLEH] (SSRD) Xidtwa b => - 2 V7
FL U Y FHY SAABLEA] (SNRD) (OSueftF v, ZURFHI v,
EVRTV Y, INFTTIUROTFauF T V) #RBENE - R
TRMMPE G L. T azhEsid ohinwa & 2 iR L
72+ SSRIZUESNRIOPEH FC, 7V ¥ T TV —3~15mgik3mg
Z1H1I6HE BB G Ui & EHMi I 12 3513 5 Montgomery- A sberg
Depression Rating Scale (MADRS) FalsiDOXR—=2 5 4 ¥ 96 0%ELE
BTRIRTEBYTHY. 7TIET TV —3~15mght & U3melft D
WRET, 7T 2 ARREIK UREHEN 45 BA S0 7z (3~15mght
p=0.006. 3mg#fp<0.00l, X—ZF 4 T L 723 or (3~
15mefE. 3meft DM X 2 BBE TIH) ) (#£17-5)2,

FK17-5 WALFHMIFICB T ZMADRSAGRIEOR=2 5 4 ¥ 9 5 D%AL
#(FAS. LOCF)

MADRS& 75 R B E DX
RO || ~en | e ’;:;‘z BERE “

-, Bigdan » = P
T4y | aER | )| 95% )

75 REE| 195 | 255+74 | 181+98 | —74+81 - -

TIETS 9o

V= 194 | 253+£73 | 158+94 | 9675 [=37 - 06] 0.006

3~15mghf B

TIETS a1

V—)v 197 | 252+72 | 148+93 | —104=83 ) <0.001

. [-46,-15]
3mght

CEIM + B2, ) R— 2 5 4 AT L 7236553 (3~15mghE. 3mghEo
M2 & % BIBE TI6) )
BIEIZEBUEIE IR, 7Y ¥ 75V — L3~ 15mght T194%1 1324
(68.0%). 7V YT IV —N3mghtTI97HH11141(56.3%) TH >
7o EREWEHIEZ. TYVET IV —N3~15mghETIE7 4 ¥ Y7714
(36.6%). k2051 (10.3%). MEIR13H1(6.7%). (HAI3BI(6.7%) K
ALTHIINI3BI(6.7%) . 3mghETT # ¥ ¥ 72861(14.2%) . MilE154]
(7.6%)+ ALTHIM14B1(7.1%). k1261 (6.1%) K& OSASTH10%)
(5.1%) Tho7z. [7.45H]

17.1.8 ERR#BIREHER
[E Y45 TR ERER A~ & D REAT I J O 72 WML A AL & N 72653 LA 1 O SSRI
FIISNRI(SuaF£F >, ZVRFHFIV, VIS Y Y, IVFVTS
7Y ROTFauFtdF V) B f5 0K DRk E B 1556 % 4
Fhi U 7= E BRI IR ERIC 5V Ty SSRIUESNRIDHEH FT. 7Y
Y75V —3~15mg7k 1 H1n52:8 % 5- L 721K, MADRSH &l s o4
BRITEDEBY TH -7z (F£17-6)%,



#17-6 MADRSH RO ¥ER (FAS, 0C)

TIVETSV = N— 2 \ o JN o
P 515 63 1238 2438 523
Ak 182+96 126+87 12397 11.6+9.3 88+83
(R0 & ML) (155) (144) (136) (108) (84)
B 164+89 13.0+88 12699 11.6+94 91+86
T (122) 118) 113) (95) (74)
Frpipl 248+9.3 10979 10.7+85 11.3+94 7362
(65 A 1) (33) (26) (23) (13) (10)

CP3gt + B R 22 GRli %0 )
FIERIZE BV 1X, 15500 11561(74.2%) TH - 720 EREIERIZ. 7
TIUTAN(27.1%) REIIM2961(18.7%) . MHHLISHI(9.7%). kifk14
#1(9.0%) KU ~ Y 779 2 ) RENIE(7.1%) Th -7z [7.450H]
CNREADBEZANY b T LIS BRI
17.1.9 EINE MAEHER
DSM#-TV-TRIZ & ) F IRk & Bl s, B % 43 2 8592
B (6~177%) 2 WG IENE L 72 7 5 2 A 0k W 4 4 25 b = 36 B R A7 1 7
WHGRER T, 7V €75 V=V &1~15mg/H T1H 188k 5 L 7=,
IR 1281 2 ABC-] G ATE)F = v 7 ) A b HAGEI) o B
THREAITOR=ZAF L4 P50 LRIE, 7T 2REIHLTY
Y75 — VBE TR0 2 A 32 A5 Sz (p=0.044, &5 BF &
OR—=2 54 Y OREX G5 (=40kg, <40kg) #HTFE L. X—2 54
v s b UL (£17-1)%)
1) American Psychiatric Association (K [ ¥ #i £ 4% 4%) @ Diagnostic
and Statistical Manual of Mental Disorders Ckifi3c BB - ik~
ZaTN)

F17-T BAGEMIFIC B 5 ABC-JHEM FTMREZ I 7 ONX—Z 5 4
6 OEALRE (FAS. LOCF)

ABC-J B b gy i
WM TR 27 77 LR L DR LB
PR | —25
N ~ez|ome | UTRTL mmE
S 4 e o/ A= X 2
g4y | g | SR | 95% i ]
7R | 45 | 268+65 | 202%9.1 | —67=110
TIVETT 9271+79 + + [—7_83f)01] 0.044
Ny 47 | 27172 | 158%10.1 | —11.3+9.1 6, ~ 0.

CEINE = BEMEfR 2, a) TG BEROR—2 54 ¥ OREKX S (=240kg, <40kg) 2 K

T L. R=A54 V&EERL L5

RIS BB X, 478092861 (59.6%) TdH - 720 FRREIWEMIE, Bk

2451 (51.1%) FRIGESHI (10.6%) S OB RIE3H (6.4% ) TH - 720
17.1.10 BN REAR SR

[P 55 AT ERER % 5 1 L 72 358501 (6~17i%) & W 52 it L 72 Ik E Mk

MIBRWRECT, 7V T IV =) %21~16mg/H CTLH1MPR G L 721,

ABC-JHEVETMRER 27 OHBIETROLEB Y ThH- 72 (#17-8)%,

F17-8 ABC-JHUEEM: PN EER 2 7 O R (AT M 5413, 0C)
NR—=ZF4 v 83k 24;8 4834 963
17.7+10.0(85) 135+9.9(83) | 13.3£9.9(62) | 11.6+88(46) |14.9=10.3(26)

(P Mt = BEHEd 2 GEMB1 50 )

RIVEHI S BB X, 85BIHh47#H (55.3%) THh - 7z FRRIEMIE, HilR

2561(29.4%) . ARTERIN166 (18.8%) . FHEHEZ 661 (7.1%) K O AT

6B (7.1%) TH - 726

18. EhEIF

18.1 fEAHF
TYVET IV —Vid, B8 YDeZBREGT7 T= A MEH. F83 >
Dy BRI T T= A MEA. £ a b= U5-HTwZ /ARG 7 7= %
ME RO tT b= V5-HTaaZB®T ¥ & T= R MEM 2 o3
HThb, MiEEBTIEIANTH B, Zh S OEIEMATHRICB T
LZEMECHESLTwEHDEEZSRTWVS,

18.2 ZE{AHANME
ZHRARGRBET, MiEAMEY P FSI YDey B M EF2SI VD3, BB
+ta b= Y5-HTu KOt bt u b= ¥5-HTaZ BRI LTV
PERL, P FSI YD B bkT b= U5-HTe, B bR b= v
5-HT7. 9 v PR Ea-7 FLF) Y ROk b X ¥ I YHIZREKIS
HREOBAEER R LPD, 7 VBERAZH Y VM, T v MOEA
AAY UM ROELE Y FEBEA R A Y ¥ M52 BRI 5 2 BUAMEIE
&> 72 (n vitro) o

18.3 KNI VD2 RAEAF7I =X MEA
PRI VD2 HBRICH LTHOS 7T e LTHEMLZ22Y (n
vitro)o XTI ARLT v MIZBWT, F283 UEEPER AT L
ZRETIE I VDeZ AR LT vy T=ZA ML LTIEHL,. F
283 AEEIPEAIRRAZEAMCF L2 IRE TR F 83 VD2 RIS LT
T=AMELTHLAYS,

18.4 F/INI U D:ZRAEAF7I =X MEA
BRI VDeZ BRI LCHEG 7 T= 2 b & LT L722%) (n vitro) o

()

18.5 €O b= 5-HTwRAHHS 7T =X MER

b= U5-HTuZ AR LTS 7 IT=2 & LM L 722 (n
vitro)o X7 AMNO T = UHWS- Faf A4 ¥ F—VEERR G
HERDSE, 7y MERBOLT =Y = a—ua YRRKEMRIL.
18.6 O P = 5-HTaZ A7 > 2= X MER

vy MIBwTtr b= V5-HTaaZ B/ 7 T=A MV #fEsh 2
TEZEAZIWMH L2, £, £ b=I2X 55 v FPLHANRMICa
BEEDBIN A P L7z Gn vitro) o
18.7 A KRIBAESERICEEY 2EMMET )L TOHREIER
FPEIERDIER E Z 2 5N T WD T v MRS 2 J0H L. A2
ROBEETHBLEEZONTWET Yy F2 v 7Y 7 MUnZ#HI L7z
18.8 2L 7Y —&EiRiER

SYARLT y MBI BT RELE FFRERATEIFEH N 5
N VTV —ERIEHOEDEDO M RILIX, zurru~y vy Eine
NRY F=V L) KREDP-72D,
18.9 M7 OV F L BELRET 2 TEAMERN/NI P DZ2HME K
¥ 351EH

F v N TFRAFIEE R8I VDR AR LTS T T= A b & LTEM
L7 (in vitro) .

19. BXSICREY 2IE{LERIFR

—fik8&F - 7 ¥ 75 YV — ) ([Aripiprazole (JAN, INN))

%4 - 7-[4-[4-(2,3-dichlorophenyl)-1-piperazinyl] butoxy] -
3,4-dihydro-2(14)-quinolinone

BFR  CsH2rCl2N30:2

SFE :448.39

MR - Ao IR RO K TH 2, XY IV TV I—VITHETR
3K B (100) IR RHETR T K TR MYV, X8 =),
IF )= (99.5) LIEAFH VITIFE A LB T RV,

e s

/ \ H
N NCH-CH-CH-CH-O N _o
— A @
Cl Cl

20. RV EDEE
(&)

20.1 PTPEEE M, 7V I ¥ —PHE B i - Ml TIRE3 52 &,
20.2 7 AF v 7R PVEESIE, HOMES v v TE Lo DD L,

22. @
(ZEVU 7 71 81mg)

PTP : 1008 (105¢ x 10)
(TEY 7 74 §3mg)

PTP : 100%% (108 X 10). 5008 (105 % 50)

T5AF v 7 RV 50088 (8T HRAIAD ). 1,0008E (3T HHRHAAY)
(TEY 7 71 §6mg)

PTP : 1005% (105¢ x 10). 5008 (108 X 50)

TIAF Y 7RIV 50088 (3T HREEAIAD ). 1,00088 (23T WEMAIAD)
(TEV 7 71 §&12mg)

PTP : 1005% (105¢ x 10) . 500%¢ (105E % 50)

TIAF v 7RV 50088 (8T, HHRAIAD)
(TEVY 7 71 81%)

T AF v 7RIV 100g. 500g

23. EEXW

1) Schlotterbeck, P. et al. : Int J Neuropsychopharmacol. 2007 ;

10(3) : 433.

2) Stone, M. et al. : BMJ. 2009 ; 339 : b2880.

3) ALPYRRL BRI 5k (2006451 H 23 H 7K §%. CTD2.7.6.1)

4) FNER - PO S5k (20064E1 H 23 H K@%, CTD2.7.6.3)

5) ALNEFL - HHIC X 2B OB (2006421 /1 23 H K2, CTD2.7.6.1)

6) FLPYZRL : RREE R IC B 2 Y EhE (200641 H 23 H K2
CTD2.7.6.3)
FEPIRERL © IFRESE R IS B0 % S EhTE (200641 H 23 H K2
CTD2.7.6.3)
8) AN - 4. PERIIC X % %8 (20064E1 H23H &2, CTD2.7.6.3)
9) ALPIEERL © BEAEISEM B8 K OB 22 EAT (200641 H 23 H K2

CTD2.7.6.3)

10) #EPERL : F =Y v & oM EAE (2006451 H 23 H &7, CTD2.7.6.3)
11) Azuma, J. et al. : Eur J Clin Pharmacol. 2012 : 68(1) : 29-37.
12) Kubo, M. et al. : Drug Metab Pharmacokinet. 2005 : 20(1) : 55-64.
13) #EPNERL © 7 b ad v —v & oM EAH (200641 A 23 H &2
CTD2.7.6.3)
FEPER : A= B U & ORI (200641 H 23 H AR
CTD2.7.6.3)
FEPIEERE © i e O P 5 I 0 SE W Bh 8 (200641 H 23 H K2
CTD2.7.6.3)

-

7

14

Z

15

Na3



16

=

17

-

18

o

19

=

20

=

21

=

22

=

23

N

24

=

25)

26)
27)
28)
29)
30)

24,

FEPVERL A 2 xR & U7z AR 3Rk (20064F1 H 23 H 7K #2.
CTD2.7.6.5)

LR OB B 22 35U B B RV ek 2 AR (TR E AR
g+ RIS IE ) 3R (20124F1 H18H K. CTD2.7.6.3)

LR BRI 350 B B RIS 2 R R (R E
Mokl o AL ERER) (20124E1 H18 H7&#E. CTD2.7.6.3)
LR L BUBPE R E B 1) 2 B RIS 5 2 R G-k (R % 8
ORI B BAER  EIBSIE I ERER) (20124E1 H18 HKRE. CTD2.7.6.4)
FENERE © BUBPE R E 1) 2 B RIS 5 2 R Gk (R 2 58
ORI B BrRER - EINERIRRER) (20124E1 H18HK#E. CTD2.7.6.4)
N D 9 W - 9 DRI 2 SRR (201346 H 14 H K.
CTD2.7.6.4)

FNERL D 9 W - 9 DARIBITH S 2 RMIERER (2013456 H 14 H K2
CTD2.7.6.4)

PR N O HI AR Z b T ZHEPE D Sk 5 54
JIRER (20164E9 ] 28 H /K%, CTD2.7.6.2)

FEPEE N O EHI AR b A EIPE D Sl s 5 &
JIRER (201649 H 28 H /K%, CTD2.7.6.2)

Burris, K. D. et al. : J Pharmacol Exp Ther. 2002 ; 302(1) :
381-389.

Jordan, S. et al. : Eur J Pharmacol. 2002 ; 441(3) : 137-140.
Inoue, T. et al. : ] Pharmacol Exp Ther. 1996 ; 277(1) : 137-143.
Kikuchi, T. et al. :] Pharmacol Exp Ther. 1995 ; 274(1) : 329-336.
Tadori, Y. et al. : Eur J Pharmacol. 2008 ; 597(1-3) : 27-33.
Hirose, T. et al. : J Psychopharmacol. 2004 ; 18(3) : 375-383.
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26.
26.1

BUERRGTRES

Q® _sampan

Otsuka HERBFREXHHEE2-9

®)

HD77B2B31



202241 AAET (B52hk. BEEER)
% 202059 B HET (B51hR)

Bp o R

HEHEARS : 3614 ) B IR R

7)ET TV —IIVORERNERESE
IEVUD»1.0DE3™
IEYD»1.0DE6™

BIZE, WHEEEL
) 2B - EREORFEC LU BRTH L

BFEEmANEES

871179

ARES

OD#&3mg | 22400AMX00030
OD#e6mg | 22400AMX00031
OD#12mg | 22400AMX00032
OD#g24mg | 22400AMX00033

BR5Thata
20124E5
20124E5 1
20124E5H
20124E5

ITEYUJ»1.0D&E 12
IEYUJ>»1.0D&E24™

ABILIFY.OD tablets

HD95C2B16

1. &

1.1 EREETF P 7O R—2 X, BERAMEEZORTICE
B_ELHIEARLEMERPRIEITZEThIPHHDT,
FEREFREISMBEBORE - ERISEFETDIZ &, IS,
FERBEXIEZOREES LI ZNEBREFEET 58E
IZIiE. BELOERMIBRMEE EES EHHEh 3154
DHETETBEEL. HBEICHL->TIE. MIBEDA
FEOHEET9ICITH>2 &, [1.2, 8.2, 8.4, 9.1.3,
11.1.688]

2 BEIIHE->TIE, 5L UHLEREEAIPRIRT 515
ErHBd e, BERVZOREICHSIEHBAL, OB,
%R, $R. R, $8B. BHBZOEEISEEL. 20
EOBERPHS b -FHEICIE. BEBICESZFHEL.
EEOBEEZI5LD, HHETHE, [1.1. 8.2, 8.4,
9.1.3. 11.1.6%H8]

of

—_

2. BR(RODEBFICEIBELHEWI L)

A BFIEIREO B [FIEREZ B35BT D 5,]

2 2NV — VR EAR - R A5 o dE R R A o il

WIS D B B [P s s s BZh

BdH5bo]

23 7FLFY vH5hoBHE (T RLFY VRTF T4 5
F Y —OREBFIHT 256 % K L) [10.131]

2.4 KRFN O H UBBOE DO MARED b 2 BE

NN

3. ARk - MR

3.1 @k
Wt

Y774 |15EH

OD$¢3mg 7YYT IV —V3mg

IXYY 7 74|15k

OD$t6mg 7YV E¥T IV —)6mg

T 774 |15Eh

OD$¢12mg |7V ¥ 75V —)V12mg

I 774 |15Eh

OD$¢24mg |7V ¥ 7 F V' —)24mg

RS R

¥5F Y, D-xv=b—, T
AN TF—=A(L-7=z=NVT T
= ALEW) . WKy T U

3.2 WEOHERK

JE&

(mm)

S

[ :
(mg)

e 4 PEIR 445 (
mm)

YY) 774
OD$¢3mg

@ ()  |#0]| w3 | w2

I¥YTI7A4

ODGibmg | BOH

Fe (1 Jpe

#12 | %4 | #23

©® 0O =

Y774 g)ﬁﬁ B

OD312mg | #14 | F94

35

@0 —

TEY 774

OD324mg #18 | 95

71

@)=
4. ZHRERIIZNR

(TEY 7 74 0D#e3mg. FEOD#E6mg. FEOD#E12mg)
OAKIRIE
ONMBHEEEICE T 2 BREROSE
O329F + I 2REEFEEETTLEDRISRO S h Vg
&R 3)

(1)

ONBEOBRAZANY T LIS ZHlEE
(TEY 7 71 0D#24mg)

OEKRBIiE

ONEHEEICS T IBEROSE

5. MEERIHRICEET EE

(528F - 5 ORE BEFEETTREHMRIFEDH S B VIFGEIC
E3))

5.1 IR o b= IR AAMENZT b= - J VTN
LY I AR BLER SIS X 2@ RiEE AT > Thy T
BAPRDRD LN WEEICHY AR LTG5 2 L.

5.2 JiH SR OPEGITE Y 24U T OBHA T, BRZM. HK
DY) 27 HHIT 5 & OHEDD B 720, AHlzixs§5
B3 VA7 EREAT 4y M eEETHZ Lo [8.12-8.15.
9.1.6. 15.1.3%K]

CANREADBERZANY b S AR D BRI

5.3 JEHI & L CoDh LIS A M D BAITHIN 55T Lo

6. AERUHAE

(A KREAE)
A, RN 7IETIS Y= v E LTIH6~12mg% BiGH
B, TH6~2dmgZ MR E L Ly 1mSUE2MN2 50 TR
55%, B, . ERICXDBEEMKT S5, THEIZ
0mgZEMME VI &,

(UBHREEICH (T 2BEROKE)
W, BN T7TIET SV — v E LT12~24mg#% 1 H 1Ml
%53 %, B, BEHEZ24mgs L, FE#. ERICELY
FEHBIRT %A%, 1THRIF30mgZE A LnwI &,

(DR « D ONRE (RFEABAETTIEMRIPROShEVIFEIC
fR3))
R BAET YT F =k LT3meg#Z 1 H 135
T ho B RN ERICK Y BEEMLT 25, BWREIFIX1H
wme L T3mgk L. 1HRIZIISmgZMZ I &,

CNBREAOBEHBAZANXY b LRSS ZHIEME)
M. TUVEZIYV—= e LTCIHImgZ WA E, 101~
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L. BAEHES- %O A NI K65 Td - 72 (#£16-3)Y, [7.181]

#16-3 7V ¥ T IV =N 3mg G 5RO Y BB T A — 5

N tmax Crnax tz AUComr
fearty (hr) (ng/mL) (hr) (ng + hr/mL)
KA 37+13 | 1200+7.96 - 159.0 +95.1
ey T
1H ? _
H (OPC-14857") 184+86 | 0.63+0.63 82+82
RLEALK 42+34 | 4426+29.28 | 6459+1539 |6780+413.0*
o TACHY
14 2 -
HH (OPC-14857") 62+67 | 1088+642 | 110.23+64.94 | 185.7 934
(= SEMEF, SFIfl = B 2, 1561)
*OAGPEACE . BB OAUC
16.2 URAR

16.2.1 BREDH

FEHER AT ) ¥ 7TV = 3mg 22 RN I £ 1S BRI 1 5 L 721,
TYVET TV =V DCaa L AUCI AT T HFOEEIHD S e o720,
16.2.2 $EHINA A TNLSEU T«

WHRANICB T BT €T IV — VRGO N4 + 7 R4 5
YT 41E87% Tho7z (FHEAF—%),

(5)

16.3 2

16.3.1 S HBHE
EROR N BT B1HLE T ) €7 5V — b 3mg R4 515 0 5541 45
fi138.86L/kgTH o 720 SHEIDRHIE NI BT Z T I ¥ T TV — ) 2mg
PR P - 0 234 485134, 941/ kg Tdh - 720

16.3.2 MEZEREAE
REACRD MG B IR A HIZ9% L ET, FELTT AT IV ERAL.
HARHEITBWTINT 7Y v EDOREEIIA LBV, 20 BAEDT
& HOPC-14857D Ik H AR A E H99% LA ETH 5 (in vitro. FHHENT) o

16.4 X3
TIET IV = VT TRE S, PbEE kb iev, &
L TCYP3A4& CYP2D6IZ & o THIKFHAL & KL% 21 ). £7-:CYP3A4
WX TON-T VW F WAL R % %0 Bk (OPC-14857) 231 AE 112 B
FBERBWTH S, OPC-1485713 7 ) ¥ 75 V' — b GRZALIK) & Rk
ORHEERE R ORBRIE L o TRBS D, EFEREGL5140H) T
EARZALRIZHT T 5 OPC-14857D AUCOEI13#927% Tdh %0 [10. 2 1]

16.5 HEittt
FEHERE N ICMCEER T ) ¥ 7 9 Y — L 20mg & &I G- L 7=, B2 5 st
HE D27 % J 1860 % 752 N2 AR P R OFEME IR S 7z REABR
FHEHIZRI8% PRI S ., RSN E e h o 22 BHEATF— %),

16.6 HENEREH T 2BE

16.6.1 BipeEERE
O BERE R B ESRH6H (2 LT F= v 2 1) T 5 ¥ A<30mL/min) 12
B HRBCIE. BRI EICX 2P EN ORI o
2OBEATF—%),

16.6.2 FH#REREERE
JHF B Al e 554 55 5 191 (Child-Pugh /A ~C) I B 1) 2 Bk Tk, TR
HEREEIC L 220 7 5 Y ANOEBRED - 72" GHEAF—%),

16.6.3 =¥
TERE R HE (65D 1) 127 ) ¥ 75 V' — v 15meg % Ml 85 L 721
Dr T T v ARE, FEEEE (18~64i%) X U K20% KA 728 (FHEA
F—%)o [9.8%]

16.6.4 1471 - B2IE
HFERANICT V¥ T 5V — V1smgZ HEROK S Lz T7 I ET 5
V=V OEYBHEIHEE AL N oY T MAKWERET
DFHEFBH OREE, BAIZ T Y TSV — L OEYHRICEELY 5 2
BHFTIRLED722 BHEAT— %),

16.7 EWHEEER

16.7.1 = >
RN B VT, CYP2D6DRLEMER 2 AT 5F =Y »166mg: 7Y
Y75 = 10mgO ML D, 7Y T 5V =D AUCIZ107 %3
LV HEATF—%). [10.228]

16.7.2 XOx%&F >
REHERAIZ BT, CYP2D6DFLEEH 43 %780 F £ F ¥ 20mg &
TYVET TV —=A3mgDPFHICL Y. TYVET TV =N DCrnas L FAUC
& ZN2N39% KO 140% 3 L7210, [10.2% 0]

16.7.3 1 bZaFJ -0
R AICB VT, CYPSMORERN A2 AT 24 bgaFy—i
100mge 7V ¥ 75V = V3mgDPHHICE Y, 7Y ET TV = DCmax
B OFAUCIEZ N2 19% K UM48% W L 7212, [10.2%H]

16.7.4 4 haFJ—Jb
REFERNIZ BT, CYP3AADOREMEM 24T % 7 + 2V —)1200mg
ETVETTV = 5mgDBHICE Y. TIYET TV =V DCuae KT
AUCIEZNZN37% R 0%63%H M L 7= JHEAF— %),

16.7.5 ALY EE >
HA I IAE XS e IR BB IR B T CYP3AAD A %
HEBANNTEE 2400mgk 7Y ¥ T TV —V30mgd B 512 X
V. TYVET TV = DCon LAUCIEZ N ZH68% I UT3%AC T L
W HIEANTF— %), [10.228]

16.7.6 SEMR
HERAICBWT, 7Y ¥ T 5V — v 15mghe - 1R % O 16k 5509
BTG, 7TV =V DCnax L FAUCIE Z 141 % B U1 %MK F L
P IEANTF—%), [13.228]

17. BRERRIR

17.1 B RURLSMICET 255K
T 7 7 4 §ElEE) OEETE DT IRT .

(& KRIE)

17.1.1 EREHIEE I MR
TYVET IV =V HMRORE Lz FRARBRICB VT, KiZdh
72 - MR OHPH (6~20mg) TOMAIHRAE BASIBNITIB T 2 Lk
BUIKDEBY) Th D, LB H Td 2 R BEEE O YR
&, 47.2% (25/5361) T - 7219, [7.258]

17.1.2 ERZE M HEHER

(1) A5 S AE 3 24200 % W BT 20 L 72 F2 380 I — i H Ll ek i B
WT, 7YVYET IV —V6émg/HZBMGENES L. 24mg/H % k& &
LU CLH M S 2m 8 R 18 G- U7z REFHITB{H T % ik s



KHBIEICBIT B EERV IV TIRTEB ) T, AR T 24
WIVEATRD H N2,

34 il e

TIVET TV — VI ERE 111 46.8% (52/1111)

RIS BUBEE 1. 12080709361 (77.5%) Tdh > 720 ELBEMNIZ. &
R (i) 3681 (30.0%)+ 7 4 ¥ ¥ 72661(21.7%) . #Rik2561(20.8%). £
RAIRLIABI (11.7% ) B O 3R 1361 (10.8% ) TH - 720

(2) A5 2R e . 24310 % ) BN FE it L 7= 923 e I — F ML BGRBR I B
WT, 7YE7F YV —)V6mg/HZBMEMEL L. 24mg/ H % 3 i 2w
& UCIHIM SO 218 B #E I8 5- L 720 FEFHEIHH Td % Ik #é 2ht
YHBEICBT 2UEERVELTICRT LB ) T HAERMECH T 4
BPEATED Hh 7219,

RES R YR

TYVET T —NEGH 119 31.9% (38/1194)

RIVE R BUBUE 13, 120608761 (72.5%) Th > 720 FREIEMIZ. A
IR (i) 42851 (35.0%) . 77 ¥ Y 71760(14.2%) . k1761 (14.2%) . 1k
HIRA 1651 (13.3% ) o OFRAIRLABI (11.7% ) TH > 720
FTRTOFENER R EHRETERES M Tw 720, WET 22
& TR ORIRATHD 5N B HIMGEE STV, [7.28M0]

17.1.3 ERRRS %R
SRR AU B & A AR FEM I H & L 722408 B DL L35 0 W4 533
B (6~24mg/H. %E30mg/H) TO. AL HERE2526112 BT 5 5
HE AT I D B 3 391332 5% (82/2528) Tdh - 7219, [7.25M]

17.1.4 @5 E MARHER

(1) A EH KB
A ICINE O BPEREN O BHZ /R L Lz, 4D 2 Wid6HMK S 07
b R T ML R ER (31040, 30581, 420%1) I2B VT, TUE
TG —=VIE T T REE L i U TPANSSE RN AR N 4 L oz
AR Lz PANSSERESFHN CEYZE) Z, 7IET TV —
OV A (15, 30me/ H 1320, 30mg/ H) ™ % 458 #$5- L 722i8 T
F. 77 LR —2.9(102%1). 15mg/HEE : —15.5(99%1). 30mg/
H#E: —11.4(10080) L& 77 £ KRE : —5.0(103%1). 20mg/HEE : —
14.5(98%1), 30mg/HAE : —13.9(968) TH Y. 7IVET IV —VFEE
JH (10, 15, 20mg/H)™ 2 H w7268 B 5 0 REBRTId, 75 &R B -
-2.3(107%1). 10mg/H# : —15.0(103%1). 15mg/H# : —11.7(103
Bl). 20mg/H#E : —14.4(9781) TH - 72 (FhEL 7T L RBEL O LUl
Hidp=0.01),
B, 156megZ @A R0 I3 15me & W R HE V) T
FURARHB LR TWRWY, [7.288]

(2) BHTFBhER
RREMNC D 5B A LM BFI0MZ TR E LT IR R E
BRI R ER (268 3% 5. 15mg/ H™) 2B W T, CGIRFED 5 \»
IZPANSSZ W TS 2 3 L. EBARERGE B 2 [ 1E 24 tE
NHROHETTOMHIE L, TIETIV—VIZT T LR E LK
L THEDGERZR50% ML S, BRI TOMMZAZRICER L
(p<0.001. log-rank#s&). RIVEMZEBME L. 15368176851 (50%) T
Holeo ERMMEZ, AENES6H (24%). 7H ¥ I T71BI(T%). &
LB (7%) « BRIBI (6% ) B OHRIRSHI (5%) TdH - 720 [7.251]
#) PRI S EL G FORERE R, RRERUEEEX. [#H
St )y THRSEREd |, TIREESR G . T ), TR, [rh 25 mAL],
[HHEAL], DHEAHE] TRl L7,
18) RAORBE N HE RO EIE, [1H6~12mgZ PG H . 1H6
~24mgZ MR E & Ly 1RDOE 20N 50 TR S35, 1 TH 5.

CUBMEECH T 2 REROSE)

17.1.5 S5 I HEREEFRER (EHAHR)
BRI Y — FUGRAEZE Y — F& 2 L7280 1 %k 5 B3 (256
B, HARNBETI 2 HL) 20 RICEM L 727 T X R B2k
EEHRIEATHEBGRBIC B W T, 7Y ¥ T 5V —V24mg (BAEMEIIE
U CI2mg~DRETHE) % 1H 133 M3k 5 U722, SRR s- iR 1 3813
%X v 7 B AR R B (Young-Mania Rating Scale. YMRS) &l o
N—=2AF A4 ¥h b0 bE CEHM + BEERE2E) 7V ET IV — Vil -
12.0£12.9. 75 XREE-6.0£14.4T, BERIZEE 2 D95% 13 X (1%
=6.0[-9.4, -2.71CH V. MEIHIN LA EAEIED Sz (p<0.001,
N—=2A T4 i J OB T L7 65 8hr) (£17-1)17,

K171 BRI BT 2 YMRSEF M ONR—2 5 4 ¥ 55 0% LR
(FAS. LOCF)

VMRS 75 C KB E OB
BEBE [P ~— A
) S| e | 1P|t P
DL R
75 REE| 125 | 280597 [220+1523 | —6.0+1441 60
F TS ) <0.001
iz ;;‘j 7 122 | 283+596 | 163+13.37 | —120+1294| [—94,-27]

CPIH £ BRI, a) N— A T 4 VRO C s L7285 i)

(6)

RVE S8 BUBE 1. 123601117451 (60.2%) Th - 72 EAEIETIZ. 7
HY Y7236 (18.7%) RRI4HI(11.4%) . AMAET1H(8.9%) . MR-
1141 (8.9% ) S OVHE LM% 981 (7.3%) TH - 720

17.1.6 REARSHER

(1) EREERRER
ERERZ 52 T L7224 #h B0 (9981, H AR NBZ 3200 % &) & WS F i
L7279 v R mE BT BGRARIC BT, TVET IV —
W12~30mg# 1 H 1M 228 4% 5 L 72k, YMRSEREMOHERIE T HD
EBY)ThHo72(K17-2)%,

#£17-2 YMRSH 0 ER (FAS. 0C)

PRt N—Z54 v 434 12:4 2238
77 XARRE | 86+758(42) | 97+955(34) | 7.3+10.22(26) | 31=625(19)
y—
? _} }f/; 7| 74£702(51) | 33365(42) | 26+254(32) | 14+159(29)

CPYfH = B AR 2% GETH120) )
IR S B L, 54013961 (72.2%) T - 720 EREWEMIZ. 74
YYTITHI(31.5%) IRik8H(14.8%) . JEBFEMESH(9.3%) . AIRIES
B1(9.3%) B O #E# 2% 5450 (9.3%) TdH - 72

(2) B ERHER (RORTEEMA)

SRR % 52 T L7 BARR) - NER R ORI RA T4k 5961, HA
NEHL1B % EE) 21 ICHE N L 2 ERABITB VT, [niei
ELTRBYFIAXEAVTOBF M) 7 200FhPIFIONHE T
T, 7Y ET 5V —V12~30mg# 1 H 122 M #% 5 L 72k, YMRSH
BRI TERDOEB Y Tho 72 (£17-3)1,

#17-3 YMRSHEF R oHiR (FAS. 0C)
R=2A54 v 438
30.5+7.75(55) 11.0+10.53(45)

126 2238
5.1%6.50(29) 38+630(23)
CFYfi = B0 7 GEATB1%) )
FIVE R ZE BB (. 565143961 (69.6%) TH - 72 FARRAMEMIZ. HE
BOm11p1(19.6%). 7 > 7 1080(17.9%) . BHR7HI(12.5%) K O
W76 (12.5%) TdH - 720
(3) EMERARAER (ROREEMA)
BT E Y — FZRATETE Y — F2 8 L7280 T AR 4160 %2
MEATHENE L 72 IEFRGRBRICB VT, AR ese LTRRY F7 24X
AV TaF b A0onTFRPIFORH T, TVETI V=
12~30mg# 1 H 11012458 % 5 L 720, YMRSE R OHBIZ TR L
BYTHo 2 (F17-49)P,

#17-4 YMRSH#HE ¥R (FAS. 0C)
R=2A54 438
23.2+550(40) 8.1+823(33)

1258 2438
2.3+339(28) 15=280(19)
CTIff + R 2 GRATB1%0) )

IR S B E, 4103851 (92.7%) TdH - 720 EREMEMIZ. 74
TV T1961(46.3%) . MHE11H6(26.8%) . HRHkIBI (22.0%) K O L84
(19.5%) TH - 720

(520K + I ORE BIEABETTAEHREIRHShEVIHEICES))

17.1.7 EME DHEHER
Pi ) DHIERET H BB RATRD S e vk 9 Dt B R E 58641 2
WG & L7z 7 5 A I e 2 AL 7 F Ml AT R B e iR % 0 L
7o I T b = Y AARBER (SSRD Xidta b=> - 2 VT
FUF Y YD AARREH (SNRD) (SaFtF >, 7UVRFHI v,
EVEFV Y, INF VI VROTTFaaF T V) BARBNE - R
THMIELG L. ToRMErRD ORI & 20 HIICHAL
72#. SSRIUFZSNRIDHHH FT. 7Y ¥ 7 J Y —3~15mg L id3mg
Z1HIFGHEMB G Lo &R < 3513 5 Montgomery- A sherg
Depression Rating Scale(MADRS) A&l OR—=Z 5 4 55 0E{bLE
BFRCRTEBYITHY. TUYET TV —N3~15mght & 3mght D
WREC, 79w RBECK LA 2 A #2580 S 7z (3~15mght
p=0.006. 3mghtp<0.001. X—RF 4 ¥ fili TR L 726585t (3~
15mehE. 3meREDMIC X % ke TIH) ) ($£17-5)2,

FK17-5 WA APAIRG 12351 2 MADRSEETHON—Z 5 4 ¥ h 5 DAL
it (FAS. LOCF)

MADRSH 77 KL ORI
PHR | PR ~—z | ’;j;z HERSE "
- N = > o/ 1= 0 P
S4 v | || 95% )
T REE| 195 | 255+74 | 181+98 | —74+81 - -
FUEsS 0
V'—)v 194 | 25373 | 15894 | —96x75 [-37 - 06] 0.006
3~15mghf o
FUEsS al
V=) 197 | 252+72 | 148+93 | —104=83 ) <0.001
[-46,-15]
3mght

CPIg i B2, a) N— R T 4 VTR L7380 8o (3~ 15mght, 3melt o
M X 2 P HE TIR) )



RBIEMZEBBIE X, 7V ¥ T 5V — b3~ 15mght T194% 4 1324
(68.0%). 7V Y¥TS—3mght TI97H111141(56.3%) TdH -
oo THREMWERIIZ. TUVET IV —L3~15mghETiE7 4 ¥ V7714
(36.6%) . Ri%20%1(10.3%) . MHLI3BI(6.7%). FEH13H1(6.7%) K&
CALTHIMI3H1(6.7%) 3mghETT A ¥ ¥ 72861(14.2%) . MHHR15H1
(7.6%). ALTHIM1451(7.1%). =124 (6.1%) KOV ASTHI 1051
(5.1%) Th o7z, [7.45H]
17.1.8 ERREAR5HER

[EIPN S T AHFRER 2> & ORATHI B O 72 \HLA AN B 72655 LA O SSRI
JUESNRI(Su 2 F v, ZFVRFHI Y, VTV, INVFTVT
I Y ROTF auF s V) B RGHOKR D ORPEREBH 1556 % 1R
FE M L 72 I E B IER R RER I BT, SSRIIZSNRIOBEH T T, 7V
Y75 V' —3~15mg#% 1 H1M528 % 5- L 7. MADRSH &
BEITHEDOLBY THo72(F£17-6)2,

#17-6 MADRSHAFH DR (FAS. OC)

TIVETFV = N— 2 - - - -
P Sy 63k 1234 2438 5238

BN 18296 | 126+87 | 123+97 | 116+93 | 8883
(AT & 97 BL) (155) (144) (136) (108) (84)

s 164+89 | 130+88 | 126+99 | 116+94 | 9186
(122) (118) (113) (95) (74)

BRI 24893 | 109%79 | 107+85 | 11394 | 7.3%62
(65724 1) (33) (26) (23) (13) (10)

CE3MH + B R 2 GRliI 50 )
BIVERIZEBUBE 1. 155811561 (74.2%) TH > 720 EEWETIZ. T4
TIT4260(27.1%) AREBEIM2951(18.7%) . fEIRISHI(9.7%). k14
B1(9.0%) KA +Y) 770 &) FEINUA(7.1%) Th -7z [7.450]
CNREIOBBAZNY b7 LREICHE S BRIEME
17.1.9 ERE MHEHER
DSM™-TV-TRIC & ) FIPIYERE S & B S . Bl % 43 % 592
B (6~175%) % G HENE L 727 T b Rk B e 25 b = 3 5 ARSI 47 3
WA T, 7Y ¥ 75V —V%&1~15mg/H T1H 118 5 L 7= H§,
IRAEFHITIG 12 51 2 ABC-] (BHEATH)F = v 7 ) A b HAGEI) o B
THREAITOR=Z2F 4 Y502 LRIE, 77 REEIHLTY
Y75V — VB THEIAN A B AR b7z (p=0.044. %58 K
OR—=Z 54 ¥ DREKX S (=40kg, <40kg) ZHTFE L. XN—2 54
v ERIERE LG (£17-1)%),
1) American Psychiatric Association (K [ ¥ #ii € 4% 4%) @ Diagnostic
and Statistical Manual of Mental Disorders (Kifisi B OBW - ik~
—aT7N)

F17-7 AN 1) 2 ABC-JTHAEME FRREZ a7 DONR—2 7 4
> b DZEALHE (FAS. LOCF)

5 ﬁ‘m?fg(ﬁg 2y 75 LR DX
M| I ez A%% ;\:;Z ﬁﬂ%ﬁ?ﬁ o
74> FEATIRE OB 1959 {5 X 4]
77K BE| 45 | 26865 | 202+91 | -67+110
TICTS -39 0044
owa | 47 | 271£72] 158101 | ~113%91 [-78-01]

CPI i = BEAR 22, a) Be5-8E RO R — 2 5 4~ ORERK S (240kg, <40kg) & K

TEL. "R T4 v IERE L T

HIVET S B IE 13, 478028610 (59.6%) Th - 720 F2mfEHIE. MBI

2441 (51.1%)« FCRRIKIB5H (10.6%) K OB BRIRS3H1 (6.4%) TdH - 720
17.1.10 BRR#IREHER

[ P985 MM % 58 T L 72 B 8511 (6~175%) % xt B 9 it L 7= ki ek

SHREWRBRT, 7Y E 7TV — v E1~15mg/H CTIH1$# G L7,

ABC-JHEVETFMREZA 27 OB TREDOEBY TH- 72 (K17-8)%,

#17-8 ABC-JHUEYE FALREER 2 7 OHfds CHAMERATE G4, 0C)
N=2F4 v 83 2438 4838 96
177+100(85) | 13529.9(83) | 133+9.9(62) | 11.6+83(46) |149=103(26)

(T3 = R 2 GEAI 120 )

FIVERISEBUBIRE 1. 85BH A7 (55.3%) Tdh o 720 EARIMEM X, Bl

25%0(29.4%) . PRERIN16H(18.8%) . FHHEMZ 651 (7.1%) K M ERKIT

H#661(7.1%) TH o720

18. ZFEhEIE

18.1 {EA#F
TUVET IV =NE, FNI YDeZBRERG T T= 2 MER, k83 v
D% B 7 T= A2 MEA, v b= V5-HTuSZ B RS 7 T= 2
MEFARO T b= V5-HTaaZ 8K T ¥ & T= 2 MEA & g3k
HTHbDH. HELRBRTFEIAHTHSHH, IS ORI HRICBT
ZEMECHEGLTwEHDLEEZSRTWS,

18.2 ZEREHAME
ZHREREARRT, HIRZAMWE PRSI D2y B R FXI UDs kB
tu b= U5-HTu 'k b b= Y5-HTaa 2 BRI H L TR i

PEE/RL, b FSI YDy, B bR b= V5-HTe, B bR b=V
5-HT7 7 v PRMEZa-7 FLFY ¥ Rt b 2% I VHiZARIC
WO BAER R L7220, 7 VBERAZ A Y Y M, T v MOEA
AA) UM B OENVE Y FEIGA R H ) ¥ MeZ BARIH5 2 Bk
A 72 (in vitro) o
18.3 F/INI U D2ZEGFEA7 I =X MEA
R VDo BRI LCTEG 7 T=ZA P& LTHEH L2 (n
Vitro)o X7 AR T v MZBWT, 283 EBEmRIzEA T L
FZIRETIX RS YDeZ BRI LTT vy T=A PE LTIEHL. F
283 AEBIPE R EAMR T L2 IRETIE 33 VDo RIC LT T
T=Z bE LTIEH LAY,
18.4 FINIUD:ZBHES7I =X MEA
R8I YD BRI LT 7 T= 2 & LTEM L72%) (in vitro) o
18.5 €O b= 5-HTwRAHHS 7 I=X MER
b= U5-HTuZ AR LTS 7 I=2 M & LM L 72 (n
vitro)o X7 AMNOL T = GHWS-L Fa¥ A4 ¥ F—VEERR G
HERLSE, 7y MERBOLT =Y =2 —ua Y RAKEMHRIL.
18.6 EO M= 5-HTaZ A 7> 2= X MER
Fy MIBwTEr b= V5-HTaZ /7 T=A MV #EEsh 2
TEZAZWMH L2, 2. £ b= YI2X 55 v FPLHANRMCa
BEEDBIIN A P L7z Gn vitro) o
18.7 A RIBAESERICEEY 2EMMET )L TOHREIER
I PEIERDIERE E Z 2 5NT WD T v MRS %2 JIH L. A2
ROBEETHBEEZONTWET Yy F2 v 7Y 7 MUnZz#HI L7z
18.8 2L 7Y —&EiRiER
<Y ARGET v MBI BT RENE FHERERATEIFEEH N 5
Hy LTy —HEREHDOEDEDHRIIEZ, Z a7~y v RO
NRY F=NV L) KREDP-72D,
18.9 M7 OV F L RBELRET 2 TEAMERN /NI P DZ2HME K
ER:2(3:]
F v N TFRAFIEE R8I VDR AR LTS T T= A b & LTEM
L7 (in vitro) o

19. BEXSICREY 2IE(LERIAR

— & - 7V ¥ 75 V=) [Aripiprazole JAN, INN))

%4 - 7-[4-[4-(2,3-dichlorophenyl)-1-piperazinyl] butoxy]-
3,4-dihydro-2(14)-quinolinone

BFR  CsH2rCl2N30:2

SFE :448.39

MR - AEORE RO K TH 2. XY IV TV I—VITHETR
3K B (100) IR RHET R T K TR MYV, X8 =),
IF )= (99.5) MIEAFH VITIFE A LB T RV,

EEEE

/ \ H
N NCH-CH-CH-CH-O N _o
— A @
Cl Cl

20. BEVEDEE
WML E AT 27207 Y A S — RO FRETH T L

22. @
(TE 7 741 0D#E3mg)

7 Z & — 11008 (1088 x 10) . 5008 (105 % 50)
(TEY 7 71 0D$E6mg)

7 Z & — 110085 (1088 % 10) . 5008 (105 % 50)
(TE 7 741 OD#z12mg)

7 Z & — 110085 (1088 % 10) . 5008 (105 % 50)
(LE 7 71 OD#E24mg)

7 A % — 11008 (105 X 10) . 5008 (108 x 50)

23. EEXW
1) Schlotterbeck, P. et al. : Int J Neuropsychopharmacol. 2007 ;
10(3) : 433.
2) Stone, M. et al. : BMJ. 2009 ; 339 : b2880.
3) ALPYRL BRI 5k (2006451 H 23 H 7K §%. CTD2.7.6.1)
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VAR T | REAR#EEE, av AT |y 2 v
HDL- 2 V| — ) k5. HDL-2 L
AFa—=NV|AFa—=VKTF, t) T
. FU[VEF A FIETF. CKIET

st 4
FLEs. U
v IR
k| W2 ge, MBS, SUESOSE, |k TR 28,

SAE SRR WMBRBEAE AR, | b S e
Lol D, Sigh RAAEE

|11 T, WUZHR, BUIREE, [IROFHF 7.
TR BN, MRS BRI R TN
Wik, HGE R, WRHB%
*| 2O |RERN (REWA, (PEI 1ZTH. Bk BIRAR. &
BRI, BBk, e, DB, e, SR, fL
Dy, B | BOSHE. M. BB, UM, ALK
2. REF . M. B, |k SREL
HIRA, 7 | KRR & YRR, 96 | B, e v 7
a7y oy . WE. M. BREL X A %E. E
WSE, |0 BERRET, S, S, BB
by AR KA RIE, B, S0 |E. Ak
Ty AV Y (AR WRERE, BB, (P, .
DMK, 7B AP, S5 IR B g
O—)VET (BN BERE, B RIE. (B ke, B
ROV, B, REN |k, B
FH. A/GESR. A/GIK|E. FiZEH.
Ty TUTI VRS T\ BRI, A
VT I AR F MY R KN
LS AU A RS Bk

s a—) k&

13. BEHRE

13.1 ER
AV O R 3B O B F S RS IS B W T R, 260mg
THFEM IR AR RS X 72 A B TR,
R, MmE LA FIR. WEHEomERPHE I TwD, 2
B 195me E TR L2/MNRICB W T, —#EMoiEik
W, BRSEDIERDIFEI L 72,

13.2 uEd
WGP RIAB 5 IH N TH 5o MIBLENIAHNTRVWEE 2
bz, b, AR OWEEELE 2 5 2545130
CHMETHZ &, [16.7.68M]

14. BRALEDEFE
14.1 EEIFANBEOEE
14.1.1 BB&Z1t
MBEBLTORWAERIE, HEOBBIIVRETLILER
METTH2OTRELRVWZ L,
Q@ THELOBAEICEY. BE. LEPERIKT 2RO LN
5, REeZMTLZ &,
CBIREBHEDO T 2 )N V) F I N(T 2 )N Y —
V), hyzuay—jruyF(M)rafsAFrYvL),
PSR EO = 2 — L 7F VIR (T e XY ¥ 7 I V), Hit
TAPAEDOFO Y Fryuy F(ZbRA2Z VIR, F287
vyay ZOSVTaiF b L) ROPLT LV E— PR
REFDT YT v 7 A-Pyuy7r (e FaFiyyv)

© RIEHDREOR RTZE, w—a U2k, R, TR OmRE T

@) —HDOIATNVY +—F —(HEDOEH N ORL)IF. BRET
LEREEEL, EEMETIAIENHLDOT, WHIEL
AR LS &,

14.2 ZERIREEOER
PR OARE S &5 2 L,

14.3 EHIZFBEDER

14.3.1 AFZEZERHAT 25, b LGOI EZ A%, &
HELNEY2—A%RET, 2y 77— E150mL) £ S5
WCARLTHHTAZ &, B, AR HESRH» I
M35z &,

14.3.2 aiiid. 1AW ) Th 5. BHEHIZERZHEPLH,IC
BH$5Z &

14.3.3 NEO TP R VIR ET 52 L,

15. ZOMOEE

15.1 ERER{ERICE D 158

GheELE)

15.1.1 AHNC X 2 0HHEINAB O R HE ST b,

15.1.2 HHECHE b & A7z FRHNE I B U 7245 sl he IR GREEAVED
e - 2 AT 2 REMEHEENRE L217TOHRRBICB W
T Al &I w PR tm 3R 5L 7 7 e R GRE L T
LT, JEERNL.6~1. 7> 2 L OMETD 5. FEHIX
ek TH o 7oA, DILE R (DAL, ZRIESE) 3 BHE (i
RKENCXBIEDE o7 BB, AHAO3RE (5193861, F
AERNR2. 47%  56~995%) Tl FE T K OV I 45 e < (s =6 v
— VIR LTRSS OB T T R E B L TEY» o 720
$ 72, SHETOEERFICB T, ERBUE A S I E R
T & FARICIE RO LSS 32 L oGl D 5,

(D29% + D ORE BIEAECTIEMEIREH S h B VIFEIC
fB3))

15.1.3 A CERE N2 K5 DRERESORMRELHT 2
BEERNG L Lz, BEOY) 2R OEM 7 5 1 R IR ERR
BOBEHRIZBOWT, 4ZUTO/RE TR, BREESHR
DR OFID) A 7 23509 DHPEGRTT IR BEL KL T
Eh ol BB, BRI EOBFICEIT S HBRSER ABREN
DREBLOY) A7 O ERIZED ST, 65K EICBWTIZZED
V27 LY, [5.2, 8.12-8.15. 9.1.6&K]

15.2 FEERRREBRICE D < 153

15.2.1 ol (x Y A, 5y M) OFAFERRBRICB T, LR
JE%; (< w7 23mg/kg/HEL L. #ES v F10mg/kg/H) ROV T &
RIES; (M~ Z23mg/kg/ H L L) OFAEMED FA P HESh
Twb, ThHOEFXF->RE TP 7es 75> o 5
CBM L2 LT MBN TS, Ty bOXPAJER
BBV T, 60mg/kg/ H (i i B AR HE 32 H 3 D 10065 12 AH2Y) @
WD P G- B TR B B S O R A O LHAHE S Tw 5,

15.2.2 IV O RER O 5RBIC B W THO 5 oL (k.
JHAS, A7) AS438 [~ 5238 [ 3Rk D 25mg/kg/ H DL E o T
JTPIE L R RS 0 I A i e LA T R, 20339308 I 5k B D 50m g/
kg/ HU. EOHETHEHE IR TWS, LR T7IETI V=
HE D BB O WA VIR T2 B2 DIEE 2 D)
LB L72bDEEZ N, B, IhoEpor gk
B2 BEQHH15mg/ H¥ L. 0 #6H H30mg/ H KH
BRPE 5 1 VRIS BT 21 ED5 6% L FTH Y. F
7oy & MEHICBU B BREDS5. 4% FTH - 72,

16. ZEEEE

16.1 MeRiRE

16.1.1 BREES
EREE NI T V) ¥ T 5V — v 3mg (WHROUES i@ §E) & 22 M5 IR Himl f¢ 11
PG U7z, IR R ZE AL AR 1P G- B AR SR B Ol i E Ly I
FER PRI 60 T - 720 INHTEO.1% 3mL & ¥alse3mgid W
IS TH B LR S Tz (K16-1. #£16-1)°,

257
' o P
207 —o— Wi
2011
151 SR = B (R

—
=1
L

2
L

M7 ) €7 7 V' — Vi (ng/mL)

0 24 48 72 96 120 144 168

P G-t IR 1] (IRg T
F16-1 IR AT 5 7 ) ¥ 7T ) — )b Img i [l P -5 I o) ifiL 4 v i
B

#16-1 7Y ¥ 75V — V3mgHi P 5RO LY BHE ST X — ¥

tmax Cmax ti2 AUCiesnr
e (hr) (ng/mL) (hr) (ng * hr/mL)
N 26+1.0 15.77+3.313 59.21 +1340 762.1+188.2
il HE 3517 15.32+2.521 62.11+14.17 7431+196.6

CPfii = Bef 2. 20%1)



16.1.2 R{E#HE
R AISBIC T U ¥ 75 —)V3mg# A1 H 1M 14 0 B ER S Lk
R, 7YET IV — VoSS 140 F CTIlCE R IREBICEE
L. BAEEES- % O A NI K65 T - 72 (16-2)Y, [7.18 1]

#16-2 7 U €7V — W 3mg A G OB BT X — 5

feom tmax Cunax tiz AUComr
" (hr) (ng/mL) (hr) (ng * hr/mL)
w5 REALK 3713 | 1200+7.96 - 159.0 £95.1
23 N -
1HH FACHE _
(OPC-14857°) 184+86 | 0.63+0.63 82+82
P REALH 42+34 | 4426+29.28 | 6459+1539 |6780+413.0*
X N
14HH (O}j’zg}ﬁggT) 62+67 | 1088642 | 110236494 | 1857 +934**

(= SRS, Il = BRE, 1561)
©OITEAE. B MR o AUC
16.2 BRYR
16.2.1 BEOHE
R AICT ) ¥ T TV =)V 3mg e Z2 IR L IE A MR 5 L 7= IRg,
TYVET 5V =V DCaa L AUCI AT T EFOEEIHD S e o725,
16.2.2 $EHINA FTNLSEU T«
BB ST Y ET IV — VRO G OMT N4 + 7 _L 5
EYF41387% THho7z (MNEAF—%),
16.3 9
16.3.1 D atE
HRERMNCBT Z1H1E T V) ¥ 75 Y — NV 3me K EREITH% 59 0 554 7%
Fi138.86L/kgTdh o 720 AEHOBHFERANICBITZT Y ET TV~ 2mg
FHIR PP 508 0 554 2888134, 941/ kg TH - 720
16.3.2 MEZEAKEEE
REACRD ML BE IR AFIZ9% U ET, EELTT VT IV ERHAEL.
EIERICBOTIN T 7)) Y L OREEFIIET v, T2 BEWT
& HOPC-14857DILIH FIFE AR BH99% LU ETH 5 (in vitro. FHHENTTE)
16.4 X3
TVET IV =V ECHETR# SN, HLEERRE v, F&
L CCYP3A4& CYP2D6IZ & - THiIAFHE L & KM L% Z1F. F72CYP3A4
12X o> TN-BET7 VWAL % %0 %o BiAK#IR(OPC-14857) 284 s B
FAERBWTH S, OPC-1485713 7Y ¥ 75 V' — b (REALER) & A4k
DICHEEE LOIUHHRIIC L > Tt s h b, EFREEFES5140H) T
R 5 OPC-14857D AUCH E1ZRI27% Td %o [10. 2]
16.5 HEittt
RO A CHCEEL T ) €75 Y — L 20mg % #6185 U=, 3 5ol
HEDRI27 % K T60% %52 2 R R OIS HRIE S e KRB bIA
FEFIRI8% PRI S N, RPN E e h o7z (RN TF— %),
16.6 HEDHEREH T 2EE
16.6.1 BisgEEERE
OB BB 6B (2 LT F = 2 ) 7 T ¥ A<30mL/min) &
B HREBETIE, BHEREREICX 2P EYEEANO BB I L) o
72O BEANTF—%)o
16.6.2 FFiggEREERE
JIF B a4 B 7 1961 (Child-Pugh A ~C) IS B 2 ikBR T, TFHE
REREEICL 220 T T Y ANOREB A Lo 72" BHEAF— %),
16.6.3 SHsE
FERE RS (655 LL 1) 127 ) ¥ 75 ) — Vv 15mg% W% 5 L 72k
DrY)T T v RE, FHEEE (18~647%) X U b #20% KA - 728 (FLEA
F—%). [9.82H]
16.6.4 17! - B2AE
WEBRAICT YV E TS Y —15mg% W% S Lo T I TS
V= VOB LI A SN R o72Y T2, MAKRERET
DRHENIRN OFEH, BIX TV T TV — L ORYBREICHEL 5 2
LHRFTRE LD 720 BHEAF— %),
16.7 EYHEEIERA
16.7.1 =
HEHERAIZB VT, CYP2D6DBLEMEI 245 5 F =3 2 166mgk 7Y
E7 5= 10mgDPMICE ). 7Y TSV — VD AUCIE107 %5
L2 HEAT—5). [10.288]
16.7.2 NOxZtEF >
RN IZB VT, CYP2D6D M EMEM 2 A3 2758 F £ F ¥ 20mg &
TVETTV=3mgDHICE ), 7V ET TV = DCuax L FAUC
122 2N39% KO 140% 3 L7210, [10.25 8]
16.7.3 A1 5aFV—IL
R AICB VT, CYPSAMAOMEMEMZAET AL F5aF V-
100mge 7Y T IV —=A3mgDPHICE Y. 7Y ET TV =D Cuax
B OAUCIZZ N ZN19% K 48% W L7212, [10.228]
16.7.4 4/ haAFJ—Ib
REHERAIZB VT, CYP3ADORIEMEMN A4 55 b3V —1200mg
LT7VETI Y= 15mgPEHICE ). TV ET TV = DCra LT
AUCIZZNZN37% K U63% 8 L 72 (BHEANF— %),

(5)

16.7.5 AILNNTEE >
A I IE LA A GG B BT B W T, CYP3AAD B A %
HTHHNVNATEE »400mgk 7V ¥ 75V — v 30mgd P %512 &
D, TIVET SV =V ODCrnas K ITAUCIE Z N ZN68% B O T3%ILT L
W HIEANTF— %), [10.228]

16.7.6 SEMER
HERAICBWT, 7Y ¥ T 5V — v 15mghe - 1R % O 16k 5509
HT, 7V T 5V =V DCon L IFAUCIZ Z N ZN41% L UB1 %K T L
P INEANTF— %), [13.228]

17. BRERRIR

17.1 Bt RURLSMICET 2 515K
T 7 74 §EEEE) OB E DT IRT .

(& KRIE)

17.1.1 EREHIEE I MR
TYVET IV =Nz 8HMRORE Lz FRAREBRICB VT, KiBdh
72 - MR OHPH (6~20mg) TOMAIHRAE BAIBNTIB T 2 Lk
BIKDEBY) Th D, LB H Td 2 AU E O YR
&, 47.2% (25/5361) T - 7219, [7.258]

17.1.2 ERE M HEER

(1) A5 S AE 3 24200 % W BT 20 L 72 F2 380 I — i H Ll ek s B
WT, 7YVET IV —V6émg/HZBMGEMNESE L. 24mg/H % &&=
LU CLH M S 20n 8 R 18 G- U7z REFHITB{H T % ik st
EHEICBI B2EERNIDTIORT EB Y T, MALMWIEISH T 24
MDD SN 7219,

it G Bl [g 2

TVET 5V — VA 111 46.8% (52/111491)
RIVE M ZEBIBUE 1. 12060119361 (77.5%) TH - 72 EREEHIZ. &
M (3i) 3681 (30.0%) . 7 H ¥ ¥ 72651 (21.7%) . $Rik2561(20.8%). £
BRARL451 (11.7%) K O 5 1341 (10.8% ) TdH - 720

(2) H A I RE FR 24390 2 e AT HE Mt U 72 J2 3t IR - o B bk kBRI B
W, TYVET SV —)v6émg/H%ZHIEMEE L, 24mg/ H 2 i it
& LUCIHIM SO 28I B #% 8 - L 7zo TGN H CTd 2 ki 4t
WIS BYT UER) I TIORT EBY T MARMIEICH T 24
Bk ASTRD S0,

G )

TIET TV = VG 119 31.9% (38/119%1)
B ZEBUEIE 3. 1206018710 (72.5%) TH - 720 EREWEMIZ. &
IR (i) 4281 (35.0%) 74 ¥ V7 1761(14.2%) . 176 (14.2%) . 1k
A 166 (13.3%) B OV ERAIRL4H) (11.7%) TH - 720
FTRTOEMER R R L TEBEEShTw i 20, HET5C
L TR OBRDAD SN D P EPIEIHRES T v, [7.280]

17.1.3 ERREHRS %
SRR AR B T AR AE I H & L 722408 L PG o B 5.3
B (6~24mg/H. H%E30mg/H) TO. A HLFIERE 252618 2 i
FRFEM IS O U5 %91332.5% (82/25261) TdH - 7219, [7.2%5]

17.1.4 BHE THEHER

(1) B AR
A IGE D 2 WMEN O BB 2R E Lz, 45 2 W id6 M50 7
b R IR MO R (31041, 3051, 420%) I2BWT, TYE
TI=VIE T T AR L I U CPANSSEN AR M Lo %
AHRICSE L7z PANSSEREAESN CEYZR)IE, TIET TV —
VI E (150 30mg/ H 21320, 30mg/ H)™ %438 R#% 5 L 72238k C
X, IR -2.9(10261), 15mg/HEE : —15.5(99%1). 30mg/
HEE: —11.4(100%1) Xix 75 €K : —5.0(103%1). 20mg/HE: : —
14.5(98%1). 30mg/H#E : —13.9(968) TH Y. 7V TSV —VEE
JHHE(10, 15, 20mg/H)™ 2 v 72650 Tid. 75 LR
-2.3(107#0). 10mg/HEE : —15.0(103%1). 15mg/HEE : —11.7(103
Bl). 20mg/HEE © —14.4(97B1) TH - 72 (KhE L 75 L RBEL O
FiEp=0.01),
7B, 1omgw Wz 2 RHHEEE210 03 5meg & W RS HVE W) T
FYARHELOR TR, [7.28K]

(2) BRFBhEER
BRI D 5 YA LR BESIOP Z TR L L7 IR R
T M i i Bk (2638 Rl 5-. 156mg/ H™) 1B W T, CGIR#HED 5 \»
IZPANSSZ WV CTHE 2 2&/ L. EEARMEFME N 2 ME/E 4t
2o ETTOMHIE Lz, TIETS V= LVIZT 5 LR E LR
LCHEDRERZK50% WP S, BRI TONMEZARICERE L
(p<0.001. log-rank#is&). IVEH FEBUBE L. 153HH 7641 (50%) T
BHotzo ERFMMEAIZ, AIES6H (24%). 77 ¥ I T71BI(T%). &
RLB(7%) . FER9BI (6% ) B UHRIRSHI (5%) TH - 720 [7.25H]
#)UEERIGTEEUE LoRBERERT, REERYEEEIX. [#W
St ], T spedct |, TIREESE ), TR, TREEAL]. (s B[],
[HUIEALL, DHEAE ] TRHI L 720
) AH OKE S N7 RO EZ. T1TH6~12mg% B E, 1H6
~24mgZ MR & Ly 1RO 20NS 50 TR S35, 1 TH 5o




CUBMEEE B T 2 BEROHE)

17.1.5 % I HEREEFRER (EHARR)
BRHIEY — FXZRAEET Y Y — F& 2 LB T % RE 4 B3 (256
B, HARNBZTIP % &) ZRGICHNE L7 7T 2R g E 2 b —
HEMRIEATH LGB B W T, TYE T TV = 24mg (RAEME N
L CI2mg~ D@ i) 21 H 1 3E 5 U2z Re, I aHlin s 810
%X ¥ 7 B IR (Young-Mania Rating Scale. YMRS) &al s
N=2F4 ¥ 5 OEALR M = BERE) ETVET IV — V-
12.0£12.9, 77 &R E-6.0=14.4T, BERIMEE ZD95% 15 HIX B
-6.00-9.4, -2.71CH Y. HElH N4 FERD 517z (p<0.001,
N—=2A T A4 Ml J OB T U7 8 58r) (£17-1)17,

F17-1 WAL IC BT 2 YMRSE RO R—=Z 5 4 v b0 E{bhR
(FAS. LOCF)

YMRS#iksi 7T LR L OB
PR | W0 o~ B ~or7 e
. 533 tam | A2 |smiatom| o™
DAL "
7€ AR | 125 | 2805972201523 | —60=1441 o
- 0 <0001
;2}’;;&_7 122 | 283596 | 1631337 | ~120+1294| [=94,-27]

CEIE = B, ) R—2 5 4 RO THAE L 723650 A7)

FIVE I BUBUE 3. 1236074450 (60.2%) Th > 720 LAREMEMIZ. 7
7YY T2360(18.7%)  HRERI4BI(11.4%) . ASHRAELLH(8.9%) . Ml
1145 (8.9% ) M UG HEMZ 9B (7.3% ) T - 720

17.1.6 REBIBREHER

(1) EPE £ FIHER
JERER & 58 T L2247l (9981, HAR N IB#3261 % &) & W4 9L
L7279 ARt mEMIEATH B RERBRICB VT, TVETT Y —
W12~30mg# 1 H 112238 [ 5- L 72, YMRSHEFHE ORI TFED
LB THo72(F17-2)0,

F17-2 YMRSHEHH MR (FAS. OC)

B | R=294 ¥ 438 128 2238
75 KHE| 86=758(42) | 97=955(31) | 73+1022(26) | 31+625(19)
TIVE7 | rasnozGe | 33236542) | 26+254(2) | 142159(29)

T3 + B 22 GRATBIRL) )
BIVE I FEBUBIE 1. 54013961 (72.2%) Th - 72 EREWEHIZ. 74
TYTITHI(31.5%) . RSB (14.8%) . EB#EES5H(9.3%) . AIAES
#1(9.3%) B OHEAL#EZ 560 (9.3%) TH - 720

(2) EREHRHER (KOREEGA)

SER A 58 T L7 BARE) - AR RO RA T4k (G961, HA
MNBENFZ &) 208 EG L 22EERABRICB VT, [o% e
LLTHREEY F7 2V 7aigd v o A0SO T
T, 7TYET SV —V12~30mg# 1 H1H2258 R $% 5 L 728, YMRSH
FHEOHEBIITROLB Y TH - 72 (K17-3)",

&K17-3 YMRSAT R OHER (FAS, 0C)
N=2T4 ¥ 48
305+7.75(55) 110+ 1053 (45)

1238 2238
5.1+650(29) 38+6.30(23)
T3 + B 22 GRATBIRL) )
RIS X, 5661113981 (69.6%) TH - 720 FRmfEiz. Kk
BB (19.6%) 74 ¥ Y7 10B1(17.9%) . MHR7H (12.5%) KOk
i%761(12.5%) Tdh - 720
(3) EMERFREER (RO REEGA)
BT EY — FZRATEZE Y — F2 8 L2 0R 1 R EEBRE416 2
WEE N L 22 RGERBIC B VT, AR EEE LTRBY F7 4 X
BV TaEF )T AOBTAPIAOHM T T, 7TIETT V=)
12~30mg#% 1 H 11012438 F#% 5 L 72, YMRSHAMMOMERIZ FRO &
BY Tho7z(EIT-4Y,

&K17-4 YMRSAT R OHER (FAS, 0C)
N=2F4 ¥ 48
232550 (40) 8.1+823(33)

1238 2458
23+339(28) 15+280(19)
(T = B 22 GRIBIRL) )
RIVEHSEBUBEE X, 41003881 (92.7%) TH o 7zo EREMWEHIE. 77
YT 1961 (46.3%) . MIR11EY(26.8%) . H=HkIH (22.0%) K OV HEL8BI
(19.5%) TH o7z,
(320 « 5 ORE (MFEEETTIEMNREPBOShEVIFEIRS))
17.1.7 EINE THEER
o) DANEHET T R RATRD S vk ) DRt 5 B #5861 2
WG E L7277 & AR A 2 AL = 5 MR AT BE ] BB AR 2 S0 L
7o BIRW LT b= X FIRY AAKBLEA (SSRD Xidta b=> - ) v7
FL ) Y EIC) AABLEH (SNRD) (SadtF v, 7VRFHI
VTV, INFTTIURPTFauF T V) 2AREME - R
TEEMKEG L. TR BRD SN &2 i 5 BIICHERR L

(6)

72#%. SSRIXESNRIOHHH T T, 7Y ¥ 75V —3~15mgXid3mg
Z1H 1 6HE BB G Ui i34 12 35 1F % Montgomery- A sberg
Depression Rating Scale (MADRS) &FaliidR—=2 5 4 ¥ 55 D%ELE
BTFHRIRTEBITHY, 7Y ET SV —3~15mght J 3mght D
WHET, 77 2 RBICH LA N A B2 O 7z (3~15mght
p=0.006. 3mghfp<0.00l. X—RF 4 TR L 7230 (3~
15mghf. 3meht DM X % ke TIH) ) (£17-5)2,

F17-5 BARREEIIEIC B 2 MADRSERIE DR =25 4 ¥ H 6 DAL
H# (FAS. LOCF)

MADRSHFA 75 L ARRE L ORI
PSR | BB~ e | Y27 :
: r e a;lm%ﬁ%f 15 [95%%5;?@@11 o
DEALIE "
TR 195 | 255+74 | 18198 | —74%81 - -
TUETT _a9
v 191 | 253+73 | 168294 | ~96%75 | [_,"0 o | 0006
3~15mght R
TUETS _31
v 197 | 25272 | 148=93 | —10483 - <0001
[—46,-15]
3mgihf

CE¥fil = B 7, a) N—= A 5 4 VAT L 7238500007 (3~15mglif, 3mglf o
MRS & 2 B T )
BIE R BEIEIR. 7Y ¥ 75V — L3~ 15mght T1944] 11324
(68.0%). TVYTI YV —N3ImghtTI97HH11161(56.3%) TdH >
7o EREWEHIE. TYVET IV —N3~15mglECiE7 43 Y7714
(36.6%). H20%51(10.3%). MEIR13H1(6.7%). (HA13BI(6.7%) K
CSALTHEIN1361(6.7%)+ 3mghtTT A > ¥V 72861(14.2%) . MHIR15%1
(7.6%)+ ALTHIM14B1(7.1%). #1261 (6.1%) K OSASTHE 104
(5.1%) Th o720 [7.45MH]

17.1.8 ERREAHRSHER
[E Y45 T HTERER A & D RBATHI Je O 72\ A AL & N 72653 LA 1 O SSRI
JESNRI(SaFtF v, ZVRFHFI L, BV SV, INVFVT
T Y ROT 2 F LT V) 250K S DR EREB# 15560 % w4
F2 i U 72 BRI B R BRI B v Ty SSRIIZSNRIOPEH T T 7Y
Y75V —3~15mg% 1 H1m528 % 5 L 72k, MADRSHEH O
BETEROEBY THo72(F17-6)2,

#:17-6 MADRS# i H O (FAS. OC)

FTVETSY—L | R—2 | . . .
551 R 658 1234 2458 5238
Lotk 182+96 | 126+87 | 123+97 | 116+93 | 8883
(A7 & 3 BL45) (155) (144) (136) (108) (84)
B 164+89 | 130+88 | 12699 | 11694 | 91+86
! (122) (118) (113) (95) (74)
HrHLel 24893 | 10979 | 10785 | 11394 | 7.3%62
(655 A 1) (33) (26) (23) (13) (10)

CPe it + B 2= GRlFI ) )
FIVEMZEBUEE 1. 155611561 (74.2%) THh - 720 LREWENIZ. 774
TV T42060(27.1%) . ARFEIM2951(18.7%) MHRISHEI(9.7%). IRik14
B1(9.0%) RO b Y 7)) &Y REIBI(7.1%) TH o720 [7.45H]
CNBREADBEAANY b LIECHE S BRI
17.1.9 ERZE IHEHER
DSMP-TIV-TRIC & Y AR & B S, Btz A3 2 B892
BI(6~17i%) 2 W ZICHEM L7z 7 T 1 A0 MR 2 (b 5 Mlb A7 BE 1)
R, 7V ¥ T 5V = %&1~15mg/H CTLH1MSHE BB S L 72k,
SRR B0 5 ABC-] (B ATENF = » 2 U 2 b HAGEM) o BAEM:
TMREZAITOR=ZF4 P08 LEIEE. 7 2REECHLTY
Y75 — VI THEN RN R A AR S 7z (p=0.044. $E5-8E %
PNR—=2 54 Y DRERX S (=40kg, <40kg) ZHT-& L, X—=25 4
VR L i) (R17-7)%,
%) American Psychiatric Association (K [E ¥ fill £ 4% 2) @ Diagnostic
and Statistical Manual of Mental Disorders Ckith3 B OBW - Hil~
—a7WV)

K17-7 RHFHIIRFIZ B 5 ABC-JHBEE TV RERA I T DOR—-Z 7 4
v b OZEALRE (FAS. LOCF)

ABC-J -
RAERT [ RE2 27 77 &K & DXL
BORE | B N— 2 5
v Syl I e L T
T4 | i OB [95 % 1 it i ]
7IRKRE| 45 | 268+65 | 20291 | 67110 30
TUETT s . o 0.044
lap | 4| 21=72|158%101 | ~113%91| [-78-01]
CPI = B, a) G BERIN—2 T 4 ¥ OREX S (=40kg, <40kg) 2 W

TFEL. R=2F4 v & dkhtl L3655 i)
RIVEFEBUBE &, 4760028%1(59.6%) THh -7z T AEIEMNIE, MBI
2441 (51.1%) . ERKIRIESH (10.6%) KB RIE3HI (6.4%) TH - 720



17.1.10 EIRREAR5HER
A A RER % 58 T L 72 8851 (6~17i) % W SIS 920 L 7= Ik H Ik
HHEHRET, 7Y ¥ 7TV =V &1~15mg/H CTLH1E$HS L7z,
ABC-JREME T RER 3 7 DRI TROEBY TH o 72(F17-8)%,

#17-8 ABC-JHUEYE TR EE R 3 7 OHfeds (RPN S 4. OC)

N=2AF4 > 8 2438 4838 963k
17.7+10.0(85) 135+99(83) | 133+99(62) | 11.6+8.8(46) |14.9=10.3(26)
(P fi = BRef 2 GEMBI 0 )

HIVE A FE BB, 856114741 (55.3%) T o 720 EAREIEAIE. fEIR
2561(29.4%) . AREHIMN16H](18.8%) . WHEHZ 661 (7.1%) Kk O EHIT
HE6B1(7.1%) T - 720

18. EENEIF
18.1 EA#F
TIVET IV —ViE, BRI VDeZBREGT7T T= A MEH., F83 >

DyZ RS 7 T=A MM, £ u b= U5-HTuZHE RS 7 T =X
MEH ROt b= V5-HTaZHKT v & T= 2 MEW 2o %
HTHD. WHELTIEIANTH 25, Zh S OEIMEM AR BT
HEMECHELSLTWEILDEEZLNRTWS,

18.2 ZR{AHIANME
ZERNEARBET, MR A P F/9I D2y B PRSI VD B
o b= Y5-HTu k't bt b= ¥5-HTaZ A RIH L CrivBil
PERL, B FF2SI YDy B bR F=Y5-HTee, bR =
5-HT7. 9 v PRBEZEa-7 FLFY Y RO b 2% 3 VHiZEEKIC
PREOFHAEZRLPD, 7 VBERAZH Y VM, T v MOIEA
AHY MR BNEy ML R A Y ¥ MeZ 2RISR 2 A X
A5 72 (in vitro) o

18.3 RN U D2 BFES7 I =X MEA
PRI VDeZ BRI LT, T7TT=Z2 P& LTHEH L7222 (n
vitro)o X7 AR T v MZBWT, 283 AERPEARIZED I L
IRETE IS vDeZARIH LCT vy T=A P ELTHEAIL. F
283 VEBVE SRR EAME T L2 IR TIE R3S YDA RICH LT T
T=2 FE LT LT,

18.4 /NI U D:ZRAEAF7I =X MEA
BN U DsZ BRI LT 7 =& b & LTHER L72% (in vitro) o

18.5 £ 0O F =2 5-HTwRARFHF 7T =X MER
tu b= Y5-HTZHERICH LCTHG 7T IT=A e LTEH L% (n
vitro)o U AHNO LT b= SUEHS- Fa ¥ v 4 v F— VR E
Bzl s, Iy MERgote b= v o2 —u U REKEWIHIL .

18.6 O M= 5-HTaZBE7 > 23X MEA
Ty MIBVWTEH = U5-HTaZ AR T T= X MCXDVFERIND
THEACZIMH L2, $72, £ =212k 55 v FPLAIRMCa?
WEEE ORI Z Wil U 7z n vitro) o

18.7 MAKRERERICBET 2B ET IV CORE(ER
FVERERDFREE L Z 2 SNTW 5 T v b 4fh S %2 P L. ANLE
ROFHETHLEEZONTVWE T Yy ba vy 7Y s bUszIiHl L7z,

18.8 H 2L 7Y —&ERIEH
2 ART v MBS T EEN L RFRE RTINS T 2
H 5 VTV —wRIMEMOEDiD i RItiZ, Zur7a<y v L e
NRY F=NEY)REDPS72,

18.9 M7 O5 Y FREARET 2 TERAFME RN /NI O DZRMEICH
¥ 31EH
F v M FIARIE R8I VDR RIS LTS T T= A M & LT

L7 (in vitro) o

19. BRI ICEAT 2 E{EZHE

—fi%#9&F : 7Y ¥ 75 V' — ) [Aripiprazole JAN, INN))

1bZ# 4% : 7-[4-[4-(2,3-dichlorophenyl)-1-piperazinyl]butoxy]-
3,4-dihydro-2(14)-quinolinone

SFR © CsHzClN3O2

SFE - 448.39

MR PO SO REOR K TH D, XY INT IV I —IVITHETR
<L BERR(100) I2RRETR T K TEF= YN, 25—,
LY 7= (99.5) LIEAFH LITIF LA LT BV,

EEE=R

/ \ H
N NCH:CH-CH-CH-O N o
— T
Cl Cl

20. BIRWVEDEE
b E IR L TRIET B 2 &

22. ‘@
5 1 1mL x 284, (74, x 4) . 3mL x 284, (743, x 4) . 6mL X 284 (741, x 4) |
12mL x 287, (77, X 4)

23. FEXW

1) Schlotterbeck, P. et al. : Int J Neuropsychopharmacol. 2007 ;
10(3) : 433.

2) Stone, M. et al. : BMJ. 2009 ; 339 : b2880.

3) ALPYERL ¢ BRI Rk (20064E1 H 23 H 7%, CTD2.7.6.1)

4) FEPVERL ¢ SBIRIT P Rk (2006451 H 23 H 7K. CTD2.7.6.3)

5) FPMEAL I X BB OBRET (200641 H 23 H&#Z, CTD2.7.6.1)

6) FNERL : EREERAICB 2 Y E)E (2006451 H 23 H KGR,

CTD2.7.6.3)

FEPIERL IR E 12 B0 2 S EHTE (20064F1 H 23 H K72

CTD2.7.6.3)

8) HLINEEL : AEH. PERIIC X % % (20064F1 H23H &2, CTD2.7.6.3)

9) FLPIERE : BESE ISEM B B OV 0 SR AT (200641 H 23 H R 7.
CTD2.7.6.3)

10) HWNEH @ ¥ =Y v L OME/EH (2006451 230K, CTD2.7.6.3)

11) Azuma, J. et al. : Eur J Clin Pharmacol. 2012 ; 68(1) : 29-37.

12) Kubo, M. et al. : Drug Metab Pharmacokinet. 2005 ; 20(1) : 55-64.

13) #ENEEL : o~ 3V — v & OMIELEA (2006451 H 23 H K2

CTD2.7.6.3)

MR : AN v oM ELEH (2006451 ] 23 H K,

CTD2.7.6.3)

LR < TP O I 3 G-I o> S B 18 (2006451 1 23 H K2,

CTD2.7.6.3)

LR WA JSIE & i & U 72 IR 3% (2006471 H 23 H KGR

CTD2.7.6.5)

AR BUBPE RS I 50T B BRSS9 % S R (I E AR

B o [EIBRIE [ 3R0R) (20124F1 H 18 HK &2, CTD2.7.6.3)

ANEDRE © BUBPERR IS B0 B BRI 2 R G-k (. E

Mk« ERE LR ARER) (2012421 118 H/R#Z, CTD2.7.6.3)

ALNEERE - BURBPE RS E502 330 2 BUEIRIS X3 2 R I G-k BR (R e

SEOR B BakBR « EIBRIL R 3ER) (20124217 18H K., CTD2.7.6.4)

FENEORE - BUBIE R 2 51 2 BRI 3 2 R P 53 (R % e

SEOR I T BakBR « EINEAR ) (20124217 18H K&, CTD2.7.6.4)

21) AN 0 9o - 5 IR B R (2013476 H 14 H K2
CTD2.7.6.4)

22) FLNEHR 1 9 oW - 5 IR B R IR (2013426 H 14 H K2

CTD2.7.6.4)

FEPEER NI O HII AR 27 b5 A HEICPE D Sl 5 54

3R (201649 H 28 H K&, CTD2.7.6.2)

FEPIEER  ANEMIO HII AR 27 b5 AHEICPE D Sl s 5 &

1A% (201649 H 28 H K72, CTD2.7.6.2)

25) Burris, K. D. et al. : J Pharmacol Exp Ther. 2002 : 302(1) :
381-389.

26) Jordan, S. et al. : Eur J Pharmacol. 2002 ; 441(3) : 137-140.

27) Inoue, T. et al. :] Pharmacol Exp Ther. 1996 ; 277(1) : 137-143.

28) Kikuchi, T. et al. : ] Pharmacol Exp Ther. 1995 : 274(1) : 329-336.

29) Tadori, Y. et al. : Eur ] Pharmacol. 2008 ; 597(1-3) : 27-33.

30) Hirose, T. et al. : J Psychopharmacol. 2004 : 18(3) : 375-383.

24, XEEEKRERUVHEVEDEL
KRR A S R v 57—
T108-8242 HIRUARUEIX ¥ 2-16-4
SNZ5 Y Py bV T —

Wah 0120-189-840
FAX 03-6717-1414

26. REHRTTEEF
26.1 BHERFETT

' ABHEHRIS 1
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&S ILT 18 1 mg
LEXSILT 18 2mg
LEXHJLT 4 OD % 0.5 mg
L¥&HJ)LT 4 OD & 1 mg
L& I)LT 4 OD £ 2 mg

FT1E (Eoa—IL1)
FEEFTHERE VAT XEIZEAYT H1FHR

1.8 RHAXE (¥)

X ORMXE (B) IBEREOIOTHY,
BRADRIANEEZSHI S &,

RERERA=H

REIE RS i R 1



B ettt ettt et et e e eaeeeae e eneas 2
1.8 AT (B oot 3
181 BRI ITE (BE) oot 3
1.8.1.1 LEHILTAEIMG, BEE2 MG i 3
1.8.1.2 L¥HILT+4ODEEO05mg, RIODEE1ImMY, EODEE2MY.oiccnnne. 14
1.8.2 BXIEHR] TRZERUVAE] RV MERLOZEE] OFRERL ... 25
1.8.2.1 FHRER TR (FB) EZTDRRERM ..., 25
1.82.1.1 FHBESNTZNIE ] () oo, 25
1.8.2.12 TEHRESUIIZNEE ) () DFETEARIL oo, 25
1.8.2.2 TRERVAZE] () EZTORERM ..o, 27
1.8.2.2.1 THEIL OV E ] (B2) o 27
1.8.2.2.2 THER O] () OFRTERRML oo 27
1.8.2.3 MEALEDEE] (F) ETDRERI ..., 30

1.8 IRA3CE (%)
2



1.8 HRfIXE (%)
181 &HRRIXE (B)
1.8.1.1 LEHILT 181 mg, EEE2mg

BTk RESRE
HINHAR : 36 & H

mAAARE

TJLYRETSY—ILEE

LEHILT 1 ®FF 1 ™

BIE MAZEE=ERLD

F) IR-EMFOLAZICLYERTHCL

HRES - BUTIR SCE D S O H A

BAEEERNEES
871179
#€ 1 mg £ 2 mg
ABEES | 23000AMX00010 | 23000AMX00011
BRFERANA 2018 %54 A

LEHILT 1 ©FF 2 ™9

REXULTI® tablets

o #=

L EE (ROEFIZEFTBEELEWIE)

21 R0 EE [FHERELZE LI EIBENNH
%, ]

2.2 7NV EY — VIETRER - BRI S O AR A R ] A
DIMNEETIZH 2 B8 [FARRINHENEH R X
Nz BENRH D, ]

237 FL U vagbEdolss (FRLFU a7
T 47X U—ORRIRE, XIIHERERIZ ST 3R
RS U < MBI E R 2856 %2k<)  [10.1
Z M

2.4 AFND RS R LISBUE OBEEE D & % B4
3. fAR - MR

5. MEERIIHRICEET 5T

<353 2% - 3 2KE BFEARTHALBNENRDH LN

3.1 #ARK

s

ERIp %)

AN

XY aT 4
#E 1 mg

1 g
TV AY
7T =)
1 mg

JUBE ARy, boEmaLF oS
v, FEEkkELO—RA B RaFy
Tarleiia—2x, ATFTY L
e~ /XA, SO An—
R, ANy, BileFE v, e
kg

XY AT 4
#E 2 mg

1 gEh
TV AY
77—
2mg

LK F, boERavT T
v, fEEhELBR—R B RerXy
Tuvriltwirae—x, AFTTY
e~ 7 AT L, ESRAT—

R, AN, BT H Y, HE=
—iRfbgk, SRR

3.2 HEIDHEK
o4 [E27N
L L | FEAD
TAGE | TAVhI-T 1Y
1 mg )" §E
LS L | ik o -
TAEE | T4vha=74v |
2 mg )" §E

4. FMEERITHHE

O #MEKXRAE

O 529 - 5 DR BIFEAETHALBHNENRDO S
NEWERICIRS)

E

(mm)

HX
(mg)

e
(mm)

el

a— R

I

Ay N —
B O=| 61| 27

93

)
%

6.1 | 2.7 [#193

&
A
o/
I
[\S)

1.8 IS0

3

BWERICRS) >
54 AF OO, EIRME v b= Y A Z HEFH],

e b=y AT FLF U UHRY ALRERIZEIC
ARSI LAN =) % I A R MO W moa RANTJE VAT 12:0)
BNARVIEEICIRY, AFNC X DEWER (T U7,

PRV A X 2 T O HERIEERELR) OB D

EELET, ZOMEEEEICHNTAZ L
5249 SFIOEEIZ LY, 24mUTOERE T, AEA

B, BEREXOV A7 BNEMTHLEOHRERNH LD,

A ETHGEICE, VAT X T 49 b 2E

E+52 b, [89-8.12, 9.1.6, 15.1.3 K]
6. FiERUAE
<#f & KFFAE>

W, RACIET L A5 — b LT 1 H L
I mg 226520 L%, 4 AU EOMIBZ&HITT
HEL, 1H 1A 2mg 2RO+ 5,

<52%F * 5OKE BEFARAETTHRENENEDHOLN
HUVMEEICES) >
WE, RAIIE I LA S5 — L LT1 H 1A
Img #RO#F5T 25, 728, AREICHENRL, +
DIARBRBD HNRWIGAIZERY, 1 HE 2 mg (ZH
BTAZLNTES

7. BERUVAZICEET I8

<& KFAE >

TAKRKID 1 HE4mg 2 5 HETOZEMEIIMIL L
TV (BRI D20

7.2 KF| & RFLELL o CYP2D6 BRER] (=, /3
nXtF %) KOYSATHRRELL B CYP3A BHEHA]
(f bTary—n, 7TV Aa<wA %) 20HH
T HGEEEITIE, AAOMBEPREN EHT 5 Z Lo
b, IhWHOHEKEOHFHIIFEERIEVEET S = &
R EEFHAT BRI, UTFORESEICHE
LOHEOHE #1752 &L, 0.5mg 25325 581F
VEYIILT £ ODSEO0Smg A4+ &, [102,
16.4, 16.7.1, 16.7.2, 16.7.5, 17.1.1 ]

(%)




(Z5) %)

JRUY CYP2D6 BHFE A S IE58\ » CYP3A B 1H1E Img | 1 H1E2mg
oWz g R R
R O CYP2D6 BHEAIKL O R FE D 1081 mg % HiEAOCHE | HEAUOHE
CYP3A BHERIOWF N PEA 1 H1ME FRV N CYP2D6 BHEA KL O3
CYP2D6 DIEMEARIE L T D Z & 23H]HA CYP3A fHEAIO W OFH
LCW5HRE FRU Y CYP2D6 FHEA K N2
FV Y CYP2D6 FHEAI K OV CYP3A B ED CYP3A HERIOWT L
FloWFi b oA b pEA 118 1 mg %
JRV CYP2D6 BHE A & O HFRE D CYP3A LA 5 PR O CYP2D6 BHEAIKZ TN |1[E 0.5 mg 2 (2 HIZ 1 [E X%
BEEHIO W O 2arT%xm # N CYP3A PREH OV [2 B 1 [H 1[5 0.5 mg %
R O CYP2D6 PHEEAI K OVEVY CYP3A | 5 Sme % HOFH 1H1[H
BLEAI OV PEH ﬁL CYP2D6 DIEMER KB L T
CYP2D6 OIEMER KB L TWAH Z L8 |[— % LAV L T 2 B
LT 2 BE A R LA E O CYP3A FHEH R DL D CYP3A REF
2inis aivii
<529 - 3DOKEE BIFABETTREMENREOHLN 8. EELGEXKIE
TWEEIC PN
7;;5;%§§é;b*yﬁﬁblﬁmiﬁ ok AR >
= — - — — e 8. 1R, WE - By - KAHEERE IS OK T
=V e AT RUF Y VERYIAZRAEAR LI L Z = BT LR B DT, AFEEL DB T E B
P LT 5 2 b, [AAIEME S ToARMIE e s s e e o
- ° RGO B OBRIEICEE ST RV & 5 EE
RSN TV, 1 [17.1.4 M )
74@@%§m;5@¢méfwyy7,&%@v%* 8.2 KANDBEHIT LV mIECHE IR O AR B &b,
AT HEOHEANIERE) 2FE LT, AEOEE. e RN ke e b EG R = -
RO G 0B NEE 52, (1112 BRI b7 o s, BRI =25 = &
il4ﬁ%jﬁ B E— Wb D DT, AARRERIE, 08, 28, 2R, SR
s N SEOERICTEE T2 & & BT, BRI XULZ Dl
7.5 BERERBR I 31T D HMER Ve ORE R 22000 L ? i . K¢ \,%
= — D D WIEEDOfERR 2 H 3 585 TlE, myEE
LT, A 2mg ~OMBOBALREMRID S pypems ygigen+o0iciTH = &, [83, 9.13
&o 2&%” ng A@i%%%%%#é%éa:bi, Zfiﬁﬂ 11 {5 Z%EE] B ° = o
P = e 1.5 &M ‘ B ‘
lnm&%%%&fﬁﬁ%?@fﬁﬂng DI ED 8.3 AAIDIE G L, b Lt 8.2 DR A EES
BERERETHZ &, [Eu%};ﬁiftgﬁﬂ::ﬁb‘f, Kﬁ” 1 mg H_AC2S - N = AN T
- - = - - DGAMNDH DT L%, BHEKOREDOFEBEA 5T
BEL 2 mg BECHIMEFFERETHY, AH|2 mg BET U, ik (08, 28 B, HRS) (I
A | mg BE & AT L DT SO RIS D% i o PN R, BURTE) I-ThE
= L, ZOX5RERESH S LIEAICIE, EHICHE

HESTELS RAHEAPRENR TS, ] [17.14 3

HamrL, EMoOZRE2Z 00559, IHETLZ L,

7§%ﬁmmA@i%&m;@%@v$%@ﬁﬁ%@§ (82, 9.1.3, 11.1.5 5]

. Hileld s D MBI IBE DIERABIER g 4 s k2 ARt b & B 7%, AR 5141 ORI
L. %ﬁ%ﬁ%ﬁ%#@@l{?ﬂ% DREIUEET S & (A B TE O BB D210 R R 2 i R A48 <
BUEFI DGR BN B I S a a5/ Y, g vy atdn
DER T ) Z b, Eje, HiERIL, 6 MMA HL fB) | JEROMERKITIE, MRCIMEMEE, RS wE
A 2 mg OfE SRk DB A AL, W5 5 R B2 b Ui & OHE RS B, WSO
DNV EITITEBR L BB Ak LRV &, RIZHNT %g#@@%ﬁ&@%%%m+ﬁmﬁ%

7.7 AL - EIELL E CYP2DG6 AL (o=, rn BTV, SRS SIS, EIICRET 5
Xt F o) ORI o CYPIA ML (f b EOHETS C b, £h, B ORI OREO L

JarI—N, sV ruavA %) BT
BT, AROMAEPREN EAT L b, =
N OEFNEOPEFHIZFIEERIB VTS = &, Rte %
BFEHT 25 AT, UTORESEICHIELOH
BOREIZITH) Z &, 0.5mg & 5T DALY
VT 4 ODBE 0.5 mg #3252 &, [10.2, 164,

16.7.1, 16.7.2, 16.7.5, 17.1.4 ZH]

FIHEHERSBEL, ERAD 5 DONEEAICITSNE
I U T X3 G 2 HIET 570 8, w72 0L0E 21T
T &,

8.5 ARFNDF 542 & 0 REHIIN I O FFE /2 & DR
WMOBENREERT B ZENHEDT, AFBGPIIE
BEOWBETEETRBIEL, FEOLHNRO LN
BAIITRESE (AHEORBOA M) &3 L,
VEE UGl E %2475 2 &,

8.6 M FTIEENBETHBENNH B DT, FRIZREHENE
iRkDOV AT DI DHBFIIRRERLGT HHAI2IT,
EEICRE BT &,

8.7 5, FHIEEN, HERC o 23 BRI 7E
WCHASESMHERINER S oD ERHDHDT,
BEOWRREAEERERICBEL, RIEERNS Hbhi
BETMET 5%, MORAERITI Z L,

1.8 IRA3CE (%)



8.8 HlfE, MWE, sHAMFEORMMERZEMI YD THE
PR oD DT, BEELFIITTY, BERHZ LN
BT OIRIRIEITE Y A 2 5 70 LWl GI R LE 21T 5
zL,

<352 52KE ERFEAETTRLEUENRDHLN
BEWMGEICES) >

8.9 Y IEREETHEFIIFAELENH Y, AFLEKN
DBENRHDDT, ZD LX) IR EITHGBE R
72 DN B B2 BT 5 BT BE OIRRE R O RE
OB EEE<EET L2 L, [5.2, 8.10-8.12,
9.1.6, 15.1.3 ZMR]

8.10 A7, fEfp, A, = VF{E, AR, SR,

MR, BCERVE, WEEhE, T L U7 R ES) AR
BHHbND I ENRESNTVD, 2, TAHD
FEdk - 1TEh %2 K LB BV, RERBIERIZET & 0>
TIEZR S, SRR O B ST B B E, B,

ETLIRE SN TVD, BEORIER OYREDE
(b EEREEET DL LB, WBIUSLTHREE
ik 5 CEYRnEAITS 2 b, [52, 89, 8.11,

8.12, 9.1.6, 15.1.3 BIR]

8.11 A HM COWERHAEZ <D, HBREmER
LN D BFEIZAST T HBEITIE, 1 B DNTT A e &
IRIZE EHBHZ L, [52, 89, 810, 8.12, 9.1.6,
15.1.3 2]

8.12 FIHIC AR REC AR b, BE, Test:, Bl
WHEEOTENOEL R OHEBE BRI N H bbb d U
A YW OWT i 217V, BERT & BRI I EE &
Wmvas kofE+szL, [52, 89811, 9.1.6,
15.1.3 2]

9. RENEREATHBEICHT HIEE
9.1 AHHE - IEEZEDOHHEE

<shEeE>

9111 - MEKRE, BMERES, BEOEXIEZIHhSOEE
EEOHLEE
MERETRS LD ENRH D,

912 TAMAEDEEHERBERIEINSDERERDH S
25
B AR T ST 220855,

913 HERBIIZTDEREIEDHSEE, H5LIIHERE
DORERE, Sl EEEOERBOEKREFEZET
Y-t
MmAEMES ER T2 E083H 5, [82, 83, 11.1.5 B

9.1.4 FEREE, RHIEER, BB, BKRKEZFOERE
JRIEFAE, ERARMARAES O MR ERENRE STV S,
[11.1.8 ZH&]

<# e AT >
915 BRECEORERUERSREAT SBE
IEREELSEDBENLRH D,

<528k - 32RE EBIFARTTALBHNRLAZD LN
BWNGEISRS) >

HAAE, BREMPSLDbNEZ ERH D, (52,
8.9-8.12, 15.1.3 B]

017 HOBENHEEDHSHE
B A RIS 5 = & Db B,
EEEAE L BEREE AT S A

=

= LM
jiny

AR A M S5 - LA B,

9.2 BHReEE RS

Q21 EENEREEREE WV LT7F=VIUTIVR
30 mL/min Ki&) OHDHEE
BEIIRGHERBOLEESEZEE L, B L TITA
FOWRELEEICBET L L, AFOZ VT T AN
KFL, mHREN LRSI RH 5, [16.61 %
el

9.3 FFHEEIEEEE

9.3.1 hZEEL L EEDOEEEIEE (Child-Pugh 748 B
XIEC) OHDES
BEIIRGHERBOLEESEZ BB L, B L TITA
FOWRELEEICBET L, AFOZ VT T AN
KFL, mHREN LRI IBZRH S, (16625
el

9.5 hEiF
PR SUTIEAR LT D ATREMED 8 2 LePEicid, 1689 Lo
AVENfERMEZ BRIS & S h 2 HEICOBRET
5 Z Lo WERGINCPUSIR I R G S TG A, BE
JICHRLIEE, BUR, MPRETE, R, BHERET, 5
A S D BEBUE R HEASMRIER 23 & B iz & O
HRH D,

9.6 12917

VR OB A R AL OIS A BB L, Ao
WEUT IR R RIS D L, BER (5 v 1) T
P~ OBAT A ST S D,

9.7 NR%F
INREEE G & LT BRARRRBR TS L TRy,
9.8 BhE

BEOREEZBE L 2R OHEBIIREGT22 L, RIS
AR T LTS, [16.63 2]

10. #EER
AHFNZ, F & U THFCHIEES CYP3A4 XX CYP2D6 C
RFcnsg, [16.4 8]

101 BEREZES BERALLGWI &)

A4 5 FRAER - 58 T 1k WP - fEbRIE T

T RLFU 7 RUFUCOERE | 7 KLU 37 Key
(TFH7 4 7% —0 | S, MERFFZ | AR o, fZBIERORRK
Roads, UTERE | Ko TB2hnid s, |FITHY, AAID a 2R EK
B3 2R TEWHERIC L0 g 2R
U < I IARTEIRRERM 2 {5 VVEFRAMENL & 72 0,

T o856 ERLS) R TR 2R S 2 FTRE
RAI WAd 5,
23

1.8 IRA3CE (%)




102 BtREE (BFRICEET S L)

LR RN

SR RSPt gWiRY: 53
H0DT, WhEEEM
4% 70 CIEEICE

R FRIRAEIK - R G4 BT - fEBRIN T
TRUFVCERH [MEETFEZEZTE |7 FKLF Y37 vt
BHERERA TNRbH 5, NEEME o, BEAEDR

URIA T WHITHY, KEO o ZHK
LFy HEWTEMIC XY AR
FIMAERMENL & 72 0, I
R TR RS L5 7]
e ® D,
FRRAR T il A FRAZ APARARREINE] | & b ISR R %
NNy — VR | TERRSHDOT, B | AT 5.
WK, BRERAISE | BT AR EEETD
&,
Reg A1 FAICHIEER & | & bICBEERZET 2.
WL ENHHD
T, WETLREE
HICERGTDHZ L,
RS AFRHEE R AEEIEM % | AFNE R/ 52T

ERZHT 5.

1M1A3FREMEA LR BEERH)

IEE RO (RAIR, Bl - gk, 3 LUVMERG, BEEO
I & 2 WITHEE R BN O 5 > T OfER) % =
7oL, BREMA LY RAIBITT B HDHOT, BHE
RN D &b -Eaci, 52 PIk+52 8,

11.1.4 B EHRARE (B

CK k&, mHFkORFIA 7m0 LRECEET
5Tk,

11.1.5 MM (0.6%) , HWRFEHES b7 F—2X (81
FEARH) , MERBEEE (EEARW)

T MU OB RIR DAL 2N B & b T2 354, BRI -
Ty R—=VA, BERFESECELZENHHOT, M
PEORES, 0¥, 2R, ZIR, BHREOBIEE 5
AT, BERROLNHAICE, #5E2PEL, A
VAV UCRIRIOBEE 4TS 7 Y, WUIRAEEITD 2k,
[8.2, 83, 9.1.3 ZMR]

11.1.6 =& (0.1%A0H)

11.1.7 |EEMERAE (BHEARH) , BOERED (0.2%)

11.1.8 FZERIE (0.1%K0) , FEPFRIRMAZE (0.1%E
o))

FZERRNE, HRIRMARNE S O MARZERIENR B S i d = &
N DHDOT, BlEE+HoIATY, BYn, g, ko
K, HIEESRO ONEEAICE, BE5ERIET Sk
CHUREEITY 2 &, [9.1.4 5]

11.2 Z DD EI1EA

1~5% . M
’ 1% "

%L N
I 0]

DRy VR A 3
[16.7.3 2]

5945z,
Toa—b (BKGE) | FREAS AR | &b AR A&
fERzmsEs 2 | A7 5,
ERBD D,
PREMU EO AFN O EIRS | AKO EERMFERTH D
CYP2D6 [REER%Z | 28 ENNH5H, | CYP2D6 ZIHET HzbA
A9 % HH| FOMPREN E7F 55
X*=Uy, RNe¥x ENRH 5,
F %
[72, 1.1, 1672,
16.7.5 £ ]
PREEELL B CYP3A | AFIOEM RS | AK O EBEN#EEE TH D
EMEMEZAT DI | pBThndhb, |CYP3A4 ZHET H-0A
bl oM FRER S+ 5%
A hTafy— ENRDH D,
N, 77U A<
A%
[72, 7.7, 167.1,
16.7.5 1]
JFIGEEER (R AFN ORI | AFIOEERHERTH D
CYP3A) FHEEA%Z | 2BZENRH D, CYP3A4 OFFEIC L Y AH|
9 % FAl O FREME T T 5%
HNR=E L, nnb s,

1. EMER

K
TR

g

B

KR, B, |BBEIORS, I,
AR, B, |2, EEED RV, A
FEED £V [ EV, BRCEIE, IR
&,OWE LY, REed, F
v, g, PHEEE, #K

B, SERREE, KUE, H, ME
IR, PhEAR, S=v2
Wi, HERE, SR, 1
AT %, BHRPUR, SHE,

SRRE, Ve R—ER, K
JUET, B, RIBAIE,

TARFEAE, BN, EE
Db, ROCHURE, Jetd, T
5743 0102 Nz o473 A VA N1
T

=

WOBWERARHHOND ZENHLHDT, BEL+HIIC
TV, BEPFED NG AT KRG 2T IET 572 £
YR g 21T 5 Z &,

1.1 EXLEIER

11.1.1 BIEREERE (FEAR)

FEEL, MEEHHRER, TREEOFRIRNI, WE TR EE, AENR, Mm)E
OFEH), R, AMERESEM, WiF CK LSS0 REN
RO OLNTGEITE, BEEfIEL, (RmHl, KoM
LOEFEHMECHEYRABEEITO L, £, 34
Ju e U REED BEEOKTAALR, SMEBEEIC
BAZLENHADTHEETAHI &,
MA2BRECAFZADT GHERH)

EMBEICX Y, OEEEORREEEE N H Hbivd =
ERHDHOT, ZOLIRIERNS bbb GEITEE
MIFHFIEEEBET A&, E, BEP % LIRS FE
FIaZEendbs, [1450]

SN | T
HRER | 27

RN, SERSL | 8= Y ERERE, TiE
B, A |WHE, fEE A =7,
XRTCT, | ARG, BRI, R
¥E Ui, ARER[EIEATE(E

ELE LEN QT IR, BNV

FE, ARAR, SR, SRR, B
1%, DEMEISME, H R
BEIRy 7, AW7 Ry
7, LR QRS HEE, X
i, AAEIEERA R

%
5

T s A, R,

ARTLIE

AWz, BECRER, T#, | rEE
Mgk, AR, MW, M8 | &
R, BEEREA, H A
W R, Bk, PHERKOE
o, g, EAEE, B
HofE, UL, dRfr, HABKE
B, APENAPRES, MRS
T, N

1.8 IRA3CE (%)




1~5%

5%LL 1 >
o i

1%AiiG

iiIRT A ERHEANGE, &1, APTT
FER, IR, i NROE
MYE, 7V a~Era 8
W, ~EZu e KF, i
KBV IE, AFRERIES, R
B

m7a7 75
> LSE

ARREH, @A A
JiE, i AR AR AR LT v
B, i R R AR L
VW, i arFabee
HEIN, AR AR X T E,

IRARFEBETUENE, @I
PSRETUAMENE, WEHEY A m
VY, Mo Fa ke
D, HEEEY A s
m, &7e 77 FUamiE, 4
PRERREAR T, Loy Wik,
Mg 2 ) R

WIR% PRI, REA, BUR, &
FUR, RIS b AREPE, i

RS RN

mo

JH ik k%, AST L&, ALT L
5, BEYLEUIME, y-
GTP L5, RRWANT, HFREsR E
5, LDH L5, ALP [-§

I EUAE B, X5 PEE, AL, WP

B K, S, Wil BOE

Holdh, STHE, BT

TR CK b5, f§
H B EE

BERIE, mRBRILAE, (K7D
U AME, TR T AL
AE, ®B YU AME, KD
i, i DR R

W0 2 KSR, S, mitm, 8
R E DK, PEOCREE, PP | &

R, RIS S o if

R T, IRAR, ARG, bR
Hii%, WM, s,
XA, ARG TR, &9

cop

Zoft | FEEE |BE Wy, REBL, 1FTY, 5
n P, MENE, BATREE, K
Y, AUURE, EE, B,
ke, TERIR, MEUR,
iR, PERRHHL,  FECEMER
Ji, DU, BEEmEE, v
VHIE, HERYE, K
T, e, BEREK, BV %
&, Bk

PRI

HiPRE

13. BE&RE

13.1 fE4K

SLE O ERARFRER K Ok % B RS T, & S4mg F

TAMBERESNHRACEBNT, SIS DR AH
HEnTHD

13.2 L&

EVER O BHIREIZ LY Coax LNAUC MET T D2 8
DHEREN TV D, AHFIOE B G35 IR AL
BELTHEDTHANCOWTIE D72 ERAE SN T
W, Fie, RENIMAEEAE SO ERBEmNT &
NE, MIEBEFTAATRWEEZ BN, 723,
RADEHEENE 2 N2 GEAITEORBICLRET D
&, [16.7.4 2]

14, BRLDZEE

14.1 ZRIZAEFEDETE

PTP A DKL PTP > — b5 L TIRAT S
ko852 L, PTP U — FOREEKIC L Y, VLA
u[ﬁﬂﬁﬁ*ﬁﬂ%\%ﬂ]\b TR ILE B L CHERRI 2%
LOEERGIEZIRT 20D D,

15. ZDMDEE
15.1 BREREAICE D < 18R

<ZhAEHiE >
15.1.1 AANC
T2,
15.1.2 HME T M S 4072 FREMEIZ B8 U 7= R fhips e iR

UK IRESUINR) 2R T 5 mmEEE xR e L
7217 OERRBRIZIW T, FHIEOIEEBIGURB AR IR
T T R BESRE L R LR TR 1.6~1.7 1%
EnolmtORERD D, £z, HMETOERFEREIC
BT, ERIPUREMRIE S IEE PR 3L & [FIERIC
WD EHICEAGT 5 0HERH 5,

<52%F - H32KE EEFEABETTHRLEUNENREDLN
EWMEEIZES) >

15.1.3 St T FHE S 7z K 5 OB RS O R R A
BIHBEERGE L, O SKOE#RT
A R ER R RER O MREHERICIB VT, 24 L FOA
FHTIE, AESESCHBEMDORERD Y 27 B’LH o
ABEHTT TR R L TENo T, 72, 25
L O BEINZBT D ARRESCAREXORID Y

(& pinMRT, JRERAH ORI HRE Sh

Xﬁ@kﬂ‘ utu&)roﬂj— GSﬁuJ: ZEWTIFZEDY
AT NED L2, [52, 89-8.12, 9.1.6 ]

15.2 FERGEREAERICE D < 1H#R

< U ADDBAJFHERBRICE T, #o 0.75 mg/kg/ H LA
¢, FIRIER K OV RARIER O R AL O B AHE
SINTWD, ZThbDMEETT s TITmh e 2
FrOEFEBEBELEZELELTEIMBATND

16. ZEYEpEE
16.1 MAjEE

16.1.1 @R 5

FEREAR AIZARHA] 1 mg, 2mg &4 mg ® % ZE[E IR
RO U7z IRe, RIS 53~67 i TH - 72
(M 16-1, & 16-1) 3,

1.8 IRA3CE (%)
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—— 1 mg (8§
—0— 2 mg (8f1)
—— 4 mg (561)

PR + B

M7 L2 275/ — L (ng/mL)

QIG 120 144 168
P 5T (BER)
B 16-1 EERANCBIT DT LI AT T — L HEE#

MIEEBEEARIL, 99.8% L ETH 72D (invitro,
SEHEFENTIE) o
16.4 £ 31
FIZ CYP3A4 & CYP2D6 A5 L, ZERHWTH D
ANHEF T MR (DM-3411) MEASINTZ Y (invitro)
5 14 B B TSR LRICK 5 DM-3411 @O AUC O
HET 23~41%TH o729 GMEAT—%) . [10.5
]
A RREBEICAK 1 mg XM 4mg™® 2R% 1 H 1
Bl 14 AR IEHRS L-F o CYP2D6 s
(EM : Extensive Metabolizer, IM : Intermediate
Metabolizer) DIKMENHE/RT X — X &5 16-3 [Z77 9,

#16-3 CYP2D6 & (a1 HUBI O IPENEE T A — ¥

e, CYP2D6 | f timax Crnax AUCy4 tin
EnA | B (h) (ng/mL) | (ng-h/mL) (h)
EM 5 4.10 31.96 584.9 + 74.44 +
| mg 20~79| 1521 | 2610 | 23.69
M 1 7.70 16.01 294.2 179.2
EM 4 3.00 87.10 £ 1563 + 61.26
4mg (1.8~4.3)| 23.53 530.1 31.29
™ 3 4.00 268.0 5470 + 83.33 +
(3.9~4.1)| 48.02 900.5 17.42

HEE e R FEHERS
F16-1 AFIHEE 5RO K EfE T A —X
= * tnax Crnax AUC, tin
BRI (h) (ng/mL) | (ng-h/mL) (h)
'm o 6.00 9.09 + 5141+ | 5653
g (2.0~6.0) 1.15 149.4 16.86
m o 6.00 1797+ | 8509+ | 5288+
& (4.0~8.0) 2.50 164.8 16.19
i s 6.00 37.29 + 2860 + 66.58 +
e (3.0~8.0) 9.77 7252 17.81

CPEME + BEHERZE, ta DA T RAE G/ ME~ T KE) )

16.1.2 R1EHRE

HARMEBREICAA 1 mg L R4mg™ 28% 1 H 1
Bl 14 HRIKERE UT-RE, R LR M e 2 1384
510 H CEFINIEBICRIZE L, MEBE% OW R Y
IZENEN R FRILE O 7L B ThoT- (7 16-2) 9,

K162 AFIIER G OIY)ERE T A — 4

CPME + BEHERZE, tu OHHRIE (R/ME~HRKRMH) )

TR A AFA] 2 mg & ZEfERF H R 5. L 7=
CYP2D6 &fx+54%] (EM : Extensive Metabolizer, PM :
Poor Metabolizer) DHEMENRE R T X — X %K 16-4 (TR
30 GNEAT—%) . [72, 7.7 58]

3 16-4 CYP2D6 i IR D IYEHRE X T X — ¥

- CYP2D6 | #il tnax Conax AUC, tin
| s | K (h) (ng/mL) | (ng-h/mL) (h)
EM 34 5.51 244 + 1629 + 62.0 =
2 me (1.0~8.0) 7.95 858 20.2
M 6 5.52 292+ 3439 + 79.9 +
(1.0~8.0) 6.63 1477 11.7

* Tnax Crnax AUCyy, tin

PR @ | g [mghmh|
1 mg
s | 4.10 1024+ | 159.5+ B
1 HH (1.3~8.0) 4.95 67.11
&5 6 5.00 29.30 + 537.0 £ 91.85 +
14HH (2.0~7.9) 15.08 263.5 47.63
4 mg
@S 6.00 3703+ | 601.4% B
1HA (4.0~8.3) 13.50 197.2
g5 . 4.00 16463+ | 3238+ 70.63 +
14 HH (1.8~43) | 101.96 2184 26.90

CEAME + R, th DATRIE (R/ME~ R , —  SHHES)

16.2 B4R

16.2.1 BEDEE
PR AN ARH] 4 mg 1 & ZE R ST A% (2 B[l 1 $¢
L=, VI AET T =D Chax L O AUC I M2

FETREFORBIRBD N7 GHEANT—F) .

16.2.2 #EXMINA A TFTRASEY T«
R IS 1T B8 NG RE O A TR T
VT 413 102% ThHh o729 GrEAT—Z) .

16.3 9
FELTTAT IR a EEAEICHAL, b

CEEME + FEHERZE, o DA TR Gr/ME~F KM )

16.5 HEsttt

BRI MC 7 L7 AT Y — L 2 mg AR
B LN, BEBEEED 46.0%K% ) 24.6% 3 FEh
FEF L OPRPICHE S e, RE(LRITFEME S L OYR
HFIZZENZN 14% K N 0.14% 6 S - D GREAT
—4)

166 HRENERERT HBE

16.6.1 BiEREfEE RS

HEOBMEREWRE 106] (ZLvT7F=220T7 T
> A<30 mL/min) (ZAH| 3 mg ¥ & Z2fERFEAIRE O &% 5
L7zKiD AUC 13, BHEREIEF RS (7 LT F=0 7
U7 Z A8 mL/min @) LT I1LIETHoTZ, £
7o, EEOBMSRERERRE ICRB W T HRE (MR
BEAMBEREIT 9%, E, RE(LEOBEYEIL 1%AKTH T
Holz2 WEAT—H) ., [9.2.1 58]

16.6.2 FFigREfEE R E

JFRERERE = BR# 22 5] (Child-Pugh 2348 A~C) (ZAHI
2mg A ZEEREE AR O G U2, IRFEH DV T
FEDORFEEERTRE 1L, TR EFEBRE & T Chu

1.8 IRA3CE (%)




TZEITRL, AUC TENENI3MER LTI EThHoT,
HEDONFIEEWRE 1L, Cux T 0.51%, AUC THEIIZR

Moto, Fio, FFHEREREWERZE (Child-Pugh 750 A~
C) IZBWTHAREERD MIEE A#EERIT 99%LL T
Holz® WEAT—H) . [93.15R]

16.6.3 S E

TR EEE (65 MLl L) 7Ly AT TV~ 2mg
% HARIRE O G- U 72 RO SR B RE 12 I XAF IR 1T K 5 8
BOLNRNST2 1 NEAT—%) ., [98 58]

16.6.4 t£3I

R AT L7 AT TV — 2 mg & HERR O S
L 7= OFRMEHREIIIMERNC & D BNIERD Lo
=W GNEAT—F)

16.7 EYHEEEA

16.71 4 ra+y—IL

R AICBWWT, CYP3A OEEMZAET D7 b=

F = 400mg &£ T LY AT T Y —/L 2 mg DB

XV, L7 AT TV — LD Coax XN AUC 1ZE N
FI19% K DR 97%HEM L7110 UEAT—%) . [7.2,
7.7, 10.2 ZR]

16.72 %=y

R AICB T, CYP2D6 D EEM2FT 5=
U324mg LT VI AT T Y = 2mg OHFAICLY,
TV I AET T =)D Chpax XL ONAUC IZFNT 11%
KR oa%Em L7109 GNEAT—%) . [72, 1.1,
10.2 ]

16.7.3) 77 ELY

R AIZIBWNT, CYP3A OFEEREZHTHY 77
VBT 600mg & T LI AE T T — L 4mg B OO
FAHEIZLY, TV 7 AT TV =D Chpu LY AUC
EENEN %R BRIET LD UEAT—F)
[10.2 &FR]

16.7.4 iEMHER

EFERAICBNT, L7277 =L 2mg 5 1
REfI B ORI (R MG IR/ Y L B b —)L 50 /240 mL)
BET, TV AET TV — /LD Coe 135 5~23%,
AUC I3 31~46%E F L7219 UEAT—F) ,

[13.2 &HR]

16.7.5 A IRSE 3R
>
APEHEYEERET N EHNT, TV AT T
—/L 2 mg & PP ED CYP2D6 BREAIK OV XL h i
JELLED CYP3A FHEAIZ R G- L2355, CYP2D6
PM BFIZT LI AET TV —)L 2 mg & M5
TVIAETZ V= 2mg L HFEELL ED CYP3A [
ERNEHHBRG LEBAEDO T LI AT T — L OlgE
EOEF BEEEROEROLWVEFICIT LAY
7TV =)L 2 mg FEMEEG LRI A ) EHEE
Lok RiE, £16-50L 80 THo= D, [72, 77,
10.2 & ]

WMETINICESZTal—23

=

7 16-5 AW RERET VICIVHEE LT L
JAET T — L OWEBRED R
TVIRAET T =)L
DR FA LY
Crnax AUC
CYP2D6 PM HEFE N T LI AT T/ — )L & 127 553
7 b o — )L OEfE - -
TVIAETFZ =)L eF =V IFD o 497
haF— L WEGEHH i *
CYP2D6 PM BBEN T VI AT T/ —)L & 123 .
T RAav Ay %G - -
TVIAET TS =)=V IR
) Rud Ly R 124 340
TVIRETF =T aaxtF L Ik 123 365
b hady—n vE G - )
TVIARETFG =N TFandtwF o IgN 120 579
Y RavA 9% — -
TVIRAET T =) oaxtvTF v 9% GHH 116 2.25
TVIAET TS =) hary— vk L19 20
DER L19 2.07
CYP2D6 PM BHIC T LI AT S5 — V55| 1.06 2.03
TVIAETFZ T ==V 950 1.16 1.90
TVIAET T =T auktwFr ok 105 s
DER 1.05 1.56
TVIRET T — xR,y 9%
b 112 1.72

AWREE A OENDRWEFICT LI AT T — VB
5. L 72D Cmax }e T8 AUC OHETEIZ 569 % S 85 b

b)#f\V » CYP3A BHEHI

o) R D CYP3A [HEH

d)Fv CYP2D6 BHEF

e) THLE O CYP2D6 [ EHl

) AFIOKRS AR, 1H1E1~2mg TH 5D,
17. BRERAAE

171 BEHERVRLEICET HHER

<#fi & KFE>

17.1.1 EASE O/MAEHER

WA KRIERE 458 Bl kG & LT 7 7 B A IRI{ES
L EE R TR RGBT, 5 6 kiR
i} % PANSS RZ a7 DR—Z 5 A L inb DELEITFE
17-1 D EBY Thole, KAl 2mg BT, 77 HARHIC
st LB P2 A EEZPRO bt (2 mg # p=0.0124,
MMRM F#EHT) 18,

1.8 IRA3CE (%)
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= 17-1 B 6 %I 5 PANSS AT DR—R 5 #1722 $5 6 BEIZEIT D PANSS AT DR—A T
A b OE R (FAS, MMRM fi#dT) A U bOE{LE (FAS, MMRM f#4T)
NR—=RFA 2D . TTRREEED NR—=RFAD TITRRBELD

an 74 PR A B a) L 4 PR B a)
PANSS fax oy | o7 Ol | ML g o PANSS ez oy | FFOBE | RMLE % Foie @
é";c]l‘ fe/N LR %‘E‘ e/ B R 7=
BEE g || e | RO ERE B e || g | R | R
itk | | efEs | pswlE | piE® e | U sl |[os%lEdE | p e
el 5 (R o (R S (R 55 o
R | ) s | KM
77 97.19 + 81.74 + -7.63 + 77 94.63 + 7740+ | -13.53+
o 11 - - o 1 11 - -
B 3 19.27 70 2223 2.11 GNid 801 osa 21 210 1.52
F j F 337
f:l;a g | 9926 | o | 8664% | 826+ [223 e fzz/a g | 93TE | g | T1S6% | 1690+ 806 | o
20.64 232 2.1 . . 12.74 16. 1. o
B 0.6 327 0 524] e 7 6.75 86 132]
-~ i - -

i 96.55 + 7742+ | -1495+ | 72 i 96.30 + 7637+ | -1661+ | 0

2mg/H | 113 1020 81 2073 so0 | 1304 [ 0.0124 2mg/f 179 | 7 130 1756 149 [-7.23,]0.1448

HE ) ) ) -1.59] i3 ) ) ) 1.07]

1 - A -

jiﬁju 9639 + 7902+ | -11494+ | 86 i 94.99 + 7155+ | -2000+ | Y7

4mgED| 109 1573 63 215 > 10 [-9.71, | 0.1959 4mg/H | 181 12,38 128 15.94 148 [-10.6, | 0.0022

/B EE ) ] ) 2.00] iz ' ' ) -2.35]

a)[EER R A G, W, BGHE L RO EER,
HR—ATAUE, R—=RAT7A MO HEEREL, 4y
Bty B 4 Unstructured & L 72 MMRM fi#tr iz &<,

bRED L EMIL, AK 2mg HEEE 4 mg/ AREO R &7
7 RBEORME A FEKYE 0.05 TITV, HEIE-725HEIT,
AF2mg/ HEEL 7T B AREE, AK 4mg/ AREE 77 BARBED

=N
S
A

g & 2 E g B KHE 0.05 TIT ) HIE T ST, e,

AF 2 mg/ AEEE 4 mg/ ABEDOFHME L 7T L RBEOREIC
BT, BEMZE [95%EIXM] 13-5.59 [-10.62,-0.55] , pfiE
13 0.0298 T~ 7=,
) AH 4 mg/ HREEL 7T ©ARREE ORNCHEI 2N R B EENRD
LI 2T e D, AF 1 mg AREE 7T B ARBEO R L
BRI AMREI TN o7,

BIVEF S BUAERE 1, AH 1 mg #£C 115 B+ 28 41
(24.3%) , AHKI2 mg BT 114 Fld 26 ] (22.8%)
AHK| 4 mg BET 113 Hl 33 61 (29.2%) ThHo7z, L
BIERIE, &A1 mg BECIIRALMIE 761 (6.1%) &

OMRHE 3 5] (2.6%) , AHKI 2 mg BECERL 3 6 (2.6%)

AKH| 4 mg BECTHAIFE S #] (7.1%) , MHh7rF s
F M T (62%) , THIIT 44 (3.5%) KO
SERIEREE 4 1] (3.5%) ThHotz, _[1.2BH]

17.1.2 @5 E MAEEAER

(1) A KRIER 674 Flaxtg b Lic 7T &R % R/
ZAL ZEERICITREFE LGB IC BV T, 5 6l
IZB1F %5 PANSS A a7 D_R—2F A b DEALL

2L, R17T20EBY ThoTo, AHKl4mgED BET,

77 B AR LI AR R A BT b
(4 mg £ p=0.0022, MMRM fig#r) 19,

a)[EER e G, ik, BRI, GRS HAER,

HEEER—RAT A UfE, XR—=RAT7 A LEEHOLZHERE
L, ridhsy i % Unstructured & L 72 MMRM fi#dT 12 FE3
<,

bRED L EMIL, AF 2mg B L 4 mg/ HFEDO R LT

T ARBEORIE A EANE0.05 TTV, BEETHAIL,
AF2mg/ HEEL 7" T AREE, AKl4mg/ HEE 77 BARBED
i & TN ENHEAKYE 0.05 TIT O LTS, ks,
AHN 2 mg/ HEEE 4 mg/ HREOFELEFE L 7T B RHOKREIC
BT, BEHZE [95%E#EXHE] 12-4.78 [-8.37, -1.18] , pfH
13 0.0093 TH -7,

OARAI 2 mg/ AREE 7T B AREE & ORICSHFEHEN B EZNRBD
Lol Z &b, REI1mg/ BEEE 77 £ RBEOX R
BT DREFAT PR > T,

BIVEF BRI 1%, AA] 1 mg BET 120 6+ 35
(29.2%) , AFHl 2 mg #T 186 HlH 60 B (32.3%)
A 4 mg BT 184 BilF 68 5 (37.0%) Th-o7, £
BIVEIE, AH | mg B TITRIRIE 8 B (6.7%) , T4
VT 5 (4.2%) , FEIE S B (4.2%) R ONEEL 5 1
(4.2%) , AH|2 mg BECAIRAE 13 61 (7.0%) , FEJR
1161 (5.9%) , REHM7F (3.8%) KON 7 51
(3.8%) , AFldmgHETT I T 114 (6.0%) ,
AHRAE 11 61 (6.0%) , MSEH 9 B (4.9%) K OTE
8l (43%) Th-olz,

(2) A IFRIE B 636 Bl & xt& & Lic 7 7 xR/
ZAL ZEERIATRER ERBRIC VT, &5 6 #k
IZF1T 5 PANSS AR a7 DR—Z T A b DEAL
BEIER1730EEBY THolm, AFI2mg BHELN
Amg BT, 7T BARTEHIKR LR B ZNTR
b (2 mg B p<0.0001, 4 mg # p=0.0006,
MMRM F#HT) 29,

1.8 IRA3CE (%)
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F17-3 #H 6 HERIZEITDH PANSS AT T DR—RX 7

A U bOE{LE (FAS, MMRM fi#dT)
R=ZS5 42D . F5EREEE D
an 6 ¥ PR A B a) ’
PANSS fax oy | POl | KL ot Holg @
LR e/ IR I
BEB g || g | O | BEED
| e | V| g | T | OS%(E | pY
- S| mvemse | ISR
77 95.69 + 75.15+ | -12.01 +
. 1 1 _ _
R B 1146 81 157 1.60
H 2.89
OA EJ g7 | BOIE | oo T4 | 14005 | T
.25 mg -8.27, —
11. 17. 22
0/ A B > 0 |24
Hl 8.72
i 95.85 + 7070+ | -20.73 + <0.000
2mg/ | 180 | T 123 | T L5 EERN B
i ' ' ' -437]
1 -
A 9470 + 7045+ | -19.65+ | %
dmg/B |78 | T 2L | et 54 [-12.0,| 0.0006
B ) ) ’ -3.30]

a) EERR A B G, iR, W, RS8O AR,
WEAER—RT A UM, R—=RT A LD HEAER L
L, sy @G % Unstructured & L7z MMRM #7125
<6

bRED L EMIL, AK 2mg HEEE 4 mg/ AFEO R &7
7 RBEORME A FEKYE 0.05 TITV, HEE-725HEIT,
AFI2mg/ HEEL 77 B AREE, AF 4mg/ AREE 77 BARHED

g & 2 E N B KHE 0.05 TIT ) HIE T ST, i,

AFK 2 mg/ HEEL 4 mg/ ARED YRR L 7T v RBEOREIC
BT, BEMZE [95%EMXM] 1£-8.18 [-12.0,-4.40] , p<
0.0001 TH 7=,

BB F 36 BB 1 AR 0.25 mg BT 90 1 24 43
(26.7%) , AF 2 mg # T 182 i 58 1] (31.9%)
A 4 mg BT 180 il 69 ] (38.3%) ThHo7z, £
BIVERX, AH0.25 mg B CIEEER 7 61 (7.8%) , RIE
iE 5B (5.6%) , THI3GI (3.3%) , HPNEE3 F]
(3.3%) , 7361 (3.3%) M OMKEHEIN 3 5

(3.3%) , AAI2 mg BECERE 11 61 (6.0%) , RHRAE
9Bl (4.9%) , THT T 8Kl (4.4%) K OUEL 6 5
(3.3%) , AAl4mg BECHE 16 B (8.9%) , 7 H¥
T 1281 (6.7%) , RERGE 8 B (4.4%) KONk 7 41
(3.9%) TH-71=,

17.1.3 AR 55
MARMERE 26 L L-ENE /MR 5 0
A 98 1] Je QS T IS A AL DT SR A S E B
183 Bl 2 kI FEh L 7= I BB I 53 BRic s\ ¢,
TV AET T =L 1~4ED mg Z 1 A 1[A] 52 @
BB L7200 PANSS 2 a7 OHERIZE 174 D L BV
ThHhotz ),

% 17-4 PANSS a2 27 0H#eRE (FAS, OC)

e pro
TRy | k) AL
R 2 PR A 69'6(22312)1'90
e 67.1(71;:92)0.88
82.52 £22.29 83.51 £22.21 66.93 £20.42
YRR b o 0 U
i 741942087 | 7957=22.59 | 6430=20.20
21 (60) (169)
. TA12:2417 | 753022332 | 627722007
a7 (53) (154)
. 715021872 | 73802 23.84 | 6258+ 19.92
(16) (46) (146)
. 6650 % 1808 | 69862 23.87 | 6093 = 1936
(14) 37) (123)
i 5920 1431 | 67.66224.00 | 59.66 = 18.70
(10) 32) (116)
o 62331203 | 68.16%25.72 | 5886+ 19.23
©) 32) (109)
e 775622414 | 818622581 | 63822261
(LOCF) 27 (70) (182)
EME £ BEERZE GEmGIE0)
) [EPN S T/ ERIR L2 351 5 45 5

TR o BIVE A S8 BRAE RS 13 281 il 133 1] (47.3%) T
Hotz, TREWERNL, T VT 2241 (7.8%) , #
B HTHE 1561 (5.3%) , KRB 14 61 (5.0%) , &
HE 12 B (4.3%) ROMEER 11 6] (3.9%) TH o7z,

1) AANOAERE T HET
bhtk, 1 H1E2mg TH D,

<352% - 3 2RE EFERTHALBHNENRH LN

, 1 H 1A 1 mg 5B

BWMEEISRS) >

A@@koor:t/ Rkt Uit 2 b 2 SAIRE
2~4 [E]ED CA-S3 723 BEAER D\ K 5 IR PEREE
BFE 740 PlE B L L7 TR RIEEL(L —EHE @
A TRE M bl ek Bk 2 F2h L 7=, SERAY o b= FERY
SAZPBAEA] (SSRD Xixtw h=r -+ /AT KL FV
VB IAKRBAESR] (SNRD (e $tkF, TR
FHIv, VAV TV Y, mAVEaTT A, Iy
7o, TanXwFrRUONCT TRV y) O
TEY T, JVLIRAETF T — N 1mg Xid2mg % 1
A1EelEEEE L, &E 6 HEIZBITD
Montgomery-Asberg Depression Rating Scale (MADRS)
BEEOR—Z2F A4 b DB EIZFTRITRT LB
THY, AH 1 mg BER V2 mg BEOWRET, 7T &R
ﬁi \—XT Lﬁu"’%é’]fc‘:ﬁf%ﬁ)mu&) YA (1 mgﬁi
p=0.0089, 2

mg ¥ p=0.0312, MMRM fi##7) (3% 17-5) 2

E2) Bio FOARHE - HEIZ kD 6 AU EDiE
B, 7ok, ELEOHL D DAY L LT, SSRI Xid SNRI
(RaxkFr, ZVRFHIL, LTV, TR
vERTTGA, INFTTTL, TaunxktFT U RO
VI rRYY) FARALE - HRTSHEMEETSZ

EEL, ThHOH ) SANBE TR RENRD 5
NNz L AR RIS LTz,

H3) B HHEERW - HREEL E D CYP2D6 BREAI

1.8 IRA3CE (%)
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WAL ED CYP3A [LEROWTh &5 =

LIk E LT,

= 17-5 5 6 %2351 5 MADRS &t mDO~X—2F
A O E (FAS, MMRM fi#4T)

R—=ZATAL D .
. 77 REEE D
MADRS £ 6 ZipEY | L ﬁ)&
) &ata e
B b — —
BN oR | BRI
) Tt .| T =
JiES P i fr— EHglle | [95%(E | pE®
R S | mwaue | X
Z7% 243 273462 233 |205402| SIE — —
ARt = T — 0.47 — —
AH 85t -1.7
Img/H | 248 [267+64| 237 |183+88| — = -3.0. | 0.0089
N 0.47
jiid -0.4]
AH 4ot -1.4
2mg/H | 245 |269+6.9| 218 |18.8+9.0 == [-2.7, | 0.0312
N 0.47
jid -0.1]

a)EER R A G, W], RGO AEER, s
ER—ATGA ME, XR=RATA L EEHORZEEREL, 5
Bty #oi & & Unstructured & L 72 MMRM i1 L5 <

bREDZ EE, FENEFEZ AR LIz, [ UDICA
Fl2mg L 77 B ABEO WA ATV, @A ZAKNE 0.05 TH
BECholtHaDH, 1mghtl 77 LARRO KA HA E
K 0.05 TiIo 7

BIVERREBBERE 1L, AHI 1 mg #EC 250 {519 84 £
(33.6%) , AHI 2 mg #E T 246 il 129 B (52.4%) T
botz, TREWERIE, THI VT CKHI 1 mg B 15
) (6.0%) , AHK|2 mg #E 58 #i (23.6%) , LLFREIE)

RERIN (1461 (5.6%) , 16 ] (6.5%) ) , 7o
FZI7F N (66 24%) , 1361 (5.3%) ) , IR
(14 %1 (5.6%) , 116 (4.5%) ) THoiz, [7.3-7.5,

7.7 8]
18. EXhEFEIE

18.1 fF T

TL I AT T — L, Bu b= 5-HT A RS
DT I=A MEF, o b= 5-HT /KT o2 =
=2 MEH,_ MR v DyHIEEy 7 T =2 MEM,_
T RVFV v apgZRET 2 A= MERAKOT FL
TV v ape ZBRT ¥ T =2 MEA & DR RAIT
H25 D, PELREFIIRATH LR, b O3RETE
ANEEERICBT2HAAECFES LTSI 0EEZLN
T,

18.2 ZRMHRMMK
SZRBHEARRT, M AE Mo b= 5-HT,,
b hEa h=25HTy),, E NNV D,, ERT NV
TV apg kOt b7 RUF VU v ope ZREIZRTL TR
WELFIMEZ 7R LTz 29 (in vitro),

18.3 i A LAEAEREEDEYETILTOHREER
Ty MZBWT, BHEEROBEE B2 5T\ D5
[BEEL G 2 4l U, FRASRERE EDORIZE & B 2 DTV
D7y )Y UEREEOH TR OREITE DK T
ZHNHI L7= 29,

1845 DEIDHEICRIFTHE

18.4.1 7 v M IRHIKGKERBRIZEB VT, B 5 oAl M)k
A e 2 DR K 0 3858 L 72 25)

18.4.2 = ZBMEHEMA F L AETILIZEBWT, #FER

oAk, BAEY ITE ORI T 25t 9 SHlDE
R GEAIC L 0 IR L7 29,
19. BHRSICEYT SEIEZEMIR
—fREBTHE . 7 L7 AT T —/L [Brexpiprazole
(JAN, INN)]
4 . 7-{4-[4-(1-Benzothiophen-4-yl)piperazin-1-yl]

butyloxy} quinolin-2(1H)-one

C 0 CosHyN3058

: 433.57

K a6 (FEeAlatzrste) ORRXATR R
OHEKTHD, N-AFNEr Y RAZETRT
<, NN-UAFNLTE R7 I RIZRORETRT
<, A —=MIETIZLL, =& /) —n
(99.5) (2D TEIFIZL <, KITIFE A LR
F7Ru,

LFEER -

H
— N/\\//\/O N 0
SSRGS

21, ABEH
EHGL Y R 7 EHE R 2R EO L, WUNCERT L L,

22, A%
(LEHILT 181 mg)
PTP : 100 £ (10 $£X<10) , 500 & (10 &E X 50)
TTAF 7R bV 500 88 (RF)
(LEHILT 182 mg)
PTP : 100 £ (10 $£X<10) , 500 & (10 &E X 50)
TTAF 7R bV 500 88 (RF)

23. FEX@K

) #RER: 7y FABITHERER (2018 421 A 19
H7%Z, CTD 2.6.5.10)

Stone, M. etal. : BMJ. 2009 ; 339 : b2880.
HNEE - [ENERE SR (2018 4 1 H 19 HEK
2, CTD2.7.6.3)

N R AR RS AR & U ENE B
5B (2018 4E 1 A 19 H/&FE, CTD2.7.6.3)
R . BREORERE (201841 H 19 HIK
2, CTD2.7.6.2)

FERERE  EREIR L BERI ORI N TR T
U7 @Bk (201841 A 19 H/&E, CTD2.7.1.2)
HNEE: BAEEARER (2018451 A 19 HARR,
CTD2.7.2.2)

HNEE  HEERHERE (2018451 B 19 BAGR,
CTD2.7.2.2)

N R - AR B I A R RS I R
Fratg s L KERSRAB (20184 1 H 19 HEK
2, CTD2.7.6.3)

FENERE - CYP BREAIDEA B2 X 2 M AR
ABR (2018 4E 1 A 19 H/&FE, CTD2.7.6.3)

FENE R . BEE G RORMBIRE, ~ AT VR,
AHEOEERE (201841 A 19 HIKZ,

CTD 2.7.6.3)

N R - B GERE RS TORYENERER (2018
1 H 19 HAGE, CTD2.7.6.3)

2)
3)

1.8 IRA3CE (%)
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13) *ENEE : FRSRE BE COIRYENEERER (2018
1A 19 HERR, CTD2763)

14) *ENEEE : FE il R OWERI O SR TIRE~D 2 (2018
1 H 19 A&, CTD2.7.6.3)

15) #RER: VU 7 7 o B BB X DY A
TEFARER (2018 4F 1 A 19 H/A#R, CTD2.7.6.3)
16) *ENEEL : TEPEROF A 512 K 5 SAH BVE R RS

(2018 &~ 1 A 19 H7&FE, CTD2.7.6.3)

17) FEPNERE - AERSER SRS SR (PBPK) & /UAENT
(2023 F@ - @ H7&GE, CTD2.7.2.3)

18) tENEEL : A ARERE x5 L LEENTZ &
AR EERABR (2018 451 H 19 HIKGE,

CTD 2.7.6.5)

19) tENEEL : A ARERE x5 L L7 7
AxtE " EHERRBR 1 (201841 H 19 HAGE,
CTD 2.7.6.5)

20) fENEEL : A ARERE xS L L7 7
AxtE —EHERRBR2 (201841 H 19 HAGE,
CTD 2.7.6.5)

21) fENEEL : MG RRERE xR L LI-ENEE
HiABr (2018 451 A 19 H/&EE, CTD2.7.6.5)

22) HENERL - 9 O« 5 OIRREIC )T B HIEER
(2023 F@ - @ H7&GE, CTD2.7.6.2)

23) Maeda, K. et al. : J Pharmacol Exp Ther. 2014 ;
350(3) : 589-604.

24) Maeda, K. et al. : J Pharmacol Exp Ther. 2014 ;
350(3) : 605-614.

25) HENERL : O DFERELEOEY T T MBI b E
EA (2023 4F@ H @ HIKFE, CTD2.6.2.2)

24, XEERERUBEWVEDHLEE
KGRI S ERER e 7 —
T108-8242 AR HRUEX LR 2-16-4
SN Ry v IR T —

Eih 0120-189-840

FAX 03-6717-1414

26. BIEERSEEESE
26.1 845&EHR5E

® onmpsta

Omuhn ERHFTRARHEEAI2-9

1.8 I3 (%)
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1.8.1.2

L¥#HI)LT« OD & 0.5mg, [ OD & 1 mg, [ OD && 2 mg

TR - BT SCED D DT
fr & IR BREERSNEES
HEEAR : 30 & H 271179

@*’é"#ﬂﬁ% - _— RRES ARz5RA
7u7xt7?f—»uhmmﬁﬁ S?E 30300AMX00429
RIS, MAZEESY L¥HILT 40D 2 0.5 M9 |22
» E-EmsomrEsUERTsE L H LT 0 ©0D £ 1 M9 1mg |J0300AMX00430| 2021 4 11 A
— oD &
|/_—¥_-|j-)|/7- «q ®0OD ﬁ 2 mg 2 mg 30300AMX00431
REXULTI® OD tablets
2. B2 (ROBHICIKESLENIE)
21 FIERED B [(FERELBLSEIBTNDED | oo s
%o ] : — A
. " ” 7| JEE | B
2.2 VB — VR AR - RIS 0 PR AR 0 HR7ed LEN HE (:m) (zm) (mg)
DIRVEETIZH 2 B (AR RIS EH 23 85k S LRI
nasznrnds, ] 74 OD %’%fﬁa 6 27 | %190
237 FLF Vo2 EHOEE (7 NLF U v a7 fii;mf
S A S e Yy sl A2 YL HERAEEN I B NERES / ¥
74n7ﬂe/ @&,m\/i&:ﬁ, Xﬂim:rfﬂu BT LR > 0D iéﬁ-&/é@ @ 6 | 27 |59
JREE S L < IHBEBREMCERT 2862w <) (101 5 1 me b
Z ] L Sl D
2.4 RO HA I UIBHUE DBEEIE D b 5 B 7 ¢ op |REVF @yl | 6 | 27 | w00
. $E2mg |7
3. AR - HERK
] 4. EEXITTHER
. T ERIE O MEAME
e Blnes) 7 S opE . 5 e aE
LY LT 4 |1 EEF D-vr = bk—/l, fEfhtELro— O ;L;D{ﬁ; Ez?;t'z)
OD$E0Smg |7 L7 AE |A, KEHEE Fufd7rE L LGSR
I —) |Bra—R, ST AVT 7 —{bTF
0.5 mg YTy, A7 7m—A, SR
#%, bvERayIUTy, T <52%* 324k BEFABETHALUMELNREDLL
NEATT U NI T A, AT HUMESIZRZ) >
P ST ETTI ; . . .
LESILT 4 |1 EER D-v> = h—), fEHELT— 51 AAI O P I, 1%%9%‘3/‘3'13‘:’ F#/ﬁ‘@@ﬂf@fﬁ.ﬁﬂ,
OD%ilmg |7LZAE | %, [KEHBEL FafysFoEL o b= JAT VT U R AL EAE
FI— |kru—R, WHTALT 7 —TF iélﬁ@]ﬁﬁ‘%’i’riﬁ@ﬁOT% 155 22 R H3ER
1 mg VfV,X77D_%H§@* BNRVIGEICIRY, RANCEDEIER (T VT,
BHEsr, bR iE*—%’v‘é’fiV%#*V‘T%@ﬁ’E%%ﬁ%ﬁ%) MO b
GRS e D AR T 2 (e
UEFALT ¢ |1 8T D~ =h—/L, Wl — 5215 oHIOEEIZ LD, 24U TOBET, HES
OD#E2mg |7 L/ AY |, [EE#HEE ke 7oL B, BERAEMOU R 7N 8NT5LE0MERH D0,
TIS =N |Ra—R, T N7 7 — (LT AR EEETHHEICE, VAT XX T v N &E
2 mg YT, A7Tn—2A, HE=2 B A oL, [89-8.12, 9.1.6, 15.13 BIA]
fe{bgk, Fa257VI=vAL
—%, fvERATTFUSY, T 6. RZERUVAE
NNMBATTINF P T L, A }
R SR <$EEKIRAE>

WE, AT LAY — e LTI H LM
Img NG EIE LI, 4 BU EORMREEZ HIFT
WEL, 1H 1 2mg #&0&K515,

<52%F - 532KE EEFEAEBETTRLEUNENEDLN
BUMEEICRES) >
WE, BAIIE L2 FS5 Yy —L e LTI H1E
Img #0532, 7ok, IAEMEICEERZRL, +
DN ERRED SNRWEAIZIRY, 1 HE 2 mg (28
BETHIENTED,

1.8 IRA3CE (%)
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7. RERUVAZICEET 5F8

<li§§éﬂ§§“]ﬁ>

7TARKDO1 HE4mg B2 D HETOREMEIIM L
TV (EHRERR D70

7.2 KK & hFEELL LD CYP2D6 FREH (=2, 3
0%t F ) ROVSUIHRELL ED CYP3A [HEH
A hTafry—i, 77V R2a~xA %) Z00H
THLEEILIL, ABOMEREEN EHI D Lo

HEORE 2T Z L.
16.7.5, 17.1.4 B8]

[10.2, 164, 16.7.1, 16.7.2,

(%)
I1H1F Img [ 1H 1A 2mg
[ R ) [ R )
HELAOHE | AR OHE

i\ CYP2D6 [HEEFI K OV
CYP3A fHEAIO W OFH
J\V N CYP2D6 PHE A & O R
ED CYP3A BHERIOWT I

b, ThbDHEANL O ATEEZR RV BET 2 Z &,

+ OFH 1[0 1 mg %

R ZEPHHET AT, UToREZBEICHE
ROHEORES #1752 L, [102, 164, 16.7.1,
16.7.2, 16.7.5, 17.1.1 B

(%)
JRUY CYP2D6 BHFE A S IE58\ » CYP3A B
HonFhrzitH

R O CYP2D6 BHEAIKL O R FE D 1@ 1 mg %
CYP3A BHEHIOWF N PEA 1 H 1
CYP2D6 DIEMEARIE L T D Z & 3HH]EA

LTW5#BE
FRUY CYP2D6 FHE A K OV CYP3A [HE
FlOWF b P
JRV CYP2D6 BHE A & O HFRE D CYP3A Ll 1 me %
BLEFAOVF I b G B
FPFEFE D CYP2D6 BHEFHI K OEV Y CYP3A L1 0.5 me A
HEEAIOV T b T
CYP2D6 DIHMEMAKIE L T 5H Z & 3B

LTV BEDHFRELL Eo CYP3A FHEHA

Z

<5OfF - 5OKE BRFABETTHREHDENRDOON
BWMEGEICES) >

7.3 AANTERM e b= FHRYIALAESR], o b
=2« JAT FLF U VERYAHAER LI VX
P AT L, [RAIEME G COFMMEE
RSN TV, 1 [17.1.4 M

7TAARKBEC L DEER (THL VT, BREEVAX
AT T EDHERINRIEIRE) ZZE LT, AAIOHEE
B O SHMEELERNEETS (1112,
17.1.4 BR]

7.5 FEREBRIC B A HIMER OB 2O R 4 80 L
72 LT, AAI2mg ~DOEEDER ZEEI(ZHRTT D Z

Lo ABH 2 mg ~OHEEEET HIHEI10E, AH)

1 mg % 5-BALGH 6 W% B AUCAHE] 2 mg ~DOEED
ERERET A2 L, [ERHBRICEBW T, KA1 mg
FEE 2mg BECAHMEIIRRE CTHY, AFNI2mgFET
IEAH 1 mg BE L AT B 3 DT QMRS R D%

REGIFEL R EAINRENTVS, ] [17.14F
izl
7.6 A 2 mg ~OEE% IF LV SEANZ B OFEK & 8158
L, HEARIMNIEREDRWEHORBUTERT D Z &,
BEANEES SN BA T EEZPIET 572, i
BIZplE A TH 2 b, T, WEEKE, 6 A B
WA 2 mg OFGHEEOER 2 /Gt L, T 280 %

DL ARVEAITITEBR L B 5 2 fk L2 &
7.7 AFN L BFEELL D CYP2D6 BREH] (=, /3
ot F ) ROHPEEL FO CYP3A FEA] (1
FoaFy—, 753 )2a~vA %) 2HTS
BEEICE, RAOMAFEFREN EHT5Z LD,
G OHA L ORI FREZRR VBT S = b, e
PHRTOEHT 2 EAICE, UToRESEIZHELD

PR D CYP2D6 PREHKI KON [1[E0.5mg & |2 HIZ 1 [E X
RV CYP3A [HEHIOWFH |2 HIZ 1[5 1[5 0.5mg %
RSN il 181
CYP2D6 DIEMEAKIE L T
52 EXVHBAL TV EEN
PR L, E D CYP3A BHEA
elsiac

8. EELGEANIE

<$hfeHqE >

8. 1R, WE - By - KAHEERE IS OK T
IHIERDHDHOT, AEIZEHOBREICIIATHED
RIS IR 2 O B OBt SV X S R
THI L,

8.2 AFIDHHIZ L 0 & MAFCHERIE OBEAL N D B b,
BERRIBME S R 7Y = R, BRI SIEICE S 2 L
NdDHDOT, AAEEGTIL, AW, S8, LR, #HE
HOMERICEST D L & bIS, HRICHRFE XL ORE
RS 2\ FZ ORI T4 H7 5 B8 TiE, Mg
OREEDOBELE+HITFH> 2 L, [83, 9.1.3,
11.1.5 8]

8.3 KAIDEGITEEL, H O U 82 DRIVEHNFEIT
DEENDHDZ L E, BEROZEOFBRIZH3ICHHA
L, miggEEl (0¥, 28, 2R, HRE) CEE
L, 20X RIERES LN, EHiok
HEHlL, EMoOREEZITALS, HETHZ L,
8.2, 9.1.3, 11.1.5 &M&]

8.4 FURABIC X B AREME L B D0, AFIEG% IR
B (fl ARIETE O B RS O SIS AF 22 s B 2 #3 <
WCH b b, BRI Y 7L &R0 KR
H8) , JRAOMESKIUHE, TRIAMEREE, FRZOFEEHE
EEND LN EOWMEND D, FEEhHEREE OE
RIZONWT, B 50 CDEBE R OFEBHREZ 525
ATV, GEIRN S S oG IIE, ERICHRT 5
IofETH L, e, BEOREROHEDOE
FEHEHERSBEL, ERAD 5 DONESAICITSNE
I U T X3 G 2 HIET 570 8, w72 0L0E 21T
T &,

8.5 AHKIDOF 542 L 0 (R EHIIN K OB RHfE /2 & O
WMOBENREET B ZENHEDT, AFBGPIIE
BEOWBETEETRBIEL, FEOLHNRO LN
LEICTREE (AHEOFEOFESE) 23 L,
VEE UGl E %2475 2 &,

8.6 M FTIEENBETHBENNH B DT, FRIZREHENE
fiRkDOV AT DI DHBFIIARREZRET HHAI2IT,
EEICRE BT L,

8.7 5, FHIEEN, HERC o 2B 7R
WCHASESHERINER S HoNDZ ERHDHDT,
BEOWRREAEERERICBEL, RIEERNS Hbhi
BETMET 5%, MORAERITI Z L,

1.8 IRA3CE (%)



8.8 HlfE, MWE, sHAMFEORMMERZEMI YD THE
PR oD DT, BEELFIITTY, BERHZ LN
BT OIRIRIEITE Y A 2 5 70 LWl GI R LE 21T 5
zL,

<352 52KE ERFEAETTRLEUENRDHLN
BEWMGEICES) >

8.9 Y IEREETHEFIIFAELENH Y, AFLEKN
DBENRHDDT, ZD LX) IR EITHGBE R
72 DN B B2 BT 5 BT BE OIRRE R O RE
OB EEE<EET L2 L, [5.2, 8.10-8.12,
9.1.6, 15.1.3 ZMR]

8.10 A7, fEfp, A, = VF{E, AR, SR,

MR, BCERVE, WEEhE, T L U7 R ES) AR
BHHbND I ENRESNTVD, 2, TAHD
FEdk - 1TEh %2 K LB BV, RERBIERIZET & 0>
TIEZR S, SRR O B ST B B E, B,

ETLIRE SN TVD, BEORIER OYREDE
(b EEREEET DL LB, WBIUSLTHREE
ik 5 CEYRnEAITS 2 b, [52, 89, 8.11,

8.12, 9.1.6, 15.1.3 BIR]

8.11 A HM COWERHAEZ <D, HBREmER
LN D BFEIZAST T HBEITIE, 1 B DNTT A e &
IRIZE EHBHZ L, [52, 89, 810, 8.12, 9.1.6,
15.1.3 2]

8.12 FIHIC AR REC AR b, BE, Test:, Bl
WHEEOTENOEL R OHEBE BRI N H bbb d U
A YW OWT i 217V, BERT & BRI I EE &
Wmvas kofE+szL, [52, 89811, 9.1.6,
15.1.3 2]

9. RENEREATHBEICHT HIEE
9.1 AHHE - IEEZEDOHHEE

<shEeE>

9111 - MEKRE, BMERES, BEOEXIEZIHhSOEE
EEOHLEE
MERETRS LD ENRH D,

912 TAMAEDEEHERBERIEINSDERERDH S
25
B AR T ST 220855,

913 HERBIIZTDEREIEDHSEE, H5LIIHERE
DORERE, Sl EEEOERBOEKREFEZET
Y-t
MmAEMES ER T2 E083H 5, [82, 83, 11.1.5 B

9.1.4 FEREE, RHIEER, BB, BKRKEZFOERE
JRIEFAE, ERARMARAES O MR ERENRE STV S,
[11.1.8 ZH&]

<# e AT >
915 BRECEORERUERSREAT SBE
IEREELSEDBENLRH D,

<528k - 32RE EBIFARTTALBHNRLAZD LN
BWNGEISRS) >

HAAE, BREMPSLDbNEZ ERH D, (52,
8.9-8.12, 15.1.3 B]

017 HOBENHEEDHSHE
B A RIS 5 = & Db B,
EEEAE L BEREE AT S A

=

= LM
jiny

AR A M S5 - LA B,

9.2 BHReEE RS

Q21 EENEREEREE WV LT7F=VIUTIVR

30 mL/min Ki&) OHDHEE
BEIIRGHERBOLEESEZEE L, B L TITA
FOWRELEEICBET L L, AFOZ VT T AN
KFL, mHREN LRSI RH 5, [16.61 %
el

9.3 FFHEEIEEEE

9.3.1 hZEEL L EEDOEEEIEE (Child-Pugh 748 B
XIEC) OHDES
BEIIRGHERBOLEESEZ BB L, B L TITA
FOWRELEEICBET L, AFOZ VT T AN
KFL, mHREN LRI IBZRH S, (16625
el

9.5 hEiF
PR SUTIEAR LT D ATREMED 8 2 LePEicid, 1689 Lo
AVENfERMEZ BRIS & S h 2 HEICOBRET
5 Z Lo WERGINCPUSIR I R G S TG A, BE
JICHRLIEE, BUR, MPRETE, R, BHERET, 5
A S D BEBUE R HEASMRIER 23 & B iz & O
HRH D,

9.6 12917

VR OB A R AL OIS A BB L, Ao
WEUT IR R RIS D L, BER (5 v 1) T
P~ OBAT A ST S D,

9.7 NR%F
INREEE G & LT BRARRRBR TS L TRy,
9.8 BhE

BEOREEZBE L 2R OHEBIIREGT22 L, RIS
AR T LTS, [16.63 2]

10. #EER
AHFNZ, F & U THFCHIEES CYP3A4 XX CYP2D6 T
RFcnsg, [16.4 8]

101 BEREZES BERALLGWI &)

FH 4 5 FRAER - 58 T 1k WP - SRR T

T RLFU 7 RUFUCOERE | 7 KLU 37 Key
(TFH7 4 7% —0 | I, MERF T | AR o, f2BIERORRK
Roads, UTERE | o TR2hnd s, |FITHY, AAID a 28K
B3 2R TEWHERIC L0 g 2R
U < I IARTEIRRERM 2 {5 VVEFRAMENL & 72 0,

T o856 ERLS) R TR 2R S 2 FTRE
RAI WAd 5,
23

1.8 IRA3CE (%)




102 BtREE (BFRICEET S L)

R FRIRAEIK - R G4 BT - fEBRIN T
TRUFVCERH [MEETFEZEZTE |7 FKLF Y37 vt
BHERERA TNRbH 5, NEEME o, BEAEDR

URIA T WHITHY, KEO o ZHK
LFy HEWTEMIC XY AR
FIMAERMENL & 72 0, I
R TR RS L5 7]
e ® D,
FRRAR T il A FRAZ APARARREINE] | & b ISR R %
NNy — VR | TERRSHDOT, B | AT 5.
WK, BRERAISE | BT AR EEETD
&,
Reg A1 FAICHIEER & | & bICBEERZET 2.
WL ENHHD
T, WETLREE
HICERGTDHZ L,
RS AFRHEE R AEEIEM % | AFNE R/ 52T

LR RN

MY 5 BB
HOT, 5 RER
% 72 VORISR

ERZHT 5.

1M1A3FREMEA LR BEERH)

IEE RO (RAIR, Bl - gk, 3 LUVMERG, BEEO
I & 2 WITHEE R BN O 5 > T OfER) % =
7oL, BREMA LY RAIBITT B HDHOT, BHE
RN D &b -Eaci, 52 PIk+52 8,

11.1.4 B EHRARE (B

CK k&, mHFkORFIA 7m0 LRECEET
5Tk,

11.1.5 MM (0.6%) , HWRFEHES b7 F—2X (81
FEARH) , MERBEEE (EEARW)

T MU OB RIR DAL 2N B & b T2 354, BRI -
Ty R—=VA, BERFESECELZENHHOT, M
PEORES, 0¥, 2R, ZIR, BHREOBIEE 5
AT, BERROLNHAICE, #5E2PEL, A
VAV UCRIRIOBEE 4TS 7 Y, WUIRAEEITD 2k,
[8.2, 83, 9.1.3 ZMR]

11.1.6 =& (0.1%A0H)

11.1.7 |EEMERAE (BHEARH) , BOERED (0.2%)

11.1.8 FZERAE (0.1%K%) , FEPFIRMAZAE (0.1%K
i)

FZERRNE, HRIRMARNE S O MARZERIENR B S i d = &
N DHDOT, BlEE+HoIATY, BYn, g, ko
K, HIEESRO ONEEAICE, BE5ERIET Sk
YR EEITY) 2L, [9.14 5]

11.2 Z DD EI1EA

1~5% . B
’ 1%A0i "

SOEEL T 0]

5945z,
Toa—b (BKGE) | FREAS AR | &b AR A&
fERzmsEs 2 | A7 5,
ERBD D,
PREMU EO AFN O EIRS | AKO EERMFERTH D
CYP2D6 [REER%Z | 28 ENNH5H, | CYP2D6 ZIHET HzbA
A9 % HH| FOMPREN E7F 55
X*=Uy, RNe¥x ENRH 5,
F %
[72, 1.1, 1672,
16.7.5 £ ]
PREEELL B CYP3A | AFIOEM RS | AK O EBEN#EEE TH D
EMEMEZAT DI | pBThndhb, |CYP3A4 ZHET H-0A
bl oM FRER S+ 5%
A hTafy— ENRDH D,
N, 77U A<
A%
[72, 7.7, 167.1,
16.7.5 1]
JFIGEEER (R AFN ORI | AFIOEERHERTH D
CYP3A) FHEEA%Z | 2BZENRH D, CYP3A4 OFFEIC L Y AH|
9 % FAl O FREME T T 5%
HNR=E L, nnb s,

DRy VR A 3
[16.7.3 2]

1. EMER

K
TR

KR, B, |EDLEESORS, K&, &

AR, B, |, EHEMED E OV, AALMED
FEMED EWV | FV, ABREE, KRR
&, WELY, RELE, F
v, g, VEREE, #

B, SHREGE, KUE, H, ME
IR, PhEAR, N=v7
Wi, HERE, MBNE, 1
AT %, TR, S,

SRR, Ve R—EER, &
JUET, B, RRISALE,

ST, BEARR, TR
Db, RICHRE, Jetd, T
543101 o0 N2 o473 £ A VA N
s

WOBWERARHHOND ZENHLHDT, BEL+HIIC
TV, BEPFED NG AT KRG 2T IET 572 £
YR g 21T 5 Z &,

1.1 EXLEIER

11.1.1 BIEREERE (FEAR)

FEEL, MEEHHRER, TREEOFRIRNI, WE TR EE, AENR, Mm)E
OFEH), R, AMERESEM, WiF CK LSS0 REN
RO OLNTGEITE, BEEfIEL, (RmHl, KoM
LOEFEHMECHEYRABEEITO L, £, 34
Ju e U REED BEEOKTAALR, SMEBEEIC
BAZLENHADTHEETAHI &,
MA2BRECAFZADT GHERH)

EMBEICX Y, OEEEORREEEE N H Hbivd =
ERHDHOT, ZOLIRIERNS bbb GEITEE
MIFHFIEEEBET A&, E, BEP % LIRS FE
FIaZEendbs, [1450]

S | T
HRER | 27

R, BE(RSL | S—F Y HEBERE, RS
HlEE, X | MEE, HEfE A =7,
XXROT, Y| W, EERE, RED)
Wi JUitE, IRERMIRFEVE

%
5

I E LR QT &, LMK
FE, IR, BUR, REER, B
P, DEMEMAMEE, HE
BETayr, Al7ay
7, X QRS BHIER, {Kifl
I, RIEEERAR

T s L, R,

ARILIE

AWz, BECRIE, T
NEnt, VEARE, W, REES | BE
R, BEEREAS, H R
W, Bk, PEERKOE
o, s, EAREE, B
Ho, AT, B, HIEEE

H, OPENRPRR, MRS

P, N

B

el
o —

1.8 IRA3CE (%)



1~5% . BHEE
’ 1% #

SEIEL T A

iiIRT H M ERHEANGE, &I, APTT
FER, I/ REY, (L OE
MYE, 7V a~tEra b
m, ~Era e ALTF, fFF
BV IE, AFRERIES, R
[ShE

IgFaRlA wm7aZ T | AR, @A AV v
v fLE JiE, i AR AR AR LT v
s, R R S L
VW, M arFa ey
HEIN, FRRARBERE X T E,
KBRS RE TUEE, I B
BB LHESE, WEEEY A n %
VY, Ml arFa bke e
D, WEEEY A m s
M, AET 2 7 7 F i, P
PRESREAR T, Pt oy uhiEsE,
A R B

WIR% PRI, R, BUR, &
FUR, RIS b AKREPE, i

PRSI

mo

JH ik fifkEE, AST L&, ALT L
H, BEYLECME, y-
GTP L5, IRWANT, HFfEsR E
5, LDH L5, ALP L-§

I EUAE R, X5 PERE, ALBE, WP

B KSR, S, Witelr, BOE
W, ZITIE, EIT

(B CK b5, H5 | HEURIN, mIRBRMAE, K77 Y
(1 H LR U AME, TR Y U A
AE, ®h YU AME, KD
i, i o PR R

W0 2 KSR, Wk, Eitm, 8| Ly
BEE DK, PPORPREE, R | BEA
R, RIS S o if

=

=

R TR, IRwofR, IRMGEEE, B
R, WpsEm, ks,
ARG, ARG T, W

o

Zof | AEE (B $E7, WEED, 1FTY, @i R
Ju PR, MEDIRE, AMTRETE, J& | R
iR, AU, HEE, R, (REE
WO, PERR M, O ER
JiE, DU, P,
DHNE, FEHRYE,

T, B, R, BUR, 77

[, SR

13. BEHRS

13.1 fE4K

SME O EFPRARER & O\l B8RS C, M 54 mg &
TAMBERESNHRACEBNT, SIS DR AH
HEhTHD,

13.2 L&
TEMEROBHAZEGIZ LY Cha LOVAUC ME T 252 L
DHEREN TV D, AHFIOE B G35 IR AL
B LTAHDTHIDICONWTIE o EENE LT
WV, F7e, RANXMAEEBE~OREENmNI &
o, MIEKBITITER TRV EEZbND, E, M
RADEHEENE 2 G2 GEARITEORBICLRET D
&, [16.7.4 2]

14, EARALDIEE
141 BRI FEDEE
14.1.1 PTP @3 DAL PTP > — S HELD L TARA

THEHESLZ L, PTP > — hOREBKIC L Y, ##
WELAEE A BRI A~ L, FIZIEFELERBZ LT
MR R LD EERAIEEZRT L2 ERD D,
14.1.2 AANTEH O T 0¥ TR ZEE S5 Laen
IZHEET A7, K L CIRAFEETH S, F=, K
TIRAT2Z2LHTXD,
1413 AFNTE- T TORRETIE, K L CTRASEZR
W ok,

15. ZDMDEE
15.1 BRER{EAIZE D < 15%R

<shfeiiE >

15.1.1 RFNC L 268 H, JRIEARHOZRIENHE S
TW5,

15.1.2 S E TIHHE S 207238 AE I BE U 7= B phie ik
(EKRAIRESUTZIR) 2 AT D mEEmBE Z R E L
72 17 OEERABRICEB T, FHEOIE TR b 5 4%
HEHIT 7 B R GRE L Bl U T TR 1.6~1.7 1%
EnolmtORERD D, £z, HMETOERFEREIC
BT, ERIPUREMRIE S IEE PR 3L & [FIERIC
WRO LHICBET 5 E0RERH D,

<52%F - H32KE EEFEABETTHRLEUNENREDLN
BUMEEICRES) >

15.1.3 Mgt T FHE S 7z K 5 O RS O R R R A
BIHBEERGE L, O SHOE#RT
A R ER R RER O MREHERICIB VT, 24 L FOA
FTIE, BHEEEBCAHBREROREIEDO U AT HBHLH >
ABEHTT TR R L TENo T, 72, 25
L O BEINZBT D ARRESC AREXORID Y
A7 D EFIFRHONT, 65 BV TEIZD Y
AT L=, [52, 8.9-8.12, 9.1.6 BH]

15.2 JERREREABRICE D 1Bk

< U ADBAFEHERBRICE T, #o 0.75 mg/kg/ H LA
¢, FIRIER K OV RARIER O R A O EAAHE
ENTW5, INSOETTwE ciEmy e 77
FroEFEEELZ2IE LTEL<AMLNATNS,

16. ZEYEpEE
16.1 MAjEE

16.1.1 @R 5

BFERANIZT L7 AT T —/L I mg, 2mg K4 mg
) 72 ERFHLEIRE OB 5 U 72K, VAR 1T 53~67
R CchH o7 (H16-1, F 16-1) 2,

1.8 IRA3CE (%)



E

\?} —o— 1mg (3f))

e —0— 2 mg (8f1)

2 —— 4 mg (5H)

n S At = e 25

™~

™

N

i)

X

N %\

PN —

: i

E i —
96 120 144 168

PG EE ] (BER)

X 16-1 fEEERAICBIT AT LY A7 5 — LHi[E#
0 MR RS
F16-1 7L 7 AT T — )LERAI¥GROIEYEIRE
52—
= * tnax Crnax AUC,, tin
BOR PR @ | gl | mgrvml | )
Im 3 6.00 9.09 + 514.1 £ 56.53 £
g (2.0~6.0) 1.15 149.4 16.86
om ] 6.00 17.97 £ 850.9 + 52.88 £
g 4.0~80) | 250 164.8 16.19
4m 5 6.00 37.29 + 2860 + 66.58 +
g (3.0~8.0) 9.77 725.2 17.81

CPEME + BEHERZE, ta DA T RAE G/ ME~ T KE) )

16.1.2 R1EHRE
MAKTERHEICT L7 AT T = 1 mg KX 4mg
B /%1 B 1E 14 HRKERS LR, REMED
MR TR S 10 B CEFIRBIZEIEL, KERS
% OWICERITZ N F 92 B LN 71 B CTH - 7=
(£ 16-2) 9,

#1622 TV I RAEYT TV — VKBGO EIRE R

FA—X
* Tnax Crnax AUCyy, tin

e (h) (ng/mL) | (ng*h/mL) (h)
1 mg
s | 4.10 1024+ | 159.5+ B
1 HH (1.3~8.0) 4.95 67.11
&5 6 5.00 29.30 + 537.0 £ 91.85 +
14HH (2.0~7.9) 15.08 263.5 47.63
4 mg
@S 6.00 3703+ | 601.4% B
1 HHE (4.0~8.3) 13.50 197.2
g5 . 4.00 164.63+ | 3238+ 70.63 +
14 HH (1.8~43) | 101.96 2184 26.90

CEAME + R, th DATRIE (R/ME~ R , —  SHHES)

16.1.3 EMEMRIEHE

R AT L7 ATV — /L 2 mg (OD §E XL E
BE) U mAA— IR LV EER R OGS Lz
FEDOIRMBNHE /N T A —H B K 16-3 1R T, Cop XY
AUC, DAL D 90%[E X E X V3 b 0.80~
1.25 OFPFANTH Y, OD §E & HiBESEI L AW FHN TR
Thotzd, £, 7L 7 AET TV —/10.5mgOD &
EOT L7 AT 5 —/L 1 mgOD §Ei [&EMNE

% % 1 RA O W FRIRENET A KT A ) (28D
X, EWERKIEZZhENT L7 A5 Y —/1 2 mg OD
BE & L7oRE, VAMZENIRS S HESh, AW FEmICHE
Sl Bl &,

#1633 7L 7 AET TV —)L 2 mg HEE 5RO Y E)
T A—H

ﬁ” )T; tma\x Cmax AUC( tl n
i (h) (ng/mL) | (ng-h/mL) (h)
4.00
ﬁ#“%\i"’ +
E'ZJJE (1.00~ 2: '73212‘ 1250+ 592 | 62.2+19.3
me 8.00) :
, 5.00
OD #Z 2 mg 2424 +
3.00~ + +
k7 L) ( 6.000 1340+ 629 | 59.3 £18.5
8.00)
, 4.00
OD #Z 2 mg 2375+ 62.9 +
2.00~ +
Ok&HY) ( 5.320 1260£615 20.49
8.00)
CEXIE AR TS, tpa DA RAE R/ ME~ R KAE) , 19 #1)

a)18 f3l

16.2 BRUR

16.2.1 BEDOFE

EFERACT LI AT T =L dmg D & Z2EFF 1T
BHICHERAZRS L2, T 7 A7 7Y =D
Coax XN AUC I T TR FOKBITRD Lz hr o 72
O GNEAT—%) .

16.2.2 #tBINA AT RASEY T«
fREEERR A BT D% O SR ORI NA 4T _g T8
U7 413 102% Tho7-D GREAT—%) .

16.3 2
FELLTTAT IRV a EEEEAEICHAL, &
LR AR A RIE, 99.8%LL ETH 7= (in vitro,
SEHHENTE)

16.4 1%

FIZ CYP3A4 & CYP2D6 35 L, EERH#HTHD
AR F YV MK (DM-3411) MpEEENTZ Y (invitro) .
#E 14 A B TIERZ(MEIC 5 DM-3411 @ AUC @
EIBIL 23~41%THH-7- 10 HEAT—%) . [10.&
i
HEIRERFICT L7 AT 7Y =)L 1 mg KN4 mg
W Atk 1 A 1A 14 BEERYS LR CYP2D6 i
=775 (EM : Extensive Metabolizer, IM : Intermediate
Metabolizer) DIRMENHE T A —F %3 16-4 |TRT 9,

# 16-4 CYP2D6 &{n MBI OB EE T A — ¥

ppig g | CYP2DO 1l tina Conax AUCyq, ti
BETR | K (h) (ng/mL) | (ng-h/mL) (h)
EM 5 4.10 31.96 £ 584.9 + 74.44 +
1 mg (2.0~7.9)| 1521 261.0 23.69
IM 1 7.70 16.01 294.2 179.2
EM 4 3.00 87.10 = 1563 + 61.26
4mg (1.8~4.3)| 23.53 530.1 31.29
™ N 4.00 268.0 + 5470 £ 8333+
(3.9~4.1)| 48.02 900.5 17.42

CPME + BEERZE, tu OHHFRIE (R/ME~HKMH) )

R AT LI 28T Y — )L 2 mg % Z2JE R Hi a4
5 L7=W D CYP2D6 i {n+7 %] (EM : Extensive

1.8 IRA3CE (%)
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Metabolizer, PM : Poor Metabolizer) D IKP@EhHE T X

— X %EF16-517T D WNEAT—F) ., [72, 17
2]

# 16-5 CYP2D6 i&{nTHIBI DO IPENHE N T X — X

e CYP2D6 | 14 tmax Cinax AUC,, tin
R | %% (h) (ng/mL) | (ng-h/mL) (h)
EM 34 5.51 244 + 1629 + 62.0+
- (1.0~8.0)|  7.95 858 202
oM 6 5.52 292+ 3439 + 799 +
(1.0~8.0)| 663 1477 1.7

CHOME + BRYERZE, tna DAHPRAE R/ ME~FRAME) )

16.5 HEttt
RN UCHER T L7 AT 5 Y — /L 2mg /&0
B L7-Ry, BEGHETRED 46.0% K% O 24.6% 5 Fh
A R QSR HICHEI S iz, R BRI SEE % OYR
FIZZF IR 14% K% TN 0.14% R < - 12 (SAE AT
—4)

166 RENERERT OEBE

16.6.1 BHEEfEERE
HEOEWRERESRE 1068 (ZLT7F=227077
U A<30mL/min) (27 V7 AT TV —)L3mgi® &%
JERE S [RIRE 385 L= D AUC 13, BHERETE Wbt
(/v T7F =2 YT T A 80 mL/min #8) & T
17 TH o, £z, BEOBMRERERRE BV
THREMED MR AFREERIT 99%LL 1, REMK
DOEHPEIE 1% RETH -7 GEATFT—4)
[9.2.1 ]

16.6.2 fFifEEfEE 2E
Rk RERE kB 22 5 (Child-Pugh %348 A~C) (7L
J AV T —)b 2 mg & ZENERFHEIRE O 5 L T2k,
BRIE 3 2 WO TS S ORFFE SR 13, FFHREIE k5
H AT Cpx TEIFZ2 <, AUC TENZEN 1.3 5K
NI ETH o7, EEDOIFEEMBREIL, Cux TO0.5
%, AUC CTEIIRD -T2, T2, FHEGEmEgE
(Child-Pugh 7338 A~C) 2BV THRE(MEO MAEE
BHiEERIT 9% U ETH-7- 9 UEAT—%) .
[9.3.1 &M]

16.6.3 &

e E S (65l L) K7Ly AT TV —/L 2mg
% HRIFR OB U 72 RO SR BN RE 12 I X4F I 1 & 5 28
BOLNRPo7 D NEAT—F) . [9.8 5]

16.6.4 1R

EFERAICT L7 AT TV —)L 2 mg & HER O # 5
L 72 o SR B AR I I MBI L B EBIIER D bR o
e HEAT—H)

16.7 EMHEEIEA

167147 ka+y—L

R ATV T, CYPIA OFEENAZHTL7 =

FV = 400mg & T VL7 AT TV —)L 2 mg DU

WZEY, TV AT TV =D Cp KON AUC 1ZF 1L
FI19% L N 7%E ML= SEAT—%) , [72,
7.7, 102 ]

1672 %=y
fEFERAICIBWT, CYP2D6 DILEMRHAZET =
»324mg LT VLI AT T — L 2mg DFFAIZLY,
TV I AT T =)D Chax XN AUC IZENE1 11%
B oa%mL7= 1 GNEAT—%) . [72, 1.7,
10.2 ]

1673 )77 EY Y

TR AIC BT, CYP3A OFEEMEZAETHY 77
YEVL600mg E T LY AE T TV )L 4mg ) DOff
FABREICEY, T 7 AT =D Chpu N AUC
IEENEN %KL BRIET L2119 SEAT—4)
[10.2 ]

16.7.4 ;&R
HERERAICBNT, 7TL7 AET T =L 2mg #&5 1
e OTEMER (B NiEMERR/ Y Vv B b —)L 50 /240 mL)
BET, TV I AET TV =)D Chpa 135 5~23%,
AUC T4 31~46%IK T L= D (UREAT—%) .

[13.2 2]

16.7.5 £ ISR
M

AP EERET VEHWT, TV I AT T
—/L 2mg & PRREELLED CYP2D6 BREHIK Y X it
ELLED CYP3A FHEAIZ S L1356, CYP2D6
PMABEICT LI AT TV —)L 2 mg Z BMEE X iT
TVIRAETZ =) 2mg LHFEELL ED CYP3A FH
ERNEFRABRG LEBEAED T LI A ST ) — LDRE
EOFRE (BEEEROEROLVEFKIZIT LI A
77— 2 mg FHUEEE U RRC xS ) B HETE

EERETINICESESIal—3

LizfERE, 166 DBV THH=®, [7.2, 7.7,
10.2 ZH]
F16-6 AEPEERYEERET MVICLVHfEEL-T L

I AT T — L OgEERO LR

TVIRAET T =)L

DR FA LY

Crnax AUC
CYP2D6 PM BRENT VI AT T — )L b 127 ss3
7 b o — )L &R - -
7v7x§f7y~w&%:vV®&U 126 197
b bhary— i g
CYP2D6 PM BENT VI AT F Y/ —)L b 123 .
oIS = b Gk i i - -
TVIRAETZG =N X =T IR
) Rud Ly R 124 280
TVIRAET T =T aaxtF L Ik 123 365
& hay— L wE G - )
TVIARETFGI =N TFandwF Ik N 120 579
YAy 9%k — -
TVIRAET T = oaxtvTF v 9% GHH 116 2.25
TVIRAETZ =Nl haF =0k 119 20
DER L19 2.07
CYP2D6 PM BFIC T LIV AT S5 — V55| 1.06 2.03
TVIAETFZ T =)=V 9% 0HH 1.16 1.90
TVIAET T =T aukkwF L ok 105 s
DE 1.05 1.56
7v7xﬁ77y~w&IU1nv4yyﬂ% 112 10
JhiRis

AR EE A OERDRWEBFICT LI AT T — VB
5. U720 Cmax &N AUC OHEEEIZ KT 2 i EH b
b)#f\V » CYP3A [HEHI

1.8 IRA3CE (%)
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o) PHRE D CYP3A FHEHA
d)3E\V CYP2D6 BRI
e) THZJE O CYP2D6 [HEHA

1) AR OARE - &
47958

171 BEHERUREHEICET SRR
UR VLT 1 BEORHE & LA IR T,

<& KERAE >

17.1.1 BN I/ MR
MAERIERE 458 Bl kg b L7 7 B A IRIEIES
{EZHE BRI TREMERRARICE N T, #E5 6 BRI
7% PANSS A 2T DR—2 5 A b DELEITFHR
17-1 DEBY ThHote, TVI AT TV —)L 2mg Bt
T, 7T BEARBHCK LR AR ENRD b

(2 mg Bf p=0.0124, MMRM f##7) 19,
#17-1 #5 6 HZRIZHIT D PANSSHRA T ONR—RF
A S OE{LE (FAS, MMRM fi#4T)

, 1AH1E1~2mg THD,

NR—=RFTA 2D TITRAREELD
an 6 FH 1 ARl B a) )
PANSS oz a7 | o7 0t EiLE g o
BBt ) i Boh TS | BERE
. | g || e | wE
ik P, | e SEHfEE | [95%1E | pfE®
- S| mvemse | ISR
’5 19+ 174+ | -7.63+
7\\7. 3 | 7P 70 | 817 763 — —
ARt 19.27 2223 2.11
A4
27
N -0.63
5 — 99.26 + 86.64+ | -8.26+
112 73 [-6.50, | —©
v 20.64 2327 2.10 5 24]
1 mg/H '
i
A4
AT
7 — 96.55 + 7742+ | -1495+ | 32
113 81 [-13.04, | 0.0124
v 19.20 20.73 2.00
-1.59]
2mg/H
Rt
a4
27
7= 96.39 + 7902+ | -1149+ | 86
109 68 [-9.71, | 0.1959
L 15.73 21.52 2.10
; 2.00]
4 mg &b
/B EE
a)[EEN R A F 58, W, SR RHOZEIER, A&

J=cN

B R—ATA UM, R—=RT7A L EROLZEEREL, &
Bty B 4 Unstructured & L 72 MMRM fi#tr iz &3 <,

DREDZEMIE, TV AETTY =L 2mg/AREL 4mg/H
FEDWLNR & 7T 2 R EEDOIRE & H EAKHE0.05 TITW, H
BESFEEA, TV AT IV =L 2mg/HlEE 7T &R
B, 7V AT T Amg HEEE 7T B REEO ik & %
FLVENVE EKYE 0.05 TIT O HIETREI NIz, 7od, 717
AET T =N 2mg AL 4mg/ ABED IR LT TR
FHEOREICENT, HEEZE [95%EFHEXM] 1%-5.59 [-10.62, -
0.55] , pfEiX0.0298 TH -7,

T VLI AT TV — )L dmg/ HEEL 7T B AR L OFNTHEHF
IR AREEPRO NN -T2 ENE, TLIAETSTY
—/V Img/ AR L 77 B RBEO LN 81T D RE AT i
Do Tm,

BIERZBMELX, TV AT T —/L I mg BT
115 il 28 51 (24.3%) , 7V 7 AT TV —)L 2 mg
T 14plF 266 (228%) , 7LV 7 AT TV —)L4
mg BET 113 Bl 33 61 (292%) Tho7-, L/eFEIEA
1%, T AT TV — 1 mg BETIIHA L TE 7 4
(6.1%) KROEE3 Fl 2.6%) , TL7 AT TV —
N 2mg BECHERM 3B 2.6%) , TLIAET TV —L
4 mg BECHARIE 8 B (7.1%) , mHh~7raZ s I
N7 H (62%) , THIPT 4461 (3.5%) KUK
SRS 4 ) (3.5%) Thotz, _[1.2 5]

17.1.2 i35 B ARG BR
(1) A RMELRE 674 Flaxtg b Uiz 77 R R I
7%4[: EERWATHMEEGRBRICB W T, b5 6 %
BT D PANSS A a7 DR—ZAF A )b DAL
i,%namt%@f%oto7v7xt7§y
—/L4dmgED FET, T I ERBII LREHEN A
BEENRD BN (4mg B p=0.0022, MMRM fi#4r)

20)

F17-2 BehH 6 lLIZEIT D PANSS AT DR—R 7
A S OE{LE (FAS, MMRM f#4T)

NR—=RTA D TR REEED
6 1% TV B @
PANSS x| Lor ol | ALk SR 9
BRE BohoR | BERE
e || e | 0RO BEE
%% iy %% P Tl |[95%f5%E | p D
e T s | xm)
77k 94.63 + 7740+ | -13.53+
o 180 119 - -
AR 12.84 21.10 1.52
a4
AT
_ -3.37
F— 93.17 + 7156+ | -16.90 +
117 81 [-8.06,| —9
L 12.74 16.75 1.86
1.32]
1 mg/H
i3
a4
AT
_ -3.08
Z— 96.30 + 7637+ | -16.61+
179 130 [-7.23,]0.1448
L 12.91 17.56 1.49 1071
2 mg/H ’
i3
a4
AT
. -6.47
7 — 94.99 + 7155+ | -20.00+
181 128 [-10.6, | 0.0022
L 12.38 15.94 1.48 235]
4mg/H ’
jii3

a)[EENR A B GRE, Maak, R, BEHREEERE 0L EIER,
%*H%A~X74/ﬁ N—2 5 A L OAEEERN
Oy oy Wk & 2 Unstructured & L 72 MMRM fEATIZHE

< o
DREDZEMT, TV I AT TV — N 2mg/HREEE 4mg/H
REOWHPHR & 7T R OMRIE 2 A EAKYE 0.05 TITWV, A

BlEoGRIL, TV 7 AT T — L omg/BEtE T TR
B, 7L AT IV —bamg BREL 7T B RBOLKE Z
NENABEKNE0.05 TITH HIETHEINZ, B, 717
AT T =) 2mg BfEE 4mg/ HREDO VR L 7T 'R
HEOREICENT, BEHEZE [95%EHEIXH] 13-4.78 [-8.37, -
1.18] , p fEIL0.0093 TH-7=,

T LI AYT T = 2mg At L 7T v AREE L ORICHEE:
MR HRBEDRBDLNRNoT2Z D, TLIAET T
—v I mg/ BEEE 7T 2 RBEEOX IRIZ B T 2 RE X Thh e
Mmoo,

1.8 IRA3CE (%)
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BWERABBBEE Y, V7 AT T Y= I mgBET
120 B 35 51 (292%) , V7 AT TV —/L 2mg
HET 186 Bl 60 5l (32.3%) , TL I AT TV — )L
4mg BET 184 Bilrf 68 5 (37.0%) T o7, EREIE
AL, 727277 =) | mg BETIERIREE 8 7

(6.7%) , TH T 56 (42%) , 5EJ% 5 6 (4.2%)

RO S B (42%) , 7L 27 AT TV — 2mg
TARERSE 13 61 (7.0%) , BEJR 11 61 (5.9%) , REEHY
m7 e (3.8%) KONHEE 7 #] 3.8%) , 7L AES
TS Admg BETT AT 11LH (6.0%) , AIRSE
116 (6.0%) , {AEHMNOF (4.9%) K OFESE 8 i
(4.3%) THoi=,

(2) HEARTRIE RS 636 Bla k5 & L= 7 7 &R xt RIE(E
2t ZEERIPATEER LR BR Ic BT, & 6 Tk
{2815 PANSS A a7 DR—ZF A b DZEAL
BIEX17T30DLEBY THoTz, TVLI AT TV —
N 2mg BEM NAmg BET, 7T BARBECK LFERFEM
REBENPED LN (2 mg # p<0.0001, 4 mg & p
=0.0006, MMRM f##7) 21,

F#17-3 B5 6 BEIZHBIT S PANSS AT DR—RF

A b kE (FAS, MMRM F#HT)
R—=2F 4D ) TIRRBEELED
6 | e .
PANSS fz o | o0 OB ) LR S HLE 9
VA N B =4
BEEE | g || g | R RRE
1% - ik - FHylis  |[95%IEHE| pfE®
S U e | K
75+ 95.69 + 7515+ | -12.01+
o 178 108 - —
ARt 11.46 18.73 1.60
a4
27
5 — 93.61 + 71.64 + 1490+ | 2
61+ O4% | 1490+ | o B
v 87 11.53 36 17.60 223 [-827,
2.49]
0.25 mg
JEDH B
a4
27
N -8.72
5 — 95.85 + 7070 + | -20.73 + <0.000
180 123 [-13.1,
v 13.75 18.53 1.55 1
-4.37]
2 mg/H
Bt
a4
AT
N -7.64
5 — 94.70 + 7045+ | -19.65+
178 121 [-12.0,] 0.0006
v 12.06 18.17 1.54
-3.30]
4 mg/H
T

) EENRETGRE, Mgk, WY, B L RO HE,
W EER—ATA U, XR—=RT A4 LFHORZHEFER L
L, 4#dhss o 2 Unstructured & L 72 MMRM fi#tT 12 563
<e

DREDSEMIL, T ARSIV — A 2mg/HEEE 4mgH
REDWBIR & 77 B RREOME & A HKHE 0.05 TITW, H
BlESBARIL, TV AT Iy — L 2mgH#tE 7 78R
B, 7V AET T = vamg/ HEEL 7T RBEOLEE =
NENATEALE0.05 TT 5 HIETHESNE, 2B, 7L
AT T =N 2mg/ HEEL 4mg/ BREOVEIIR L 7 TR
HEOREIZBNT, BEHZE [95%EHEXM] 1%-8.18 [-12.0, -
4.40] , p<0.0001 TH-7=,

BIERBBMEEIZ T L7 275 —)L 025 mg BET
90 il 24 ] (26.7%) , TV A STV —/L 2 mg B

TIR2BIF 58 4 (31.9%) , T LI AT TV —)1

4 mg BET 180 I 69 5l (38.3%) Tdh-o7=, T/EIE
MiE, 727 275 —/L 025 mg BETIEEER 7 4
(7.8%) , AHRJE 5B (5.6%) , FH13 61 (3.3%) ,
OPNEzIEE 3 B (3.3%) , #8597 361 (3.3%) K OMKEH
M3 (33%) , 7LZ AT TV —/ 2 mg BECHR
1161 (6.0%) , ARHYE9 Bl (4.9%) , THITT 84l
(4.4%) ROVEL 6K (33%) , TV AT TV —
)V 4 mg RETHARE 16 61 (8.9%) , 7V P7 124
(6.7%) , NHRSE 8 5l (4.4%) R ONEEE 7 1 (3.9%)
THoT,

1713 ENRAKSHER
MAKTVERE 25 L LEWNE L/IHERRD S O
e 98 Bl & O 7= IZHAL A AN B AL = fi A R e JB
183 fiil & %G S0 L 72 FE E MBI 5 BRI\ T,
TVIAET T =) 1~4ED mg & 1 H 1[A] 52 @R
BB L7200 PANSS #8 2 a7 DHERIZF 174 D L BV
ThoT= ),

% 17-4 PANSS a2 27 OH#ERE (FAS, OC)

e A

e |7 e7 5| s
V) — LR )

VS 2R A 69'6(22312)1'90

kR 20 4 31 67'1(712592)0'88

" s 82.52 £22.29 83.51£22.21 66.93 £20.42
F PR L5 o 0 (5

43 74.19 +£20.87 79.57 £22.59 64.30 £20.20
1) (60) (169)

- 74.12 +£24.17 75.30 £23.32 62.77 £20.07
17) (53) (154)

1238 71.50 £ 18.72 73.80 £23.84 62.58 £19.92
(16) (46) (146)

241 66.50 + 18.28 69.86 +£23.87 60.93 £ 19.56
(14) (37) (123)

. 59.20 £ 14.31 67.66 £24.09 59.66 + 18.70

40 A

(10) (32) (116)

523 62.33+£12.03 68.16 £25.72 58.86+£19.23
&) (32 (109)

Foe & A R 77.56 £24.14 81.86 +£25.81 63.82 £22.61
(LOCF) @7 (70) (182)

FHE + EREREE GHEEI)
a) EPNEE I/ IMARGRER I 361 5 e 5%

TR o BRI S8 ERAE EE 13 281 il 133 4] (47.3%) T
Holz, TREWERL, T V7 2241 (7.8%) , #
GRFRAE 1561 (5.3%) , REHN 14 6] (5.0%) , &
B 12 1 (4.3%) ROMEEHR 11 61 (3.9%) TH-o7-,

ED RAOAGESZHEE, 18 1B 1mg 256
f%, 1 H1[EI2mg ThH 5,

<52%F - 3 2RE EIFARTTRLEHNRLARDH LN
BWMGEICRS) >

17.1.4 EANEE 0/ A5ER

ABOK I DFT Y — sk L Clibl 722t 5 SHIIEHR
2~4 [EED THG 72 A FRD DIV K 5 DR PEREE
BE 740 PlE B E L7 T R RIEEL( — HERH
WATRERT el kB 4 il L7z, BRI o b= FHHEY
IAHPEES] (SSRD) XiFko h=r -« LT FLFV

1.8 IRA3CE (%)
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CHEEBABZFLER] (SNRD) (e kF L, TR
XHIv, BAETF VL, 22X FaTFTA, ST
T, TaaXxkEF U ROV T T X)) OFFA

18. EEZHEEIE

T#EY T, JLIAETZY— /N 1mg XiF2mg % 1 18.1 1E S

H1E 6 MG Lz, #&5 6 M%IZBITS TVLIAET T L, ' b= S-HT ) AR
Montgomery-Asberg Depression Rating Scale (MADRS) T A=A MEA, Bu b=V 5-HTouw /KT o2 3
BEREDR=RA T A Vb OELRIT FTRIZTT LY =2 MEM,_ R/ v Dy B 7 =2 MEM,_
THY, TVIAETTY =/ | mg KT 2 mg BED T RVFV v opgZRIET =2 MEAKR T KL

HHET, 7T RRBCH LREH PR A EENRD b T U v pc ZRET 2 T =2 MER & PR 038K T
7z (1 mg B¥ p=0.0089, 2 mg ¥ p=0.0312, MMRM f#4T) bW, HEEREFIIAHTH D2, o DORALE

(£ 17-5) ), MADBBEIRICB T 2 FREICTFE LTS b0 EEZ LN
E2) 55 SFOERME - HEIZ &5 6 MM DR Tn5,

W, 7k, EIEOPLO OFEHE L LT, SSRI Xi SNRI
(RextFy, ZJAVREFHIV, BTV, TR
vERTTE, INFTTT, TaukkF U RO
VI 77Xy y) HAGRAL - HET8MMEET S . . . . e —
PO Y S Y 7 S SRS L T e e rymeme
i Z & ZRITHRRIC R L 7=, b °

E3) HiH OFIE B FRREELLE O CYP2D6 BREH] X 18.3 i G L IVEREREEDEHMETIILTOHREEHA

18.2 BRI
SRR ERBRT, Mz e bEr =1 5-HT,,
bt hto b= 5HTy, EhRID,, ERT L

P RELL ED CYP3A FAEHIOW TN EZHHT L 2 T v MZBWT, BHEROEELEZ STV D544
sl LT, ELBESOG & il L, SRASREREE OfRE L B X b Ty
L7y ) VR OH MR DRERITH O T
#17-5 5 6 WKIZHB T 5 MADRS BEt D N—RF ZAH L7z 2,
A=D oD (A, MVRMMID 15445 SHOBRIZRIETHE
MADRS Aol | BE6EE | ZEES |70 0T | 1844 T v PIRHIKIKERBIZ IS\ T, BT SHIO MBS
BBt - e | mm AEAEE A 2 DRI & 0 R L 72 20,
pa | O | PR e | pvis | oy | 1842 ~ 0 ABIEERIA B L AEF BT, HER
_ PR e | s DB, HAEV TN ORI XIT 2815 DRI DWE
;;JZ 243 (273462 233 |205492 % - - 2R A PRI X 0 R L7z 20,
A 19. RS ICET HBEFHMR
LE2 17 —fREBTFE . 7 L7 AT T —/L [Brexpiprazole
ZY — | 248 |26.7+64 | 237 183488 '5_’5: 3.0. | 0.0089 (JAN, INN)]
1 mg/H | 4l E=4 : 7-{4-[4-(1-Benzothiophen-4-yl)piperazin-1-yl]
jiid butyloxy } quinolin-2(1H)-one
A SFR : CsHN30,8
L 4 STFE 43357
;,_ 245 |269£69( 218 |18.8£90 'Og'jf 27. | 0.0312 E K A6 (FEAEAGEEET) OREmUTH R
2/l ' 01 OBRTHD, N-AFenm ) RACETRT
B <, NN-UAFLTEFT I RZORETOT
A FEERA TSR, B, BRI RO A RN, R R <, AF—MIETIZL, =& ) —n
BN ATA M, N AT A ERORAERE L, 5 (99.5) |ZhD THIFIZS <, KITIZE A LT
A5 4 Unstructured & L 72 MMRM fi#gdTic 53 < SRAAAN
DREDLEMNE, HEEFEL AV CHE L, 2Lty fLEBER -

VIAET =N 2mg HEL 7T R AR ATV, ]

H
HEKIE 005 CHE Clhol- a0k, 1mg il 75 & RE - r”\W”\JA\/OT[:j:ijﬁo
Z

DLk % WA EKHE 0.05 TIT o7 g N\/J

BIWEARESEEIX, T ARSI — L Img BT
250 il 84 5] (33.6%) , T L AT T —/L 2mg
BET 246 Bl 129 B (52.4%) Toh o7z, ERBMEA, 20. Bk EDFE

THI T (FL A5 —)L 1 mg B 15 H 20.1 7V B u —BERITBR LR CTREFET D 2 &,

(6.0%) , 7V 7 AT Z Y —)L 2 mg B 58 5 202 77 AF v 7R bVEEEIE, BEOPEEZITO
(23.6%) , LATIENAR) , (REIHEI (14 ] (5.6%) , 16 FTOT, FHOBEX ¥ T2 LonkEbDZ L,
Bl (6.5%) ) , mHFTaZrF8Mm (66 (2.4%) , 20.3 FEAIREICBE RN A LND Z 0B D0, EHFE
1361 (53%) ) , #REk (1461 (5.6%) , 1161 (4.5%) ) WZEBHDTHY, SWEIZEEIIR,

Thoiz, [73, 1.5, 1.7 5M]K]

21. ABEH
PR Y A7 WHEENE A REO b, WEICERT D L,
L8 AR ()
23



22.

=E-

(LEHI)LT ¢ OD &£ 0.5 mg)

PTP : 100 & (10 £2X10) , 500 &£ (10 &E X< 50)
TTAF 7R RV 500 8E (ONT, HERFIAD)
(LFHILT 1 OD £ 1 mg)

PTP : 100 & (10 £2X10) , 500 &£ (10 &E X< 50)
TTAF 7R RV 500 8E (ONT, HERFIAD)
(LFHILT 1 OD fg 2 mg)

PTP : 100 & (10 £2X<10) , 500 &£ (10 && X 50)
TIAF IR RV 50088 (NT, FEAIAD)

23. &k

D) fENEER T ML BITERE (2018451 A 19
H7&#, CTD 2.6.5.10)

2) Stone, M. etal. : BMI. 2009 ; 339 : b2880.

3) fENEER : ENHEEIR GRS (20184F 1 A 19 A&
8, CTD2.7.6.3)

4) thNERE - G RIRE RAT A & LT EN S
3B (2018 451 A 19 H/&ER, CTD2.7.6.3)

5) #ENEEF : OD SED LW E R Z

6) thNEEl : BRFEORERE (2018 4 1 A 19 H7K
78, CTD2.7.6.2)

7) FEPNERF - FHER & SERIOHERIHY S A T XA T B
U7 o Bk (201841 H 19 H&GR, CTD2.7.1.2)

8) thNEEl : EAMARH (20184 1 H 19 HIKR,
CTD2.7.2.2)

9) thINER}  HEEIRHIREE (2018 4F 1 H 19 HIKER,
CTD2.7.2.2)

10) fEPNEEL : HA IHRE B SR A R R P
FaRRE LT ERG5RER (20184F 1 A 19 HA&
78, CTD2.7.6.3)

11) *ENEEL : CYP BRERIDFA & 512 L 5 FRWFH B AE A
WBr (2018451 A 19 H/K#R, CTD2.7.6.3)

12) tENEEL : HERGRFOIRYEIEE, ~ANT R,
BEHEOEEAER (20184 1 / 19 H AR,

CTD 2.7.6.3)

13) *ENEEL . Bl E AR CORYEIRERER (2018
1 H 19 HAKGR, CTD2.7.6.3)

14) *ENEEL : IFFSBEREE BE CORYERERER (2018
1 H 19 HAKGR, CTD2.7.6.3)

15) FENEEE : il K OWERI O SR TIRE~D 2 (2018
1 H 19 HAGR, CTD2.7.6.3)

16) &R V77 o B BB X DY A
TEFARER (2018 4F 1 A 19 H/A#, CTD2.7.6.3)
17) tEPNEEE ISR OFR B G2 L 2 32 AR A 5B

(2018 &= 1 A 19 AR, CTD2.7.6.3)

18) FEPNEERL - AFRSE SRS SR (PBPK) & /LAEHT
(2023 F@ - @ H7&GE, CTD2.7.2.3)

19) tENEEL : A ARERE 235 L LEENT Z &
AR EERABR (2018 451 H 19 HAKGE,

CTD 2.7.6.5)

20) tENEEL : A ARERE xS L7 7
AxtE EHERRBR 1 (201841 H 19 HAGE,
CTD 2.7.6.5)

21) fENEEL : A ARERE x5 L L7 7

A EERAE 2 (2018 41 H 19 HIAGE,
CTD 2.7.6.5)

22) HENEE : BARIRERE A xtg L L ENE#E
LR (2018451 H 19 AR, CTD 2.7.6.5)

23) FRPNEEE : 5 O - 5 DIREBIC kI D EEER
(2023 4 ] ® H/&FE, CTD2.7.6.2)

24) Maeda, K. et al. : J Pharmacol Exp Ther. 2014 ;
350(3) : 589-604.

25) Maeda, K. et al. : J Pharmacol Exp Ther. 2014 ;
350(3) : 605-614.

26) fENEEL © 5 ORERBIH OB E T NI T D YGE
B (2023 ‘£ @ ] @ HIKGR, CTD2.6.2.2)

24, XHERERUBULEDE L
KRS BERERE L 7 —
T108-8242 A AARHE X HERE 2-16-4
ST T Ry NI T—

EEE  0120-189-840

FAX 03-6717-1414

26. BEERGTEESE
26.1 8EIRE T

Q® _sampen

Ofsuka SER#FBFRAXHEAFET2-9

1.8 IRA3CE (%)



1.8.2 TSEEX (IR, THZERUVAEZE] RV IMERALOZE] OFREREN
1.8.2.1 RNEERIIZIR] (F) L ZDHRTERM

1.8.2.1.1 MEEX TR (F)

- 5 DRE B EBE TGRSR oNGIMGEEICRSD)

RS« ARHPEEICHE D H AN
1.8.2.1.2 IZHEEXXIFZNR] () DRERML

DSM-5 4338 C, Ko oftEEE (H -y — N UIREZE Y —FR) L2iahi-8E %
xR L, BRAER =BV IAAZERE (LUF, SSRD Xiitr b=+ L7 RLF U
VBV IAZRAESIE (LLF, SNRD) AT, 7L 27 AT 7Y — VHiBRIEIC X 57 7 A%
B EEMRER (331-102-00058) % FEfi L7z, F7=, 7 7R3 _EERRERN BTSNz
KO OIRMEREERERE (LI, ks , ROFTICHAANL BT 65 % EL B K 5 DipikiE
FBE CUF, A x5, BEfFEoH S % (fkkefl : SSRI XX SNRI, Hi#ifl : SSRI,
SNRI X (I Iv&¥vr) AT, 727 AT 7 — UiBhisc X 5 BM#& 538k (331-102-
00059) % FEh L7z,

331-102-00058 #BR TIL, K DWtEEFBEF L x4 L L, SSRUSNRIfFH T, 7L 7 A~
5Y~W®%E&ﬁ%é@ﬁﬁ&@ﬁé@@ﬁﬁ%ﬁoto

EVEAEI T SN2 740 ) (L7 A7 T —/L 1 mg B 250 f31], 2 mg & 246 5], 7F &R
B 244 1)) ORENIRBREED 1 FILL B G STz, A RERTERITd 5 FAS 1% 736 il Thd -
7= (1 mg #f 248 f5ll, 2mg #2456, 77 vARRE 243 1) . 689 BINIEERASE T L, 51 3R
ik L7,

ZORER, FEFHMEEA THDHX—RATA b _HERB 6 %D MADRS &5t A 27 O
KA EIE, TV AT T = 2mg BET-8.2+0.47 (/b3 FH)ME £ SE, 245, LLF
[FER) , 77 BAREET-67£047 Q4341 THY, IR RT LI AT TV —)L
2mg BECHFHFICHBERUENHEO b (p=0.0312) , £/, 7LZ7AET TV —L Img
BED MADRS At 2 27 OV ELEH-8.5+0.47 (248 f5l) & 7T B ARBEIKR UHEH#MICAH
BERUCENRD LT (p=0.0089) .

BIRHFHEEE CTb, X TOHBIZBWT, 7R BEHIXH LT L7 AE T TV —)L 2 mg
BE Y 1 mg B CUGEBIMEE® b, FEFEE T b RN SR S v,

BEMIZONWT, AEHEZGORBIESIL, T 7 AT TV =L 1 mg BET62.0% (250 i
15561) , 7V 7 AT TV —)L2mg BET 74.0% (246 il 182 61) , 77 EHREET 59.0% (244
Bt 144 1) THoT-, 1 mg BEXIE 2 mg FEOWT N TORBEIE ) 5% ET, o7 Tk
REELVRBEEN 2L ETHo T AEEGIIT ALV T, (KEWEN, b~ aZ 75 8N,
ERT s FUMIETH o7, 1 mg BEM N2 mg BECREL LA EELOIT L A LR T
FETholc, BETILICE-T-AEFEZORBEGILT 7 B AR L i L T 1 mg BEIZRRREE,
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2mg HECEMN-T2b DD, HERAEFROEBEIGIT I mg X 2mg HETT T BREEL [
FRE TR -o T,

331-102-00059 B Tix, 77 BAX IR ZEHEMRRERD O BAT SR S DR TR E R
(LLF, #keesl) , ROETZISHAAN BT 65 Ll ED K 5 SRthEEBE (LU, #is)
EXGU, TV AT TV — L 2mg HOEEHEIZL D, fhEEE LTHWS 7 L7 A
T — LVEMEE (52 RS IS8T AL L BB EIT o7,

BRT 248 BNTIRBRIEN e G- S, ZRVEfRIT RGBT 247 6] (Rk#efs] 216 1, HrBLHI 31
Bl) Toholz, 2D HH 138461 Gkl 132 6, FrEinl 6 #) 23 52 WEOIRBRZET L, 109
B (fkfsetsl 84 1, HFriipl 25 1) 2368 & HIk L7,

4RO MADRS At A2 7 D_—2F A fE1X20.1£89 (CFHfE +SD, LLFFEE) THY,
8it: (226 f51) 1216.6+9.5 FTIKTF L, 12 EHZLIEIL 13.3~16.4 THRE L7z, ERARNMERT
fiTEH CTdh D MADRS it AT OR—R2 T A )b OHEL R, 248% (167 ) T-5.0
+8.2, 52tk (138 f]) T-7.3+£87 Th oz,

AEFZORBENEGIL, BIKT93.5% (247 filF 231 ffil) Tholz, BIETEBEIGOED -
AEEFRS BEEIE 10% Lo b o) (XEEEMN, 7o Y7, REiEE, HRThH o7z, F
BLEAEFROZ NREIPEETHY, EHHMOERICHEVEHEIGN R 72 dER
X hole, HEICESTEAEEENBRRIER GEHILRIC LFRBE LIS, TLI7AETS T —
IV & OBRIEMEIT v &I S T,

LA L, DSM-5 38T, K95 OWPERESE &2 &4, SSRI X% SNRI HLANRE TG A +4772
BEZHNRICE L7 7 B AR HERABRSAE LY, T AT T — U HBEIED R
ERREES L, EMEGHRBRE D ZOENEMCb ViR sh s Z EoRant, £z,
TV AT T = VHBIRIEIC L D 2 b GRS e, b D &G, ARFNIBEFIER
THARBEDGRD AR D DHF - 5 DIRABICH A 38K CTh 5 &k L7,

ASRIOFEBRFERIT, BEC [99% « 5 DMREE BEAERE CHO 22 RNR O bR WGEAICR
%) | THEEE « DR EEE L WA T Y BT Y — VO ENEKRR &[RRI, DSM pETK
o OJERESE (H—o by — R IKETE Y —R) L2MBrai, SSRI XX SNRI HANAEE CK
JEARF B FE x5 & L, SSRI L SNRIFH FCEsfGbNT-bDTHD, LoT, 7
VBT T EEER, REIORRE - 3% 1520 « 5 2REE (BEFAIEHR CTHa 722 s
LNRWEAICIRD) | LERE L, 728, 331-102-00058 iR Tk, 7 &b 2 LI EDOHT
D OHNEENMTONIZBEZ IR L LTI L7 AT T =1 2mg BER O mg BED 7T BRI
T DBHERMEES N TND Z &, BRI DIRFERIRET A BT A o CIEIEERIGUR AR KA
RICEH2EEEHOY A7 ZEBEICEE L, ROHBRHFHITEZ LIRS LTWINTNDL L LD,
e - SRICBIET S EoEEIC TAAIOMTIZ, BRE e F =0 BIVIARRER, &
0 k= 20T R BRI IAZLERFIC L 2R IER 2 EEETT-> T, +5072%)
ERRDHLNRWVEAICRY, RFNCLZEWER (TA YT, BREED XXX UT EOH KN
BEAEIR) CHOIBR S BER LT LT, TOMEZEEICHETLZ L, | ARETLHI L E L,

72, 990 « 5 2kiE BEFEETHORDENRBD LNRWEAICRD) | &5k - %)
RETHZEmb, ohid oK & FEE, 2hEE - 2IRICBE T 26 H EoEEIC TH ) S#lo#
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B2k, 24U FOBRET, BREE, BREMOY X7 BHEINT 5 EOREND LT,
AH e ET2HETIE, VAZE~RT 4y baBETLIIE, | bRETLHIL L LK,

1.8.2.2 TRZRUVAE] (8) LEZOHRERL

1.8.2.2.1 TRERVAEZ] ()

6. RiERUVHAE

<$f & KRE>

WE, RANIET L7 AT — e LTl HLBE Img &G 25 L72%, 4 AL ED
MEZHTCHEL, 1 H1E2mg 20545,

<52 32%EE EIFABETTRLEMENREOH oNLGIMEGEICES) >

WE, RAET VL7 AT Sy — LTI AR Img 208535, ok, ARMEICH
BN, A REDPEDOONRWVIGEICIRY, 1 HE2mg \ZHETHZ LN TED,

TRREL - ARHFEICHE D AT
1.8.2.2.2 TAERUVAZ] () OFRTRMN

77 AR R EE R (331-102-00058) TIX7 L7 AT Y — L 1 mg BE& O 2 mg A
ERTTZ, WFROBELT L7 A7 T =0 Img/HZBEHEE L, 1#%ETIIT~To
PERED 1 mg/ HAHREG SN, 1mgBETIE 1 HEBLED 1l mg HREE S, 2mg#ETIE 1M
BUBRIL 2 mg/ H 3 &G-S 7o, BWIHRGHER (331-102-00059) TlEAke il &z OFr#ifl & & 1B
WBHEZ ImgHE L, T _XCOWEREN 1BEZE T Img/H 2RSSR, 1 EEZURIL2mg/
ARG S,

D ERAL

W DOK D SRMEEEREENRLE LT VL7 AT 7Y — LOREFKRRTIE, §3T1H1
[l ARG XD HEETIHM L, KETEFAEN AR SN TWD Z &b, 331-102-00058 74
Bk % O 331-102-00059 5BR TId, HEIX 1 B 1 EREAOHTG CTHEM L, TORE, KAOF M
P ONZEMEPHRTERLI LD, AET 1A 1 EROEE LT nRYB L EXT,
REDEETEIRN

WS DK D SIFMEEEREE MR L LT L7 AT T Y — L OEKRRBR T, BhAET
0.5mg/H XL 1 mg/H CHEEINT, WTHORGHE THLLZEMEITEWVITRO bNRhoTe 2
D, 331-102-00058 AR CIFAMHARICRSEZETEDL LS, 7L 27 AT TV —/L 1 mg B
KO 2mg BEE BT EIX 1 mg/H & L7z, 331-102-00058 ER DO E- 7 HE TOHEFLRD
FEHLEIGIE 1 mg BT 22.0% (55250 1) , 2mg BET 27.2% (67246 ) TH YV, 7T BREED
23.0% (56/244 f5]) L H#E L CRE 2EWTRRO o o7z, Img RO 2mg #ETRE 7 H
FCICEERNAEFLEZ BRI LIWRE T ImgBEO 16, 57 BECIcHRGTILICEST-F
EHEQERB LI REIL, 2mg O 2 H0ALTHY, BMAEL LT 1 mgHOEFMEILRA
TholoZ &Ly, BMHEZ ImgH ETAZENRRYTHDLEERT,
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WAL T, RO OWMEEEBE LR L LIEEBOBRKRBR T L7 2877 Y —/1 2 mg/H
DOHEZIMERFES N TEY, k.fi2mg/ﬁ7bl?ﬁ4*ﬂﬂ£kLfﬁﬁu‘uéﬂ“(b\é b, BAR
ANDK D DFMEREERE I LTH, WAMAREE 2 mg/H 23 & 72 &S 72 D AEER |V & B 2,
331-102-00058 AR TIZ 7 L 7 AT TV — )L 2 mg & i€ Uik 2 i L7, TORE, £8
FHEEH Tdh D MADRS Bt A7 OR—RF A4 onh —EEHRY (Phase B) 6 1% D521k
X, 2mg HET-82+047 (/b FHIME £ SE, LITRER) , 77 BRHET-67+£047 Th
v, 7T ERREL L T2 mg BECHEMFPRICA BEREENRBD L (p=0.0312) , 7L7 A
77— 2 mg/ G TORIMERRGES L7z,

WAL CINE L7 7 7 BRI EHERRER (331-10-227) O7 L7 AT TV —)L | mg BT,
MADRS AEF A 27 DRX—2 7 A )b ORI EIE, Phase B 6 J 1% Tldfi 2 EIIMEES 1T

WRWH OO (p=0.0737) , 1%L 5 B%Z TIIWT ORI CTHL 77 B REE L i L T
D @6ht(wwm> it,mmm6 J % O MADRS J&S# K% O MADRS B fif 3 C 2
%L, n@%hungﬁk BEDEE R LT\, TLZ7 AT TV — I mg/BIX,

DK H DIEIERE %%:XT%%J: Ltﬁ.f B CIIEIEDRRES N TV RVWHETIEH 5 H D0,
HKAT®W¢€%%§#&Oﬂﬁﬁﬁéikéﬁﬁkb,BHM@%%ﬁﬁﬁﬂn%ﬁ%ﬁ
ELBRZ I Lo, Z0fEE, FEFHMIMEE Thd MADRS At A a7 DR—A T A b
Phase B 6 1% D25 b &%, 1 mg BET-8.5+0.47 (/) VM £ SE, LLFFEEE)
TAREET-6.7 £ 047 THY, 7§ﬁﬁﬁkmﬁbfh%ﬁ?%%%$%’ﬁ%ﬁ&%#m@
bl (p=0.0089) ., L->T, HARADKI DHMEEFBFICH LT, TL7 AT TV —)L
I mg/ AN THD = LIRS NI,

331-102-00058 ik COHERERORIEIA X, 77 BAREEL HEE LT 1 mg BHLFRE, 2mg
HCTREN T, FRILIZAHDE, ImgHEL L T 2mg #ETIET I v VT THREEIG
oty 1mgBERO 2 mg BECHRE LI-AEERL, THIOT2EDITE A EDRBRE L Ths
EThole, BETIIZEST-AEERORBENGITZT 7 AL G L T 1 mg BRI,
2mg BECTE N2 b 0D, BeHFIET D2 L2k %< OFGIIEIE IR LT, 1mg
HERO2mg HTORERAEFZORIEEG, BEELRAEFEFZORBEGIIT 7 R L R
EThHotoZ b, 7VI7 AT TV = Img AR 2mg HOBREMEIZRIFTHLEEZD
i,

LIk, 1mg/H KO 2mg/BORZENRGED b, WiHREE LA KE 2L < AR M
bR THSTN, THY VT HEORBEEITHEGEOHEIMIEWNEL 2o7c 2 &, ENERRR
BRICEBWT Img BEL 2mg BECAMEIZFRBRE CTH o722 &6, 2mg/H ~OHEIFEEIZIT
IWMEND D EBZ, Mk HEX MEE, RAE7 72877 — 1 LTl HI1E
Img ZRXOFE5T 5, 728, BRMEICHEN RS, +oREN/BDLNRWGAEIZREY, 1H
BE2mg ICHBETHIENTED, | L7562 LELT,

B, MARBERENT LI 2T TV —)L LR CYP2D6 [HEMER %2 & %3H (F=
V,Am%t%/“>%ﬁ%#é@i7v7x57§f~w®%%%%%#5:kkbfméo

—HHEAN T, KO OB ERE Z MR E LEERRRICBWT, L7277y — 1k
ﬁwcwm%@&@%%%OAn%ﬁ%/Ri7w¢%t%yﬁ%%k%®m@%50%ﬁ%%
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BETRD NI AEFEFLOFRBEIG IR E BTN 7oZ &, WAMEHIEEHERE T
RNTAER LY, L7287 Iy =N 2mg RN 3mg i Ciux e F o I 74T 0F
RBITT o PT ORBEIGRED T b DD, 5 IEICE > 7= FlELZ Ohobt 5 S30FH
BIERBETH 72 &LV, RIOWUEBELEN T L7 AT T Y —/L LiRu CYP2D6 fRE
ERZbLOPL ) 2 (RaxkFr, 7t TF %) 20HHTH5E60HR, TV AETT
V= VOHEMREITARESE LTS,

331-102-00058 FBR TIL, ~mXEF U PFHBAIN DR FHBIZERARH L DD, "nXx kT
VOFRBICOEE A HFERSR, BIEENESERFRL ORGP ILICES>TEAEFRLOREIL2RL,
T AT T ORBENG S EOMOH D DO H & [FFRE Th > 72, 331-102-00059 BRI I
Th, N"aXeF O E E OO SHEOFREI TR b - A EFLOFEEIE I
CREREWNIZRL, BEEEOBERLRMEITFRO o Te, TRH6DZEND, NuFt
F PR OAR O HEREIIAE L Lz, £/, NaxvF UOFHRRE A K| ogEgEEO k
ANFARETH LA T n 2 F U0 & E_AFOBRE RO EHOBRERETEL 8D
HLODRKNOBEBEREOIZLSEOHANLEZ LN LA, ek Lo NI NEEZD
N, HEREIEARELE L,

—H T, NaXeF U0 HREE ERARIOBRBERED LR ORENRKE B 2HEICBW T,
UFROEET & 5 W0IIR 2G0T 256 XA &S (BURAREICx LT 1/4 1I28E) 21T
IMENE D EZ XTI,

UEEY, MEEOCHEICBEET 2ERIC TAK L PRELL Lo CYP2D6 HEA] (F= 1,
NaxtFoE) KOTREL EO CYPSARER (f FFafy—iu, 77V 2Aa~xA T U5%F)
ZOFRT 25 EF I, ARIOMBERREN LR T2 2006, Zhub oAl L OfFHIXREZ:
OB D Z &, ROEETOUHTLIHEEICE, UTORESEBIZHELOCHEORE 2175 Z
Lo | ZRETDHZLE L,
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1.8.2.3 MEALOEE] (R) LZORERM

FREDIE () X TE DIRHL
2. BZ (ROBEICEERE LGNNI L) BATORMLENS
2.1 FEREOBE [FERELE ST BEMNH D, ] BRI

2.2 7NV Y — L EEFREAR - BRIVLA S OO FARAR RN SR O 5ROV RIS B
L EBRE [HPRRIEER SRS BTN H 5, ]

237 LV v agGholsE (T RV P 2717 4 7% —0RK
IR, SUIWRHMEIRIC 1T 2RI S L < MBS ERPMCEH 25
HxkR<) [10.1 28]

2.4 RF| DR S3kE U BOE O BEFERE O & 2% B ]

5. MEERFHNEICEEES HFE 5.1

<32 S5ORE EIFABRTTIUYNENRBDOONBEMGEIZERS) > | 9200k - > DlkE

S5AAFOOHE, BRKtEe b= FIRVALHES, tab="- /1 BEfFiBHCt+o7e
7 RV Y AL EARIEIC L D@ ZEE @ EEIT->TH, + | IERBIEH biLen
DIRFHEDGBD ENRVFEIZIR Y, AANC L DEWER (THL VT, B | BAICRD) OBL
FE VAR T EOHERABIER) CMOIEE S BB BT, 2o | 2B 2 ERH O
BEEEICHW TS Z &, 7ooRiE A BN L

52519 SHIOEEIZI Y, 24 LI FTOBEET, AREE, BREMDOY A | T2,

I BEINT 5 L OWERD LI, KEEHEGT LI, VAT EX

I 74 "EEERETAHZ L, [8.9-8.12, 9.1.6, 15.1.3 2] 5.2
BL O A & FREDTT
#WABEMLT,
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FEREDIE ()

RE DR

7. BERUVAEICEET 58

<#h&KFE>

TAKFD 1 BE4mg 2B 2 5 AETOLEMIIMENL LTV (AR
DTN

# T2 KA RRRELL ED CYP2D6 FHEA] (F=T 0, NaxtF %) &
OYSOIHRRELL ED CYPIAFHEA] (A v T =2y —, 7T RAa~A
V) BT G AEICE, ARIOMBERREN ERTHZ LD,
NS OEK L OPFHIZFTREAR IRV ETF 5 Z &, RTS8 E
ZiE, U ToREZZBICHIEROHEORE 21752 L, 0.5mg Z2#& 53
DHEAIELVXY VT L ODEEO0Smg 24T AHZ &, [10.2, 164,

16.7.1, 16.7.2, 16.7.5, 17.1.1 ZM#]
(%)
FV Y CYP2D6 FLEHI S E5R Y CYP3A FHEAIDO W% (FH
PR D CYP2D6 BRI O EREE D CYP3A BHEAID 1[E] 1 mg %
VIR GO 1H1ME
CYP2D6 DIEMENRRIB LTS Z LBl L TV 5
BN CYP2DG6 PHEA M OBRY Y CYP3A FHERIO WL G HF
58V Y CYP2D6 BRFEHI & N HEREE > CYP3A PAEHID L[ 1 mg %
As (Y 2 B 1 X
PEEEE O CYP2D6 PHEHAIK URY Y CYP3A HEHID ?
VPR B %ﬁ%ﬁgf
CYP2D6 OIEMEN KB LTV D Z &V L T2 B D -
PEEEELL Eo> CYP3A BRAEFR % ff

T2 KA E PRRELL ED CYP2D6 FHEA] (F=T 0, NaxtF %) &
OV ATHRRELL D CYPIA FHEHR (1 hF7aty—u, 77 AuvA
V) EOFHT G AEICE, ARIOMBERREN ERTHZ LD,
NS OEK L OPFHIZFTREAR BV #ETF 5 Z &, RTS8 E
IZiE, U TOREZSZICHIEROCHEOHRHE 2175 2 L, [10.2, 164,
16.7.1, 16.7.2, 16.7.5, 17.1.1 ]

(%)

FRVY CYP2D6 PHEA T HR Y CYP3A FHEHI DO W% GF

PR D CYP2D6 PR A R D CYP3A [HEH| D

Wb A

CYP2D6 DIEMENRKIB L TND Z E KA L TV 5 HBE

i CYP2D6 BHEEHI & OV CYP3A BRERI O WL OF A

F8\ N CYP2D6 PHEEAI N AR EE D CYP3A FHE A D

Wb A

AR D CYP2D6 PHEAI M OV9RY CYP3A BHEAID

LN V3N

CYP2D6 DIEMENR K L TWD Z &2V L T 5 B A

DL Eo> CYP3A BRER % B

1F 1mg %
1 H 1A

1 1mg %

2 A 1 BT
118 0.5 mg &
1 H1[H

# : PEWHLEDFIE, ## - OD $EDFH

71, 7.2
ANEEBIC &7

0, HARKIFE~D
LR ORI AR
HTHDHI ENGN
HEHICRE L,
T2 HEIZHOWTIE, A
ZREIB I HT- v 1B
M7z 7.7 HIZHi®
CRLHE A B L 72,
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FEREDIE ()

RE DR

<529 5ORE EFERBETHREMENRHONLEIMEEICES) >

73 ARANTERM e b= RV IAHAER], te b= J VT RLF
U UBERVIAHRBRER IV FE LT A2 L, [AKIEME S
TOARGMEITHERS A TR, ] [17.14 B ]

7.4 KFEGIZEHEBWER (T HI DT, BRERED AR T EOMEIE
JEIREE) 2 EE L C, AROKRGEROEGHMITNER/NREST5 2
Lo (1112, 17.1.4 K]

7.5 BEIRFABRIZ BT D HIMWER VR 2 EOFE R 2 B LT BT, AKAI2 mg ~
OWEDOERZEEICHKT 52 &, AK2mg ~DMELZEET L5
(21, AA 1 mg BEG-BAART 6 W[ 4 H AU AA] 2 mg ~DOHE & O ER % iR
BTaz &, [ERRBRIZHSWT, KA1 mg #f & 2 mg BECTH TR
ETHY, KK 2 mg B TIIAK 1 mg BEL AT 03 VT %O HEAAIEIE
ROFHESITE L R DHEAEAIRENTWS, ] [17.1.4 B ]

7.6 A 2 mg ~OHERIT L W EENCEFT OERZ B L, BRI RIELR S
OEWEHORBUCEET S Z &, BHEARRD b B aIcid G2 ik
THRE, WYRNERITH L, Fi-, WERIE, 6EME B LIIAA
2mg RGO BER A REt L, MR 2 BB G O e WA e
R G A L2 &

#TT AR EPREREL ED CYP2D6 BHEA] (=, NaxtF %) &
OCHFRREDL LD CYPIAFHER] (A bFatV—), 7TV RAavwAfT
%) FOFHT 25 A%IE, AROMETRREN FRHITHZ 0D, Zh
DDA OPFITIEEZR BV BET 5 2 &, R0 2 ST T 25 EIC
i, UFTORZZEZICHEROCHEBEOHREGZITH> 2L, 05mg 2535
BAEELX LT  ODHE0Smg 234252 L, [102, 164,
16.7.1, 16.7.2, 16.7.5, 17.1.4 ]

(%)

1 mg 1 H1[F[2mg
M EERS) MEEERS
AEN AR JHER OV &

i\ CYP2D6 FHEAIE Y
AL CYP3A BHERIO W LE fEH

Tl

5V CYP2D6 [ A& OV R AE O CYP3A

- 2 ;i 1B 1 mg %
EE&%@C@S&T&%&J J OV CYP3A é %‘ﬂﬂ”ﬁ L % 1%% 51nllﬁ] X%w:bi
[HEAIOWTR S GFH e W

CYP2D6 DIEERKRIF L TS Z & A3 HH
LCV L EENFRE EO CYP3A THE
75l 2 OF

7T ARKEPRERED ED CYP2D6 fHEA] (=, NaxbF 5% &
OHFRREDL ED CYPIABHEAR] L b FaFy—, 7TV RAa~wAf v
&) ZOHHT2HA%CE, ARlomETREN EFT LD, Zh
O OHEHF E OOFHIFAIEERIBV®RET D Z &, R 2 ETOHHT 2 HAIC
L, UTFTOREZZZIIHIEROCHEOREGZITH> Z L, [10.2, 16.4,
16.7.1, 16.7.2, 16.7.5, 17.1.4 Z&]

(2%E)

T

RV CYP2D6 PHEA L OF
iV CYP3A BHEAIO WA b fFH]

Y&

g8\ CYP2D6 [HE AR OV FEEE O CYP3A
Hfﬂ@“f“%%ﬁﬁmvﬁ 1 [ 0.5 mg % IR ek
THE R O CYP2D6 PHEHA N5E LV CYP3A = =

L AlD LT 5 D] 2HiC1H 1E0ome &

CYP2D6 DIEMENRIB L TW5 Z & A [
LW B EENTREL ED CYP3A fHE
% OfH

# o HBEEDFIHE, # o OD FEDFIHE

7.3~77
9O - 9 DIRAE
BEFIRIE T+ 7
ZhIRDFED H 720
LEICRs) o84
W2k B RO
7-RHEEBML
77
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FEREDIE ()

RE DR

8. EELEARMIE

<ZhgEHE>

81HRK, EE - £ - HEFRENEOR TR EZAZ 03 HHD
T, ARFEEHOBE LA B HOEREMGRR A O B OBR/EICEE S
RNV IERETLHZ L,

8.2 AFIDOF 5T L 0 S IMHEPHERIE O EAL N B S b, BERIEE S, 7
R— 2, HERBHSIECES Z ENHDHDOT, ARSI, N, %
R, 2R, BERSOIERICERET D & & IS, FFICHRF T2 OB
B DI DORERIK T2 A9 5 BHE TIE, MIHEORESOBIEE /7
152 &, [83, 9.1.3, 11.1.5 ]

83 AKDOEEITEEL, HOHUD 2 DEWERANERTIBENH DL Z L
Z, BHEROZOFBECHSICEA L, |siER (09\, 28, 2R,
BEREE) ICHEEL, ZOXIRERPRS b LEICE, BEbicEks %
R L, ERORZEEZITLHE ), FFETLHZ L, [82, 913, 11.15%
e

84 FHEBIZ L HAREME S H D0, AR GZITHAIEE  (EARATE O 5
BSOS R ERICL 2D LT, FHICX Yy 7%
M RIREE) | RAOMERRTHE, TREMEIEE, BRE%FOmEEHEEE 2 H
L& OWENH D, EEIHIEES OMERIZOWT, HoUDEE
K OFHEEIZFFITHAZITY, BN H DN EEITIE, ERITHER
THEOETAHZ L, 72, BEAEORENOVREOE(L A TR Bl
L, ERDZH OO AIIIMEILS U TEE IR G2 P IET 57
E, W EETTO L,

8.5 ARHFNIDOFEHIT L 0 REHIN M ONFE BFIE EORH O LIS 5
ZERBHDHDT, AEIBGHIIEREOHS Z BRI BIZEL, KEOLH)
DRD LN ARG (BOHNEOREOR M) 23, KNI
20 U ClEb) e L@ 2479 2 &

8.6 ME FIEENEITI2BETNNH DD T, FRRRHEMENiADY 27 DH 5
BEICAA 2B ET 254100, EEICRBE2BIETLZ L,

8.7 Be LG, TG, HYEIFIC o ARARREEWTVE 12 355 < R NAPE R
ERHHDONDZ ENRHDHDOT, BEOIREAZEREICBEZE L, (KifnEEk
Do LN GEITEET 5%, WURLELITHI Z L,

<$hEKHE>

8.8 e, ME, HARMFEDOHEMIERZENIELAREENH DL DT, Bl
&1 3ATVY, BALMR A DN OIREIEIZE) 0 B 2 B 7 EY)
RAEZATH T &,

8.1~8.7

AR BN H 7=
D, ARANZH@EOHE:
BERTHDHZ END
NDH X OICFEHE L
77

8.8
ARNEIBINZ &7z
D, WA IRIRIE~D
e ESA LI NV h RVAREH <3
RTHDZ ENBHN
5 EOIZRLH LTz,
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1.9 —RMEBMICRLIXE

(JAN)
ERE 25 4E 8 H 23 BT BRAREI 0823 4 1 Sk vmmEniz,

—REATE . (BA%) TV IZAET IV —
(3£ %)  Brexpiprazole
b4
(HA%)
T-A4-[4-(1-X T F T 2 b A N ERT DA NV T TF TN F Y
2(1H)-FA v
(E 4)
7-{4-[4-(1-Benzothiophen-4-yl)piperazin-1-yl]butyloxy} quinolin-2(1H)-one

(INN]
brexpiprazole (r-INN List 68, WHO Drug Information, Vol. 26, No.3, 2012)

1.9 — I FRTSR D CE
1



B — i A PR (INN UGS )
[24—3—-B4]
e 4 H K 4
B & — B2 R Brexpiprazole TV AT T =)L
‘ H* 4 H A& 4 (F

INN IR A R brexpiprazole TVLI AT T —)L
I NN B fE 3k WHO Drug Information, VVol.26, No.3, 2012, page 304

(Recommended INN: List 68)

[ 4]
1t 5 4 | 7-{4-[4-(1-Benzothiophen-4-yl)piperazin-1-yl]butyloxy}quinolin-2(1H)-one

[AAA]
T-{4-[4-(1-R_R Y FFH T 2 b NERT V1A V] T F VA F 2}
X /U 2-2(1H)-A4

b % M & KX

H
_ N/\/\/O N (0]
USR]

5F RN KNS+ &= (43150 CasHN30,S (/3F&) 43357
CAS X gk & = 913611-97-9
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Rk 244 10 H 2 H

JRATEE =R R R

EAT ARG TR XA FRT 2 — 9
K4 REEEER AR
REDHRALE A KRB

Y FEAEE EETCMCE B %
TEL: 088-665-9162, FAX: 088-665-9163
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H AR IS — 4 #r7 —Z ~X— A : URL http://jpdb.nihs.go.jp/jan/Default.aspx
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=113
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Bk 24-3-A3
JAN (HAR%L) ¥ A v
JAN (@& 4) : Betaine

HsC
3 \N+/\COZ_

/ \
HsC CHj,

CsH11NOs2
2-(F U AFILT T =) kR

2-(Trimethylammonio)acetate
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(CErk 18 4F 3 H 31 A HARAIE 0331001 524 F7 {4 P34 5 Jm e A PR R m i
R 2)

BEFET  24-2-B7
JAN (HAZ) 7RI XA F R DA
JAN (3% 4) : Avibactam Sodium

C7H10N3NaOeS

(AR,2S85R)-2- 1 VIRFEA JL-T-FF V-1,6-CTH 7 al3.2.1]4 7 % o -6-A /LHilE
—F U A

Monosodium (1R,2S,5R)-2-carbamoyl-7-oxo-1,6-diazabicyclo[3.2.1]octan-6-yl sulfate
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JAN (HAR%4) :vvU AR
JAN (@& 4) : Sirolimus

Cs51H79NO13

(1R9S,125,15R,16 E,18R,19R,21R,235,24E,26 E,28 E,305,325,35R)-1,18-t K %
2-12-{(1R)-2-[(18,3R,4R)-4-t FuFx-3-A hF 7 B AF I )L]-1- A F )L F )L}
19,30-Y A b ¥ 2-15,17,21,23,29,35-~F % X F/1-11,36- VA FH-4-TH F U v 71
[30.3.1.049]~FH L U 7 =1 %-16,24,26,28-7 b 7 T>-2,3,10,14,20-~2 F 4

(1R,95,128,15R,16 E,18R,19R,21 R,235,24 E,26 E,28 E,308,32.5,35R)-1,18-Dihydroxy-
12-{(1R)-2-[(18,3R,4R)-4-hydroxy-3-methoxycyclohexyl]-1-methylethyl}-19,30-dimet

hoxy-15,17,21,23,29,35-hexamethyl-11,36-dioxa-4-azatricyclo[30.3.1.04%] hexatriaco
nta-16,24,26,28-tetraene-2,3,10,14,20-pentaone

3/11
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ik s 24-3-Bl
JAN (AAR%) : NvI T U TFranygi
JAN (3% #4) : Trelagliptin Succinate

H
HoN-

\:;] CN
~ °N CO,H
/& * HOZC/\/ 2
o) y o
CH,4 F

C18H20FN502 « C4Hs04

2-(16-[(BR)-3-7 2 / B2 P -1-A V]-3-AF)N-24-VFF V-34-Vk Frr’ ) I Y
V1QH)-ANIAF )4 T Fa RS = Y — o ligE

2-(16-[(3R)-3-Aminopiperidin-1-yl]-3-methyl-2,4-dioxo-3,4-dihydropyrimidin-1(2 H)-

yl}methyl)-4-fluorobenzonitrile monosuccinate

4/11
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Hekd S 24-3-B2
JAN (AAR%) R TFI7¥ 7~ Vg
JAN (3% 4) : Vonoprazan Fumarate

—

N

O\\ /O
—>—

O C/\/COZH
2

CHj3

C17H16FN302S - C4sH404

1-[5-@2- 7 A a7 2 =)-1-(°Y) P> -3-4 L ALK =)L)-1H- 1 —L-3-A jL]-N- A
FHNARLT I — T VR

1-[5-(2-Fluorophenyl)-1-(pyridin-3-ylsulfonyl)-1 H-pyrrol-3-yll- N-methylmethanami

ne monofumarate

5/11
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ik s 24-3-B3
JAN (&%) : 7FELVY EEmE
JAN (3% 4) : Anamorelin Hydrochloride

* HCI

C31H42NeO3*HCI

BR)-3-XVIVN-NN,N-FJ AFN-1-(2-AFNVTFZ=)L-D-FJ T 7 L)Y ¥
V-3 HNARE KT VR —HERE

(3R)-3-Benzyl-N,N,N-trimethyl-1-(2-methylalanyl-D-tryptophyl)piperidine-3-carbo
hydrazide monohydrochloride

6/11
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ik 24-3-B4
JAN (HAR4) TV 7 AT T —)
JAN (3% #4) : Brexpiprazole

H
_ NSO N 0
S SRRV

C25H27N302S

T44-[4-Q- RV FF T 24 A ) ERT D -1 ANV TFAF TR U v
-2(1H)-A >

7-14-[4-(1-Benzothiophen-4-yl)piperazin-1-yllbutyloxy}quinolin-2(1 H)-one

7/11

1.9
10




kg5 24-3-B7
JAN (AARA) : Y7 VG
JAN (3% 4) : Tipiracil Hydrochloride

b

N
N. o
‘Y « HCI
NH

o)

Cl

CoH11CIN4O2 « HCI

5-7mu-6-[2 A/ enl) Pl A /AFAIEY IV -240H3H)-UA Y i
[[73:

5-Chloro-6-[(2-iminopyrrolidin-1-yl)methyllpyrimidine-2,4(1 H,3 H)-dione

monohydrochloride

8/11
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BekE 5 24-3-B10
JAN (HARZ) : =7 0F 8 (En i z)
JAN (3% 4) : Ecallantide(Genetical Recombination)

7

141

J BBEH G R AV T 4 REEE

EAMHSFCAFK ADDGP&RAAH PRWFENIFTR Q EEFIYGG& EGNQONRFESL

EE?KKM TRD

C305H442Ng3091Ss

TH T F NIE, Bz b MR RS e B2 —HiRATHY, & M
MRNFBREA e X —D 20~T9F R OT 2V BERICKHST 5. =T F Fo 1,
2, 17, 19, 20, 21 K23 FEHOT I /Wi AlX, £, Glu, Ala, Arg, Ala,
His, Pro X O\ Trp ICEH I TS, = h T F i, 60HOT 2/ BEEEN G725
RTFRTHD.

Ecallantide is a recombinant human tissue factor pathway inhibitor analog
corresponding to amino acid residues 20-79 of human tissue factor pathway
inhibitor. Amino acid residues of Ecallantide at positions 1, 2, 17, 19, 20, 21 and 23
are substituted by Glu, Ala, Arg, Ala, His, Pro and Trp, respectively. Ecallantide is a

peptide consisting of 60 amino acid residues.

9/11
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HexEr 24-3-B16
JAN (AA4) 1 AT 7 I Al
JAN (& 4) : Cysteamine Bitartrate

H OH

H,N {__COuH
PINTN8H o HoLT P

H OH
C2oH7NS - C4HsOs
2-7 I ) HF A —)L —- (2R,3R)-EAEE

2-Aminoethanethiol mono-(2R,3R)-tartrate

10/11
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BexEr 24-5-Bl4
JAN (AA%) v AFLEAF RY UL
JAN (& 4) : Simeprevir Sodium

C3sH46Ns5NaO7S2

7 u7a A7+ =/VIQ2R,3aR10Z11aS,12aR, 14aR)-2-({7- # F F -8 A F
N-2-[4-(1- A F N FN)1,3-F T/ —)b-2-A VX ) U Ledo A WA 2)-5- A T )L-4,1
4-V A% -1,2,3,3a,4,5,6,7,8,9,11a,12,12a,13,14,14a-~F VT h & R 7 a4
v 7 m7uaxdlely 7TV rasr v 7Ty -12a- VA= THF=RF U ¥
N

Monosodium (cyclopropylsulfonyD)[(2R,3aR,10Z,11aS,12aR,14aR)-2-({7-methoxy-8-
methyl-2-[4-(1-methylethyl)-1,3-thiazol-2-yllquinolin-4-yl}oxy)-5-methyl-4,14-dioxo-
1,2,3,3a,4,5,6,7,8,9,11a,12,12a,13,14,14a-hexadecahydrocyclopentalclcyclopropalgl

[1,6]diazacyclotetradecine-12a-carbonyllazanide

XKJAN LS OfEHIT, 25 L L THIRLE LT,

11/11
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WHO Drug Information, Vol. 26, No. 3, 2012 Recommended INN: List 68

International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 68

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9); Resolution EB115.R4 (EB115/2005/REC/1)], the following names are
selected as Recommended International Nonproprietary Names. The inclusion of a name in the lists of Recommended
International Nonproprietary Names does not imply any recommendation of the use of the substance in medicine or
pharmacy.

Lists of Proposed (1-105) and Recommended (1-66) International Nonproprietary Names can be found in Cumulative List
No. 14, 2011 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 68

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); résolution EB115.R4 (EB115/2005/REC/1)]
les dénominations ci-dessous sont choisies par I'Organisation mondiale de la Santé en tant que dénominations communes
internationales recommandées. L’inclusion d’'une dénomination dans les listes de DCI recommandées n’implique aucune
recommandation en vue de I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-105) et recommandées (1-66) dans
la Liste récapitulative No. 14, 2011 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 68

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucion
EB15.R7); 1969, 173, 10 (Resolucion EB43.R9); Resolucion EB115.R4 (EB115/2005/REC/1) EB115.R4
(EB115/2005/REC/1)], se comunica por el presente anuncio que las denominaciones que a continuaciéon se expresan han
sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La inclusién 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 (1-105) y Recomendadas (1-66) se encuentran
reunidas en Cumulative List No. 14, 2011 (disponible s6lo en CD-ROM).
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Latin, English, French, Spanish:

Recommended INN

DCI Recommandée

DCI Recomendada

Chemical name or description; Molecular formula; Graphic formula

Nom chimique ou description; Formule brute; Formule développée

Nombre quimico o descripcion; Férmula molecular; Férmula desarrollada

acidum deoxycholicum
deoxycholic acid

acide désoxycholique

acido desoxicolico

acidum florilglutamicum (*°F)
florilglutamic acid ("°F)

acide florilglutamique (**F)

acido florilglttamico ("°F)

acidum tiazoticum
tiazotic acid

acide tiazotique

acido tiazotico

3a,12a-dihydroxy-5@-cholan-24-oic acid
acide 3a,12a-dihydroxy-53-cholan-24-oique
acido 3a,12a-dihidroxi-5p-colan-24-oico

CZ4H4OO4

(4S)-4-(3-["®*Flfluoropropyl)-L-glutamic acid
acide (4S)-4-(3-["°FIfluoropropyl)-L-glutamique
acido (4S)-4-(3-["°FIfluoropropil)-L-glutamico
CgHi4'*FNO,

HO,C CO,H

HH NH,
e’

[(5-methyl-1H-1,2,4-triazol-3-yl)sulfanyl]acetic acid

acide [(5-méthyl-1H-1,2,4-triazol-3-yl)sulfanyl]acétique

acido [(5-metil-1H-1,2,4-triazol-3-il)sulfanil]acético

C5H7N3028

HN—N

Hac/k\N»\S/\COZH

302
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amitifadinum
amitifadine

amitifadine

amitifadina

bamosiranum
bamosiran

bamosiran

bamosiran

(1R,5S)-1-(3,4-dichlorophenyl)-3-azabicyclo[3.1.0]hexane
(1R,5S)-1-(3,4-dichlorophényl)-3-azabicyclo[3.1.0]Jhexane
(1R,5S)-1-(3,4-diclorofenil)-3-azabiciclo[3.1.0]hexano

C44H11CIN

H
N

Cl
Cl

siRNA inhibitor of B,-adrenergic receptor production;

RNA duplex of cytidylyl-(3'—5')-adenylyl-(3'—5")-uridylyl-(3'>5')-
uridylyl-(3'—>5'")-guanylyl-(3'—>5")-uridylyl-(3'—5")-guanylyl-(3'—5')-
cytidylyl-(3'—>5")-adenylyl-(3'—5")-uridylyl-(3'>5')-guanylyl-(3'->5')-
uridylyl-(3'—>5")-guanylyl-(3'—>5")-adenylyl-(3'>5')-uridylyl-(3'—5')-
cytidylyl-(3'—5')-cytidylyl-(3'—5')-adenylyl-(3'—>5')-guanylyl-(3'—>5')-
thymidylyl-(3'>5")-thymidine with thymidylyl-(5'—3")-thymidylyl-
(5'—>3")-guanylyl-(5'—-3")-uridylyl-(5'—3')-adenylyl-(5'—3')-adenylyl-
(5'—>3")-cytidylyl-(5'—3'")-adenylyl-(5'—3')-cytidylyl-(5'—3')-guanylyl-
(5'—3")-uridylyl-(5'—3')-adenylyl-(5'—3')-cytidylyl-(5'—3')-adenylyl-
(5'—>3")-cytidylyl-(5'—3')-uridylyl-(5'—3')-adenylyl-(5'—3')-guanylyl-
(5'—>3")-guanylyl-(5'—3")-uridylyl-(5'—3')-cytidine

petit ARN interférant (siRNA) inhibiteur de la production du récepteur
adrénergique y;

duplex ARN du brin cytidylyl-(3'—5')-adénylyl-(3'—5'")-uridylyl-
(3'>5")-uridylyl-(3'—5'")-guanylyl-(3'—5'")-uridylyl-(3'—5')-guanylyl-
(3'—>5")-cytidylyl-(3'>5")-adénylyl-(3'—5")-uridylyl-(3'>5")-guanylyl-
(3'—>5")-uridylyl-(3'>5")-guanylyl-(3'—5")-adénylyl-(3'—5")-uridylyl-
(3'—>5")-cytidylyl-(3'>5")-cytidylyl-(3'—5")-adénylyl-(3'>5'")-guanylyl-
(3'>5'")-thymidylyl-(3'=5")-thymidine avec le brin anti-sens
thymidylyl-(5'—3")-thymidylyl-(5'—3')-guanylyl-(5'—3')-uridylyl-
(5'—3")-adénylyl-(5'—>3')-adénylyl-(5'—3")-cytidylyl-(5'—3')-adénylyl-
(5'—>3")-cytidylyl-(5'—3')-guanylyl-(5'—3')-uridylyl-(5'—3")-adénylyl-
(5'—>3")-cytidylyl-(5'—3'")-adénylyl-(5'—3')-cytidylyl-(5'—3")-uridylyl-
(5'—>3")-adénylyl-(5'—>3')-guanylyl-(5'—3')-guanylyl-(5'—3')-uridylyl-
(5'—3')-cytidine

ARN interferente pequefio (siRNA) inhibidor de la produccion del
receptor adrenérgico B,
ARN duplex de la cadena citidilil-(3'—>5')-adenilil-(3'—5")-uridilil-
(3'>5")-uridilil-(3'>5'")-guanilil-(3'>5')-uridilil-(3'—>5")-guanilil-(3'—>5")-
citidilil-(3'—>5")-adenilil-(3'—>5")-uridilil-(3'>5")-guanilil-(3'-5")-uridilil-
(3'—5")-guanilil-(3'—5")-adenilil-(3'—5")-uridilil-(3'—5'")-citidilil-(3'—>5')-
citidilil-(3'—>5")-adenilil-(3'—>5')-guanilil-(3'—>5")-timidilil-(3'>5")-
timidina con la cadena antisentido timidilil-(5'—3")-timidilil-(5'—3')-
guanilil-(5'—>3'")-uridilil-(5'—3')-adenilil-(5'—3')-adenilil-(5'—3")-citidilil-
(5'—>3")-adenilil-(5'—3")-citidilil-(5'—3')-guanilil-(5'—3")-uridilil-(5'>3')-
adenilil-(5'—3'")-citidilil-(5'—3')-adenilil-(5'—3")-citidilil-(5'—3")-uridilil-
(5'—3")-adenilil-(5'—3')-guanilil-(5'—3')-guanilil-(5'—3")-uridilil-
(5'>3")-citidina
C401 H500N1 500290P40

(3'-5")CAUUGUGCAUGUGAUCCAG-dT-dT
(5'-3')dT-dT-GUAACACGUACACUAGGUC

1.9
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brexpiprazolum
brexpiprazole

brexpiprazole

brexpiprazol

7-{4-[4-(1-benzothiophen-4-yl)piperazin-1-yl]butoxy}quinolin-
2(1H)-one

7-{4-[4-(1-benzothiophén-4-yl)pipérazin-1-yl]butoxy}quinoléin-
2(1H)-one

7-{4-[4-(1-benzotiofen-4-il)piperazin-1-il]butoxi}quinolin-2(1H)-ona

CZSH27NSOZS

H
_ /\/\/O N (0]

buparlisibum
buparlisib

buparlisib

buparlisib

camicinalum
camicinal

camicinal

camicinal

5-[2,6-bis(morpholin-4-yl)pyrimidin-4-yl]-4-(trifluoromethyl)pyridin-
2-amine

5-[2,6-bis(morpholin-4-yl)pyrimidin-4-yl]-4-(trifluorométhyl)pyridin-
2-amine

5-[2,6-bis(morfolin-4-il)pirimidin-4-il]-4-(trifluorometil)piridin-2-amina
C18H21F3N602

(o}

()

N

A
saee

z

1-{4-[(3-fluorophenyl)amino]piperidin-1-yl}-2-(4-{[(3S)-3-
methylpiperazin-1-ylJmethyl}phenyl)ethan-1-one

1-{4-[(3-fluorophényl)amino]pipéridin-1-yl}-2-(4-{[(3S)-3-
méthylpipérazin-1-yljméthyl}phényl)éthan-1-one

1-{4-[(3-fluorofenil)amino]piperidin-1-il}-2-(4-{[(3S)-3-metilpiperazin-
1-iljmetil}fenil)etan-1-ona

C25H33FN4O

SACS B
HN
7\2 N
H CH,
N

H
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1.10 HE

FIEFDEEEREEHDFTLD

[5317
== 7-{4-[4-(1-Benzothiophen-4-yl)piperazin-1-yl] butyloxy} quinolin-2(1H)-one
- Bl (FL I AT T =)L) KROZ DA
H
_ (\N /\/\/O N @]
M S N _

BIEE - B

o I AE

W, RAZIZT V7 A 77— e LC1 H LA mg bR 2B LT,

R R 0 L ome s o U, 1B L2 me 25 .
B JRA B3R
DFEE R BIEE, R
iR L7 28 TF5 ) — )L
HilR 4 B O A VXYL T 48 Img (IEFICT VLI AT T — % Img &F)
ﬁ%ﬁ“- VX LT 0 8E2mg (1 EEHFICT VI AT T Y — )V 2mg &F)
e L7 1 OD$E0.5mg (1 §EHICT LY AT 5V — L% 0.5mg &H)
7= LXH LT ¢ ODBE Img (1 SEFICT LI AT TV — L% Img &H)
LEY LT 0 ODEE2mg (1 EEFICT LI AT TV —LE 2mg &A)
HA[A] IS ESE R (mg/kg) &0
7wk 1 >2000, 2 :>800, =2000
% A% :>100
A8
o | me | e | meR | mEME EARFTR
T I B | (mg/kg/H) | (mg/kg/H) () : mg/kg/#H
FETC T ER
A4 51(300), £1 F(100)
FRAR AR RS SR B A E R (TR EMEIR T,
REIR, 5 F<EVE): L (=10)
P28 DGR K OYEER @ (= 100)
RE L OB -1
2(3,10); -1 : A(=10), $(100)
iR | (=10), 2(=30)
AR, T MK OV BRI oW
2(=3)
IR ML N(=10) ;
- JNERIEAK  R(=3)
At FRAPREEER © A(=100), 2(=30)
JiR S BREE  5(=100), 2(=30)
5 e o:o0, 3, [ R O AR EESE @ (= 100)
! 13 wr | 10,100,300 o3 B AR IR K © 1(300)
? W | ™ M 20, 3, | ME:10 | IR ORGRIE) N Bl NAZERE

10, 30, 100 3'(300)

wmetaFRLE (BIF R EE K O
77=v", FFHIIE, Kupffer FiE%E)
F(=100), 2(=30)

A RS TE TR A A IRE S
AN(=100), 2(100)

MRy ARG © (300)

AT AR S O 58254 © o (=100)

K 1T AR B = (R O 2, BEAE R
Ok, RG4S 2506, Step 19 Flfafs

W) © (300)
BRIz Zs (R, SMAINR 3R 46 12 S R
AR SE, &6 K OVHI a2 B 15,
IR VR T R S A AR )

(300, FEL-HZ & Ee)
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# 5

P

Tl

5

Beh &
(mg/kg/H)

T R

(mg/kg/H)

B )
(0 : mg/keg/H

26
T

-\ NI

o, M
0, 3, 10, 30,
100

FET 21 f1(100)

PR R R P AOIE IR CEPARR, JEE)
PRT, EEWE) 0 2(=30)

FaFE iR & OEEE © 5'(=30)

EEEOERE-1 :© 2@, 10);

-l A(=10), 2(=30)
iR | : 9 2(100)

HIRIEK, T8 ERER, TE RO
L RORR W - R(=3)

FLIR ML - (=3);

JINEIRERK : (=3)
TRERKPFEEZER © A(=10), $(=3)
BB AR R K © 2 (=30)
JHRIAC R AREEZE @ @ (100)

JIR T B o 2 (100)

JHF R OISR REE) v B /NP 2ERE
& £ (100)

B E RS (BB EME L O/
Jr=v", W&, INEL, Kupffer #0a
L) PL(=30)

S RO REMIAER © L (=30)

i fRaikAI - o 2(100)

TR EME, AR KR OIS E R
g . A(=30)

13
T e

v

e, M1

BT 21 41(30)

HOR AR R SR B E IR TR ENMEIR T,
FEEN, 59 <EY, MR, BIR
) (=)

AFEREIETEIL © S(=3), 2(30)

KE | 230)

iR | A 2(30)

QTc iEE : "2 (30)

ME TR . 30), 2(=3)

NEZE PRI 22 kL - o £ (30)

39
A

e, M1

LT ER - @1 6103),
L% 2 $51(30)

FRR AR R I BOE R GRBIMEIE T,
FEEN, 5 < £ 0, FHR, BR
) (=)

BER | 9 R(23)

K& | : 9 2(30)

IJE TR : 2(30)

il 1EH

BT JE L ©

560/1541 =36.3%

RIEH DA

Bil%k

THhHTT

78 (5.1%)

ANHRAE

68 (4.4%)

SR

68 (4.4%)

7 I AE

48 (3.1%)

REH N

47 (3.0%) &

o [ENEER & O ERBR O 3 1R

KGR A

JE A - B BGE
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By

124
- R4,
R
f‘jjﬁlﬁ . *j]% Q ﬁ‘fé\ﬁiéﬁf
e O 90 - 5ok BEAARET IR ENRED DR ARVBAICIES)
%é%@ﬁ'
SN &Aai7v7xt77/—»kbflalﬁn@ﬁ%&5%%%Lt

%, A AU LoMEZH T THEEL, 1A 1@2mg R AREGT 5,

ik - H& | 5205 - 5 OlkieE BEfFIRE 15 VMJ%# LD LN WG EIZIRD) -
BE, ATV A 77— LTC1H1E1mg ZFO0&E515,
7ok, FRMEICEEN 2L, +0RREPEO ONRWGEIZIREY, 1 HE2mg
W ET AN TED,
S| BEAE
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