LE&HI)LT 18 1 mg
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HIGHLIGHTS OF PRESCRIBING INFORMATION e DOSAGE FORMS AND STRENGTHS ------=---==--nnnn---

These highlights do not include all the information needed to use Tablets: 0.25 mg, 0.5 mg, 1 mg, 2 mg, 3 mg, and 4 mg (3)
REXULTI safely and effectively. See full prescribing information
for REXULTI. CONTRAINDICATIONS
REXULTI® (brexpiprazole) tablets, for oral use Known hypersensitivity to REXULTI or any of its components (4)
Initial U.S. Approval: 2015 WARNINGS AND PRECAUTIONS ---ccmmmemmmeemmmenes

WARNING: INCREASED MORTALITY IN ELDERLY PATIENTS e Cerebrovascular Adverse Reactions in Elderly Patients with

WITH DEMENTIA-RELATED PSYCHOSIS and SUICIDAL Dementia-Related Psychosis: Increased incidence of
THOUGHTS AND BEHAVIORS cerebrovascular adverse reactions (e.g., stroke, transient ischemic

attack) (5.3)
) ) ) ] ¢ Neuroleptic Malignant Syndrome: Manage with immediate
e Elderly patients with dementia-related psychosis treated discontinuation and close monitoring. (5.4)
with antipsychotic drugs are at increased risk of death. o
REXULTI is not approved for the treatment of patients

See full prescribing information for complete boxed warning.

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

with dementia-related psychosis without agitation e Metabolic Changes: Monitor for hyperglycemia/diabetes mellitus,

associated with dementia due to Alzheimer’s disease. dyslipidemia, and weight gain. (5.6)

(5.1) e Pathological Gambling and Other Compulsive Behaviors: Consider

e Antidepressants increased the risk of suicidal thoughts dose reduction or discontinuation. (5.7)

and behaviors in patients aged 24 years and younger. e Leukopenia, Neutropenia, and Agranulocytosis: Perform complete

Monitor for clinical worsening and emergence of suicidal blood counts (CBC) in patients with pre-existing low white blood

thoughts and behaviors. Safety and effectiveness of cell count (WBC) or history of leukopenia or neutropenia. Consider

REXULTI have not been established in pediatric patients discontinuing REXULTI if a clinically significant decline in WBC

with MDD. (5.2, 8.4 occurs in absence of other causative factors. (5.8)
___________________________ RECENT MAJOR CHANGES --ccmeemmemmemeeeee e Orthostatic Hypotension and Syncope: Monitor heart rate and
Boxed Warning 5/2023 blood pressure and warn patients with known cardiovascular or
Indications and Usage (1) 5/2023 cerebrovascular disease, and risk of dehydration or syncope. (5.9)
Dosage and Administration (2.1, 2.3, 2.4, 2.5, 2.6) 5/2023 e Seizures: Use cautiously in patients with a history of seizures or
Warnings and Precautions (5.1, 5.3, ﬂ 5.6,5.9,5.14) 5/2023 with conditions that lower the seizure threshold. (5.11)

INDICATIONS AND USAGE ADVERSE REACTIONS

REXULTI is an atypical antipsychotic indicated for: Most common adverse reactions in adults were (6.1):

e Use as an adjunctive therapy to antidepressants for the treatment * MDD: Weight increased, somnolence, and akathisia (25% and at
of major depressive disorder (MDD) in adults (1, 14.1) least twice the rate for placebo)

o Treatment of schizophrenia in adults and pediatric patients ages e Schizophrenia: Weight increased (24% and at least twice the rate

13 years and older (1, 14.2) for placebo)

o Treatment of agitation associated with dementia due to Alzheimer's * Agitation associated with dementia due to Alzheimer's disease:
disease (1, 14.3) Nasopharyngitis, dizziness (=4% and at least twice the rate for
Limitations of Use: REXULTI is not indicated as an as needed placebo)

(“prn”) treatment for agitation associated with dementia due to To report SUSPECTED ADVERSE REACTIONS, contact Otsuka
Alzheimer’s disease (1) America Pharmaceutical, Inc. at 1-800-438-9927 or FDA at

1-800-FDA-1088 or www.fda.gov/medwatch.

----------------------- DOSAGE AND ADMINISTRATION ----ncnermmemememcnen

Administer REXULTI once daily with or without food. (2, 12.3) DRUG INTERACTIONS
R Starting Recommended | Maximum Factors Dosage Adjustments for
Indication Dosage Target Dosage Dosage REXULTI (2.7)
MDD 0.5 mg/day or Strong CYP2D6* or CYP3A4 Administer half of
Adults (2.2) 1 mg/day 2 mg/day 3 mg/day inhibitors recommended dosage.
Schizophrenia -
Adults (2.3) 1 mg/day 2 to 4 mg/day 4 mg/day Strong/moderate CYP2D6 with Administer a quarter of the
- - Strong/moderate CYP3A4
Schizophrenia inhibitors recommended dosage.
Pediatric
(13-17 years) | O-5mgfday | 2to4mgiday | 4 mg/day Known CYP2D6 poor
(2.3) metabolizers taking Administer a quarter of the
Agitation strong/moderate CYP3A4 recommended dosage.
associated inhibitors
with dementia Double the recommended
| dhug o 0.5 mg/day 2 mg/day 3 mg/day Strong CYP3A4 inducers dosage and further adjust
A zheimers based on clinical response.
disease
(2.4 *REXULTI may be administered without dosage adjustment in patients

with MDD when administered with strong CYP2D6 inhibitors (e.g.,

e Moderate to Severe Hepatic Impairment: Maximum recommended . ]
paroxetine, fluoxetine).

dosage is 2 mg once daily for patients with MDD or agitation

associated with dementia due to Alzheimer’s diseaseand 3mg . USE IN SPECIFIC POPULATIONS ----mmmmmmmmmmmmmmee

once daily for patients with schizophrenia. (2.5) Pregnancy: May cause extrapyramidal and/or withdrawal symptoms in
e CrCIl<60 mL/minute: Maximum recommended dosage is 2 mg once neonates with third trimester exposure (8.1)

daily for patients with MDD or agitation associated with dementia

due to Alzheimer’s disease and 3 mg once daily for patients with See 17 for PATIENT COUNSELING INFORMATION and Medication

schizophrenia. (2.6) Guide.

¢ See Full Prescribing Information for dosage modifications for Revised: 5/2023

CYP2D6 poor metabolizers and for concomitant use with CYP
inhibitors or inducers. (2.7)

Reference ID: 5171549
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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 without agitation associated with dementia due to Alzheimer’s disease [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
o Treatment of agitation associated with dementia due to Alzheimer’s disease

Limitations of Use:

REXULTI is not indicated as an as needed (“prn”) treatment for agitation associated with dementia due to
Alzheimer’s disease [see Clinical Studies (14.3)].

DOSAGE AND ADMINISTRATION

2.1 Administration Information
Administer REXULTI orally, once daily with or without food [see Clinical Pharmacology (12.3)]

2.2 Recommended Dosage for Adjunctive Treatment of Major Depressive Disorder (Adults)

The recommended starting REXULTI dosage for the adjunctive treatment of MDD in adults is 0.5 mg or 1 mg
once daily .Titrate to 1 mg once daily, then titrate to the target dosage of 2 mg once daily (based on the
patient’s clinical response and tolerability, increase the dosage at weekly intervals). The maximum
recommended daily dosage is 3 mg. Periodically reassess to determine the continued need and appropriate
dosage for treatment.

2.3 Recommended Dosage for Schizophrenia (Adults and Pediatric Patients 13 to 17 Years)

Adults

The recommended starting REXULTI dosage for the treatment of schizophrenia in adults is 1 mg once daily on
Days 1 to 4. Titrate to 2 mg once daily on Day 5 through Day 7. On Day 8, the dosage can be increased to the
maximum recommended daily dosage of 4 mg based on clinical response and tolerability. The recommended
target dosage is 2 mg to 4 mg once daily.
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Pediatric Patients (13 to 17 years of age)

The recommended starting REXULTI dosage for the treatment of schizophrenia in pediatric patients 13 to

17 years of age is 0.5 mg taken orally once daily on Days 1 to 4. On Days 5 through 7, titrate to 1 mg per day
and on Day 8 titrate to 2 mg based on clinical response and tolerability. Weekly dose increases can be made in
1 mg increments. A recommended target dosage is 2 to 4 mg once daily. The maximum recommended daily
dosage is 4 mg.

2.4 Recommended Dosage for Agitation Associated with Dementia Due to Alzheimer’s
Disease

The recommended starting REXULTI dosage for the treatment of agitation associated with dementia due to
Alzheimer’s disease is 0.5 mg taken once daily on Days 1 to 7. Increase the dosage on Days 8 through 14 to
1 mg once daily, and on Day 15 to 2 mg once daily. The recommended target dose is 2 mg once daily. The
dosage can be increased to the maximum recommended daily dosage of 3 mg once daily after at least

14 days, based on clinical response and tolerability.

2.5 Recommended Dosage in Patients with Hepatic Impairment

The maximum recommended dosage in patients with moderate to severe hepatic impairment (Child-Pugh
score 27) is [see Use in Specific Populations (8.7), Clinical Pharmacology (12.3)].

2 mg once daily in patients with MDD or agitation associated with dementia due to Alzheimer’s disease,
and

3 mg orally once daily in patients with schizophrenia

2.6 Recommended Dosage in Patients with Renal Impairment

The maximum recommended dosage in patients with creatinine clearance CrCl<60 mL/minute is [see Use in
Specific Populations (8.8), Clinical Pharmacology (12.3)].

2 mg orally once daily in patients with MDD or agitation associated with dementia due to Alzheimer’s
disease and

3 mg orally once daily in patients with schizophrenia

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

Dosage modifications are recommended in patients who are known cytochrome P450 (CYP) 2D6 poor
metabolizers and in patients taking concomitant CYP3A4 inhibitors, CYP2D6 inhibitors, or strong CYP3A4
inducers (see Table 1). If the concomitant drug is discontinued, adjust the REXULTI dosage to its original level.
If the concomitant 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 Modifications of REXULTI for CYP2D6 Poor Metabolizers and for Concomitant
Use with CYP3A4 Inhibitors, CYP2D6 Inhibitors, or CYP3A4 Inducers

Factors Adjusted REXULTI Dosage
CYP2D6 Poor Metabolizers

Administer half of the recommended

CYP2D6 poor metabolizers
dosage.

Known CYP2D6 poor metabolizers taking strong/moderate | Administer a quarter of the recommended
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Table 1 Dosage Modifications of REXULTI for CYP2D6 Poor Metabolizers and for Concomitant
Use with CYP3A4 Inhibitors, CYP2D6 Inhibitors, or CYP3A4 Inducers

Factors Adjusted REXULTI Dosage
CYP3A4 inhibitors dosage.

Patients Taking CYP2D6 Inhibitors and/or CYP3A4 Inhibitors

Administer half of the recommended

Strong CYP2D6 inhibitors*
dosage.

Administer half of the recommended

Strong CYP3A4 inhibitors
dosage.

Strong/moderate CYP2D6 inhibitors with strong/moderate Administer a quarter of the recommended
CYP3A4 inhibitors dosage.

Patients Taking CYP3A4 Inducers

Double the recommended dosage over 1 to

Strong CYP3A4 inducers 2 weeks.

*In the clinical studies examining the use of REXULTI for the adjunctive 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.

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

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

e 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

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

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

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.

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 the
drug-treated patients was about 4.5%, compared to a rate of about 2.6% in the placebo group.
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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 without agitation associated with dementia due to Alzheimer’s
disease [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 24 years of age 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 Table 2.

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

Increases Compared to Placebo

Age Range (years)

<18 14 additional patients
1810 24 5 additional patients
Decreases Compared to Placebo
25to 64 1 fewer patient
265 6 fewer patients

*REXULTI is not approved in pediatric patients with MDD.

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 REXULTI, 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 without agitation associated with
dementia due to Alzheimer’s disease [see Boxed Warning, Warnings and Precautions (5.1)].

5.4 Neuroleptic Malignant Syndrome (NMS)

Neuroleptic Malignant Syndrome (NMS), a potentially fatal symptom complex, has been reported in association
with administration of antipsychotic drugs, including REXULTI.

P f
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Clinical manifestations of NMS are hyperpyrexia, muscle rigidity, altered mental status, and evidence of
autonomic instability (irregular pulse or blood pressure, tachycardia, diaphoresis and cardiac dysrhythmia).
Additional signs may include elevated 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 impossible to predict which patients will 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 appear to increase as the
duration of treatment and the cumulative dose increases. The syndrome can develop after relatively brief
treatment periods, 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 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 occurrence
of tardive dyskinesia. Chronic antipsychotic treatment should generally be reserved for patients who suffer
from a chronic illness that 1) is known to respond to antipsychotic drugs and 2) for whom alternative, equally
effective, but potentially less harmful treatments are not available or appropriate. In patients who do require
chronic treatment, use the lowest dose and the shortest duration of treatment needed to produce a satisfactory
clinical response. The need for continued treatment should be reassessed periodically.

If signs and symptoms of tardive dyskinesia appear in a patient treated with 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 and diabetes mellitus, in some cases extreme and associated with diabetic ketoacidosis
hyperosmolar coma or death, have 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.
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Adjunctive Treatment of Major Depressive Disorder: In the 6-week placebo-controlled, fixed-dose clinical
studies 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 studies 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.

Schizophrenia 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 (=126 mg/dL) while taking REXULTI.

Agitation Associated with Dementia Due to Alzheimer’s Disease: In the 12-week placebo-controlled, fixed-dose
studies in patients (51 to 90 years of age) with agitation associated with dementia due to Alzheimer’s disease,
the proportions of patients with shifts in fasting glucose from normal (<100 mg/dL) to high (=126 mg/dL) or
impaired (=100 and <126 mg/dL) to high were similar in patients treated with REXULTI (14%) and patients
treated with placebo (16%).

Of the patients who were previously treated with REXULTI for 12-weeks and continued into a 12-week, active-
treatment extension study, 15% of patients with normal baseline fasting glucose experienced a shift from
normal (<100 mg/dL) to high (2126 mg/dL) fasting glucose while taking REXULTI; 30% of patients with
impaired fasting glucose experienced shifts from impaired fasting glucose (=100 and <126 mg/dL) to high
fasting glucose. Combined, 20% of patients with normal or impaired fasting glucose experienced shifts to high
fasting glucose.

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.

Adjunctive Treatment of Major Depressive Disorder: In the 6-week placebo-controlled, fixed-dose clinical
studies 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

Studies
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)* (0/177)* (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
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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 studies 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 Studies 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 2200 and <500 mg/dL) (15/253)* (7172)* (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.

Schizophrenia [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 REXULT]I, and shifts in baseline HDL cholesterol from
normal to low (=40 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).

Agitation Associated with Dementia Due to Alzheimer’s Disease: In the 12-week placebo-controlled, fixed-dose
clinical studies in patients (55 to 90 years of age) with agitation associated with dementia due to Alzheimer’s
disease, changes in total cholesterol, LDL cholesterol, and HDL cholesterol were similar in REXULTI- and
placebo-treated patients.

Table 5 shows the proportions of patients with changes in fasting triglycerides in REXULTI- and placebo-
treated patients.
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Table5 Changein Fasting Triglycerides in the 12-Week Placebo-Controlled, Fixed-Dose Agitation
Associated with Dementia Due to Alzheimer’s Disease Studies

Proportion of Patients with Shifts Baseline to Post-Baseline

Triglycerides Placebo 1 mg/day 2 mg/day 3 mg/day
Normal to High 6% 9% 13% 6%
(<150 and 200 to <500 mg/dL) (10/157)* (9/99)* (17/133)* (6/94)*

Borderline to High

12% 33% 28% 26%
(150 and <200mg/dL to 200 and <500 (3/26)* (2/6)* (7/25)* (6/23)*
mg/dL)
Normal/Borderline to High 7% 11% 15% 10%
(<200 mg/dL to 200 and <500 mg/dL) (13/183)* (11/105)* (24/158)* (12/117)*
*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

Of the patients who were previously treated with REXULTI for 12 weeks and continued into a 12-week, active-
treatment extension study, 9% of patients taking REXULTI showed shifts in baseline fasting total cholesterol
from normal (<200 mg/dL) to high (=240 mg/dL), and 16% of patients taking REXULTI showed shifts in
baseline HDL cholesterol from normal to low (240 to <40 mg/dL). Of the patients with normal baseline
triglycerides, 18% experienced shifts from normal (<150 mg/dL) to high (200 to <500 mg/dL).

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

Adjunctive Treatment of Major Depressive Disorder: 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 patients with MDD.

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

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.
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Schizophrenia (Adults): Table 7 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 7 Increases in Body Weight in the 6-Week Placebo-Controlled, Fixed-Dose Schizophrenia
Studies 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)*

*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.

Schizophrenia [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 study, 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.

Agitation Associated with Dementia Due to Alzheimer’s Disease: In the 12-week placebo-controlled, fixed-dose
clinical studies in patients (51 to 90 years of age) with agitation associated with dementia due to Alzheimer’s
disease, the proportion of the patients with a 27% increase in body weight (kg) at any visit were 2% in
REXULTI compared to 0% in placebo group.

In patients who were previously treated with REXULTI for 12 weeks and who continued into a 12-week, active-
treatment extension study, there was no mean change in weight (kg) from baseline to last visit in association
with REXULTI. In this extension study, 4% of patients demonstrated =7% increase in body weight, and 5%
demonstrated a =7% decrease in body weight from baseline to last visit.

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,
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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? 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
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%). In 12-week, placebo-
controlled clinical studies of REXULTI in patients with agitation associated with dementia due to Alzheimer’s
disease, the incidence of orthostatic hypotension-related adverse reactions in patients treated with REXULTI
compared to patients treated with placebo included: dizziness (3% versus 3%), orthostatic hypotension (1%
versus 1%), and syncope (0.2% versus 0.8%).

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 studies.

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.
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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 REXULTI, 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 studies 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 studies 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.

In the 12-week placebo-controlled, fixed-dose clinical studies in patients (51 to 90 years of age) with agitation
associated with dementia due to Alzheimer’s disease, somnolence (including sedation) was reported in 3% of
patients treated with REXULTI compared to 1% of patients treated with placebo.

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

ADVERSE REACTIONS

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

. 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)]
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. 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.

Adjunctive Treatment in Major Depressive Disorder (MDD)

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 studies 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.

Adverse Reactions in REXULTI Studies for Adjunctive MDD in Adults

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 8.

Table 8

Adverse Reactions in 22% of REXULTI-Treated Patients and Greater than Placebo in

Pooled 6-Week Placebo-Controlled, Fixed-Dose Adjunctive MDD Studies in Adults (Study 1

and Study 2)

REXULTI
All
Placebo 1 mg/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

Reference ID: 5171549
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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

Dose-Related Adverse Reactions in the Adjunctive MDD Studies

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 studies in which REXULTI
was administered at daily doses of 1 mg, 2 mg, and 4 mg [see Clinical Studies (14.2)].

Adverse Reactions Occurring at an Incidence of 2% or More in Patients Treated with REXULT]I for

Schizophrenia

Adverse reactions associated with REXULTI (incidence of 2% or greater and REXULTI incidence greater than
placebo) during short-term (up to 6 weeks) studies in adult patients with schizophrenia are shown in Table 9.

Table 9

Adverse Reactions in 22% of REXULTI-Treated Patients and Greater than Placebo in

Pooled 6-Week Placebo-Controlled, Fixed-Dose Schizophrenia Studies in Adult Patients

(Study 3 and Study 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
Blood Creatinine Phosphokinase 1 4 > > >
Increased
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Nervous System Disorders
Akathisia 5 4 5 7 6
Tremor 1 2 2 3 3
Sedation 1 2 2 3 2

Agitation Associated with Dementia Due to Alzheimer’s Disease

The safety of REXULTI was evaluated in 503 patients (51 to 90 years of age), with a probable diagnosis of
agitation associated with dementia due to Alzheimer’s disease, who participated in two 12-week placebo-
controlled, fixed-dose clinical studies in which REXULTI was administered at daily doses of 2 mg to 3 mg [see
Clinical Studies (14.3)].

Discontinuation of Treatment Due to Adverse Reactions
In two 12-week placebo-controlled, fixed-dose, clinical studies, a total of 5.6% (28/503) of patients treated with
REXULTI and 4.8% (12/251) of patients treated with placebo discontinued due to adverse reactions.

Adverse Reactions Occurring at an Incidence of 2% or More in Patients Treated with REXULTI for Agitation
Associated with Dementia Due to Alzheimer’s Disease

Adverse reactions associated with REXULTI (incidence 22% and greater than placebo) during the 12-week
fixed-dose clinical studies in geriatric patients for treatment of agitation associated with dementia due to
Alzheimer’s disease are shown in Table 10.

Table 10 Adverse Reactions in 22% of REXULTI-Treated Patients and Greater than Placebo in

Pooled 12-Week Placebo-Controlled, Fixed-Dose Agitation Associated with Dementia due
to Alzheimer’s Disease Studies (Study 6 and Study 7)

REXULTI
ALL
Placebo | 1 mg/day* | 2 mg/day | 3 mg/day REXULTI
(N=251) (N=137) (N=213) (N=153) (N=503)
% % % % %
Infections and Infestations
Nasopharyngitis 2 4 2 3 3
Urinary Tract Infection 1 2 3 3 3
Nervous System Disorders
Dizziness' 2 1 5 3 3
Headache 8 9 9 7 8
Somnolence* 1 2 3 4 3
Psychiatric Disorders
Insomnias 3 5 5 2 4

*1 mg once day REXULTI dosage is not a recommended dosage for the treatment of agitation associated with
dementia due to Alzheimer’s disease [see Dosage and Administration (2.4)].

'Dizziness and Vertigo are grouped to Dizziness
*Sedation and somnolence are group to somnolence.
8|nitial insomnia and insomnia are grouped to insomnia
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Extrapyramidal Symptoms

Adjunctive Treatment of 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%).

Agitation Associated with Dementia Due to Alzheimer’s Disease

The incidence of reported EPS-related adverse reactions, excluding akathisia, was 3% for REXULTI-treated
patients versus 2% for placebo-treated patients. The incidence of akathisia events for REXULTI-treated
patients was 1% versus 0% for placebo-treated patients.

In the 12-week placebo-controlled, fixed-dose studies in agitation associated with dementia due to Alzheimer's
disease, 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 SAS (6% versus 2%).

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.
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Other Adverse Reactions Observed during Clinical Trial 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
Investigations: Blood Prolactin Increased

Musculoskeletal and Connective Tissue Disorders: Myalgia

Psychiatric Disorders: Abnormal Dreams

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
See Table 11 for clinically important drug interactions with REXULTI.

Table 11 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
dosage [see Dosage and Administration (2.7)].

Intervention:

Strong CYP2D6 Inhibitors

Clinical Concomitant use of REXULTI with strong CYP2D6 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
Intervention:

dosage [see Dosage and Administration (2.7)].
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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
REXULT!I 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 CYP2D6 inhibitor; or 4) a moderate CYP3A4 inhibitor and a
moderate CYP2D6 inhibitor, decrease the REXULTI dosage [see Dosage and Administration

Clinical
Impact:

(2.7)].
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 (2.7)].

*In the clinical studies 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
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
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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.

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)].
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Major Depressive Disorder

Safety and effectiveness of REXULTI 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

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)].

Adjunctive Treatment of Major Depressive Disorder (MDD) and Schizophrenia

Of the total number of REXULTI-treated patients in the clinical studies for the adjunctive therapy to
antidepressants for MDD and for schizophrenia, 248 (3%) were 65 years of age and older (which included

45 (18%) patients who were 75 years of age and older). Clinical studies of REXULTI in these patients did not
include sufficient numbers of patients 65 years of age and older to determine whether they respond differently
from younger adult patients. In general, dosage selection for the treatment of MDD or schizophrenia in a
geriatric 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.

Agitation Associated with Dementia Due to Alzheimer’'s Disease

The total number of REXULTI-treated patients 65 years of age and older in the clinical studies for agitation
associated with dementia due to Alzheimer’s disease (Studies 6 and 7) was 448 (86%) including 170 (33%)
patients 65 to 74 years of age, 228 (44%) patients 75 to 84 years of age, and 50 (10%) patients 85 years of
age and older [see Clinical Studies (14.3)].

In clinical studies of REXULTI for the treatment of agitation associated with dementia due to Alzheimer’s
disease did not include sufficient numbers of younger adult patients to determine if patients 65 years of age
and older respond differently than younger adult patients.

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 (2.7), Clinical Pharmacology (12.3)].

8.7 Hepatic Impairment

The maximum recommended dosage in patients with moderate to severe hepatic impairment (Child-Pugh
score 27) is lower than those with mild hepatic impairment and those with normal hepatic function [see Dosage
and Administration (2.4)]. Patients with moderate to severe hepatic impairment 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 .

8.8 Renal Impairment

The maximum recommended dosage in patients with CrCl<60 mL/minute is lower than those with mild renal
impairment and those with normal renal function [see Dosage and Administration (2.6)]. Patients with renal
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impairment 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.

8.9 Other Specific Populations

The recommended dosage for REXULTI is the same in males and females, in different racial groups, and in
smokers and nonsmokers [see Clinical Pharmacology (12.3)].

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance

REXULTI contains brexpiprazole, which 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.

OVERDOSAGE

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

Management of a REXULTI 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. Consider contacting the Poison Help Line (1-800-222-1222) or a
medical toxicologist for additional overdosage management recommendations.

Oral activated charcoal and sorbitol (50 g/240 mL), administered one hour after ingesting oral REXULTI,
decreased brexpiprazole Cnax 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.

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

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 CzsH27N30-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.

CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

The mechanism of action of REXULTI in the adjunctive treatment of major depressive disorder, treatment of
agitation associated with dementia due to Alzheimer’s disease, or treatment of schizophrenia is unknown.
However, the efficacy of REXULTI may be mediated through a combination of partial agonist activity at
serotonin 5-HT1a and dopamine D, receptors, and antagonist activity at serotonin 5-HT.a receptors.

12.2 Pharmacodynamics

Brexpiprazole has affinity (expressed as Kj) for multiple monoaminergic receptors including serotonin 5-HT1a
(0.12 nM), 5-HT24 (0.47 nM), 5-HT2& (1.9 nM), 5-HT; (3.7 nM), dopamine D- (0.30 nM), D3z (1.1 nM), and
noradrenergic dia (3.8 nM), a1g (0.17 nM), a1p (2.6 nM), and azc (0.59 nM) receptors. Brexpiprazole acts as a

partial agonist at the 5-HT14, D2, and Ds receptors and as an antagonist at 5-HT2a, 5-HT2g, 5-HT7, 14, Q18, a1D,

and azc receptors. Brexpiprazole also exhibits affinity for histamine Hi receptor (19 nM) and for muscarinic M
receptor (67% inhibition at 10 uM).

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 or agitation associated with dementia due to Alzheimer’s disease,
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 Cmax or AUC of brexpiprazole. After single and multiple once daily
dose administration, brexpiprazole exposure (Cmax 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 (CYP1AL,
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
Renal Impairment
Severe Cmax ~ ——
AUCHT - —a—
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Change relative to reference

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 (Cmaxand 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

0.5 to 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

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

Figure 3

Effect on
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Rosivastatin
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The Effect of REXULTI on Pharmacokinetics of Other Drugs
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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.

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 studies 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 1 (NCT01360645) were randomized to REXULTI 2 mg once a day or placebo. Patients in
Study 2 (NCT01360632) 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 O 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 once
daily and 3 mg once daily were superior to placebo plus ADT in reducing mean MADRS total scores. Results
from the primary efficacy parameters for both fixed dose studies are shown below in Table 12. Figure 4 below
shows the time course of response based on the primary efficacy measure (MADRS) in Study 1.

Table 12 Change in MADRS from Baseline at Week 6 in Adult Patients for Adjunctive Treatment
of MDD (Study 1 and Study 2)

Placebo-subtracted
Mean Baseline LS Mean Change Difference’
Study Treatment Group N Score (SD) from Baseline (SE) (95% ClI)

REXULTI (2 mg/day) + ADT' | 175 26.9 (5.7) -8.4 (0.6) -3.2(-4.9,-1.5)

1
Placebo + ADT 178 27.3 (5.6) -5.2 (0.6) -
REXULTI (1 mg/day) + ADT | 211 26.5 (5.6) -7.6 (0.5) -1.3(-2.7,0.1)

2 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; Cl: unadjusted confidence interval
*Difference (drug minus placebo) in least-squares mean change from baseline
TDosages statistically significantly superior to placebo

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)
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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 studies in patients who met DSM-IV-TR
criteria for schizophrenia.

In both studies, Study 3 (NCT01396421) and Study 4 (NCT01393613), 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 studies 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 once daily and 4 mg once daily was superior to placebo on the PANSS total
score. In Study 4, REXULTI 4 mg once daily was superior to placebo on the PANSS total score (Table 13).
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, sex, and race did not suggest differential responsiveness.
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Table 13 Change in PANSS Total Score from Baseline at Week 6 in Adult Patients in Studies of
Schizophrenia (Study 3 and Study 4)

Mean Baseline Placebo-subtracted
Score LS Mean Change Difference”
Study Treatment Group N (SD) from Baseline (SE) (95% ClI)

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; Cl: unadjusted confidence interval
*Difference (drug minus placebo) in least-squares mean change from baseline
TDosages statistically significantly superior to placebo

Figure 5 Change from Baseline in PANSS Total Score by Study Visit (Week) in Adult Patients with
Schizophrenia (Study 3)
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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 study (Study 5,
NCT01668797). 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 REXULTI 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
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items, with either a =2 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 study was subsequently
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 patient in
the placebo group did not take investigational medicinal product and one
patient in the REXULTI group did not have post-randomization efficacy
evaluations. These two patients were excluded from the efficacy analysis.

14.3 Agitation Associated with Dementia Due to Alzheimer’s Disease

The efficacy of REXULTI in the treatment of agitation associated with dementia due to Alzheimer's disease
was demonstrated in two 12-week, randomized, double-blind, placebo-controlled, fixed-dose studies (Study 6,
NCT01862640 and Study 7, NCT03548584). In these studies, patients were required to:

e Have a diagnosis of probable Alzheimer’s disease according to NINCDS-ADRDA criteria,

e Have a Mini-Mental State Examination (MMSE) score of 25 and <22 and have a total score of 24 by the
agitation/aggression item of the NPI/NPI-NH, and

o Exhibit sufficient agitation behaviors at time of entry to warrant use of pharmacotherapy, after excluding
other factors.
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Patients in:

¢ Study 6 were randomized to an oral dosage of either REXULTI 1 mg once a day, REXULTI 2 mg once a
day, or placebo. Patients in both REXULTI groups started on 0.25 mg once daily for approximately three
days, then received 0.5 mg once daily for approximately 12 days. Subsequently, patients in the 1 mg
group received 1 mg once daily for the remainder of the 12-week study, and patients in the 2 mg group
received 1 mg once daily for approximately two weeks and then received 2 mg for the remainder of the
study.

e Study 7 were randomized to an oral dose of either REXULTI 2 mg or 3 mg once a day (combined
treatment arm) or placebo. Patients in both REXULTI groups started on 0.5 mg once daily for 7 days, then
received 1 mg once daily for 7 days and then 2 mg once daily for 14 days. Subsequently, patients in the
2 mg group received 2 mg once daily for the remainder of the 12-week study, and patients in the 3 mg
group received 3 mg once daily for the remainder of the study.

Study 6 included 433 patients with a mean age of 74 years old, and a range of 51 and 90 years old; 45% were
male; 96%, 3%, and 1%, were White, Black or African American, and Asian, respectively; and 16% and 83%
were Latino/Hispanic and not Latino/Hispanic, respectively. Study 7 included 345 patients with a mean age of
74 years old, and a range of 56 and 90 years old; 44% were male; 95%, 4%, and 1% were White, Black or
African American, and Asian, respectively; and 31% and 69% were Latino/Hispanic and not Latino/Hispanic,
respectively.

The primary efficacy endpoint in these two studies was the change from baseline in the Cohen-Mansfield
Agitation Inventory total (CMAI) score at Week 12. The CMAI is a clinician rated questionnaire consisting of

29 items, which assess the frequency of manifestations of agitated behaviors in elderly patients, based on
caregiver input. Three specific factors can be derived from the CMAI scale: 1) Aggressive Behavior (e.g.,
screaming, throwing things, cursing/verbal aggression, kicking, pushing scratching, hurting self or others);

2) Physically Non-Aggressive Behavior (e.g., repetitive mannerisms, general restlessness, pacing); and 3)
Verbally Agitated Behavior (e.g., complaining, repetitive questions, constant requests for attention). Each CMAI
behavior was rated on a scale of 1 (never) to 7 (very frequent agitated behaviors); the total CMAI scores range
from 29 (best) to 203 (worst). A negative change indicates improvement.

In Trial 6, patients in the REXULTI 2 mg group showed improved total CMAI scores compared to patients in
the placebo group at Week 12. In Trial 7, patients in the REXULTI 2 mg/3 mg group showed improved total
CMAI scores compared to patients in the placebo group at Week 12.

As shown in Table 14 and Figure 7, the mean change from baseline in the total CMAI score after 12 weeks in
the 2 mg/or 3 mg REXULTI group was statistically significantly superior to the placebo group. The 1 mg
REXULTI group did not demonstrate significantly greater mean changes at baseline from the placebo group in
the total CMAI score in this patient population. The 1 mg once day REXULTI dosage is not approved and is not
recommended for the treatment of agitation associated with dementia due to Alzheimer’s disease [see Dosage
and Administration (2.4)].
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Table 14:

with Dementia Due to Alzheimer’s Disease (Study 6 and Study 7)

Change in CMAI Total Score* from Baseline at Week 12 in Patients with Agitation Associated

Mean Baseline L(:Shg/lneag Placebo-
Study Treatment Group N Score g ) sgbtractedT
(SD) from Baseline Difference
(SE) (95% CI)
REXULTI 1 mg/day 134 70.5 (16.0) -17.6 (1.3) 0.2 (-3.4, 3.9)
6 | REXULTI 2 mg/day* 138 71.0 (16.6) -21.6 (1.3) -3.8(-7.4, -0.2)
Placebo 131 72.2 (17.9) -17.8 (1.3) —
REXULTI 2mg/day or | ;55 80.6 (16.6) -22.6 (1.1) 5.3 (-8.8, -1.9)
7 3 mg/day
Placebo 116 79.2 (17.5) -17.3 (1.4) —

SD: standard deviation; SE: standard error; LS Mean: least-squares mean; Cl: unadjusted confidence interval

*In a supplementary analysis to examine the magnitude and direction of CMAI subscale response, Factor 1 (aggressive behavior),
Factor 2 (physically non-aggressive behavior), and Factor 3 (verbal agitation) scores trended in the same direction with no single
factor overly influencing the CMAI total score.

TDifference (drug minus placebo) in least-squares mean change from baseline

*Dosages statistically significantly superior to placebo.

Figure 7: Change from Baseline in Total CMAI Score by Study Week in Patients with Agitation
Associated with Dementia Due to Alzheimer’s Disease (Study 7)
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HOW SUPPLIED/STORAGE AND HANDLING

How Supplied

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

0.25 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
¢ 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
¢ 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
¢ 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
Storage

Store REXULTI 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].

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)].

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
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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
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)].

Potential for Cognitive and Motor Impairment

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)].
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Manufactured by Otsuka Pharmaceutical Co., Ltd., Tokyo 101-8535, Japan
Distributed and Marketed by Otsuka America Pharmaceutical, Inc., Rockville, MD 20850 USA
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MEDICATION GUIDE
REXULTI®(REX-ul-TE)
(brexpiprazole)
tablets, for oral use

What is the most important information | should know about REXULTI?

REXULTI may cause serious side effects, including:

¢ Increased risk of death in elderly people with dementia-related psychosis. Medicines like REXULTI can raise
the risk of death in elderly people who have lost touch with reality (psychosis) due to confusion and memory loss

(dementia). REXULTI is not approved for the treatment of people with dementia-related psychosis without agitation
that may happen with dementia due to Alzheimer’s disease.

¢ Increased risk of suicidal thoughts and actions. REXULTI and antidepressant medicines may increase suicidal
thoughts and actions in some people 24 years of age and younger, especially within the first few months of
treatment or when the dose is changed.

o Depression and other mental illnesses are the most important causes of suicidal thoughts and actions.
How can | watch for and try to prevent suicidal thoughts and actions in myself or a family member?

o0 Pay close attention to any changes, especially sudden changes in mood, behaviors, thoughts, or feelings. This
is very important when REXULTI or the antidepressant medicine is started or when the dose is changed.

o0 Call your healthcare provider right away to report new or sudden changes in mood, behavior, thoughts, or
feelings, or if you develop suicidal thoughts or actions.

o Keep all follow-up visits with your healthcare provider as scheduled. Call your healthcare provider between
visits as needed, especially if you have concerns about symptoms.

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

= thoughts about suicide or dying = attempts to commit suicide

= new or worsening depression = new or worsening anxiety

= feeling very agitated or restless =  panic attacks

= trouble sleeping (insomnia) = new or worsening irritability

= acting aggressive, being angry, or violent = acting on dangerous impulses

= an extreme increase in activity or talking (mania) = other unusual changes in behavior or mood

What is REXULTI?

REXULTI is a prescription medicine used:

e along with antidepressant medicines to treat major depressive disorder (MDD) in adults
e to treat schizophrenia in adults and children ages 13 years and older

e to treat agitation that may happen with dementia due to Alzheimer’s disease

REXULTI should not be used as an “as needed” treatment for agitation that may happen with dementia due to
Alzheimer’s disease.

It is not known if REXULTI is safe and effective in children with MDD.
It is not known if REXULTI is safe and effective in children under 13 years of age with schizophrenia.

Do not take REXULTI if you are allergic to brexpiprazole or any of the ingredients in REXULTI. See the end of this
Medication Guide for a complete list of ingredients in REXULTI.

Before taking REXULTI, tell your healthcare provider about all of your medical conditions, including if you:
e have or have had heart problems or a stroke
e have or have had low or high blood pressure

e have or have had diabetes or high blood sugar or a family history of diabetes or high blood sugar. Your healthcare
provider should check your blood sugar before you start REXULTI and during treatment with REXULTI.

e have of have had high levels of total cholesterol, LDL cholesterol, or triglycerides, or low levels of HDL cholesterol
e have or have had seizures (convulsions)

e have or have had kidney or liver problems

e have or have had a low white blood cell count

e are pregnant or plan to become pregnant. REXULTI may harm your unborn baby. Taking REXULTI during your
third trimester of pregnancy may cause your baby to have abnormal muscle movements or withdrawal symptoms
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after birth. Talk to your healthcare provider about the risk to your unborn baby if you take REXULTI during
pregnancy.
o0 Tell your healthcare provider if you become pregnant or think you are pregnant during treatment with REXULTI.

0 There is a pregnancy exposure registry for women who are exposed to REXULTI during pregnancy. If you
become pregnant during treatment with REXULTI, talk to your healthcare provider about registering with the
National Pregnancy Registry for Atypical Antipsychotics. You can register by calling 1-866-961-2388 or visit
http://womensmentalhealth.org/clinical-and-research-programs/pregnancyregistry/.

o are breastfeeding or plan to breastfeed. It is not known if REXULTI passes into your breast milk. Talk to your
healthcare provider about the best way to feed your baby during treatment with REXULTI.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter
medicines, vitamins, and herbal supplements.

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

Your healthcare provider can tell you if it is safe to take REXULTI with your other medicines. Do not start or stop any
medicines during treatment with REXULTI without first talking to your healthcare provider.

Know the medicines you take. Keep a list of them to show your healthcare provider and pharmacist when you get a
new medicine.

How should | take REXULTI?

e Take REXULTI exactly as your healthcare provider tells you to take it. Your healthcare provider may change your
dose if needed. Do not change the dose or stop taking REXULTI without first talking to your healthcare provider.

e Take REXULTI 1 time each day with or without food.

o If you take too much REXULTI, call your healthcare provider or Poison Help Line at 1-800-222-1222 or go to the
nearest hospital emergency room right away.

What should | avoid while taking REXULTI?

o Do not drive a car, operate machinery, or do other dangerous activities until you know how REXULTI affects you.
REXULTI may make you feel drowsy.

¢ Do not become too hot or dehydrated during treatment with REXULTI.
Do not exercise too much.

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

Stay out of the sun.

Do not wear too much clothing or heavy clothing.

o0 Drink plenty of water.

O O 0O

What are the possible side effects of REXULTI?
REXULTI may cause serious side effects, including:

e See “What is the most important information | should know about REXULTI?”

e Cerebrovascular problems, including stroke, in elderly people with dementia-related psychosis that can
lead to death.

¢ Neuroleptic malignant syndrome (NMS) is a serious condition that can lead to death. Call your healthcare
provider or go to the nearest hospital emergency room right away if you have some or all of the following signs and
symptoms of NMS:
0 high fever o0 changes in your pulse, blood pressure, heart rate, and breathing

o stiff muscles 0 increased sweating
o confusion

e Uncontrolled body movements (tardive dyskinesia). REXULTI may cause movements that you cannot control in
your face, tongue, or other body parts. Tardive dyskinesia may not go away, even if you stop taking REXULTI.
Tardive dyskinesia may also start after you stop taking REXULTI.

e Problems with your metabolism such as:

o high blood sugar (hyperglycemia) and diabetes. Increases in blood sugar can happen in some people who
take REXULTI. Extremely high blood sugar can lead to coma or death. Your healthcare provider should check
your blood sugar before you start, or soon after you start REXULTI and then regularly during long term
treatment with REXULTI.

Call your healthcare provider if you have any of these symptoms of high blood sugar during treatment
with REXULTI:
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= feel very thirsty = need to urinate more than usual
= feel very hungry = feel weak or tired
= feel sick to your stomach = feel confused, or your breath smells fruity

0 increased fat levels (cholesterol and triglycerides) in your blood. Your healthcare provider should check
the fat levels in your blood before you start, or soon after you start REXULTI, and then periodically during
treatment with REXULTI.

0 weight gain. You and your healthcare provider should check your weight before you start and often during
treatment with REXULTI.

¢ Unusual and uncontrollable (compulsive) urges. Some people taking REXULTI have had strong unusual urges,
to gamble and gambling that cannot be controlled (compulsive gambling). Other compulsive urges include sexual
urges, shopping, and eating or binge eating. If you or your family members notice that you are having new or
unusual strong urges or behaviors, talk to your healthcare provider.

e Low white blood cell count. Your healthcare provider may do blood tests during the first few months of

treatment with REXULTI.

e Decreased blood pressure (orthostatic hypotension) and fainting. You may feel dizzy, lightheaded, or pass out

(faint) when you rise too quickly from a sitting or lying position.

e Falls. REXULTI may make you sleepy or dizzy, may cause a decrease in your blood pressure when changing
position (orthostatic hypotension), and can slow your thinking and motor skills which may lead to falls that can
cause fractures or other injuries.

e Seizures (convulsions).

e Problems controlling your body temperature so that you feel too warm. See “What should | avoid while
taking REXULTI?”

o Difficulty swallowing that can cause food or liquid to get into your lungs.

e Sleepiness, drowsiness, feeling tired, difficulty thinking and doing normal activities. See “What should |
avoid while taking REXULTI?”

The most common side effects of REXULTI include weight gain, sleepiness, dizziness, common cold symptoms, and

restlessness or feeling like you need to move (akathisia).

These are not all the possible side effects of REXULTI.

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

How should | store REXULTI?
e Store REXULTI at room temperature between 68°F to 77°F (20°C to 25°C).
Keep REXULTI and all medicines out of the reach of children.

General information about the safe and effective use of REXULTI.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use REXULTI
for a condition for which it was not prescribed. Do not give REXULTI to other people, even if they have the same
symptoms you have. It may harm them. You can ask your pharmacist or healthcare provider for information about
REXULTI that is written for health professionals.

What are the ingredients in REXULTI?
Active ingredient: brexpiprazole

Inactive ingredients: lactose monohydrate, corn starch, microcrystalline cellulose, hydroxypropyl cellulose, low-
substituted hydroxypropyl cellulose, magnesium stearate, hypromellose, and talc

For color: titanium dioxide, iron oxide, and ferrosoferric oxide

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

©2023 For more information about REXULTI, go to www.REXULTI.com or call 1-800-441-6763.

This Medication Guide has been approved by the U.S. Food and Drug Administration. Revised: 5/2023
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REEBREIVEN-T-, BHE 1000 AH-V OAZRSE L BRITAHEZRE L-BELD, KA
BERE ST B RBEROEER 2ITRLE,

WTFRO/NERBRTH BRITHE S ed o, RAZMRE LERBRTEENHRE SN
0, PO SEOEEEEWRMT DI+ a2 T e o T,

®2 INRBRUBABEERRE LRSS 2RO TS5 tARABEBROKERTERICE
FTHERTRELEERTHAZRBELLBEFRDVRIE

ER () & 1000 AH7=V OBRSELBERITAERI L
BEROEFRERL 77 e RAREROE

7R LY LM

<18 14 B2\

18~24 SAEAR
7R LY bR

25~64 1 il 2

>65 6 il 72wy

* REXULTLIZ/NEDOK 5 SRHEEFBEDRFKE L TERBIN TR,

4 AEBA5 L) REMERCHEVINE, FF BERATARSELERITHO) X7 M
BT 2 E 5 pbhroTHRY, L1L, RADKS SREREREZIRE LT 7R M
RERTHABROKMND, H1O SEOERITHD 5 SHROBEDOHEN 2RI F LA T
60

O OEEBREFOTNTOBET, HCREABREE» ARRUCHBEEERICIE, BRRRKE
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DS HEAE R AR TADHBN RN NE = —F 52 L. BEOITEE(L2EEL, &
BREE IR E T D L O FHEAONEE ZHFET 52 L, 2 2OEAN L, IAZRSEK
OHBAT A3 L7 B35 CTIX REXULTI OG- F (kO a[gEME b & DIBRNEOEE 2 EET S
Z &,

53 REEICEZELE-BMREREZE T IahBBICESTIRESRZEOKNME
DEIER

BHEEZ AT HEIEFE LR E LIV AXY Ry, TIETS IV —, 70077

ARGV T, BRI R A2 S de, BEASH R OV PR M58 03 s = I F B L T,

REXULTI [ZF3FNE I B U 72 HRIEIR 2 A9 2 X 7 Y A ~ —BEREEICfE S 79T — v

3 A SRWVEBFEORIRICH L TUIER SN TV ( (A ZEL ) R OY TEE R O F

DVEE ) 5.1 HEBM)

54 ZEMEEREE (NMS)

REXULTI 72 & OHUREHRIEDOF G- 12 BV, BEERY R B D & 2 BEIEIR T b 2 FEMEE R
(NMS) 23 ST D,

NMS OERARIEIR & UTiE, REmE, fEHE, RO 2 bk OB AR E O 1
WRF ST E o288y, SElR, FiT, REIK 285, toBEs LT, 7 LT FUrRARFT
—B LA, IA7e v R (BT , SR REREBTLZ L0855,

NMS RN 556, REXULTI OFHITE GIZHIEL, EROEFIEBEL VEFZHE=4Y
YT EATH T &,

55 ERMEICAZTARTT

PRV AR TIL, RA TR e EBBIEE ) 5722 2HER T, PUFmmEL &b 3h
TWHBEETRATLIENN D D, BRECAXFRUT ZRIT 2V A7 XEE, FFlEimo
TR bEWE D THHN, EORETIOIERNEERTL00E2FHITSHZ LT TE R,
PR AT X DT AT D RN PUB R R TR D0 E 9 DNIATH D,

BRMEAF RO T LT Y R 70 ORERB AR 72 5 ATREMEI,  PURBHIRIE O£ 5
IR, BEEEGESMETICONTHEMNT 5 X5 Th s, ERIFEHEChRBNEMOR 5%
AT LHZEbHY, HEFIERICHAONDLZEHLH D,

PURSMRR OB 2 I+, BRESDAF RO TIE IR EMT I 0D D,
PO EE O 512 L 0 2 OBERER 2 3] CUTERZBICg) $22&0nH 0, KEOE
TE~A7THENNRD D, BRED XX 27 ORBIFGEICRIETIERME ORI RATH
Do

INLOZEEBELT, BEREVAXIRUT ORBERKRIZIZ 5 L 5 2 5ET
REXULTI 245925 Z &, —MBNCHUREMHRIE ORI 513, BHEAZRFIPIRETH D DD
1) WEICHOREMFRIRICRT L TR Z R L, 230 2) AR TRINER DD 2 MRERGIE ) 72
WNEE) TR W, ICRET S 2 &, BRHIHRGAET 2BE T, WE T REHERDRENES
DA E R O AETAFEIM AR L, ki 5 OB 2 EHICREL T2 &,
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REXULTI ¥ 5-F D BF TR D A 2 DT OBEIER DS RREL L-3854, BHEPI2EE
TAHZL, L)L, FOERNH>TH REXULTI G5 A2 LB LT HEFEHENEE LIV,

56 HRBFNDZEIL

REXULTI % & tedEEAPURE MR ERIC L 0, B, BERIRE, MR REIAE, KEHINAZE T
WEENEE VD, 5FETOEZAZOFGHEOEANINTN LM OO OEE 5| Z il
T ZEDIRENTWDER, FEANIZIFNTNRAEDV A7 a7 7 A VRH D,

B IUBE & B RS

FETETLHUREARIP 345 G- D FBF T I\ TRl & OWEIRIS O BEER R H 0, —EIZIEL, R
P b7 2 B = ZA0mRB MR D JEBPORE CICE D EM b HE STV D
1@mmn%%5§hk$%’ﬁwfﬁm%ﬁﬁiémfwé FEETHURG AR IR & D10 &
BRAAT 2 RIXILERZICIE, 2R a2 HE L, REEGP b ESMIcE=4—752 &,

K 9 DIRHEREE ORBIRLE : lRA DK S SR ERE 3% & Lz 6 HE > 7 & A xR EE H
AR ICIH T, REXULTI 5% (222 fERF MBS 23 IEFE (100 mg/dL Awi) 2> 5 =i fiE

(126 mg/dL LA |) , M OBEFRUEE (100 mg/dL P L 126 mg/dL Kiii) 2> HEfE~E v 7 b L7/

FOFNEGIXT T ERELERETH T2, AD D DREFZx G L LILIEEREIRBRIZINT,

ZEHERF MBS R — R T AV TIEH 7 BE D 5%, BERIEOBHE D 25% T, REXULTI L H1H D

EOUHABBRICEE~E 7 M LT, &KL LT, I 2WEHFELZxGE LeRYRBRICB W
T, ZEREIRF I A3 IE ST TR O MR D 9% R BRI I EEIC > 7 b LT,

MAERFE (BRA) : BRADOKAKIVERFT x5 L Uiz 6 M~ 7 & R TR EE &Rk
T, REXULTI #5142 22 fERFMAE 23 IEFE (100 mg/dL Ai#) 25 @fE (126 mg/dL UL E) K&
ORI (100 mg/dL LA F 126 mg/dL Kiiii) D Efi~& 7 b LIZBEORIGIET 78R LFH
EThoTo, MADHERMIEL MR E LIIEEREMRBRICIWN T, ZERMAEEA~— 2 F
A TEWRBED 8%, BFIROEED 17% T, REXULTI HE5&ZICHE~LT 7 P L, &
hE LT, MAEMELZTSRE LE-RWRERICI T, 28R MR 2N 155 I35 Ak o 45k & o
10%23 s BRI s sl o 7 b LT,

HAEFE UNEERE (13~17%) 1  NEOKEKMIERE 2SR L LIIEEhEHRRIC
BT, "R—=RAT A v OZEERIEENIER T - 72/NEEE D 2.7% T REXULTI £ 58 12
IEHE (100 mg/dL Ai5) 7225 &l (126 mg/dL LA ) ~& 27 R LTz,

TNINA = —BIBIEWEICEED T OT —ay  TAYNA ~—FERHIEICE Y 7T —2a v
EHTLHERE (51~905%) ZXRE Uiz 12877 2R REE HERRICH N T, BEZIC
22 G Rs I A3 IE B (100 mg/dL AKdii) 7~ D @fE (126 mg/dL P L) K OBERS (100 mg/dL LAk
126 mg/dL i) 2D EE~E V7 b LIZBREOEIA L REXULTI (14%) &7 7%HR (16%) T
FIZETH-oT-,
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REXULTI ® 12 ]

SElLER SR

2 W Sk e i G BRICBAT LTI E D O b,

22 RELHRS Hfn A fiE

DR—R2 T A CIEH @$%@w%fmmmﬂwWﬁW%P1&MEUmmym$ﬁ)#%%
5 (126 mg/dL BAE) ~& 7 RL, BRI BED 30% THE % (100 mg/dL LL | 126 mg/dL

Kiii) MOEfE~ET 7 ML, BIKE LT

v 7 h LT,

EE A

FEETIGURFAIRIEIC L 0 IR 0 Bwn

Z2 RE IRE MU 23 1E 5 ST BE U D BBE D 20%28 S E

D BTN D, FEEHURE AR RO Fe G- B AR AT ST

BlIIR—RA T A4 VOEERIRE a7 7 A NV EZHIEL, 5D HEHICE=X—7F5Z ko

R D DIRPEREE ORI : A DK D DRI
B IZ BT, REXULTI # 5% OZEfgriea L A7 v—/b, LDL 22 L A7 12— L} TN HDL

AL AT u—LOEIET TR EFRETH T,

DEIEER I ITRT,

BEERFRELZ6

T~ & 78 5k e E

ZEfGgRs N U 7 Uk Y NIZE (bR b B

* 3 KODOFEREEEEZRRE L= 6 B TSt RGBEERERRICE T 2ZHE
BrJJUEY FOZEL

BERBIIR—ATAL NN T I =087 b LTI-REOEIES

N ZUEY R 7R 1 mg/H 2mg/H 3mg/H
EFE»SEME (150 mg/dL A6 6% 5% 13% 9%
ZOOIngkﬂJLLJ:SOOIngRﬂ;fﬁﬁ% X[ (15/257)* (7/145)* (15/115)* (13/150)*
EEEBERIR b REEME (200 mg/dL 0% 0% 0.7% 0%
K735 500 mg/dL LA 12 Z54k) (0/309)* (0/177)* (1/143)* (0/179)*

* /N T, NiE, _"—=RF A1 KOG

B O

)OSR E LTIZIEEmERRERIC VT,
T, REXULTI &#5&IZEE L 72 - T2 BEOEIE

DB b 1 RREOHEED H 5 BEROE

2, onixv 7 FLIEE

N—R T A CEEREa L AT g — /LN EFE
X, MalL AT o —/LT9%, LDL 2L AT 1

— LT 3%, RN—R T A CEMERa L AT o — LN IERAE CE 5% ICEAE & 72 - 7= BRE 0 EIS
ITHDL 2L AT B —/L T 4% ThHholz, X—AT7A L TRrI TV RREFRBEEDI B,

17% =~ 0.2%70° Bew &)

E&ioTe, &KL LT,

W, MU ZURY RAIEFE XIS URO EBE D 0.6%23 58k M I 25 5

A RIE  (BA)

D RN DS

FEREZXIFRL L6

D OFFDEE NG L LI EMRRICEk
RSy

W 77 & AR RS E BRI 36

W, REXULTI #5-#% 2R L A5 1 —)L, LDL=2 L A5 12—/, HDL 2L AT 11—/

OEMITT TR EFRETH-T-,

B
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x4 BADRERFEBEEZRNRE LIz 6 B TS AR BEERERHRICETHE
R~ T Ut FOZELLE

BERIIR—RTA DTV =B 7 b LIEBEOEIS
WEAALRN 75 HR 1 mg/H 2 mg/A 4 mg/A
EEMENSEME (150 mg/dL Ko 6% 10% 8% 10%
200 mg/dL LA 500 mg/dL A 12 Z54k) (15/253)* (7/72)* (19/233)* (22/226)*
IEFEE/BE RS D 2 EEME (200 mg/dL 0% 0% 0% 0.4%
HE 75 500 mg/dL BL_EIZZE4b) (0/303)* (0/94)* (0/283)* (1/283)*

* /N TNIE, X=X U ROEEHEDDR LY 1 RRAOHEMBEDH 5 EBERDOER, nldd 7 M LIZEH
DI

RN DG RIERE 2R L LIEEREIRBRICIEWT, X=X J7 4 CZERa L 2T
2 —/LISIEFET, REXULTI &GRICEE L Lol BB ORIGIL, B3 L AT 1 —/LT 6%,
LDL 2 L AT B—/L T 2%, "—ATA VCLEERFa L AT a— LR IEFETEG%ICIKMEE 2
STEREDOEIGIZHDL 2V AT 02— /LT 17% CTholz, X—AT7A LT 7 VLY RPIER

BT, @E~T7 b LIEEIT13%, REEE~T T FLEE T 04% TH o7z, ke L
T, MAKREDREZHMER L LEEMRBRICBWT, 22ErENY 77U v Y KA IERFE IR
1D B 0 0.6% 03 FABRIIH T RE &E & 2o T,

MAELHE UNEBRE (13~178) 1  /NEOKAKIVERE 2515 L L IEEMRENRERIC
BWT, "R—=RT7 A DR KRa L AT o0 —/LRAEFE (170 mg/dL Kiii) T REXULTI #%5-
BRICEE (200 mg/dL LLE) & 7o 2 BEOEIAIT 7%, X—AT A @O HDL 2 L A7 g —/L3
IEHME (40 mg/dL LA L) T REXULTI % 5% (ZKfE (40 mg/dL Kifi) & 72 o 72 /& OEIE 1

129% CTohote, X—=RAF7A LD N) 7 VY RBIEFMHE (150 mg/dL Kii) T, @&fE (200
mg/dL L E) ~3 7 h L7z BEOEGIT 8.5% Th -7z,

TININA = —BIBHIEICEE D T OT—ay : TAYNA ~—BEBAYEICE Y 7T —v a v
EHTLHEE (55~905%) ZRGE Uiz 12 877 & Akt BE & H &R IC BT, REXULTI
BEHE#OBa L AT a—)L, IDL2 L xFa—)l, FOHDL =2 L AT u—/LOEIT T TR
LRI%ETHH- T,

REXULTI BEL O T B ARRECRBIT 2GR R Y 7V v Y RO Z R LTICBEORIGE RS
WZRT,
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=5 TILIYNAR—BBMEICHES TOT—avcEIT2E8E5EZMREL-128
7St BEERERBICESITATER )T UL FOETIE

BEBIIR—ZATALUNDHT I =BT 7 b LTI-BEOEIS

cNUZUEY R 77K 1mg/H 2mg/A 3mg/H
EEEE O &R

: 6% 9% 13% 6%
(150 mg/dL A2~ 5 200 mg/dL LA |

10/157)* * 17/133)* 4)*

500 mg/dL i1 L) (10/157) (9/99) (17/133) (6/94)
B b B E . . . .
(150 mg/dL 24 I 200 mg/dL K> (;ég* éig; (;gg* (;gg*
200 mg/dL LA _F 500 mg/dL A 2 Z81k)
IEEEAR T b B iE

: . 7% 11% 15% 10%
(200 mg/dL A 2> & 200 mg/dL PA_E . . . .
500 mg/dL it 12 Z51E) (13/183) (11/105) (24/158) (12/117)

* p/N T, NiE, "—=RAT7A VKOG %ODL7 e 1REROMEBDH 2 BEEOEF, nidv 7 M LA
Bk

REXULTI @ 12 H[##& 52 12 WG GRBRICBIT LICBE DS H, "= T A~
@ﬁ@:vzra—wﬂm%m(mm@m;ﬁﬁ*m%mnn&@% FEE (240 mg/dL LA
) ~v 7 P LEBEOEEILI%, N—AFT A4 DHDL 2 L A7 a2 — LR IEFE (40 mg/dL
VL) T REXULTI 5% (4K (40 mg/dL Kiifi) ~3 7 b LTZEBEZEORIGIT 16% Th o7z,
—2AT7A4 DY 7YY RAIEFEM (150 mg/dL Ki5) T, m@fiE (200 mg/dL LL_E 500 mg/dL
Kiii) ~>7 b LTEBEOEIGIT 18% Th o7,

EEM
REXULTI % & {edE BRI 2 5 L7 B TIREBMMA I L TV D, X"—RAT A
REN OVZ D% BHEENC, KEE2E=X) 7352 L,

kOOFﬁﬁiwﬁﬁﬁﬁ KO OWVEREBE 2 X & Lz 6 WH 77 1 A IS & BalER
BT D i KGR O R BRI & 6 MW [FHE 5 D meAd R U 7% L O EREINZ 7R L 7o B
@%é%§6:m?o

K6 KIDOFEEFEEENRE L6 BRI TS AN BEERERRICE T HHKE

&0

77 &R 1 mg/H 2 mg/H 3mg/H

n=407 n=225 n=187 n=228

BHRBERICER T HR—ZX T A Vb DEELE (kg)
ExiE] +0.3 | +1.3 | +1.6 | +1.6
VIR DRBERFIC 7% LD EFMZ 7R L BF 0FlS (*n/N)

2% 5% 5% 2%

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

* /N T, NIIR—RT A4 U ROFE#HRODRL &Y 1 REEOREM/RD S D EBEROE
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IOFRE ARG L LT HEERESRBRICB VT 4%0BE THREMIMC L 0 E52 Pk L
72o REXULTI#EGICRHH# L C, KEON—R T A LD O E(L &I Week 26 T 2.9 kg,
Week 52 T3.1kg M L7=, 5 >AEH xR L L-IEEREMRER TIL 30%DEHE T 7%l E
DOEREHM, 4%DHBE T 7% EORERD BHE LT,

HARTE (BRAN)  RADOHELERE ZXRIG & Uiz 6 W77 & ARt BRE @ H &R R I
2 BeHSRBERE DR TSN & 6 B[ H 5 D B A& AUT T%LL EOIREHEIN 27~ LT BE OE|
BEFTITRT,

®7 BADRHERREREERNRE Lz 6 B TS tARBEERAERRICE T 54K

M

772N 1 mg/H 2 mg/H 4 mg/H

n=362 n=120 n=362 n=362

BMKBRRFIZB T D=2 T4 UinbOFEHELE (kg)
EE) | +0.2 | +1.0 | +1.2 | +1.2
WD DREERIC 7% EOEEHMNZ TR LcBAEOHE (*n/N)

4% 10% 11% 10%

(15/362)* (12/120)* (38/362)* (37/362)*

* YN T, NIIN—ZT 4 U ROREHDDR LS 1 RAORMEMBD & 5 BEROEE, nld 7% L2 L7
BEK

RN DR G RIERE x5 & L2 IEEREIEERIZISN T 0.6%D B TIREHMNIC L v #&
5% $ikE U7z, REXULTI & 51CBH L CTREDONR—R T 4 b O AL BT Week 26 T 1.3
kg, Week 52 T2.0kg #IN L7z, #MAKMIEBE 2R E LI-EEREMRERIZIN T 20%0DHE
FC 7%LL EOREEEN, 10%DEE T 1%L EORERD 3 FEL L 72,

MERTE UNEBRE (13~178) 1 : DNEOHERIPELRE 25 L LR GIEE Kt
BT, BED0S%BAEIMNZ LV FEEEZHIE L, FEMRBRON—ZF 1 b RER
Btk COREOFEEMNEIL 3.8kg THoTo, EFWBMEICOWTHET 5720z 22T [HE
Hefmzz (SD) CHIE] #HH L7e, T4, Flnk ORI % —B S S 7o EHEEE & i 5
ZETNREOEFEOBRBREREIZOWTHIET 26D TH D, z 2 a7 OZELED 0.5 SD Al
Thr%h, MRMICHEETIIRWE 22T, KRBT, REICET S 2z 237 0FEEHR—A
T A N DEAERPEE TOFEHEINEL 0.10 SD TH - 7228, HBE D 20% CTIEAEH & ORI Gl
LT Ez AT B_X—=ZXT 4006 058D LL BN L7, /NERICEET 5, AELE
=2V 7L, EFRRERETCTHRIENIEEEMTHLNENETMT 52 &,

TNINA = —RIBEWEICEE D TOT —Vay  TAYNA ~—FERHIEICE Y 7T —2a v
EHTLHERE (51~905%) ZRRE Lic 12877 B AR REE HERRICBNT, Wi,
DRPERFIZ 7% LA EOREII (kg) %7~ L7 BH OEIA X REXULTI #EDS 2%, 77 RN

0% ThH -7,
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REXULTI O 12 JA[E# 5812 12 38 ) FEFME eI 53 BRICBT LB k0T, X—2 74
VDG Ec A& RBERE E TIZ REXULTIICBE L7 AE (kg) O FEHMEOZALITFRD HieinoTz,
ket GBI I N T, N2 T A U MBI E TIZ, 4%DE3E T 1%L EOKRERY
T, 5%0BE T 1%L EOKRERD B3I L7z,

5.7 JREEEIE, TOMOREITE

TR OSEFIH S TIE, REXULTI # 58I HIC, RIS 3 2O EB 2 & U, % Offf
BAflE T RN LN LRI, IREVIMREECH L, HES), Y, B
XITEMES LRV, ZOMoOmEE) I Lia 78 b MG S Tnd, BEIXZ DL D T8 2 B
Th2DEBBUILWARENEN S D720, WHEITEFCI R T3 LT, REXULTI #5441
ZREE )T A 8, SRiER e MEROES), dEMEE, KO LeVLTaER g, Fofho
EENF I ICHNTZ VR Ao o720 LT RV, BARIICERT 5 2 L REETH S, T
TIERWD, WL D2 O5ER]TiX, REXULTI OERCH LIS L o THES ILE o7 L& S
TW5, EEATENIRMR SRV S, BEOCMEICEL RIETRERSH 5, 20K ) REE)N
FHLL72861%, REXULTI O&EITHFIEZERET L2 &,

58 BIMBKEAE, FHBKBAE, KkRUERNBRE

FEERIGURE PR FE O I 51 B BRIV E /A TP BRIV E SR S T D, BRI ERAE (B
FERIRER 2 & Te) 1XE U2 T 2ADMOIEHTHIE SN TV D,

i BR P E M OV R ERIBVME OERIK - L B2 bbb O & LT, LRI 5O [ ek
D E T A R R & KA 3 I ERBAE £ 7 A R ERBAE OBEE N B D, BRI
D FE T T P ERIE RO D DN ERI D A B D, SUTIERINE A BRI F 7 1347 BRI E
DEEED & 5 BEITE L TiX, 1RHRAE Y A BITHEBIC 2R EZNET 52 &, oKL
i, BRI ER D H 5 B IMERED D i ) OBl 53 L1256 121%, REXULTI O k%
EETRETHD,

BRRAVCEFRD B 2 i RERBAE A0 0 BEITB L T, FECOM DG DR IZ DO
THIZE L, ZORRIERSEES B L2 8 IITEBITIRR AT RETh D, £z,
1000/mm? AJii D £ HPER#E e kB 2 08 5 BFICB L CIE, REXULTI 21k L, HifEREA E1E
THETEWTLZ &,

5.9 FEIAEMER KM

HERIGURE AR FE OB 512 L 0 SRR R A 2 4L, —MIZ, el ke & B &k
URAZPEbE, BADK D DIFHEREEBRA 255 & Lo~ 7 2 At ERERIZ B W C
REXULTI &t 5 DGR & 7T 1R &t 5 DFEGEFRF o0 YA AR 1 BE oo jil/E R S8 B
AL, ENTN, FEIED E 0 2%L 0N 2%, ENPEEIE 0.1% & N 0% Th > 72, BRADFHAK
TERFE RIS L LB 7 7 v R RRBRICB VT, REXULTI #5658 E 77 R GR O
SEMEARIIE B E O RIE IR BLEIA X2 L2, FEMED £ 2% TN 2%, E 2R 0.4% %
W0.2%, KA 0.1%LN0% ThoTz, TAYNA~—BERHIEICES 7T —2a v BB TH
BE ARG L Lz REXULTI @ 12 [~ 7 2 AR xRV T, REXULTI #5:K& 77 &R
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P G-REOEENLAER f F BE O BIER R BEIS 1L, i, FEiED 0 3% & TN 3%, BLHER
ME 1% K% N 1%, KA 0.2%% N 0.8% Tdh -7z,
RILEDRELZTROTWEE (B, &S, BoKSLMKERD 289 B, BEEOIRET
W DHERE) , O MEREOHLEE (B, L%, BmtEORE, DAL, [REROR
DOEEE) , MMEEEOBEED & 5 HBE TIHEN O N, XNV A U BT —FT RETH D,
REXULTI [Z{E I O AR ZE & F 8L L 72 B R0 D B RT3 2 BEE 0 & 5 i3 TIEET
fili STV 7RV, THARATOEERRER TE D X 5 REBF IR S T,

5.10 #xfE

REXULTI % & TeHo e L, MR, ROMEEIE, S8k OEEORLELLIEE T2
ERDHD, ZOEDERTLIRNEDHY, BHREDEEZAI VD DH, O LS RENEH
% AL S 5 ATREMED 8 2 RSO ST IR O & 5 FRF TR L CiE, HURsepsEo ¢ 551
BRRHICHRE O U R 7 3l A i L, HURHRIR SRR 2 RIS 1T TV 5 B3 TITk v IR Uikl &
Fhid o b,

5.11 JEEF4E

L OFURFMHFHEE & FEEIZ, REXULTI ZEERIELA R -T2 L 0nb D, KERIEOBTEOH 5
BE TR REORMEZIK T SE 5 L) RIREOBEETITY A7 NEb @V, mln i g
FIEOBMEAZINT SE 2 L9 RREBICH D 070,

5.12 {KRRAEIES

FEET GRS R S TR ARIRIC TREA PEET 5 Z & D D, W LVWVES), =iREE, Bk, $t
o) AERZ S OEFOGHIC L VIEHEENS FERTH5Z 085, FO X IR 52BN
D5 HBEHE TIZREXULTI ZEEIZCH NS Z &,

5.13 BETEE

PURBARIR IR DO 512 XL 0 BEEEME FCrame N BB 25, kD) 27 b 5 BE TIX
REXULTI % & & Uk m I EEICH WD Z &,

514 RMEVEHEZDRIEEMSE

REXULTI 3O FEERIGORE 038 & [FARIC, Rk, B35, @) 2 RE % alRetkns &
B, KD ORI ERE AR L LT 6 MO T T 2 R ERBIC BT, BR (B OSBIR
TEEET) 2, 77 RREHD SEOOMEE 1%, REXULTI & 5L 5 SHEOGEHKE 4% D RBLEI &
THE ST,

A DHE A ST BB A kR - L7 6 RO 5 £ R B C 1L, B (BEE % ONE
WIE &5 Te) 2377 B ARBEERF 3%, REXULTI $¢ 507 5% DR B EIA THRE S,

TS = RIS T OT — v a Y EATHEE (S1~90 %) ZxigL Lz 1218
77 2 AR RREE A BRBRICE W T, IR (B2 ETe) 2377 ARG R 1%, REXULTI #
R 3% ORI THE Sh,
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REXULTI OGN EE LW Z ENAEICHR TE 2 £ Tk, BEIHEOERK L Efaka
IR A BEL VWK D B ICIEET D L,

6

Bl{ER

LT ORIWERIZOWTIE, #MISCET OMOIEIZFEMZFE# L T\ 5,

6.1

FRAME I B L 72 SR IEIR 2 AT D R COR R R ( (AL ROY [
R OMEH D EE ) 5.1 HEMF)

FELOBEERNCBIT 2 AREEMOBEITS ( A EL ) ROT TELR O
DIEE 5.2 HEM)

FRAVELZ B U 7RG AR RE IR & 9 2 il (S35 1 2 M Ze & 5 Tl i M o ®IE
( TEEELR OMEH F D75 E ) 5.3 HEMH)

BVHERRE (NMS)  ( [ZEER OE/ DM 5.4 HEH)

PRV AR R DT ( TEER O LOME) 5.5 HEH)

R OEN ( [BEER O DR 5.6 HZMH)

SRS, Zothosta Ts) ( [BEEREH LOVE) 5.7 HEMH)

B fERE, AP ERBAE, & OERRIERE ( [BER O LOEE ) 5.8 HEE)
ECSZHARIME R KAt (TR O Lo 5.9 HEHE)

Wnf) (AR OMEN E ViR 5.10 TSR

KAREIENE (BRI L DOVEE ) 5.11 IHS/E)

RIRFAEIEE ( (RO LDOMEE) 5.12 IHEHE)

W NREE ( [BER O LOMEE) 5.13 HE/H)

AR K ONEENEE O RIREVE ( TEER OMEH LD 5.14 HE/R)

FRPRELER T DRRER

BRI R E K RARD R T TEMIND 720, & 5 FAIDORRARER TR b L@ IER O
FEHENG 2 OFEAN O IR T 2 BIEMFEHEIS & BB 5 2 L3 TE T, EROR|
TERIRBEI G Z KB L WG E D01 D 5,

K5 O¥RtEREE ORI

KD DM EICH T 2 77 B AR R E E &R 2 BRI U7z B 1,054 51 (18~
65 %) DHEFIZ REXULTI #5195 SH O#BhEE E LT 1~3mg HOHET 6 HF& G L4tk
Ml L7, 777 B AT GRETITRNR O O Do b Mk L7 ( A 141 /S

/n\) o

PG ]2 F S 7 EER
REXULTI ¥ 5-H3E& D 3% (17/643) , 77 vR&EHEHEED 1% (3/411) TRUWEHIC X V&5 %
Fk L7,
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JEN DA 5 O PEIEED FE S S L T REXULTI &4 L /=7 THB L 7= GIEH
REXULTI # #fiBhik & U CEIER R (K5 oitEEEREICB W 6 Bl £ TR E) 125
HLUZEWER BIREEN 2%LLET, 78R LVEN) #FE-8ITRL,

%8 BADKS DFEMEEEEEZNEE LEMEBMEELD 6 BB TS5t AXEBEEHE
HEBRIZCEWTHIRE AN REXULTI 5T 20U LTI S ERBRE#HIYEN
-BIEA (GRE& 1 RUERER 2)

REXULTI
A A 1mg/H 2 mg/ A 3mg/H aF
n=411 n=226 n=188 n=229 n=643
% % % % %
HIBES
(U I 3 | 2 ] 1 | 2
—i% - 2HEER R 5EHAORE
W I 3 | 2] 5 | 3
BRYE & VAR HUE
SRS I R U N 1
R
IRE N 2 7 8 6 7
i/ = LT — L 1 4 0 3
R R OREEE
AT I 3 3 2 3
TRRREE
THAYT 2 4 7 14 9
SHJ 6 9 4 6 7
EUS 0.5 4 4 6 5
PRER 2 4 2 5 4
FRENE D F 1 5 2 3
S
S 1 2 4 4 3
WHHEZDRS 0 2 3 4

KT OSFPEIE T T S R DR THEBE L 7= A7 E D FIEH
SER 1 M OERER 2 128 T REXULTI & HL 9 A& L= BF 2BV T 2%LL FEoE|S
TRILEZEEWEHDO YD, TV T ERLEZORIIIARESE & HITRBEIEN EH LT,

M RARE
A

FEE RAEIC K32 6 W 77 & AN B E E H &2&akiR 2 BRI SN L 72 18~65 ik DR B
852 Fllc % L REXULTI % 1, 2, MN4mg/HDOMAETEE L, et iMt Lz ( gk
B 14.2 M)
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W B eGIE D REXULTI K5 /EE D 2% LU LI B L 7= /ITEH
N DG IFVEERE G L LB (6 BEILIN) 77 &R REE &R RRIC BT 5
REXULTI (B8 L7=GIEH GBEBEIEN 2%UETT IR LV EV) 2F9ITRLT,

%9 BRADHERAEEEENRE LI-6 BB TS tARANBEEHAEHABRICENTHE
REIEMN REXULTI 5B T 20U ETTSEREBESEHLIYEN - -BIEA GER

3 RURER 4)
REXULTI
77 ¥R 1 mg/H 2 mg/H 4 mg/H a8
n=368 n=120 n=368 n=364 n=852
% % % % %
HIBES
b B 2 6 2
T 2 1 3
ERAR IR
IREIEN 2 3 4 4 4
M7 V7 FoRARF 1 4 2 2 2
F—E BN
TR EE
THTT 5 4 5 7 6
PRHR 1 2 2
PH 1 2 2 3 2

TANINA < —BBHEESI T OVT—Va v

1238 7 7 & At FRLE E A ERE 2 BRICSIM LT T vy g ~—BEREEICE S T VT —
va Y OAREERE W E BT SN B (51~90 %) 503 Bk L, REXULTI % 2 &X' 3 mg/H
DH&ETHELE L, REXULTI %ML d i Lz ( /K 14.3 HEH)

FIEIIC - 5 151
12 B 7T & A% R EEH &R 2 3B ICHB T, REXULTI #5-8F 0 5.6% (28/503) , 7
TR RBED 48% (12/251) TEMWEHIZL Y &G A2FIELT-,

T IS =TI F 5 7 T — 2 7 2D REXULTI G D 2% L1587 L 7= FIEH

T NA = —REBAEIZE S 7O T— 3 a VAT AE RS st L U 12 8 E E A
EARBRICI 1T D5 REXULTIICBEE L7 RBIER EELEIG 23 2% L E T 7R LD &) 2% 10
R L7z,
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% 10

TILYINA T —

RRRMIEICH ST OT—

VAVERYTABEENRNRELE12E

7o tRBEERAERBRICHS NV TRFISHN REXULTI RS T 20U ETT

StRBEEEL YN o-EER (HER6 RUHER 7

REXULTI
7R 1 mg/H* 2 mg/H 3mg/H A&t
n=251 n=137 n=213 n=153 n=503

% %% %% % %

RYE e VR AE HUE

GRS 2 4

PR G 1 2 3

FERR R R

wEED F T 2

SHR 8

fpRt 1 2 3

RS

R’ 3 | 5 | 5 2 4

* REXULTIImgl H 1 [ENIT VYA ~—BERAVEIZ LD 7 27— a OIREIZEIT 2HERHA & TIET RN
( THM - &) 2.4 THEMR)

FEMED F VR OEEEED VA FEED N E L THERF L,

SRR S OMBEAR 2 AR & L CLERF L7,

PIHIARIRAE K& OVRIRAE & ARHRSE & L CEERH L7z,

o —

SRS BRGEIR
K 9 DIRHEREE OREBIRE

TV T bR SEERANRIER B L 7 RIER O FBEIE L, TR0 DO R
HC 3%, REXULTI £Hi9 DEOUHBE T 6% THoT, THIV I T ORBEGITT TR L

PLH oI E OPEFHBE T 2%, REXULTI & P19 SEOHHEE TI%TH 72,

KO ORMEEERE 2R E Lz 6 87 7 2R RABRIZIB VT, Simpson-Angus D #E{A4}
FEIEIRFEA R EE (SAS) , Barnes 7 1 o U7 R E (BARS) N OV E A B 2 S B R AT R EE
(AIMS) DOF — % ZEEANCINE L=, REXULTI & #1923 L OPFHBEICE T 5 SAS,
BARS, AIMS OFHERFERFDR—A T A b OEALEDOFHEIL, 7T vREH D OFELED
DB L% CTh o7z, REXULTI & 515 KON H O BEIZIB VT BARS KO SAS 23 IEH 7
SREFEANLEENMLTEBEOES (BTN A% 4%) X, 7T7'REH ) SEOHOBE
(0.6%M% N3%) v bmnrol,

A L FE
T YT bR < HEARSMBAER (T B L 72 RITEF O BEIS1E, 7T B ARG HEE T 4%,
REXULTI 5 BE T 5% Thot-e THIV T ORRAENGILIT 7 R EEBE T 5%, REXULTI

BHEBETII 6% Th o7z,
N DB ITRIE R 25 R & LTz 6 87T & R % W E & &RBR 2BV T, Simpson-

Angus O FERIMEIERFEARRE (SAS) , Barnes 74 ¥ U7 iR E (BARS) M OVEH RREE
EIFHENE (AIMS) OF — X 2 &EHNCINEE L7-, REXULTI #4583 1281F 5 SAS,
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BARS, AIMS OFHERFEHEDR—R2 T A S OB ONYEEIL T T R HEE L RS TH
572, BARS K TN SAS DN IEHF DD B~ &2 L7 BEDOEEIX REXULTI % 50 #EE (Fn=F
2% K NT%) TT IR EEOBRE (1%KL N5%) LV EH->T-,

TININA = —BIBEIEICED TV T—va v

T AV T R SEERANRSER B L 7 RIER OB BEIS 1L, 7T AR 5EE T 2%,
REXULTI # 5 HF T3% CTh o7z, THI T ORRENGILT 7 v A& 585 T 0%, REXULTI
BHBRETIT 1% ThoTz,

TIVINA = —REBAEICE D T VT = a v AR THEEZRNSR L Lz 2 BT 7 Rt
AR 3 P a2 250 T, Simpson-Angus O SERSMERERFFMNEE (SAS) , Barnes 74 2 V7
FEAM R (BARS) M OV ARREEIEEHMRE (AIMS) OF — & & Z@IRITINE LT,
REXULTI #%5-F& 1251 5 SAS, BARS, AIMS OFHEEFEREDR—2 T A L ind DAL D)
I 77 v RELERE LRSS TH T2, SAS BIEFH NS B~ LB L BE OEA X
REXULTI % 5D HEE (6%) TT 7 v RFELEOEE 2%) LV @Ehoiz,

PR =T

BT WEE CIIBRGHBEEARICC A N=T OIERDBEZ S22 R D, VA =T O
FERIZIE, FAFpORLEE, BF L U CHAMRRRR, oe NN, PPN, SRHERENH D, Zhb
DIERIFMEHEN S RIS S bH 508, B HAOHURMIR R 2 m A& L2, XY
EAERE - HE, TRVVEETRILT S, BTV A =T 13BN, BERETI AN ERT S,

B AR 5B O Sl TR B L 72 REXULTI DAt O EIIVEA

FRA DK D DR K O A RIE BT XI5 & Lic 7 7 ' A AR ER ISV THEL L
T OEIWER GEEEIEN 1% U ETTT7RE @) Z2LLTICR L, 20, 1) AR
FHROETH 2 WM OIE TR F 4+, 2) EAIDEE TH 2 mTREMEMEYY, 3) — KB+ & TIE
WAME A 22\, 4) BRRICEE Tl Lt s iz, 5) BERIEGN T 7R UTF, ORIWEMIX
BRok L7,

HREEE « B

BghEE B, ANELEE, WERZ%, EE, =05

ke > v 2 7 5 N

J BRI I OV 2 R e 25 - 5 P

PR B T

SR OB PRl 2« ZITIE

ANREFE (13~17 5%)

13~17 i O/ A IRIERE 255 & L CEITH O 2 EMIEERRBR T, 194 2358 s L
TLEEEFM L, 2055 140 2 REXULTI % 6 % HRILL B G- Uiz, Z O 5%
& LT ERRRBR Tt SN EERIL, BRABRFE CRO ONRIER SRR L Th o7z,
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6.2 TEREZEOFEREER

REXULTI D&REDOEMA TUTORBERANFES A TWD, ZhbDRIERIZ, FEFEAT
2 EFN O D ERBE TH D7, REFIE OIEMLHEE ITHAR S & ORRBEGR % fEsL
T5Z L3 T LHABETIERY,

PRE R - TENETE (R RE

7 EYHEEER

7.1 REXULTI LEEERMICEELHEERD H 5 EH
REXULTI & ORERAICEELRMEERZFE 11 IR L,

= 11 REXULTI & DERERMIICERGHEER

5172 CYP3A4 PAEIK

BEIRHY 72 B 54172 CYP3A4 BREZK L OfFHIZ L Y, REXULTI BARER & il LT
TVIACT T —NVORBENEM LTz ( TEBFEEE) 12.3 BHER)

5 ik REXULTI & 58 /)72 CYP3A4 REEZ AT 554, REXULTI ZHET
Bl (T i 2.7 HEMHR)

#5172 CYP2D6 PRI+

FERAY 2 R 372 CYP2D6 FAEER L DI L VW, REXULTI BEA|#5RF & el LT
TVIACT T —)VORBEVEM LTz ( TEBFEEE) 12.3 BHER)

5 ik REXULTI & 58 /)72 CYP2D6 [RERZ AT 554, REXULTI ZHET

Bl (T - B 2.7 HEMHE)

CYP3A4 [AEIK L CYP2D6 FAEXRK L OOtH

FEPRR 72 B REXULTI & 1) /)72 CYP3A4 PAEZK L5872 CYP2D6 [HEZE DG,
2) FEEFED CYP3A4 FHESK L3R )72 CYP2D6 FAEER DGR, 3) A
CYP3A4 [HEEK L fhED CYP2D6 FAEE DG, 4) FEED CYP3A4
PHESK L P CYP2D6 FAERK & OfFfIZ LV, REXULTI B 56§
CHELTT VI AT I — VOBRBENEM Uz ( TBEEAFEEE) 12.3
HER)

5 Fik REXULTI & 1) 387172 CYP3A4 FAEEK L 58 /172 CYP2D6 FHEZEDOHFH,
2) HEEEE D CYP3A4 FAESK L3R N 7e CYP2D6 FREEKDOGHA, 3) @b
CYP3A4 PAEIK L P EED CYP2D6 FAER OO, 4) PEED CYP3A4
PSR L % o CYP2D6 FAE & O 21T 9 %4, REXULTI % B
5T & (T SR 2.7 HER)

72 CYP3A4 FEMIK

FEPR) 72 B REXULTI & 587172 CYP3A4 83K L OFFH 12 XL Y REXULTI BA|# 5Ff
CHELTT VI AT S — VOREBENED U ( TBFEERE) 12.3
HZ/R)

BE5HE REXULTI & 58 /)72 CYP3A4 FHELZ AT 554, REXULTI ##{&T

& (T B 2.7 HEHE)
* RO ORMEEEBRE LML L Lz REXULTIIZ K 2 #BREZ BT 2R BICBWT, #8574 CYP2D6 FLESE
B, FrdxeFrROinxteFr) LofARICAEREIITOR» o, CYPIZETAE/MIL, T
TIZ— A 2HEARICHAENTEY, KO oOREREEREF CIIARRE R LICRETE S,
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7.2 REXULTI LEERRMIICEETHUVEEERD H 5 A

FEERERBR O RS, CYP2B6 FAFHK (i, FrrobvPr) ST/ WMHEE (], F 2
77V —)v) L OGFARC REXULTL O I & il Zs B, 7=, CYP2D6 (ffl, 77 A hm
Abwzyr), CYP3A4 (fl, m"2AZF) , CYP2B6 (fil, 77w 4r) , BCRP (i,
BANAZF ) fOP-gp TV AR—2 (fl, 72XV T7xFTr) ORELRDHEAIL
REXULTI & OO FRFIZ & F Sl S L0 2 700,

8 HHEHE~ORE

8.1 IEIR

R OERSEHICET 5L R Y
PEARTZ REXULTI (ZHERE SN 7 KMEIZ 1) D IRIR O find 2 1859 % 72 9 O IEAR H O B H (i
MIZBET 2LV A MY BB 5, #ffllX, [National Pregnancy Registry for Atypical Antipsychotics
(R OFFETRIGUS IR OB HIZET 2L 2 M U) | 1-866-961-2388 (T 1H#E XX

http://womensmentalhealth.org/clinical-and-research-programs/pregnancyregistry/ & Z D = &,

U A7 DEH

WHEHED U R 7 Zxd 72 @, REXULTI & AV 7z, EdiZxrd 2 HhalBiid 58k ST
2N, RHADIFIRGY (=~ U A A% —) |2 REXULTI % & Hi iR 2 %5 S iz 54,
HIES O AV CIIMEARABIER SUTEEBUER O RIS D) 27 8" b 5, HRT v RO 4%
DIETRIRRICBNT T L7 AT T Y — /L%, mg/m? #HE T b R HESEER R &
(MRHD) TH24mg/HD 3% (T v b)) XiT 146 1% (74 F) £ TRAOKG LR, BITE
PEIZA DR Do To, LL, MERT v FOREREENORAMIC T L7 AT Iy — %
MRHD O 73 {5 &5 Liz & 2 A, FEEMOHAERFECER ML ( [5—4%1] &) . KAl
OG5 L e HEMTOEZEL (major) e REF ITMEDYE 5 U A 71250 TEbro T
W2, BRGNS, KENCRIT 5 iR EMATO, FEREREEROWEOE R A
TIEENZI 2% ~4% %L DN 15%~20% & HEE STV 5,

BR PR ) 72 25 22
J e - BN TORITER
RHRDITIREI (=R U 2 2% —) (FEERGURS 32 I 5 S ol A i Tl b E®
(CHEARSMSIE IR SUTBEBUER, T72b b, MBI, HERICT, R, HR, ek
g8, REMOEEORENH D, TNOOBIHEDBEIELEIIHA Tholz, FiERoHhIC
XAERI AR TR 72 LB S8k B CRIE L2 b H 52, ABRERZMSEE LplbH -
oo BTANE TITSEHASNSIER SUTBEBER A B =2 — L, JERZ#MUICEET 5 2 &,
T—%
Bty T —%
RS v FOREREIIC T L2 27T —L% 3, 10 K130 mgkg/H  (mg/m? #a%
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TMRHD ® 7.3, 24 KOV73 %) OFETRALE Lz, 7L 27 A7 7Y —/LZ MRHD
D T3EOHEE CTRAFBIEEZ RIS T, BAECK L TEEEL RITI 20T,

R X OREERLIC T L7 A8 75 —/L % 10, 30 KT8 150 mg/kg/ B (MRHD @
49, 146 U730 1i%) OHETRAKEG Lz, 7L 7 AT I Y — /MMER B EZ RS T,
MRHD @ 146 {50 HEIZEB W TH AT L THERE L KX I ) -7, MRHD @ 730 %
BTIE, BEEENRO LN, BRIITEARE, BEE, B - NI RBEE O
B BT,

IR T~ FORERRMN LRI T L7 AT T Y — L% 3, 10 KT8 30 mg/kg/H
(MRHD @ 7.3, 24 KOV 73 %) OHETRAO&LL LR BRIV T, MRHD @ 73 ff &
5, AFEHARKRD & AR O ROBMA R SN, B OGRS, HAR
REOIKT, AEBAEEINIEIA MRHD O 73 fFETHR LD, 24 FETIEA LN,

D f:o
8.2 &3

U 27 OB

t MR ~DOT LI AT T = VDT, T LI AT T — L ORAF OGN E 2 5
WK OFLIHEA~OEBZRGTT 5, BHLICET2RBIIEHL SN TR, TL7 AT T
S =ME Ty PO FIIBATT D, RIS K DRE R ORBEA~OF MO I 29 DERITI,
81D REXULTI DGR TOMENE R ORI O IIZ 1T % REXULTI Z O O XX RHA D
FERBEICHEIN 3 2 B BOAREME L BE T RETH D,

84 INR~ADEMA

o I FE

13 5% BL B/ NRBFE BT 250G KTEDOTERIE L LT, REXULTI D% K OV 2hitk | L
SLLTWD, ABEEMICIIT S REXULTI OFEA L, BRAMAGLKIERE 235 LTHoh
OB A BWZRR TELNT-T T U R, AL ONERE DRy EIET — %, KO
13~17 i O/NRBE OREMT —ZIC LV EMTNTWD ( [ZEER S EO/EE) 5.6

H,  TEIEA) 6.1, KO THRERE) 12.3 HEH)
KD DFRPEREE

INRDOK S IR TEREE BE T D REXULTI 022 & AT STy, Hio o
TN 5 BRRE L ARITA RS ( AL ) ROY TEER OEH Fo
B 52 HEM) )

85 SEEE~NDEEHR

PRSI SR O 4% 512 X 0 ZBAVE (S B U 7S iiEik 2 A3 2 milin s Tl Y 27 N LR
9%, REXULTIXFREVEIZBIE L 72 ik 2 3 2 BE ORI L CEERE ST
W (TR AL RO TR ONMEH E D/ EE ) 5.1 THERME) )
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R 9 DM E Ol B & O K RAE

KD DIFPEREEIZ KT D505 DD MBFRIE K O A RFVERE x5 & U7 AR
REXULTI &5 SN 2BEZ D55, 24861 (3%) 265kl bk [Z D55 45 6 (18%) 1L 75
WLl bl Thote, O DBFEEKRG L Lz REXULTI OFKERER TIX, 65l LoBH LIk
riln A L DORIEDEWEFHEY 51213 65 A LD BE OB+ TidenoTe, —#iIZ,
K9 OIRPERE I A RIED Sl EE CORERIUTEEI/T O RETHY, - H - O
REDME T L, PFRIEZED, MOREBERETFICHDL LB E2BEL, @, HERED
TRNGEBTRXETH D,

TNAINA =—REIHEICHES T VT —va v

TIINA = —REBAEICE Y T VT —a v A ET 5B E 2% L LzlRRAR G 6 &
OWRBR 7) ©REXULTI 2% 5 S 72 65 Ll B BE LA 448 5] (86%) TH YV, WiRIE 65
~T4 5% 170 51 (33%) , 75~84 ik As 228 il (44%) , 85 kLA 123 50 # (10%) Toh -7z

( THgAR#) 14.3 HEH)

T IV NA = —TUBHIEIZE D 7TV T — 3 a VD E L CO REXULTI O g RER TlE, FE
R & 65 I OB & ORISR DENWZ R 2 11X IEm B O FIEII 5 Tid e o
7=
8.6 CYP2D6 R#EMHRESE

CYP2D6 FRENEMEREHE T, CYP2D6 RHHEMIEFRE LI L T L7 AT T Y —/L DL
HIRED A3 5720 HEREIAHERE S D, K 8% D AAK D 3~8%D T 7 U J1 R B AN

CYP2D6 (2 L D EREZ A L TR 6§, MEEEIRE CoshD, (k- /2 2.7
HR X T RFERE ) 12.3 IHEMH)

8.7 HEE

P~ mEORFSIER S & A5 284 (Child-Pugh 2277 7 LLE) "CORIHERERRAR M
%, EEEEDORTHAERE 2 A9 0 BH R ONTHRREDS ER R BE LR ( [A7k - i) 2.4 HZ
By o AT EE A~ FEONTHRREIRE 2 49 2 B TIPS ER R EEF L kT L7 2
BT —NOBRBRENS ( THAFERE) 123 B2 o BEOHINC LY REXULTIIZ X S
BIERARBRY R BNEEAZ ENH B,

BEX 1= =
8.8 HIEEF

IVTF=r 7 VT T A 60 mL/y Kl OB TORAHEREERRA &I, BEOHEELAT
% BE R OEBEEN IER 2 BF LR ( Uk - ) 2.6 HEH) . —RICEREEERETIE
BHRENER RBE LTI VI AE T TV — LVOBRBENSE\ ( HFERE) 12.3 B
M) . BEOHEIICLY REXULTIHIC L DEIERBBRY A7 RNEEHZ L0855,

8.9 fhD4EF%EH
REXULTI OHELERH &1, B, A, MOWMEOFEERDOT R TH D (KR
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12.3 HEMH)
9 EUMELARUVEMIKEF
9.1 HRHIME

REXULTIIZEENAT L7 AT 5 — L3 HEIWE i,

9.2 ELH

REXULTI Z#EH C& 2842 52 -8B W CH CEBIIA ST, ARAEN R R IL 7
W2 ERIRIBR I T,

9.3 {K%EM

REXULTI # £ 5 Szt b ROEMICB T, &5 IR X 2B L e o
7oo ZORERD B REXULTHZH IRMKAFIERREEDS 2 2 & AVRIR S LTz,

10 BEES

REXULTI Ot &4 512 B9~ 5 BRI LR H 40T 5,

REXULTI Oi &% G-REOEFH & LT, IFHRIEICESL, @MURK0E, BERA, #KOlHE
Ff, MOVEROEHEZITH 2 &, BENEET L CER EOBEHL OB T 52 L, i
B GOFHICKT HMOHERFREIIZOWTIE, FEHESLVT 712 (1-800-222-1222) XIEH
BAE WG DED Z L 2RarT 5,

REXULTI #% D 4% 5 1 B ICIEMER L OV L E h—/b (50 g240 mL) &R O#%5 L= & 2
A, TVLIAET TV =D Cmax 13K 5%~23%, AUC 2 31%~39%{K F L7, L»L,
REXULTI O 842 H-RF OIE MR IZ K DIERZNRIZ OV TE 0 RIERF BTV,

REXULTI i 4% G- RF OVRIR IS K9~ 5 ME T O RICET 2 RIT R VWA, 7L 7 2875
V= VIR AR SRR SN ENLAATII RV EEZLND,

11 HF| OB

TV AET T = MIFEEGUREHR I TH Y, REXULTI$®L L TRk h s, 717
v 77 ) — L DAL X 7-{4-[4-(1-Benzothiophen-4-yl)piperazin-1-yl]butoxy} quinolin-2(1H)-one C
&5, 75 FAIL CosHaN302S, 43111 433.57 Th 5D, WEXEZLLFITRT,

REXULTI $213#2 O $EC, 0.25mg, 0.5mg, 1mg, 2mg, 3mg XWM4mg DHENH D, FEE
PERRATIZ, HBEAFIY, FoEnas T oAy, fihELAE—Z, B Redo ol bila—
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2, RESELE FeXxi o il —R, AFT7 YU~ Rx 7 A, B Aa—RA KRN
AT ThDH, BOANL, BIbF ¥, BbEL O =8k TH 5,

12  BREREEIE
12.1 {ER#F

KD DR E ORBIRE, T, ~—RERHREICE DS TV T — v a Y OIRER, KOWA
KAVEDIERIZ I T 5 REXULTI DFEAMEF XA TH S, L L, REXULTI OF#MITE =
F =2 5-HTiA & /XX 2 Do ZARICHT 2807 A= MEMEE, &r b= 5-HTa A
X327 o2 A=A MEMZN LTV D HEERE X DD,

12.2 FEE/EHR

TV AET T, UTFOEKOE ) 7 2 AR A RIS LmWbEftt (KifE) %

RLTz ke b= S HTIAZ AR (0.12n0M) , 5-HT2a Z &K (0.47n0M) , 5-HT2B &K (1.9
nM) , S-HT7ZAE 3.7nM) , R3 2 DK (0.30nM) , D3R (1.1aM) , KO
RLFU v aa=B&K (3.8nM) , aiBZ&MK (0.17n0M) , aip ZHFE (2.6nM) , ac ZHERE
(0.59nM)

TV AT T —idke b= 5-HTia S HIK, XX 0 Do AR KO D3 S RISk L
W7 A=A L LT, ¥r b=V 5-HTA /K, 5-HTs AWK, S-HT7 AKX OT LT
VY oiaZBIK, aiBZHE, ap ZHEEE R e BRI LT X I=A & LTERT
%o Fiz, TVIAET TV =T AX IV HI AR (190M) KON AT Y > M1 2B
(10 uM T 67%PHE) 12k LT HEAMEE R,

Lol SR A P

REXULTI Z# & KAMIEIC I T HHEREHAEO 3 fFE& T, KO DRMEFRERRIZBIT 5805 D
SOFBIPRIEXNLT NI A~ —BERRIEIHE D 7 V7 — v a3  OIRROHER A RO 4 (552 5
5%, EERMICHREE 72 5 QTc MIFRDIER (T78D Hivian o7z,

12.3 EWEhHE

WY

REXULTI $& % HL[E1 42 5-1% 4 R AN i i MU P SR BE LT L7z, % AR B IRF O et Y /S
AFT A TEYT 41T 95% ThoTz, TV AET TV — LOEYRRE TG 10~12 HLHN
WEFEIRRBIZE LT,

REXULTI I BHOHF L MG T& %5, REXULTI 4 mg S22 EHER 2 mIER & & b
BeH LR, 7V AET T YD Cmax & AUC ~DERDH D5 BEOEEIIA LN -
72 HEIRO1 B 1 BIKEREFICT L7 27T — L OREGERE (Cmax L OYVAUC) 1355
WCHBILTHEIM Lz, 7 L7 AT T — L invitro iRBR D% F7/> 5 MDR1 (P-gp) <° BCRP
DEIBRPH TV AR—=FZOEE LT BRNT ERRBEE T,

Confidential - Proprietary Information 26



pAKiit]

FIRNEGZOT L7 AT T — LV OSHERIIRE L (1.56 £0.42 Lkg) , MAEIGAAN
TR I, TV AT T Y= OMBERICBITLMIET VT IV, al-BYEREE ISR 5
BEAMAEERITImS (9% %22 2) , FEEAMSIIEESOIFES OREL T2, invitro
REROFEFEND, T AT IV —LDOERRBAIIILT 7 U v, PTENRL, KOV F R
VDB EZIT NN ERDI o TN D,

NEES
(i)

Az v FF R m—24 P450 (CYPIAL, 1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6,
2E1, 3A4) ZHW=7 L7 27TV —d invitro KRB OF RN D, 7L 72877
Y — WL EIZ CYP3A4 KON CYP2D6 %4 L TRE S D 2 E AR &7z,

invivo TIX7 L7 AT Z Y — LFFEIZ CYP3A4 (X CYP2D6 12 K » CTRE@an s, H
[ & O 5% ORFPEERICIB T 5 EREMRIE, T V7 AET T — )L RO ERGH
YD DM-3411 TH o7, THARIETIE, DM-3411 NIEF 7L 7 AT T — L OREE
(AUC) D 23%~48%% 587-, DM-3411 N7 L7 AT T — )L OIGFERIZEH LG L T
WBEITEZ N,

Invitro 7—% TlX, 7 L7 AT TV — /LI CYP450 21T & A EH D NITELBLEL )
27,

Pt

HC-7 VLo 275 — Lz HERR O #5145, G HFREDR 25%M R0 5, 46%25HD
HEN Sz, TV 7 AT 7Y — R OGN, REED 1% A3 R F I PEE S
N, $914% N E R LEIN SN, T L7 AT — & O8E1 B 1 BRE5#0 BT
Bz V77 A1%, 19.8 (£11.4) mL/hkg TH-o7-, REXULTI ® 1 H 1 [BIER OB
BOT VL7 AET T = RO TEERGY DM-3411 O EBHNTZ N4 91 08 86
fficH-oiz,

Rk T OFER
BHIER DT L7 AET T — VRIEORRE 1B Lo, BAERRMBIERT OFER
MO PEEBEERFICKITL LI AT T Y — L OIRERIIEEEE R OBRE L TE)

277,
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X1 TLYRETS V- ILENBHE~DNEEEFDZE

Brexpiprazole PK

Measures Fold Change and 90% confidence Intervals
Renal Impairment
Severe cmax ——
AUCH [ — .
Hepatic Impairment
Mild Cmax | —a—
Auce | A
cmax |
Moderste A H '_Hl-
Ccmax —a—
Severe A & e S O
Population Description
Gender
5 A Cmax |
Femsk versus Msle, Adult Bt o —=—
Ccmax
Female versus Msle, Elderly PN —-—
Age
cmax |
Elderly versus Adult, Male ArL-ig —=—
Cmax [ —a—
Elderly versus Adult, Femake Pt —
t u =
0.25 0.5 1 2 4
Change relative to reference
=]
/) \/ LA

13~17 sk D/NREBFE 43 Bl 2t 5 & U OG- yEiesi (0.5, 1, 2, 3, Xd4mg/R)
T3 LT, RHEMSRY BT IS < &, NRBE (13~17%) I8 57 L7 AT
V=V DEHIREFTEE (Cmax L OYAUC) 1, 0.5~4mg O HABFPHIZH > TR AR SI1ZIER T
THoTl,

SR BAE R
AN T L7 AT T — L OBRBIC KT THECOWTH2ICENY L, YIalb—Tay
DOFEFR, CYP2D6 ﬁ%ﬁﬁéﬁ'iﬂiﬁ?% T F17%2 CYP2D6 FHESR & CYP3A4 BAEK O T &2 0FH L7z
Yy, EHAMREIZIBWT AUC 23 5.1 f5F £ T EAT S LHEE Sz, CYP2D6 OHHEMERIRH
2507172 CYP3A4 BEHRZ O L7256, EFIREICB VT AUC N 485 T EAT2 2 &7
Heg St (R A ) 1.0 BRR)
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2 fthF A REXULTI OEMENREICRIZFTHE
Brexpiprazole PK
Change due to Measures Fold Change and 90% confidence Intervals
CYP3 A4 Inhibitor: Cmax | HH
Ketoconazole Aucing | -
CYP2D6 Inhibitor: Cmax - Ha
Q uinidine AUCInf F I - |
CYP3A4 Inducer: Cmax | -
Rifampin Aucint | =
CYP2B6 Inhibitor: Cmax | —a—
Ticlopidine AUCInf - —i—
Gastric PH increase: Cmax —a—
Omeprazole AuCinf L i
T T " Ll T 1
0.25 05 1 2 -

Change relative to reference (without interacting drug)

REXULTI 23Mti | OB R IZ KAF T 52BN DWW T 3 I ER LTz,

3 REXULTI MBI D EMEEICRIT T HE
Effect on Analyte PK Fold Change and 90% confidence Intervals
Measures
CYP2D6 Substrate:  Urine DM X/DX r e
Dextromethorphan  ratio
; ine Cmax| ——
PgP Substrate: Fexofenadine K e PO
Fexofenadine
CYP2B6 Substrate:  Bupropion  Cmexp it
Bupropion Hydroxy Crmax |- HIH
Bupropion  AuCinf | ]
CYP3A4 Substrate:  Lovastatin Cméx r —a— -
: tL —a—
Lovastatin Lovastatin®~ el 2l
Hydroxy Acid  aucth ——
BCRP Substrate; ~ Rosuvastatin  Cmexp HH
Roswastatin AL st
025 05 1 B 4
Change relative to reference (without interacting drug)
=
13 EERREM

13.1 AARYE, EERRME ZheeEEE
03 A S

ICR v 7 A K& U Sprague Dawley 7 v F Z HW T ARMERBRAN L SNz, 7LV 7 AT T
— NV EMERED < 7 ZZH L 0.75, 2 RO S mgkg/ A [AFEHE (mg/m?) #5% T MRHD 4 mg/H O
0.9~6.11%] , HEZ v MIxtL 1, 3 XU 10mgkg/H (MRHD @ 2.4~24 %) , #Z ~ MxfL
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3, 10 2 O*30 mg/kg/H (MRHD @ 7.3~73 {%) O & T2 FERREIFROKS L=,

e~ o AN B IAROBE DR ERITT X CTOMETER L, R¥ EEEORARIL
MRHD @ 2.4 KO 6.1 f5OM&ET LR Lz, M~ v A TIHEGRARD LR3I Rho7T, T b
BT L2HRBRTIEL, 7V 7 AT T Y — /L3RS $ 12 MRHD @ 73 {5 £ TR AJRPER 578
Mo,

o BEIZIT D TR K OFLARO IR PEZE AL & OSH A= O F8 A 1A O TR AR5 3 D & W1 12 5-
BIZHBOONTEY, I3 FranT2b0LEXLNTND, TL 7 AT TV — L
mE7e 7 7 F U RELZ ERASEDERNRS L ZENR~Y T AR DT v N TRENTZ, THoHEET
HoNdTaT 7 FrEN LTENDWIEEDOE h~D U 27220 Tidbho TR,

28 B

invitro TORME DR IFIRE AR (Ames illR) T, 7L 27 AT 7Y — L OEEFMHITR
DOHNRNoT, TV 7 AET T = invivo DT v N O/PMMERBRIZEB W T H YRR
IR S5NT, T v FTO invivo XN in vitro REH DNA A RGERERIC BV T b a2
RS 7277, invitro TORFLIEMIE Z AW 2RI W T T L7 AT T Y — I ek Ry
HRER R ONTA, MlEFEEORA LZHRICRONT, UEORERNS, LA 7T
—/LIZE N TOBEBHEMEY A7 13RI o7,

ZHRHE D FEE

T v MCH LT L2 AT 5V —L% 03, 3 K130 mgkg/H (mg/m? #1% T MRHD O
0.7, 73 XU 73 %) OHETIHEGOHET v k& OLRRFINLZEEOERET 1 A 1 [H5E]
PEAEG Lz, BB ORNE KR OZBREDIR T2 3 LU 30 mg/kg/H TH Lz, 30 mg/kg/H
TIIRE M DOMER &, FIRFIIRER OB A b,

TVLI AT I =L E2HET v ML 3, 10 X1 100 mgkg/H  (mg/m? #i5 T MRHD @
7.3, 24 U240 £5) OMETARECATIO 63 H MMM Db L, sl&his, HBOAEM S D 14 A
MOZEHH b HEE Lz, WTHOHETHREMHCZBRICZERITRD b7z,

14 BRERELER
14.1 K5 DRHEESDMEIEE

6 JHM —HEMHR Y7 & AR E E H &R 2 3B IZ 350 T REXULTI O K 9 DY PR DA B)
PEEIC I DAEZ N L7z, %51 DSM-IV-TR 2 25460 K 5 itk o FL it 23 7- 4
AT, REZOFEZMDT, LTk it SFeR (1~3 a—2) ~ORISEHA+3T, 81
ML) S (A Fa T T L, ILAxvTFr, RaxdeF U REHA, Er a0y, 5
20X F URBELH, N T T 7 R CREAD 12 K DANER CRISB A Th o T2 B
& L7z, BB OPL D DI THISH Ao 7238 % NEREIM 28 U RENZ28ENEo b
JERMFRE L CW DS EERLT,

B 1 (NCT01360645) TIXREXULTI2 mg XiX7'7&AR%Z 1 B 1 B Uiz, &2
(NCT01360632) TIZ REXULTI 1 Xi&3mg XIT77&AR% 1 H 1 [BEE L7, REXULTI 5
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DBFTIX, Week11205mgl H 1 FLHEEG 2L L2, Week 2 IZF X TOH# T REXULTI
OHEZ 1 mg IZHEL, Week 3 LIRRIZHEID MFICESE I mg DF EfkHET 572y, 2mg Lix3
mg ~EME L, &0 o4 /8EIZFE CHEZER LT,

FHEHMMIE H 13— AT A )5 Week 6 F TP Montgomery Asberg 9 D95 aAM )R

(MADRS) OZ{b&gEE Uiz, ZOFMERET 10 HE 272 2EKREOFNIC L2 RET, 92
JERORREZE 0 (£<72L) 2560 (KREE) OAa7 Tiklid s,

F Y T D MADRS 8 A 27 OFHEIL 27 Th o7z, &R 1 LOWRER 2 1280,
REXULTI2mg 1 A 1[I EH9 DO HREL N3 mg 1 B 1[5 & H1 5 SEHOHEHKFDO MADRS #&
AATIZONWT, T TR EP D DEONHRHI T 2 EEMEA R S vz, WEE BRIk
5 EEANERHEIE B OFERE R 12 1R L, K4 1238 1SR 5 EEEHnE H

(MADRS) (ZH:A < L OHER ZR LTz,

=12 BRADKS DREEEEEZXNRE LEHEXICE TS MADRS DR—RX S5 4
Uhvib Week 6 ETOEILE (5 1 RUHER 2)

R—ZRS5LLDIR—RAFALINED
YHE AT | LS Mean DE(LE |75 R DE™
RER 58t Bl (SD) (SE) (95% CI)
REXULTI (2mg/H) +¥i9 > 175 26.9 (5.7) -8.4 (0.6) -3.2(-4.9,-1.5)
Beal
I
7S5 RHHH S 178 27.3 (5.6) -5.2(0.6)
REXULTI (1 mg/H) +H795 > 211 26.5 (5.6) -7.6 (0.5) -1.3(-2.7,0.1)
PR
2 [REXULTI B3mg/H) +Hi5 > 213 26.5(5.3) -8.3(0.5) 2.0 (-3.4,-0.5)
;g"*é
TSR Y % 203 26.5(5.2) -6.3 (0.5)

SD : fEYE(FZE, SE : FEYERRZE LS Mean : fr/D FEHE, CI: £FHEOEHEIXM
* /N RIPEHEDOR—Z T A DB EDFE (FEE—TFFER)
T FS e RITH LRI S B 2R L &

YT TN — TN ORER, Flm, MR, AR, ROWHEEOHL 9 DI U TN ED 21T A
Y AWAYIEYSY
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4 BADK S DFEEEEERE TO MADRS R a7 DEXERH B OR—R5
1ohoDEE GRER 1)

-&- ADT+Placebo

-~ ADT+Brexpiprazole 2 mg

Change from Baseline
L}
(¢}
1

-8 -
-10 -
'12 T T T T T 1
0 1 2 3 4 5 6
Weeks

14.2 $#EKRE

DSM-IV-TR DG SFRIE D2 W B A5 7= T RSO RIE B E x5 & L7z 6 R HE1ER
(L= EEM T 7 &R xR E E B 2 3Bk IC BV T REXULTI O A 2 PEN R &z,

bR 3 (NCT01396421) M OVRER 4 (NCT01393613) DOifizAR T, REXULTI2 mg X% 4 mg X
X7 78R % 1 B 1E#EE Lz, REXULTI #5-#Z% L, Dayl 7225 Day4 £CTlmgl A 1[H
5 L7, Day5 2>5 Day 712 REXULTI ® &% 2 mg ([ZHE L, ZHLARERIEEID (kS
X2mg OFEFEMEET DD, dmg ~EHE L, YOS5 EEIXFE UHE CHEFFRS LT,

M RRER 1235 1T DA 20 O EEFHLIA H 1% Week 6 (Z3517F 5 Bt o OB MEAE IR GEAmR R

(PANSS) AT DRX—=ZF A L inbDELETH 572, PANSS OFHM R E I LHEA KFRIE D
BRPEREIR (7TIHE) |, HAKIEORMEER (7HE) , SRIBEERRE (16 HH) o4
30 HH TR S, SFEEEZ 1 (L) 57 (EE) THMBL, PANSS A= 71X30 (42
L) 256210 (REE) DL b,

B 3128\ C, PANSSH# A7 IZBIL, REXULTI2mg1 H 1B W4mg1 H 1 [BOHH
BICBWTT 7RI T 2EEM RSz, 3Bk 4 TiX, PANSSHRAITIZHONT, 4mgl
H1RBIOARTT 7 2RICRT HEEEN RE N (3213) o 38R 3 1B 25300 I ZEHE
HHOHER (PANSS AT DR_—R T A ik DELR) &K 5I1TRLTE,

YT TN — TR ORER, Fln, MR, AR L CRIBED 2T BTz,
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% 13 BRADHERAEEEZNRE LI-REBRICHITH PANSSHEBRAAT7DR—RXS5 A
Uhib Week 6 ETHDELE (5 3 RUHER 4)

R—ZFGAVDR—=ZF AL NED
¥H A7 | LS Mean DELE | FFERLDE"
AR w5 B3 (SD) (SE) (95% CI)
REXULTI 2mg/H) f| 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)
7R 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) f| 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 : fE¥E(RZE, SE : HEYERNZE LS Mean : £/ T3FEHE, CI: £FHEO(ZEIXM
Y BNTREEON— 2T A Vi b OB RDE (EEK— T T R)
T 7SRkt USR8 5 B 2R L7 &

X 5 BADHERFAEESE TO PANSS X A7 DEERHE GB) OR—XS5q4 >
NoDEILE (HER3)

-a- Placebo

o -m- 2 mg Brexpiprazole
£ 51
] -@- 4 mg Brexpiprazole
(7]
©
0 0
£
o
-
Q -15
o 15
=
© i
K =
O 20 - \a

‘25 T T T U T 1

0 1 2 3 4 5 6
Weeks

7 v MR IERER GRBR 5, NCT01668797) DHERFHICIT, 18~65 MDRAKE K
FRAE BB T D REXULTI OHERFEIE D22 M K O ZMEN /R &7z, REXULTI 1~4 mg/H % 12
AL EREG LEE 2 Z eSS (N=202) . £0%, —HERKGHIC, BZELCEEHE
TOMEFFHEE (N=97) XULX7 7 v R~0UEEZ (N=105) OWT AT J@H 7‘7‘_0

RER S OFERHMBE B X, BELBIS TS —HERIICE T 205 ER E oM TH
D, 1) ERRFENGEHERE-GEE A a7 T 5 DL EEL) LU PANSS OEE DA EE,
LRI L 21TE), HEELELIIRFEREZNFOFEA TR a7 N4 282 THMML, Nz T
PANSS OFEDIHHE T2 UL EOWEINE 721X 4 HE OEFHT 4 UL Lo, 2) FeiEko iz
KD ABE, 3) BEATE), F£721L4) BAR/KEITE), LER L, FRNIHE S v g
WofER, 772 RE508E L L, REXULTI &5 0 HBE THEE TORMOAE R TR
DAHHIT, FREMBITICE D BB TR PHER SN0, RBRITEMF sz, —HER
BT 5, REXULTI B & 77 ARSI T D BRI D Kaplan-Meier Biff % X 6 (277
L7z, BEZRRGHEEE CTh BB OEEL - TRETORGIL, 77 vRREL kL T
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REXULTI #ECH EIZIE - T2,

6 HERSICHITHHEH - BIEREICEZY L-EFDE|E D Kaplan-Meier H#E B
100

== Placebo
90 = BREX

80
701
60
50
40
30

3 T

101

Percentage of Subjects with Impending Relapse (%)

04
Numbers of Subjects at Risk
BREX Ej9489817373706159545251504443373533322626242218171614 a
Placebo 104104 96 85 73 68 63 55 52 46 45 39 36 31 28 26 26 24 21 20 20 15 14 12 12 9 6 0
T T T T T T T T T T T T 1 T T T T T T T T T T T T T T T
0 14 28 42 5 70 8 98 112 126 140 154 168 182 196 210 224 238 252 266 280 294 308 322 336 350 364 378

Days from Randomization Date
T FF 202 Bl OBERE 2 BAEBEI VAT L, 7T 2RO | HITIRBRIERRM T, REXULTI#O 1 #li335-4%
DANERHE S 7230 T2, 20D 2 FIIAZNEIC BT Dt BRSO L 72,

143 FIYNAI—BBRMEICHSIT7OT—Vay

TIINA =R T VT — v a v 2R T 0B EZx% L Lz 12 B EESL
HEM T T ARk B E E R 2 BB (BB 6, NCTO01862640 & Uitk 7, NCT03548584) (2
BT REXULTI OF DR STz, BB BE XL F OB 2 T Tz S 20 uEz b
2o,

o [ENTHIRREEE « BASRRFTEET L VT VY N A~ —3 - B2 (National Institute of
Neurological and Communicative Disorders and Stroke and the Alzheimer’s Disease and Related
Disorders Association : NINCDS-ADRDA) (2 L A2 E#EIC fi-D %, [Probable Alzheimer’s
Disease (IZITMEEICT VY NA~—IHTHD) | LS TnD

¢ I=AVHNAT— MEE (MMSE) A= 7285 LA E22 BT, 7D, Neuropsychiatric
Inventory/Neuropsychiatric Inventory -Nursing Home (NPI/NPI-NH)  agitation (£5/8)
Jaggression (WEME) HE ORA TN 4L ETHS

* MDER AR LT D 2T, MBRBREIHICEMRIEDOME N 2 LE & T 5 BBTENEO b
va)

FRBROBH I LT

e Bk 6 CIZREXULTI Img1 H 18, REXULTI2mg1 H 18, 7ZEHROKOKEGDNT
NNIEAEZ BT L7z, W REXULTI#ECi, BHAAAHE 025mgl A 1[EZ25 3 HM&E S
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L7z, 05mgl B 1[HZK 12 BEES Lz, £01%, 1mg#FTIE 12 BERBROKZY O
HHEZBLTImgl B1FZ#&EL5L, 2mg#ETid Imgl B 1 FEZK 2 8MES LI-HE,
B oB5HMEZELT2mgl B 1 EZ#HE L,

o 3Bk 7 CTIZREXULTI2mg XiX3mgl H 1B (F&H&EGH) , 77RO OEGOWNT

WCHEVEZ BT L7z, M REXULTIBECIE, BitsHE0Smgl B 1[E% 7 HM&SG- Lz

%, 1mgl B 1[E%Z7HM, wiZ2mgl B 1E% 14 Bf#EE LZ, Z20%, 2mg BT
12 HEFRREROE Y oG ZE L CT2mgl H 1 [EEZ#5 L, 3mg#ETIEEY Ok 581/
ZHELT3mgl H1EZHEE L,

R 6 1TIX 433 FIRSINL, FRFEH 74 % (51~90 5%) , MEBITITHEMED 45%, AFERITIX
FA, BAT ZUAFRKEN, TITARENEN 6%, 3%, 1%, £z, 77 R/t AR=
v 7RV N6%, ETT R A=y T RN % Th o7z, AR 7L 345 BInsimL, F
VIR 74 5% (56~90 7%) , MEBITITEMED 44%, AFEBITIXAN, BA/T 7V ARKEAN, 7
DT ANBENEIN 5%, 4%, 1%, £z, TTURIE A=y 7 RN 31%, T T R/FEE X
R= T RN 69% ThH - T,

i ERER O T A NMEFEAMG A H 13X Cohen-Mansfield Agitation Inventory (CMAI) #8A 27 D~R— X
TA VDD Week 12 ETOELETH 72, CMAI IXERKRENER ST 2 29 THE D 72 5 B2
THY, NH#EE»SOFRIZIESOCEln RS OEERITE O HBUEE 2319 5, CMAIL RE )
53 OOREZRER, $bb, 1) WEHTE (U FEZ2HIT5H, MaekT 5, BEEZS/F
FEMICEE, WD, MY, Blofi<, BONIIMAEEOT LR E) |, 2) RN IEBERITTE)

(M0 R LATHE), BROREDEZORE, ik y) |, 3) SENERTE (RFEE25E 5, #
DIRLUEMT 2, HEEZARYICERLEET 270L) MEbitd, & CMALTTEIZ 1 (L) 2D
7 (Keh THAMIDOFESRATE)) DOBPS TR L7z, CMAL# A 27 O#FPHIEL 29 (Fm) 225 203

(KE) £TTHD, FREDERTIZIHEL T,

RBR 6 TlX, 77 BAREEL Y, Week 12 |2 REXULTI 2 mg BED CMAIL #8 A =2 7 ek #E L7z,
RBR 7 Cl, 77 BAREEE Y, Week 12 (2 REXULTI 2 mg/3 mg B CMAIL #8 A 2 7 23 # L
7=

14 KO 71277980, REXULTI2 mg/3 mg BEICH 1T D CMAI R AT D_R—R T A
D 12 JHEE F TOYELT 7 AREE X 0 EEA B ERNE AR L, ARBEERIC
BT, REXULTI I mg BT 7 B ARBEL LR THREICKE W CMAIRA I T DR—RF A4 )
B DS SR o Ty T AV AN, ~—REANEIC LS TOT — a v OIREE LT
REXULTI I mg1 H 1 [HOHETAFE INTE LT, HERIRW ( L - Hid) 2.4 BHX
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* 14

TILYINA T —

2R

HEEICESTOT—2avEFTHEEICE TS CMAIERR
AT7*OR—RS5A oMb Week 12 FTOEILE (GHER6 RUHER 7)

R—2F5 A2 | R=RF A h U
ABR BE5E Bt | O¥HA=TF | BOLSMean | 7JZ? = 0=
(SD) DE{LE (SE) (95% C1)
REXULTI 1 mg/H 134 70.5 (16.0) -17.6 (1.3) 0.2 (-3.4,3.9)

6 | REXULTI2 mg/H* 138 71.0 (16.6) -21.6 (1.3) -3.8(-7.4,-0.2)
IR 131 72.2 (17.9) -17.8 (1.3) —
REXULTI 2 mg/ H X%

7 | 3mgne 225 80.6 (16.6) -22.6 (1.1) -5.3(-8.8,-1.9)
IR 116 79.2 (17.5) -17.3 (1.4) —

SD : fEYE(RZE, SE : FEYERRZE LS Mean : /D WA, CI: RKFEOEHEIXM
*CMAL Y7 A7 — VRO K E S RO F M & BT 5 2O E It #1772 & Z 5, Factor 1 (BUEBEYTT
Factor 2 (E{AMFEBEIITEY) , KN Factor3 (EFEMEE) OX a7 IXR U AFRIZRLTEY, WT

) ,

FLH>D Factor 7324H LT CMAL A 2 T
/N ZREIMEDR—2 T A U B OO (EK—T T ER)

- By
TR

Y77 ISR LG R I BRI E & R LT R

X7

2 mg/day or

LS Mean Change from Baseline (SE)

ERIELTIW ol

FILYINAR—BIBHMEICHESI TOT—2aVEdEFITHEETOCMAIERRAT
DEBADR—ASAUMLDELE GRERT7)
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= Placebo
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2 mg/day or 3 mg/day

Number of Patients
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225

Placebo
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114
221
L}
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216

112
213

105
208

105
198

103
192

3mg/day O

16

g

2

LS = least squares, SE = standard error
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EZ(CHEET S, BFEHRIIKNEMEE >

BE, BAIIET L7 AF T — e LTLHLE
0.5 mg oG- ZBilan L7-1%, LEMBVL EOMEZ 1T
THEEL, 1H1IRI mgaRn&54%, ok, ARNE
TN 72 <, TR RIEBRRD SR VIEAIZIRY,
1H1ER2 moIZi BT 5 2 LN TE 50, MEITLERLL
LoRREE®H T TUTH Z &,

7. RERUVAZICEET 5F8

<& KFAE >
TARFNDOLA T4 mga 8 2 D ORI LT
WUy (BB D7)

FHRIOWF G B

CYP2D6DYVEMEN R L TN DH Z LM L
TV BENPRREL _EOCYP3ALEA %

{Eiis]

<5D%F - 3 2KRE BIFEABETHALGUENEDL
BUMEEIZES) >

73ARFNLRIRME e h= RV ARLESR, o b=
Ve AT R U UERYIABERIOL I VS
U EOFHT AL, IRAIEME G C O
BEINTHRY, ] [17.145 8]

TARKB G X DEIER (T YT, BREEVAFS
VT EOHERINEIERE) AEBE LT, AFOREE
KOG ER/RET 2L, [11.1.2,
17.1.4% 0]

7 5ERARREBRIC BT 2B IMER OV E2EORE R 2R LT
BT, RER2 mg~DOHEOES ZEEICHET L L,
AHKI2 mg~DEEEEET HHAITIE, AAIL mgkt 5
BRAAHL 6 ] % H AU AHKI2 mg~DHE 8 O BA % i3
HZ &, [HERHRBRICIBW T, AHIL molt &2 mglt T
HEEIZFRIFRETH Y, AHFI2 mght TIEAAIL mghf L
T o DT ORISR O BB G m < 7R
LHEmANTRENTWS, | [17.1.458]

7.64A12 mg~DHEAA L L 0 HEENCBE OEREZBIEL,
HEARI IR S ORIER ORBICEETH 2 &, BIE
HARRD N EAICIR G2 mIET 570 L, @yl
WMBEZITH Z &, £, HEEKIT, 6EME H LKA
2mgD GO ER ZET L, #2805 5
RN AR 5 Mk L2nZ &y

77K & PFEELL EOCYP2DEEEHR] (=2, Nnu
X F %) FOHREEL EOCYPIABRER (1 7
aFV—, 7TV AL T U%E) BT O5E
HTIE, AROMBERREN ERT 22000, 2
OOIEXNE O FTRERIR VBT H 2 &, 0%
THHT2HEICIE, U TOREZSEBICHERVCHE
O EITH> Z &, 05mgzE 5T AT L1
7 1 ODEOE mgx 45 2 &, [10.2, 16.4, 16.7.1,
16.7.2, 16.7.5, 17.1.4%R]

7245 & FRREELL_ EOCYP2DEILES] (F=V 0, /<n (B3E)
FuF ) ROSUTHRRELL EOCYPIAMEA (1 1H1EIImg | 1H1RE12mg
NS aF Ve, 25U A~ A L) BT LRSS S | ST D
WA, AFIOMETEEER LR 52 &b, o oo e MR O | MR O
NS ORAE OPFHITREZRB VBT D Z L, T cypgAgﬂ_%ﬁ%U@E]: PR R
PRTOOFHT 25610, LToRESEICHELD 0\ \CYP2D6H 2 J O s
HEOHRE #1752 L, 0.5mga b3 5541 ¥ FEDCYPSARLEA DOV TS
#L5 (ODFEO.S mg& T %5 2 &, [102, 16.4, ﬁ?ﬁmwmmm s %;giagii

2 AL 5 mg -
16.7.1, 16.7.2, 16.7.5, 17.1.1&MK] B UCYPIANLEAI Ot |26 11 105 05 mg %
Gidiil 1H1[A

(B3%5) CYP2D6DIHHEN K8 LT

FRUNCYP2D6RHE A X 1158 \CYP3ABR E A D2 ENHBAL TV D EREN

OWTnENH PR DL _EDCYP3AFHEHI %

PR O CYP2D6LE HI B N R E 0 1Al mg% BEH

CYP3AMHEAIOWT I HFH 1H1[H

CYP2D6D{EMEN R L TV D Z EAHBI L

TWHIRE STIYINA I —BIRHGE T4 S IR, SRR, 5

%ﬁu\C)(PZDE}Bﬂ%%H&(ﬁé@u YCYP3ARHEFA 151 mg % ZICREEAYT S, BEHRIIHEHTED>

gﬁzﬁgﬁiﬁwwmemmmNﬂ 2 H Iz 1 1% 78AKIE G L BEWER (T H VT, RS 2% %

%%mﬁ%&%ﬁ R 1/50.5 mg % T T EOHERA IR, PRI RSE) 2B LT,
. Oy P2DS I BT O CYPIAR 1H 1 AANOE G 8RO G E R/ NEE 52 b

L8 I 3CE (%)
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[11.1.2, 17.155]
7 RRER I C I 1T D R O 2O R A B L7
LT, BE2 mg~OMEDOBER A EEICHWTL Z &

[ERARRBRICIV T, AKIL mght &2 mgiEo Wi s
7T AR BEC DR S REE S e, AHI2 malE
TIEAFL mght & FAHERSM IR R O FEBE A 135 <
RS RIS TWS, 1 [17.1.58K]

7.107F12 mg~DHEEH% 13 & Y HHEIBE OIER A 85
L, BIWER (A OT, BRERECAXTR VT HOH
RO LR, FAMEMEMIRYE) ORBUEESTHZ &,
BUWEHRO SN BAIC3EE2hib+54 Y, i
Bl 2475 2 &, [11.1.2, 171550 ]

7118 5BAR100RI% £ T HSIIAFEGIZ L VR
NRD N eWGE, KA % H ik UTREES B
EIpH L, B5BMGI0ARME E TOREDIRREIZH
SEEEMRGEZHW LE-HAETH-TH, BIEA (7
BT, BRMED AR T EOHEERSNEIEIR, R
HEPEATRSE) DY RV BB LT, AHZ@BKRLEE
PRGN ERNNEE T2 b Al AFIO
245 R A #8 2 D kit G- DL A PEITREST L TV,
[11.1.2, 17.15581]

7.12 0.5 mgD 5B L UL L Y7 ¢ OD$ED.5 mg%
A5z &

7134 & TFEELL EOCYP2D6IHER] (=0, 3
0%t F M) ROV EE L E D CYP3AFHEHA]
A bTapy—), 757V 2uxA %) Z0H
THBEEIE, AAOMmIEPEEN EF+5 2 &0
D, INHOHEANE OPFHIZAREZRIB VBT S Z &
R EE T2 BEAICIE, UTOERESE A
KROHBEO#G 217> 2 L, [10.2, 16.4, 16.7.1,
16.7.2, 16.7.5, 17.1.5%R]

(%)
1H1[5]1 mg 1H1[A12 mg
IZHYS 95 AN TS
HAELOHE | AEEOHE

FRVCYP2D6H A SR
CYP3ABRLER DWW h % 3
Jiil 11 mg %
FEEOCYP2DEILEAI LT |2 H B XX |1 [0 1 mg %
FPELE DOCYP3ABLEAIDWE |1 18] 05 mg % |1H1H

AR ivi 1H1MH
CYP2D6DIEMEA KR L T
B EHVHIH L TV B R
FRVCYP2D6H H Al f OV
CYP3ABHEHI DWW & OFH
HR\CYP2D6H FE I MR
EDOCYPIAEROWTHE
[igaeh 11 mg %
PR DOCYP2D6HEAIKL Y |1 18] 05 mg % |2 H 2 1[E] i
OCYP3ABHZERIOWT LS | 2HIZ1H] 11605 mg &
PHE 1H1[E
CYP2D6DIEMEA KR L T
D EMVHIA L TV B BEN
HELEE DL O CYP3ARRE S %
Reidi]

8. BEELAXKIE

<shEEEE>

8RS, WE - £ - KAEBIRE N EOIR TR Z
L5 ERHHOT, KA HOBEITILEBHEOE
RS A £F 5 B OB EIC e R SRV L D EET
5Tk,

82K DOFHAIZ LV miHECBE IR DAL R & 5 b
PEIRIMES b7 v R—= X, BERIGIESIEICES Z &
NHDHOT, KPS L, 08, S8, ZR, R
EOERICEE TS & & b, RFICHRFE XILE ORE
D 2\ WNIZ ORERK T 267 5 B8 T, fhEHE
ORELEOBEE+/m724TH> 2 &, [83, 9.1.3,
11.1.5% 8]

83KRHFNDHEIZHEEL, 5 L8 20RITEM AT
AN HDH L, BEROZEDOFEC43IZH
L, mifpEER (08, 28K, 2R, JRE) ICER
L, ZOX5ERRS LbNHAITIE, BEHick
HxhlrL, EMOBEEZITHLS, HETHZ L,
[8.2, 9.1.3, 11.1.5%/R]

8AFIRBIC L DATREME L & D 1Y, AAI G4 TR AT
(I8 A HIATE D BREESE DAL RN AR i R 2R < 12
HLb b, BRI Y T B TR EE
SRR T, TREVEIEE, RAEOEBHIEEE N
bobilo b OREND D, MRS ORI
WT, HoHUOEBEEROFEFICHSITHAZITD,
SERDS D BN EAICE, EMICHRKRT S X o #HE
FTHZE, £z, BEORERORREOLLE HER
SHEEL, ERDD S ONZHAITIISEITG U TR
BIHEEPIET LY, WUARAEZITH L,

8.5AK|DF 512 X 0 (REEINE ONRE BT 7 & o
OBCRFEIRT 5 Z ENHDH DT, AAIFG FIXEE
OWBEERESBEL, KREOEEMPBO LN
AICITEREE (AHEORBOF IS &3 L,
MBI U Tl B e i 2175 2 &,

8.6% 5 ¥, F 5K, YRR ol BN R
O BNMERIMERH SbNd 2 ENRHHDT, K
FHOWREZHEICHE L, RLTERRH &b/
BIET 2%, MURLEEZITO Z &,

<$EKFEE, S5O - 3 ORE BIFEABETTHLIED
ERZEHonEWMGEICES) >

8IME FIEENRET HBENNH D DT, FrIrRme: i
ROV RT Db DHBEICAKERET HHEICE, H
HICRHEBETHZ L,

<& KFE>

8.88LTE, WE, FAMEFDEMENR 2B L S 5 et
BooHDT, BHEEZTIATY, BEBAHRLNHE
(I OTEFIEIZ Y D B 2 5 72 S22 LB 21T 5 2
L

<5DfF - 5 2KRE BIFEABETHALGUERNREDLN
BUMEEIZES) >

8.99 DR E BT D RE A SIENH Y, BEERD
BENRHDLOT, Z0OL D pEBE TR HGEY 72
NGB AL F T 5B I RE OIRIE K OYFIED
v EERBET 52, [5.2, 8.10-8.12, 9.1.6,
15.1.3% 7]

8.10 K7z, fEM, B, ~N=v 73ME, RIR, ZHIEE,

L8 I 3CE (%)



WoE, BoEvE, g, 7LD T R ) A A
DHLONDZ ERHREINTWS, £2, ZThbHo
SR - ATENE SR L7 ERNIC T, RIEREIRIZHT & 2
TiX ey, ERBOBEAMIAZLSE, B&EEK
EFETAPREINTND, BEOREROIRREDE
L EERBET L E LI, HEIOSL TR
ik A7 S e EE TS Z &, [6.2, 89, 811,
8.12, 9.1.6, 15.1.3%R]
SLIHEENTOWMERHAZ <2, ARERBFED
LD BEING T HBEIE, 1RO B % &
INRIZE Bz L, [52, 89, 810, 812, 9.1.6,
15.1.3%: ]

BL2FRFIC AR S B, BE, BURM:, Sl
WHEEOITHOZ(L R OEBEREARH bbb U
AT OWTHoP AT, EM L BEIEK %
W&o kofeygt+s-L, [52, 89811, 9.1.6,
15.1.3%: ]

<TINYINA R—RIBAFE IS4 S EIRRR, SRt HE

IHERT 5, @FERITHENEE >
8. 13FBAE B CIIME FRSEEN IR T L TV D BARH Y,

AFNOFr 512 K 0 e TR )Y SR T L U R it
RIZEDLIBENDED D, AFFGHITEEORES T
BIEBIE L, WM TFEEOERIIEANZIEAICITRE
EHIET 57 S A E AT Z &

8. 1458 HVE B I FURE K VBT D Y R 7 3@V T & B35
b TW5b, Fi, RFIESTehUEMHEIEKICL Y,
B, By MHERLE, DFV, ShoXniIszen
HY, WALV EIUIIMBICELIBZOALRH LT
O, TRCEETHI L,

9. RENEREATHBEICHT HEE
0.180HE - MEEZFDHSHBE

<shEeE>

9.1.10 - MEKE, ROEREE, EMEXIZSHSDE
EEOHLEE

MERTRS LD ENRH D,

9.12TANMAFEDEEMEERIECNLDEBREROH S
25

B AR T ST 220855,

QIERBIIZOHRERDHIEE, HDUIIHERRK
DORERE, Sl EEEOERBEOEKREFEZET
Y-t

MmpEES EAT 2285, [8.2, 83, 11155

9.1.AFENKEE, RHEIEAER, BB, BRKRKEZFDERE
JRIEFAE, ERARMARAES O MR ERENRE STV S,
[11.1.8% ]

<& KRE>
QL15BBRERDBERVERTEEZHT HEE
IERZB LS 2 BENN D D,

<3532 - S2RE BFARTHILBHMERSRO LN
BWERIZRS) >

9.16ERSENIFEARERNOBENH I EE, BHRIE
DHDHEH
HAAE, BRENPZSLbNEZERH D, (5.2,

8.9-8.12, 15.1.3% ]
Q.L7BDBRENEEDHHESE

FERZHESED 2 &0 d D,
QL1EIMNS VW HEREEAT HEBE
FERZHESEDL 2 &0 d 5,

0. 2BHEEEEEE

Q21EEDNEHEEREE (WLT7F=VIUTFTIUR

30 mL/minXki#E) DOHHEE
BEIIRGHERBOLEESEZEE L, B L TITA
FOWRELEEICBET L L, AFOZ VT T AN
KFL, mHRER RTINS S, (16615
el

93T EEEERE

9.3.1HEEN L EEDIFHEERESE (Child-Pugh7>$EBX
I¥C) OHsEH
BEIIRGHERBOLEESEZ BB L, B L TITA
FOWRELEEICBET L, AFOZ VT T AN
TFL, mHRER RTINS D, [16.6.25
el

9.501 4w

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,

IRIE EOB MR ORFLREOFEEELEZE L, FHLO
e s T ik 2R 52 L, BER (v ) TH
HAF~OBITHRHE STV BD,

9.7INRZE

INREEE TG & LT BRARRRBR TS L TRy,
9.85#hE
BEOREZBIE LN OEEICESGTHZ L, — &I
AETRERENME T LTS, [16.6.3% ]

10. HEEHR
AHFNZ, F & LTI CYP3A4 K )CYP2D6 TR
s, [16.42H]

10.16tAEE (BFALGWLI &)

FH 4 5 FRAER - 58 T 1k WP - SRR T

7 RLFY v 7 KLU ofEH
(TF74T7F— | Ml SH, MmERK
OREERIETE, L | FaRZTREnn
HREEEIC BT D | B D,
EHMRREE S L <0

7 R AXT KLY
AEEE0, BEEARDORITL
HTHY, REDOaSEFHEK
JEWTE RN X 0 gz 3l
WIERMMEN L 720, f)E

(R A 5 Fe FYERAMEIR S 5 Al
L2850 %ER<) BB D,

RAI YV
[2.321]

1026t AR (HFRICEET S &)

K4 % RASER - S A FEFF - fERIR T
TRV CEAE |MERTERZEZTES |7 KLU g7 KLty
B IBRERA Fhnd b, AEENE, BB OFIRK

URBhA TR HTHY, KFlDaZH A
Lryy TEWTHE IS & 0 paz g il

WAERAENLE 72, IfLE
e TR 2SR S D TTRE

PERH D,

L8 I 3CE (%)

6



FRRR ARl
SNV EY — VR
R, BRI

FHEZ S s
ERR®H DT, W
BT DR EEETD
Z&,

&b IR R 2
A D,

e £ 741

A BRI 2 4
T D ENHDHD
T, WET LR EE
HIIRETLHI L,

LHICKRIEENZHT 5,

RS AEBIE
LR R

R AAREMER %
(RN AP SRy (WY

AFNT RS 2R
TERZEHT %,

HOT, BhHEEH
i 57 CEEICE

53452 &,
Toa—)v (BB | AHE R | & b I AR IR A
{ERZHREE5Z |75,
LD 5D,
FELELL B AANOIEA RS | AR OFERFEER TH D
CYP2D6PHEEMAZ | 2BENNH D, CYP2D6% [HE T 5 7= A
AT % HAl FloMmFREN EHT 25
F=Ur, Aux ENRH 5,
vF %

[7.2, 7.7, 7.13,
16.7.2, 16.7.5% ]

FEARH) , MERFBEEE (EEARW)

T MU OB RIR DAL 2N B & DT854, BRI -
TYR—=VA, BERFESECELZENHHOT, o
PEORESS, 0¥, 2R, ZIR, BHREOBIEE 5
AT, BERROLNHAICE, #5EPIEL, A
VAV URIRIORE 1T S 7 Y, WMUIRAEEITD 2k,
[8.2, 8.3, 9.1.3%:H4]
11.1.65E% (0.1%AH)
1L 78EBEMERE (BEARE) , oL (0.2%)
11.1.8fMEAE (0.1%AK%) , REPFRARIMAZEE (0.1%A
i)

FZERRSE, HRIRMARAE S O AR ZERIENR B S bt d = &
N DHDT, BlEE+HoITY, BYn, g, ko
K, HIEENRO ONEEAICE, #E5ERIET Sk
EHU R AEEITY 2 L, [9.1.450]

PRLEELLEDOCYP3A | AFIDIE MRS | AH O FENHEEHE TH D

EEREAT 2 | 2BThRH D, CYP3A4% BLEY B 7= A
Fall oM ApREERS ERT 55
A NFafry— ENRH 5,
N, 2TV Arw
A

[7.2, 7.7, 7.13,
16.7.1, 16.7.5% ]

JFAGEEER (Rl AAIDOIERANRGS T | ARFOFERHEER TH D
CYP3A) FHifEM % | 2BENNH D, CYP3A4DFHLZ L 1) AH
B3 DAl OMAREMET T 2562
HNR<PBE L, ks,
R AR =g
[16.7.3%: ]

11. gEA
WOBWERNG LoD Z ENBDHDT, BERE 401
TV, BERBD ONHEEIITREEZ R IET 57 L
BB EITH Z &,

11 1EXRGRMER

1LLIEMAERESEE (0.0%ATH)

FEEN, EELRER, TREEOM RN, WETIREE, SENR, fE
DG, T, AMmEREIEMN, MmiECK EFS 0 R EN
RO LNIEEAIE, BEE IR L, KmE, Ko
LOEFEHEGHEYRAEEZITO 2, £, 34
7a R EME) BEBEOKR AR LN, SMEBREEIC
BEAZENHIADTHEETHZ L,
1ILI2BREECAFR DT (0.1%£0)

FE# 5k, DEAMEOARMEESINS bbb Z
EMBHDHDT, ZOXIBIERPD O ONTGEIIHE
NIFHFIEEEET D Z L, B, BEPIE% LIERF
WTAsZLnbHB, [74, 78, 710, 7.115MH]
11.1.3FEM A LR (BEEARH)

MR (EACRE, Bl - WEk, B LUMVERS, EEo
B3 & D WIXHEE R OMENER O 5 - EOIER) % &
72U, BREMA LD RAIBITT A BB DHOT, BE
BRSNS & DN HAICE, 52T 52 L,
111 AU AR AE  (0.1% A1)

CKLER, MPEORFI Ao o LRECEET
HT L,

11155 Mm% (0.6%) , HRFEEY b7 F—2X (A

11.2Z DD EIER
N 1~5% . S
5%LL E . 1%t o
Fnpif KR, §, |HHLEEORS, K&, #

&% AR, Wk, |2, EHErEDEV, RAED
FELED F FV, BEEE, AR
vy, B wOWE LY, BEs, F
v 7, M, SEHREE, K

B, SEEGRE, =4, KR, X
W, EHus, MEREE, s
&, R=y U WE, HEE,
SHENENRE, EENIT A, SR
Pk, SMME, U B Rk
B, GOET, BuE, EIHR
LE, MEEUE, EERAAR

e, RERFAE, BEAR,

R IEE, LSRR, K

TG LR REE R, i

SREE, SR

ERSL | 7 | IRER, SRS | WS EEIE, RRCHE, R
BRAEIR | T | MEE, oS— | B, ARERMEIESREE, HET
B i

B, vAEx
T, VAb
=7, W,
A,
FE 1

s EIUE, DERQUER, &
PEURILFE, IR, SR, A
TR, B, LA,
FEREET Ry, 4T
7y, LIEXQRSHIER,
DA R TS, AR
B, ARUE

T s D, RS, | ONECEE, TN, WERE, HAE
BHOUE, & | RE, B, AT,
AR R, RERIEIR A,

B, PeEEEEMm,

I, HRPIE, HPREIR, 1R
wolk, RAL, WBEE, Qe
WA, WERATE, A8,

W, N

i B IERHINGE, #if, APTTYE
£, /Mg, f g m
fiE, 7V a~Es o8
m, ~ere v AKTF, G
HWAE, AFPERIEZ, RE
SR =18 = IV ] |
GEE

SIS ‘7R s F | AR, &Aoo A D U

i T LN

L8 I 3CE (%)



1~5%

o
5% 1 e

1%t

SN, R ARAE R
VR, T a ke
S, FUR AR RE IR TE,
TR IR RE TUHERE, B R
BERETUMESE, WEHEY A m ¥
W, i arFarar
VW, WEEEY A m s
&7 e g s F e, v
PRESHEIRT, Pl orinmess,
M A > AU B

PRI, FREA, MR, E&A

PR, RHKEE, BRARVERERE. HE
I, RPN ARBE,
i PR SR

JF N Ak, AST L&, ALTL
5, @mEeULEVE, y-
GTP -5, HRWifT, HFE#s b
5, LDHLH, ALP L5

I ECIE R, %O FEIE, FIBE T

Bergde, SR, Wtelr, BO§
Wtk ZITIE, BT

(A IE CK k5 BEDRAS, AREFLEAE, IREE
(1 MAE, &5 Y U LilufE, KT
U Y AMSE, &Y T A
E, KD ME, R R

i

b
GEDN

- o Mige, FAMEMERtZe, SKESC
%, WK, S, BEEEY
B, PREURIRISEE, O ENRER,
Bl e 5 o

iR T, IRECHR, IRMGIEEE, B
Rili%, WEpsEm, s,
RAEIE, BRG T IE, &9

AT, R, SR, A
Hi, ARG, BN, DOA%

Ji, BHRNAREL, fh KT,
BRI, RBREEYT, FFHEZE
iz

Zoff | REH | STHRE IR, BRI, (REWD, 13
n TY, MIPE, KR, R | A
B, P, PSR, FRL | FEE
N gE, o O FRE, EE
Y, BE, R, B,
I, SARE, Wik, IEBME
KT, dsfE

13. BEKRSE

13. 14K

AL E O B K Ok % B R T, fem54 mgE T
AMBRER G SNTRAICR T, BESORERSHE
SNTW35,

13. 20L&

TEMER O BRI G LV Cro K CAUCHME T35 Z &7
FEREINTWDH, KE OB G 9 B IR L E
LLTHEDTH MOV TR o BERAEGE LA TY
e, Fiz, AFNIMAEREAE~OREERENT &
b, MEBEHTITAERTRVWEEZOND, Ik, AR
HORREMENRE X DN AL EIXZTORBIILHEET L Z
L, [16.7.4%0]

14. BALOEE

1A 1RKIRFEFEDEE
PTPEIEDIRANIPTPY — 2 HEY H L CIRAT 5 &
IES B L, PTPY— FOFEEKIC LY, BEVELA T

DREREMEA~FIA L, FITIFZRALZ I 2 U CHERRTR ¢ %
DEELRAGIHELHRT D13 H D,

15. ZO/DEFE
15 1BGRFEAICE D < I1EHR

<%hHeE>
15.LIAANC X 2185 H, R R ORREL B Sh
TV5,

15.1. 28 E T HEME S 7o mlvaR e B Exi g L U217
DOEERBERIC W T, IO IEERIP USRS -1
37T B ARBEGRE L i L T RBL6~LTEE >
mEOWERDH D, £, HETOEFEREICBNT,
TERIGUR AR 2K b JEERIGURAPR I & RARIZSE TR D
FRICEET S L oWERH D, _[5.35 0]

<32 32RE BFABRTTHILEMRELNRDLA
BUMEEIZES) >
15.1.315 THEM S 72 K D SR MEEELE ORI MREE
I 58BEEGELE Lz, BEOH D SHOBEH T
T A REERRBR OMFHERICI N T, 24U T DK
FHTIE, HESEBSLHBEMOREBROY 27 BNHLH o
KB GRETT AL L TR -T2, 7235, 25
Ll EOBEIZRIT 5 AREESCAREXORID
A7 O EFITERD ST, 65U BBV TiEFED Y
27BN LD, [5.2, 8.9-8.12, 9.1.6&R]

15.23FERFREAER ICE D < 1Bk

< U AONAJRHERBRICE T, HEe0.75 mg/kg/ H LA E
T, AR OV T BRI O A B E O ERBRE S
N2, ZNHOEEXTwE X ~re s 75
YOEREBEELEELE L TE<AMBNTND,

16. EYEpEE
16. 1M R R

16.1.18mEES

FERERR A AAIL mg, 2 mgk U mgt) & Z2 i E ]
A5 U7z IRE, HREIREIX53~67IR i CTh - 7= (X
16-1, #16-1) 3,

—— 1 mg (8f)
—0- 2mg (8f)
—— 4 mg (56))

PR = B AR

miEh 7 L7 AT 5 — Vi (ng/mL)

~5._ B %f'**—%
—O— _——

e =

48 72 9% 120 144 168

P I (R
X16-1 fEEMAICBITAZT L7 AT T Y — LHEE
LB D I A7 R R HE RS

L8 I 3CE (%)
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#16-1 AFIHEIRGREOEMEE T A —X #16-3 CYP2D6E{s TR DY BB T X — X
. tax Conax AUC, t .. o | CYP2D6 | f e Cox AUCys t
il IS (ng/mL) | (ng-himL) | (h) PO e | 5| @) (ngmL) | (ng-himL) | (h)
6.00 5141+ | 5653+ 410 | 3L96+ | 584.9+ | 7444+
tmg | 8 | hopg) |09 g4 16.86 1mg | ™ | ®|@o~79)| 1521 | 2610 | 2369
T 6.00 1797+ | 8509+ | 5288+ M | 1| 770 | 1601 | 2042 | 179.2
9 (4.0~80) | 2.50 164.8 16.19 o | 4| 300 8710+ | 1563= |6L26+
ama | s 6.00 3729+ | 2860+ | 66.58 + . (18~43)| 2353 | 5301 | 3129
9 (30~80) | 9.77 725.2 17.81 " |, | 400 [2880% |40+ [8333=
CEXIE + FEAERZE, toax D A RAE (/M ~ IR KfE) ) (3.9~41)| 48.02 900.5 17.42

16.1.2REERE
WA RFAAEBE ITAAIL mg K U4 mg® 2R 1H 1514
HEER G Uk, KRR mAE PR E TR 510 H
TEFRBICEEL, KERS%OEIEEIXENE
N2EEM R O TR TH » 7= (3816-2) 9,

#16-2  AFINEHK GO RYEE T X — X

¥ tmax cmax AUCZAh t:L/2

b (h) (ng/mL) | (ng-h/mL) (h)
1mg
BB | 4.10 1024+ | 1595+ B
10 H (1.3~8.0) 4.95 67.11
SEiEiecs 6 5.00 29.30 + 537.0 91.85 +
14H H (2.0~7.9)| 15.08 263.5 47.63
4 mg
EBS | o 6.00 37.03+ | 601.4% B
1HH (4.0~8.3)| 1350 197.2
g5 ; 4.00 164.63 + 3238 + 70.63 £
14H H (1.8~4.3)| 101.96 2184 26.90

CPARAREERZE, (7 TIME (R ME~RONE) |, — « FHE)

16.20%1%

16.2.1BEDEE
TR RN AAN4 mg'e) % 22 JERE ST A% IS BERE O &
LK, 717 AT T Y — L DChaf AUCIZ KT
TREOKBIIBDO N> GHEAT—%) |

16.2. 28 BINA AT RAZEY T«
R AZ I T 2 OB HREOHMK N TR T8
VT £13102% THh-729 UEAT—H) .
16.35#
FELTTAT I VRV EAEICHEAL, B b
MyEE AR A RIT, 99.8%LL ETH 727 (invitro, F
WHBEHTIE)
16.41% 3t
FEIZCYP3A4 L CYP2D6M B G- L, EERHHTH D A
VR F T R (DM-3411) MBEAINTY (invitro)
BeH14H B TIIRZRITH 95 DM-34110DAUCH E|
AE23~41%TH - 729 GFEAT—%) . [10.5/]
A LFE B ITARAIL mg K O mg® &R 1H1[E14
H R E 5 L= CYP2D6E T HIR (EM :
Extensive Metabolizer, IM : Intermediate Metabolizer) @
SRMENHE R T A — X B F16-3IT- T

CEAME £ FEERZE, taDAHRAE (B ME~ R RIE) )

HEER R A2 mg % 22 E R HLE] i - L 72 RF O CYP2D6
BizF5] (EM : Extensive Metabolizer, PM : Poor
Metabolizer) DFEPENRE/XT A — X % FK16-41Z7~xF10)
GMNEANT—%) . [72, 7.7,_1.135H]
#16-4 CYP2D6EE T HRBIDIEMBIHE T A —F

R CYfZDG 151 tmax Crnax AUC,, ti
Hm A | & (h) (ng/mL) | (ng-h/mL) (h)
EM 34 551 244+ 1629+ 62.0+
- (10~80)| 7.95 858 | 202
oM 6 5.52 29.2+ 3439+ 79.9+
(10~80)| 6.63 1477 | 117

CEAIE + R ZE, taa DA RAE (B ME~ R IE) )

16.5HE;H
TR UCIER T L 7 AT 5 Y — 2 mgx Rk O #%
B LU=, 5O RE 0 46.0% M 124.6% 08 Z L F M #E
R R OURHIZHRIE S 4v7z, RE(LERIZFE R L OURF
IZENZEH14% K U0 14%HEE X 7210 GME AT —
2)

6.6 ENERERT HEBE

16.6. 1E#EEERE

EEOBHRREEERELON (L7 F=2 20T T
Z<30 mL/min) (ZAHAI3 mg) & ZEAEREH R 0 BS L
T-REDAUCHE, BRSEEERHHE (L7 F=22
T 7 A80mL/mint) &R TLIfETH -7, £z,
T OB EREFE EMBR A IC B W T H AR (LR M E A
FEAHEIT99%LL E, REMEDBEHEMIX1% AN Td -
7712 GNEAT—%) ., [9.2158K]

16.6.2 T4 EEIEE B E
JFRERERE = g BR #2205 (Child-Pugh4yJHA~C) (ZAFAI2
mo % ZEfERF A [AIRE M35 L 7R, BEPE & 2\ E R AR
DOIFEEGERA L, HSRETE E R & T Chan T2
1372<, AUCTENZENLIELPLIETH -7, BHE
DRFFEEWERE 1T, Cmax TO.5f%, AUCTEIIR -7,
F 7, FFHEREREEWERE (Child-Pugh/yEA~C) 128 W
THRE(EO MBEE ARG HEI1399%LL ETH - 7219

GrEAT—%) . [93.1%H]

16.6.35 &
e E G (65Ul L) o7V 7 AT Y — 12 mg
Z WA 05 U7 RO SR EE IS I EIR I & 2 BT
BOLNRNoTW UNEAT—%) . [9.85#]
16.6.414% 51
EFERANICT LI AT T —)2mg% Hialkk OB 5
L 72RO S BN AR IR £ A IR D e -
7= GEAT—%) .

L8 I 3CE (%)




16.7EMMEEA

16.7.145 kaFJy—i

RN AICB W T, CYPIADIHEERZAT S, o
F =400 Mgl T L7 AT T — 12 mgD B IS
Y0, 7L 72T TV =L DCrul CAUCITENF N
19% K O97%¥E I L7210 (UEAT—%) . [7.2, 7.7,
7.13, 10.2%R]

16.7.2%¥ =Yy

R AIZ W T, CYP2D6DMHEEH 2 G T 5% =
V324mgE T LI AT T — 2 mgDOHERHIZ LD,
TV AT T =L DCmp X CAUCITE L EH11% K
4% L7210 WEAT—%) , [72, 7.7, 7.13,
10.2% 1]

167377 vEYY

EHERAIZIBWNT, CYPIADTREEMZAETD Y 77
YETLe00mgE T LU AT T Y — L4 mg) OFFH
BEHIZXY, 7L 7 AT T — L DChuk RAUCITZ
NEN3LB K OT3NIET L7 GEAT—%) |
[10.2& 7]

16.7.4;E M R
EFERAIZRBWT, T L7 AT T —12 mgfk 511
M OiEMER (R OiEMERIY v Bk —/150 /240 mL)
5T, TV I AT T I DC ol THI5E~23%,
AUCITHIBL~46%IL T L7210 GEAT—%) |
Z ]

[13.2

16.7 54 B EYEERETIIZEE VI aL— 3

~
APREEYEERET NVEHWNT, L7 AT T
— /L2 mg& HFEEE DL D CYP2D6RHEA K OV X% AR
PLEDCYP3ARREAIZ G L7=354, CYP2D6 PM
BEICT VI AT TV — 2 mgE B S5 37 v
J AT T —N2mgé PREEELL EOCYPIA &A%
BABELESREO T LY AT T — LOREZERED -
Hit BEE FHOERORVWRFIZT LAY S5
— N2 mg% BB S U7-REC x5 b)) & HEE L7k
RiL, £165D LBV THoR, [7.2, 7.7, 713,
10.2& 1]

#16-5 EHEEMEYEERTT VIV HEE LT L
I AT 5 — OB LR

TVIAET T —
Jv DR & 71k
Crnax AUC
1 NV R = B A
CYP2D6 Plt/lﬂ_“\%b TVIAET T =k o7 6 53
7 bty —anE A
TVLI AT TS =L F =D O
; 1.2 497
b b3t =A% 6 9
CYP2D6 PMEHE N T LI AT TV —)L & L3 a7
T ) AuwA 9% : :
TVLI AT TS — L eF=I N
Y xa~vA 9% 124 3.80
TVIAET T =T anxwF g0 123 son
k3 — A0 %GR : :
TV AT T =L TFankFLrogo 120 27s
Uyzm<A 9% . .
TV AT T =) axF 0% G 116 205
LI AT T — )L ) —JLb)
gwy TTS TR ST 1.19 2.07

TVIAET T —
IV ONgEE & Ak
Crax AUC
CYP2D6 PMIEFIC T LV AT T — L% 5 1.06 2.03
TVLI AT TS — e F =D 0% G 1.16 1.90
TV AETF G — )L FanxtF Lo
4 7 77 NETandkFror 1.05 156
i
LI AT T — )b U8 9%
r7|1 7 Tl 2ArwA 0% 112 172

ABERE FHOHERORNBEICT LI ALY T T Y — LH
5. L7z > Cmax & CAUCOHEE AL 5 5 S/ P44 bt

b) 58\ \CYP3ABHSEFH

c) LR D CYPIARH &

d) 7\ \CYP2D6H EF

e) FREIE D CYP2D6 E Al

) AFlOAB SN A&, 1H1E05~2mgThH 5,

17. BEPRRALIE
1718 RUVREHICEAT 25
< EKFE>

17.1.1EAN%E I/MAGER

WA RARIE B E A58 H xR & LT T ANkt IR IEE 2%
(L ZEERICTRER LRIV T, #E56l%ICE
T DPANSSHA A 1 7 DR— AT A L hx b DLV BRITFE
17-10 L BY ThoTz, AAR2mglET, 77 B RFHTK
UHEH R BB ZNRD b7z (2 mghtp=0.0124,
MMRM#EAT) 18),

#17-1 HE6HEBITHBIT HPANSSHR A a7 D_R—R T A
b DR (FAS, MMRMAEHT)

NR—=RFTA 2D TTRAREEE D
1 A
PANSSKA % =17 #5617 b & AU
bL B —
BB e || e | ROR | TR
IS - Bl o, Tl | [95%(F | pfE?
o SR s | s
F5t 97.19+ 8174+ | -7.63+
. 113 70 - -
R 19.27 22.23 211
AH -0.63
99.26 = 8664+ | -8.26+
~ )
Img/f U2 nea | B | 2307 210 | [850
e 5.24]
| A
j: j J/ gl g | 9055% | g | T742E | -14952 0, 173;3024 0.0124
o 19.20 20.73 2.00 ol e
" -1.59]
| -
A 96.39 + 7912+ | -1149+ | 386
amgs | 100 | TUF es | o1 | [97L [01959
O F B ' ' : 2.00]

) EERR AR GHE, W, RGH L OLRAER, 4E
ER—2ATAUl, N=RT7A RO EEREL, 4
By Bk & & Unstructured & L 72MMRM#HTICE£-5 <,

b) R E DL EMIE, AKI2 mg/ AR &4 mg/ BED R L 75
T ARHORE 2 A EBKIEC0STITY, FELEST2HAIT, A
2mg/AREE 7T BAREE, AFAmg/HEEE 7T B ARBEO LI
TNENAEKHE.0STIT 5 HFIETHE I NIZ, 7ods, AAI2
mg/ H#E &4 mg/ HEED LR & 7T B RREOREIZB N T,
REHIZE [95%Z 48X ] 1%-5.59 [-10.62,-0.55] , pfii30.0298
Tholz,

C)ARHKI4 mg/ AL L 7T AR & ORI FM A BEANRD
DRI Z b, AFLmg/BREL 7T B REEOT L
WZB T DME I TN Rd o7,

L8 I 3CE (%)
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BIVE A BUEE1, AAIL mghfTL1154 412814

(24.3%) , AHKlI2 mghtT11461H26%1 (22.8%) , AH|
4 mghEC1136F1 3305 (29.2%) THh 7=, EZREIEM
V%, AAIL mgBE TITRERFPETH] (6.1%) K OHRER3
Bl (2.6%) , AHI2 mght TEEM3MF (2.6%) , A4 mg
BECHRAKTPESH] (7.1%) , M7 v Z 7 F 87
Bl (6.2%) , THTUTAF (3.5%) K ORI LS
Al (35%) Th-o7=, [71.250H]

17.1.2;@5 E M HEEABR
(1) SEA KR BE6TAR 2 xS L UT= 7T & Rk R
ZAL ZEHERIATHR BRIV T, 56 %
IZBIT HPANSSIAZ a7 DR—2 5 A D DAL,
2L, KIT20LE80 ThoTz, AAKl4mgHD FET,
7T AR KR LA R B B ERR O b
(4 mgF¥ p=0.0022, MMRMfEHT) 19,

#17-2 FE6HZIZHIT HDPANSSHEA 2 7 DR_R— R T A
UMb DELE (FAS, MMRMEHT)

R—=Z25 4D . . TR REEL
it | ALl .
PANSS A 7 | OB BIERD e
WA N 5 E =4

BEE 0 G || e | OO | EE

il e itk P FHfEe | [95%(F | pfi®
S U e | KR
77 94,63 + 7740+ | -1353+
ARt 180 12.84 119 21.10 1.52
1 -
Tjé/ gl 17 93.17 + o1 7156+ | -16.90 + [3;;6 L
. 12.74 16.75 1.86 e
HE 1.32]
2| -

A 96.30 + 7637+ | 1661+ | 08

2mg/H | 179 1201 130 1756 149 [-7.23,10.1448

B : : ’ 1.07]

Nl -6.47

94.99 + 7155+ | -20.00 +
4mg/H | 181 1238 128 1594 148 [-10.6, | 0.0022
T : ’ : -2.35]

a) EER R A BGHE, FERk, WFEH, 5RO AR,
HEREER—AT A M, XR—=RAT A LIRGHOZEER L
L, 5y #dksy #o & & Unstructured & L 7= MMRMAEHTIZEES <,

b)BE DL EMEIX, AFI2 mg/BEEE 4 mgl HREO LR L 7 F
B ARBEOREZ A BRI TITV, ARIESTHAIL, KA
2mg/HEEE 7T B AREE, ARFAmglAEEE 7T B R BEO KA
ENENAEAKLEE0STIT O FIETHES L, 728, AH2
mg/ H#E &4 mg/ HBED TR & 7T B RHEOREITB W T,
REHEIZE [95% 5 FEX M) 1%-4.78 [-8.37, -1.18] , pfii%0.0093
ThoT=,

C)AAI2 mg/ HEE L 7T 2 REEE ORISR RN ARH B2EPRD

LIRS T=Z D, AFILmg/ B E 7T RO R

BT DREIIIThN o7,

RIVERR BRI 1L, AHIL mghf <1204 13541

(29.2%) , AFHI2 mgh¥T186/1 916061 (32.3%) , A
4 mgh¥ T184M% 681 (37.0%) T o=, EAREIEH
&, AFIL molt CIXARIRGESH] (6.7%) , 7T T5
il (4.2%) , FEJRSH (4.2%) M OVEESH] (4.2%)
AFHI2 mghE CARIRGELF] (7.0%) , FEIRL1LH] (5.9%) ,
IREHINT7H] (3.8%) KR ONEHE7H] (3.8%) , AHl4 mg
BETTH U716 (6.0%) , AIRFELLF] (6.0%) ,
IRERINIF] (4.9%) K OGEESH] (4.3%) THoT-,

(2) e RFRE RE636B 2 R G & L= 7 T & ARk R AR
2 HEEBRIATREFIEGRBRICI W T, H&561%

2B DPANSSHE A T DR—RA T A b DA

BIIRI17-30 LB TH -T2, AHI2 mght K U4 mght

T, 7 ERBHCK UREHEN 2B BZEZNED b
(2 mg#$p<0.0001, 4 mghtp =

0.0006, MMRMfEHT) 20,

#17-3 #E6HZIZIIT DPANSSHEA I 7 D_— AT A
UMb DOELE (FAS, MMRMEHT)

NR—=2F (D ; . TR L
658 74 P )
PANSSH %o | 1o 7O ZiLE D%
VA N - 24
RO e || e | R | WEE
ES P ik - Tyl | [95%(F | pfEo
T U | e | XA
77k 95.69 + 7515+ | -12.01+
o 178 108 - -
R 11.46 18.73 1.60
] -
A 93.61+ 7164+ | 1490+ | 2%
0.25mg| 87 1153 56 1560 223 [-8.27,| —
D) [ R ' ) i 2.49]
AH -8.72
95.85 + 7070+ | -20.73+
2mg/il | 180 | C 128 | oo 155 [-13.1, [<0.0001
B : : i -4.37]
AH -7.64
94.70 + 7045+ | -19.65+
amg/il | 178 | Tl 2L o 154 [-12.0, | 0.0006
Fiia . : : -3.30]

a) EER R GRE, fusk, e, RS ERHOZEFER,
BB ER—AT A ME, R=AT A LIFHOZHER L
L, Zr#cdhsy i & Unstructured & L 72 MMRMAETIZEES <,

b) B E DL ML, AKI2 mg/ A FE &4 mg/ HEEO R R L 75
T ARBEOKRTE % H EAKHEC.0STITV, BREIETZHEAIC, KA
2mg/ HEEE 7T B AREE, AFlAmg/ AEEE 77 B RO LKA
FNENAEAKIE0O05TIT O Fik Tl s hiz, 7o, AFHFI2
mg/ H#E &4 mg/ HRED IR & 7T B RBEORIEIZB W T,
BEMZE [95% (5 X M] 1%-8.18 [-12.0,-4.40] , p<0.0001 T
BTz,

BIVEFA S BAERE 1%, A410.25 mg#t To0f 12441
(26.7%) , AFHKI2 mghtT18241H158%1 (31.9%) , AHl
4 mghE 18041916961 (38.3%) Tdh 7=, FAREITEM
%, AK10.25 mo#E TIBEIRETH] (7.8%) , RARJESH]
(5.6%) , TFH#I3FI (3.3%) , KNG (3.3%) ,
57301 (3.3%) M OMKREBIN3MF] (3.3%) , AAKl2mg
RECHERRLILY (6.0%) , AHRSEIN] (4.9%) , TH ¥
T 8% (4.4%) K OELLGH] (3.3%) , AFKl4 mohtCTHAH
w16 (8.9%) , T ATV T126 (6.7%) , NARSESHI
(4.4%) R OWEHETH] (3.9%) TH o7z,

17.1.3EAEHIZ 53 ER
MALMIERE 235 L LZEWNE L/IERR) D O
kL1198 K OHT 72 IZHHLA AL & T A TR T /B
183051 & *F G2 Ik L 7= FEEME I 5RBRIZH N T,
TV AT T — L 1~4%D mgA 1 H RIS EBS L
ToFFDPANSSHR R 27 OHERRITRIT-AD LB Th ol

21)
o

L8 I 3CE (%)
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#17-4 PANSSHR X =27 OH# (FAS, OC)

Dl L o
(Z TR | R e

I 2 I AR wﬁéa?go

e 67.1(71392)0.88

\ 825242020 | 835122221 | 66.93 % 20.42
HRIB S o7 a0 s

. 7419+ 2087 | 79572259 | 6430 £2020
@1 (60) (169)

o 7412+ 2417 | 7530£2332 | 62.77 £2007
1 (53) (154)

o 7150+ 18.72 | 7380+2384 | 6258 £ 1992
(16) (46) (146)

" 66.50% 18.28 | 69.86% 2387 | 6093 + 10.56
(14) @37 (123)

o 59.00 % 14.31 | 67.66+24.09 | 50.66 £ 18.70
(10) (32) (116)

o 623341203 | 68.16+25.72 | 56.86 + 19.23
9 (32) (109)

TR 7756+ 24.14 | 8186+ 2581 | 6382 £ 2261
(LOCP) @ (70) (182)

TEIE + B G
a) [EIPN A T/ AABR 12 45 1F 2 4 -t

TR ORIE ISR E T, 281614113341 (47.3%) T

botr. EREWERIZ, THITT226 (7.8%) , #
HRFELSH (5.3%) , (AREHIINL46] (5.0%) , IRk
125 (4.3%) R OMEIRLILE (3.9%) ThHh o7z,

L) AFoOAR SN AEIE, 1H1EL mgh o BRIEE,

1H1F2mgTh %,

<32% - 3ORE (BFARTHALBHRNEDLL

BWNMERICES) >
17.1.4EA%E I /M55

ARIDOK D DT E Y — R
2~ AR T3 BEANERD B ALK 5 OfF PR

xi L) 2240 5 SAIRHE

BETAB 2R L L7 7 v RGRIEEAL _HeH
A TREM bl sk Bh 2 i U 7=, @Rt e b= F D
ABPREH] (SSRI) Xitom h=r+ AT FLFY
U IAZBAER] (SNRI)  (Sm¥tEF L, TR
FHI, BTV Y, mRAVETT L, IFY
TIy, TanFEFURORVT TR r) OFFH
T ¢, 7L I7 AT T Y — 1 1mgXiE2 mgix1H 1A
G %5 L7e, %561 (235 1F % Montgomery-Asberg
Depression Rating Scale (MADRS) &A&FREON—2 7 A
UMB ORI TRIRT ERBD THY, AHKI1mg
RER U2 mgBED W EET, 7T B REEIT T LESE 22 7
EENRO LA (1 mgHEp=0.0089, 2 mg#fp=0.0312,
MMRMf#HT)  (R17-5) 22,
H2) B9 SHIOEGRHE - HEIC L 268U EOTRE,
7o, HEITOHL D SFNEFEE LT, SSRISUISNRI (#¥
n¥xtFr, JARFHIL, BALRNTVY, TAVH
07T L INFTUTTL, TandkbFURUNRST
TrXy) RAAGRHE - HECSEMEETHZ & &
L, ZHEDOH S SENRR TIZ 02 ENRBD b
W2 L A AT RBNTHEE LT,
1H3) H1 D OHIE B2 FERREE DL E O CYP2D6RHE I X
IERRRELL EOCYPAER OWTINE AT 2 Z
Ll E LT,

F17-5 FHGAKIZEBIT AMADRSAFHEDR—RX T A
UMb DOELE (FAS, MMRMEHT)

NR—=RAT A D - .
MADRS grome | mem | 77 0TS
#h Bk e
B HOP SR RERIE
sk ;;f; {5 ;ggf; Tl | [e5%lE | plev
e |
77 67+
K | 243 |27.3+62| 233 |205+92 - -
‘ 0.47
B
AH 85+ 17
Lmg/ | 248 |267+64| 237 |183x88| "7 | [-30, | 00089
AR ' -0.4]
AH 82+ 14
2my/ | 245 |269+69| 218 |188+90| "V | [27, | 00312
A B ' -0.1]

Q) EERR AL GHE, R, BGH RO AER, AR
BER—ATAUME, X—=RATA O EEREL, 4
By Bk & Unstructured & L 72MMRM#ENTIC S <

b)RE DL EMENE, EENEFEEZ AW CHRE L, [ZUHICR
Fl2 mght & 77 B RBEO B ATV, WA EAKHE.05 THE
TholGaEOH, 1mght & 7 7 2 REEO s 2 WA oK
#£0.05T1T o 72,

BIWEHFBIBERE I, AAIL mght <2504 418445

(33.6%) , AFI2 mghfT2460415112961 (52.4%) T
ST EREWERIZ, TAHLYT RHIL mgELsy)
(6.0%) , AHI2 mg#Essfhl (23.6%) , LLFFEIE) , &
B (1461 (5.6%) , 1661 (65%) ) , MH 7w Z
7 F 8 (661 (2.4%) , 1361 (5.3%) ) , {EHEk (14
Bl (5.6%) , 11%] (45%) ) Tho7=, [7.3-7.5, 7.7
]

<TIIINA I —FIBFNGFE (S S EIRF, ZRIEME B8
EICERY 5, BEPIIKENES>

17.1.5E A% I /M ER

TNINNA =R T VT —va v 55T D
BEAFIERB L L7 T AR RIE(EA{L _EEMH
WATHER ek &2 EhE Lic, 7T —v a v DOEFRIT
EFEZ R E S-S0 [Consensus provisional definition
of agitation in cognitive disorders| 2IZHEVY, TV oNA
~ —ERAEIZ A D B, B, BUEICERT 5,

TET) T BERR S BN DL b7 - Tk L T
SUFHARNC R S - B 2 ek Lz, B 510H%ICE
FECMAIEHA I TEIDO X=X T A )b DAL EF
RIT-6D L BY THoTo, AHIL mght™> K 2 mghtEo
T, 77 AREICH UG EENRO bk
(1 mg#¥p=0.0175, 2 mg#¥p<0.0001, MMRMFEHT) 29

£4) CMAIZHWT, 7VF—3 3 VIZBEd 5291A H

OEFEE BFEPEET) , BEEP S - SEMK
B L BREEELGELET) , 5, AW
WZonHp0D, W3, BEET5, W, e, Oo
N, BEME (F8a, BERE) |, WiniEEE - B8
R, PJHET 2 - HR9ZR<HEERIS, REbnRga - i
K, BOBINATZ 9 &35 (EHNSLEAA~HE D &
%), MESHEIIZIOE S, (MEHECITHEHD IR
T, SEERNRELEEORS, FESCHTERYIEE
ER LT 5, XESOEROMVIRL, Rz ikz b,
HEHESS) OFNENORBBEE 2 2 2 7k U TRl

L8 I 3CE (%)



£5) 1H1[10.5 moZ L[ 5%, 1H1[A1 mgz 5
£6) 1H1[10.5 mg# LM #5-#%, 1H1[A1 mgZ 1 ]
#h, ZO%1A1H2 mgz &5

#17-6  HHI0EBZICEBITHCMAIEH AT T DR—RTF
A b DEE (FAS, MMRM#EHT)

R—=Z25 4D A i
——Lm = 0l | Ziphe | s
CMAIA 2oy | DT108E et DR D
BGRE \ i e | Hob % | e
%k P—— pikk | EvElm | FREe | [95%(E | pfE?
e s | e | X
75+ 536+
- 147 | 627+117 | 116 -80+1.03| — —
AEE - — | 133 — —
4l
&4 503+ | ar7s | >
Lmg/i | 108 | 621:113 | 83 | ° ° 20 6.8, - | 0.0175
%
#A 475+ | -152+ | L2 | <0000
2mg/fl| 148 | 6412129 | 204 | 72 o5 100, |~
m 134 1.05 03] 1

) EES R A B, REH, 2RSS (ABE, 4K, B
PUBMRIEOGME, B 5L RO BEAEM, e~ —
AT Ml, N—RATA L EREHOREER L L, SRFENH
A5 5 & Unstructured & L 72 MMRMSEATIZHES <,

b)BE DL BN, AKI2 mg/ Bt E 7T 2 A ORE 248K
#£0.05CITV, AELESHAIC, AANLmyg/ AL 7R
BED LEle % 47 /K #E0.05C1T 5 HikCFfE S hi,

BIVEA S BT 1, AL moREC11241 H37641 (33.0%) ,
AF2 moBET14961 7661 (51.0%) Tdh o7, EZFEIE
JIE, AHIL molf CEARIE] (8.0%) , 5 [EkESHI
(7.1%) , EEFEESH] (7.1%) KOV A b =T 74
(6.3%) , AFI2 moRt CIEIE236%1 (15.4%) , IEEhEE
200 (13.4%) , FuEiEZ174] (11.4%) , % [HFE155]
(10.1%) , BITEEE14G] (9.4%) K OMHEFREOHEL115]
(7.4%) THo7z, [5.3, 5.8, 7.8-7.11, 7.135MH]

18. E3FEHE

18.11ERBRF

TV I AT T — U, Er b= US-HT W S FRE S
TA=Z MEMH, tu F=U5HT A ZRET 2 d=R
MER, R/ UDZBREE ST A=A MEH, 7K
LF U v BT o2 A= MER LT RLF U
VO BIET 2 = A MEM 2RO EBITH D
B), WHHEREFFITRETH DD, 26 OFKIMERNIE
RIZBFA2ARMICHELTVWE D EEZ N TND,

18.2Z AR

ZREREERBR T, Mz e F=25-HTs, b
FEr h=25-HTo, B F FX30D,, BERT FLF

Vol 7 RLF U a2 BRI L TEWE
Fit & 7~ L7129 (in vitro),

18. 3 A KR ERBEEDEMETILTOHEER
F v MZBWT, BHEEROBZE L E X b TV 5%
(B3RS I 24 L, SREMEREREORIE L ZE 2 b T
BTy )Y UEREOH IR OREITEIOKT
Z i L7229,

18.411 5 DEIDMNRICRIFTHE

18.4.17 v FHEHIKIKRBRICB W T, Hi 9 oK DS
WAEAETEH 2 ORI L 0 #95R L 722D,

18.4.2~ 7 AEBMAE A N L AEFMTEBWT, #HER

DAL, BAEVATEIORANIR T 2509 DAl DL
R A DI &0 #E5R L 7220,

19. R ICET HEBILFHMR

— BB . 7 L7 A7 T —/1 [Brexpiprazole
(JAN, INN)]

4 : 7-{4-[4-(1-Benzothiophen-4-yl)piperazin-1-yl]
butyloxy}quinolin-2(1H)-one

0 0 CasHarN30,S

: 433.57

K aa (FEALABREET) ORG XITRERME
DMK THD, N-AFER Y RATETOT
<, NN-DRAFATE RT I RIS T
<, AL —=MTEITIT L, =% —n
(99.5) 12D TEEIFIZL <, KITIFE AL
BRZAN

fLEBER -

21. ABEH
RIS Y A7 EHENE 2 RED b, @WUNCHERT D Z &,

22. A%
(LEXHYILT 1 &1 mg)
PTP : 1008€ (108£X<10) , 500%¢ (10£E<50)
7T AF 7R bV 50088 (NT)
(LXHYILT 1 82 mg)
PTP : 1008€ (108£X<10) , 500%¢ (10£E<50)
7T AF 7R hJL o 50088 (NT)

FExk

&R Z oy ML BT (2018451 H 19 H 7&K
2%, CTD 2.6.5.10)

Stone, M. etal. : BMJ. 2009 ; 339 : b2880.

HNEE  EPNEER S5 (201841 H 19 H KGR,
CTD 2.7.6.3)

HNEER  ARPERE 2R & L ENMKE#
5548k (20184E1H19H 7&#8, CTD 2.7.6.3)
&R BRFEOMERER (201841 H 19 H 7K

2%, CTD2.7.6.2)

FEPNER BRI L BERI ORI N A F TR T
U7 ¢ #kBr (20184E1H 19H &R, CTD 2.7.1.2)
HNEE  BEEMEARER (2018414 19 A &R,
CTD 2.7.2.2)

FENERE - HEERHTRE (2018451 H 19 H 7kFE,
CTD 2.7.2.2)

FENERE - BEA T BB SR A I TR i 5 AR
Frutg L L RER SR (20184F1H 19 H KGR,
CTD 2.7.6.3)

FENEEL . CYPRRERIOF A& 512 L 5 3 B AE A
B (201841 H19H /&%, CTD 2.7.6.3)

FENERL . AR GREOIRMBIRE, v~ ANT VR,
AFORERE (20184F1H 190 48, CTD2.7.6.3)
FENEE - BEGERE B E Co Y EIERER (2018
FE1H19H7K, CTD2.7.6.3)

FENEE - FFESRERE B E oY EhERER (2018

23.
1

2)
3)

4)
5)
6)
7)
8)

9)

10)
11)
12)

13)

L8 I 3CE (%)
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HE1H19A 4, CTD2.7.6.3)

14) +ENEEF - il L OPER O SRYERE ~D 2 (2018
HE1H19A 4, CTD2.7.6.3)

15) #HAREE U 77 vy PR EIC X AW E
TEFARER (20184E1H19H &72, CTD 2.7.6.3)

16) FEPNERE TR OF G2 X 2 Y FE AR
(201841 H19 A %G8, CTD 2.7.6.3)

17) thNEE - ARSI (PBPK) B 7 /VEHT
(20234F12 4 22 H7& 78, CTD 2.7.2.3)

18) thINEEl : MEKFEREFE EZRE LIZENT T
AxtR T EHERAER (201841 H 19 H 74&GE,
CTD 2.7.6.5)

19) #hNEE  MEKRFERTE EXRE Lzt 77
RRIR T EERAEL (2018451 A 19 H7&EE,
CTD 2.7.6.5)

20) tENERE A KIPERFT E G L LI T T
RRIR T E SRR (2018451 A 19 H/&EE,
CTD 2.7.6.5)

21) tENERE A KRS A R & L ENE &
5B (20184E1 A 19H &, CTD2.7.6.5)

22) tENERE 0 5 OW D DIRREIC KT B R
(20234F12 4 22 H7&78, CTD 2.7.6.2)

23) Cummings, J. et al. : Int Psychogeriatr. 2015 ; 27(1) : 7-
17

24) FEWNEEE : TV A = RIS T VT —
avERG L U ENE L/ITHRER (202446 A
@ H/&K®, CTD2.7.6.4)

25) Maeda, K. et al. : J Pharmacol Exp Ther. 2014 ;
350(3) : 589-604.

26) Maeda, K. et al. : J Pharmacol Exp Ther. 2014 ;
350(3) : 605-614.

27) *ENEEL O DIERESE OB T T MBI A E
TEF (20234E12 7 220 %78, CTD 2.6.2.2)

24, XHEERERUBULEDE S
KGRI S ERER e 7 —
T108-8242  HURTHTHE X PkFH2-16-4
SN Ry IR T —

FEE  0120-189-840

FAX 03-6717-1414

26. BENREEESE
26.184:& R T

L8 I 3CE (%)
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1.8.1.2

L¥4I)LT 1 OD$E0.5 mg, [EOD%EL mg, ROD%E2 mg

TR - BT SCED D DT
B & SIRGRE BAEEERNEES
EXNEAM : 365 A 871179
R L E S
s*ﬁw ﬁc;c_ R o i ERES BRFERALA
7[/7ZE7)7_/—11/DH:—_WHH1§$E oost?g 30300AMX00429
B, MAEEESD L&4 LT 1 ®0ODEE0.5 ™ o
» rm-mwsonrscsueRyscs LA LT 4 ®CODEEL M9 égfg@ 30300AMX00430 | - 202141113
LExY)LT «q ®OD$E2 mg 2 mg 30300AMX00431
REXULTI® OD tablets
2. 252 (ROBFIZIIEBELEWNI &) .
2BUF O 14
21 MRREDBE [BFIERREL BT BZNDH 3 2BFI DR B | EX | mx
%, ] RFes | PRk S mm) | mm) | (mg)
2.2V Y — )V REFR AR - BRI oD HAR R BT i P
DIBNERETIZH 2 B [FAREINHENEH 2 R X VT4 | RGO "
NABZENRH 5, ] OD#E05 |#8E @ 6 27 | #5%0
237 L F U v B5HT08RF (7 FLF 27T ’Egﬂw
T4 T F ORI, SUIWEHMERIZ BT 5 R AT | mEao —
v 2 (SRR ',‘»t‘h %
D U< I EEMEMCHER T 2B A 2R<) (101 | |opse  |Hs GIE)= | s | 27 | #m0
Z M 1mg
2AKKN DIt LI BUE DBEERE D & 5 B tfﬁ -
Vivart rlf Dr LHL Ml S
. 2mg
3.1HE AR
s ARRSY VR 4. HEEX LR
LR LT ¢ |18 D-v = b—/, fiftro— O HAXAE
OD§E0.5mg |7 L7 AE | A, KEMEE Fad T r e O 52+ 32 (BIFABETTRLEMRLED
I =) | —X, WMHET AT 7 —{LTF SR A (-
0.5mg VT, Ay Ta—R, =gk *Lfd"f'\iﬁ SIRS) ; ” 2
% FmERaLFLT, T (@) 7)bJ/\47 BYERHIAE [ Yoy
ANEBEATFTULF KU 75, AT BECERY 5, BEBXIIHENEE
YD AP . s
CRIALT ¢ |theT S Ny ey vy 5. MEEXIZRICEET HFE
ODfElmg | 7L 7 AL |\, REREE FoXoTnbl ) <508 . 5ok (BEABTHALHRNED bh
FI— |Bra—R, YT AT 7 —bT HEWBEIZED) >
1 mg YT, AT TGu—R, HEZT ¢ g . . ; 4
fRlbgk, FUERaLTLSL, 5.1KKIOPFHIE, #RMER= F:/ﬁﬁi@i\ifﬁﬂéﬁﬂ,
TNABEATT UAF BT A, tubh=r JAT R U D ARBREAZE
Ol SR ié@ﬂ&%%%fﬁ@ﬁof% +43 &M%#M
o T e | R e SRAVHAIRY, AAIICLBREIER (T2 Y7,
$£2 mg TLZAE | A, KE#REE Fado ol g oS N RN Yl
Govn lernex, @HTATv—lbF BN A F % /T%Qﬁﬁ:%%{fi{#) A OIEH b
2mg vTy, Ay Tu—2A, HEZT BRI LT, oG A EEICHETT S 2 L,
Belbsk, FE2ETAI=T AL 52019 DHIOEEEIZ LY, 24Ul FOBE T, HESE,
—%, fvERATTFUSY, T AREROU 27 BENT 25 E0RERS L0, K
fw@;iTWWwUﬁA,z HE2BETHBEITE, VAV X274 v NEEE
77 BR TRV G H +%- &, (89812 916, 1513%5MH]

ST INA I —RIBFNE (4 5 EIEEE, PRI, B
EICERY 5, BEPHIIHENZE>
5.3 & B AVE B ~ DO PSR G LV ST Y X7

DHINT 2 L oM RER DD, £, KADENT
Z AT HREERIC BT, IGBRERR S b o BRI
LTI RV CHIBAAFEDOH THE SN TS

AHIDOEEIZHT->TUT LY A7 2 I EBL,
BRI BRIZ B 1T A AR O e OfE R A2 8 L

L8 I 3CE (%)
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e bT, HEICEELRIRTSH L, Fi, KAIRE

(%)

HidAEOREBEEERERESE TS L, [15.1.2, RN CYP2D6H 749 3 (3R \ NCY P3ARH 5
17.158 8] DV A& B
| W oN ___ﬂ:ugéj\ LT Rk S A R FRFEEE O CYP2D6 L E ) K OV R FE D 1[7]1 mg%
5%?15\?5%2‘7&/; — Vlﬂ j:@J %uf;i%;tﬁj;é)éf’m) CYP3AHZEXIO W & 1H1[H]
B, BRI %, RS Ih XL gty CYP2DEDIEHEA KA L T = & A3 HIH L
BT 2 5HE, 2, ISEICHNE LB T F O ER T
LOEEDOL ETITH Z &, BRUNCYP2D6IHE A K O\ \CYPIARLZE
5.57 VY A = —BIERHE & W S iz B O A ®“fﬂ%ﬁﬁ> ‘ _
ié:&OTwyA4vw@%ﬂﬁu%@%ﬂ§@% ﬁ%gﬁﬁfﬁﬁgm¢ﬁ&WWWMﬂ 1FIL mg &
U S TR E) XIS S BN T D AF OB = = o 28 1A
2T 515 > s
F OV AR S Tl 7R, L CYPIDOR SR U CYPAIL 105 mo 2
56‘%%&0‘%% . ﬁ%%%ﬁ) 5 E @EL‘E%ODW\HX% i(l_"??b N, CYP2D6DIEMEANRIE L TN D = & 2vHB L 1AL
IR E T BORA S BN T A~ — R EE I TV 5 HEMNPFLE L EOCYPIAEH %
S fEMRE, BhngdE, BEICERLEZbOTHEZ L {Eigil

THERT DL b,

5.73EFEMI) I A TIEA5r e B G8® H R WA ER
D, FEEMEIN NN Z AR RS THZ L,

5.8 KA TIE, FERZFERBMEFSOERIZHEST
T —va VERENNE L ST, ENE T/ITHRE
WAEA AN DT BE OERAREL, FERGERE S 50
WCHR U2 BT, BGHEEOBRIRAITHY 2 &, [17.15
2]

6. MERUVAE

<#iE K ERAE >

WE, BAIKIZT L7 AT T — e LTLALE
1mgn o528 L%, 48U LORREZ & 1T T
#®L, 1HIERZ mgx k#5495,

<52 532HE BIFABRTHAILMENRDHLA
BWNMEEICES) >

WH, RAKET V7 AT — e LTLALE
1mgafk 545, ok, ARMEICHERRLS, +
DIRNENRD LN WIGEIZR Y, 1H &2 mgil i &
THZERTX D,

<TILYINA R —RIBANGE (S S £, SHlEE ®
EZ(CHEET S, BFEHRIIHEMEE) >

BE, BAIKIET L7 AEF 57— LTLHLE
0.5 mg o 52 Bilan U715, LEMBIVL EOMEZ 1T
THEEL, 1H1RI mgaRn&54%, ok, ARNE
TN 72 <, TR RIEBRRD SR VIEAIZIRY,

1HUER moIZ BT A2 LN TEX A, WMEIZUERL
LofEEZHITTITH Z &,

7. RERUVAZICEET 5F8

<& KFAE >

TAKRKIOLA B4 Mgz B 2 5 HE& TOLEMIIMNL LT
WU (BRI 7200N)

7245 & PREEELL EOCYP2DEIRER] (F=, R
X F %) ROSUIFRELL EOCYP3AREH (1
coary—i, 7702~ %) 20T
BB, ARIOMFEFREN EH3 52 205,
TN OEANE O HIZAEERIR VBT 5 2 &, T
PETOATHHAICE, FORESZICHERD
MEOREE21T5> 2L, [102, 164, 16.7.1, 16.7.2,
16.7.5, 17.1.1%R]

<5D%F - I DRE BIFARBRTCTHIUEUENRE DL
BWMEEIZES) >

73RANTERE 2 F = HIRVAARREA], Eu b=
Ve JNT R U R AHZEER I L F Y
U EOFRT AL, IRFIEME G C O NI
mInTHWARY, 1 [17.1.45 8]

TARFEE X DR8IER (TH Y7, BREEY AF xR
T HEOHEANBIERE) 2HBE LT, KEloEkbE
RO SIS ER /MR ETHZ L, [11.1.2,
17.1.45 ]

7 5ERRBRIC BT 2 AR O e OR R 2RI LT
BT, RER2 mg~OHEOES A EEICHET 52 L,
AHK2 mg~DREEBET HEAITIE, AHIL mgk 5
BG4 6T K] & B ALICAHI2 mg~DHF O BES & it
5 b, [ERIRFRBRICIWT, AKIL mokt L2 mgieT
HMEZFRRETH Y, AHI2 mght CIIAKIL mgit &
T B o DT EOHERINERER O BLE G IR < e
HIEMBSRENTWS, ] [17.1.45 8]

7.6K12 mg~DEE% T X 0 HEENCBE OREREZBEL,
HERAMEIERZEORWER ORBUCEET D Z &, BIE
ARRD N HA I HR G2 IET 272 L, Wbk
WMBEITH Z &, £, HEEKE, 6EME B LICAH
2 Mg kO TR At L, W T 2R 0 E5
N7 WA ITITBR E R G A L2 2 &

TIARA L PFRELL EDOCYP2D6LEA] (=2, /<n
X F %) ROHREEL EOCYPIARER] (1 N7
aFYy—, 77V RAuvA T E) BT 25E
ST, AFOMBEFRREN LRS00, Th
5OEF E ORI ATEERIBORET D 2 &, R a 1S
TOHT 2EAICE, UTOREZSZBICHEROCHE
OREEITH Z &, [102, 164, 16.7.1, 16.7.2,
16.7.5, 17.1.4% ]

L8 I 3CE (%)
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(B3%5) (%)
1H1[=1 mg 1H1[EI12 mg 10151 mg 18172 mg
(e e ICHIY 45 e R e R
MELEOHE | HEAOHE HELAOHE | RO E
FRUNCYP2D6FH Al J VR FR\NCYP2D6H FE A1 S i\
CYP3AMER DWW b PEH CYP3ABREHIDO W )% ff
HRCYP2D6IH I % v i |
DCYPIAFRFEAID N 4L fF TR FE D CYP2D6BHEHK K Y 1\ 1 mg &
i 101 mg L DOCYPAILEAID 10 1]
HFREE O CYP2D6RH A & UV& | 1[H10.5 mg% 2HCAmE X P ivi —
WCYPSAFHEAIO W LB OF  [2HIZ1E 1[H10.5 mg% CYP2D6 DIEPEA K L Tl
i 1A 1[mE] 5 LAV TV B
CYP2D6DIEMENRIA L TV 5 HR\ N CYP2D6RH A K OV
ZEMHIA L TW A BEN T CYP3AMEH DWW b T
FLEE DL D CYP3AREE A % ff R\ \CYP2D6BH ZE F K O R
)i EDOCYPIARER DOV
Qi
THEEOCYP2D6IHES K Y |1 [H 05 mg &
<TILYINA T—FIBANGE (S5 S EEIER. SR, B CYPSAFLEAI DWW S, | 2H 1]
EICERAT S, BEBXXIIHENEE > PEE =
18AAB G L DENEN (T2 T, BRI ZF R CYP2DED 4 K L T
U7 BOWBSBIER, AT E) &2 LT, SN
AN 55 e OV 5 B e SR R % = & BEA ]

[11.1.2, 17.155H]
79 RBRIC BT B HIMER O OfE 28 LT

ET, KHI2 mg~ DB O EM A AHEHIHT D = L

[BEARERIZHV T, AHIL mght &2 mgBEo Wit h
75 B AR B B S REE S s, AHI2 makt
CIEAHAL mgl & S A~FEARAMEIEIR O FEBIEI G138 <
RAERNREINTWS, 1 [17.1.5588]

7104512 mg~O ¥ B I3 & 0 SEENZBE OSER & B
L, BWEH (THe 27, BREECAXROTEOM
IRONBRIELR, FRMEVERIRYE) ORBUEETDHZ &,
BIEANEES SN EAC IS 2 Ik 572 2,
2@ 4175 2 L, [11.1.2, 171550

7.114% 5-BRAA10iA M % £ T BRI AKIEFEHIZ L S F
BRSO DN RWEE, ARIOEE % 1k UIERIES 5
4 pHZ L, BLBMIOAIMYE E TOREOIRREIZHE
S ZHW LA THhoThH, REA (7
NPT, BB A X R T EOMEIIER, §8
WEPER A ) DY Ry 2EELC, ARIZEREES
PRGN ER/NEE T, B, AHIO
2438 M % 8 2 B ki 5 ORI LTV 720,
[11.1.2, 17.15%H]

712K & FREELL EOCYP2DERHER] (F= 1, /X%
X tEF L) ROV AFHREELL EOCYP3AF EH
A bTFafFy—), 77V 2u~AL 5 A
THHAEENE, AFOMPEPREEN RS2 Z &
B, ZhHOHKEOPFAIEFTRE/RIR VBT D Z &)
R EETHATBEACE, U TOEREZSEICHE
FROHEBEOHME 2475 2 &, [10.2, 16.4, 16.7.1,
16.7.2, 16.7.5, 17.1.5%M]

8. BEELAAXKIE

<shEEEE>

8.AIRK, EE - £ - KEHEEEEN SR TR
L2 ERNHDLOT, AKRBSFPOBEICILEEIEOE
R G 2 P O R OBIEICIE R SR WL S EET
HT L,

82K DOFHIZ LV i R IE O & B i,
BERIFYE S N T R—2 A, BERIFESIEICE S Z &
NHDHOT, KEFSTIL, 0w, 28, 2%, HEERE
SEEOFERICEE T2 & & b, FRITHRE T Z DRE
FEREH 5\ NEZ ORERK T 267 5838 TiE, MpEE
ORELEOBEE+/724TH> 2 &, [83, 9.1.3,
11.1.5% 8] ]

83IRKIDIEGITHEL, H O UDS20RIEH N RIS
LHBENHDHZ L E, BEROZTOFEKRITHIZHA
L, miffEEk (098, 28k, 2R, HRSE) ICEE
L, ZOXIERRH Sbn-HAciE, BEbicE
HxTErL, EMOBEEZITHLLS, BETDHZ L,
[8.2, 9.1.3, 11.1.5%/]

SAFIRBIZ X DA REME D D13, AHKIB 514 1A
(I8 A BIATE D BSOS RN AT i R 2 < I
HLb b, BRI Y TR IRTIREE)
SRR, TREVEIEE, RAEOEBHIEEE 2N
bobilo b OREND D, MEEHHIHEE ORI
WT, o0 LOREROFREICHSITHIAZITY,
FERA B & DI HAITIE, EACHZET S L 5
THZE, £z, BEOREROREOLLZ EER
SBEL, ERAD SN BEAITITSEIDS T
B3#EEEZPIET AL, WERAEZITY 2L,

8.5ARAI DR L 0 REBEIN M ONEE BF e/ & o
OBCRFEHRST 52 ENHDHDT, AAIFS FIXEE
OB ETEERERBEL, KEOLHNED NG
AICITEREE (AIHEORBOFISE) &350 L,
MBI U Tl B e i 2175 2 L,

8.6 5 ¥, G, YRR Z oI BAR R E R I
O ESMEERMERSH SbND I ENRHHDT, K

L8 I 3CE (%)



FORBELEEICBLEL, ROLEER?H 5o E
AR 25, WURLEEZITO 2 &,

<MEXFAE, S5OF - 5 2KE EEFEAEETTIEH
ENZEHoNEBMGEICES) >

8IME TIEENKIT LB ENNH D DT, FrFRmEM:H
ROV AT Db HEEIAKNZBRET 5512, 18
EICREEBETHZ L,

<& KRE>

8.80lfE, T, FHAMFORMENRZE(L S 25 raert
WHDHDT, BELTRIATY, BEBHRLNTHE
(I OIEHIEE D B2 % 70 LY 220 E 21T 9 2
&

<32+ 5 2KRE EIFEABETHALGURNRDLN
BUWMGEEICES) >
8.99 kA BT HREF A SENH Y, BEERD
BZENURHDDOT, ZOL D B IIH GG RS 7
5N G B2 T4 5 BRI I3 RE OIREE R OYFIED
Bl EBECBETL L,
15.1.3% 7]
8.10R%, fEig, B,
WoE, BoEvE, i, 7D T R ) A A
DHLOLNDZ ERREINTWS, F2, ZThbHD
SR - ATENE SR L7ERNIC T, RIEREIRIZHT & 2
TIEZR WD, R BOEL T HZENE,
ETAPREINTNWD, BEDOREROIRREDE
L EERBET L E LI, HEIOSL TR
kT 57 SO AEEITO Z L,
8.12, 9.1.6, 15.1.3%R]
SLIHEENTOWMERMAZ <2, ARERBFED
LD BEING T 5BE121E, 1R OMS B % &K
INRIZE Bz L, [52, 89, 810, 812, 9.1.6,
15.1.3%: ]
BL2FRFIC AR S B REX, BE, oM, Sl
WHEEOITHOZ(L R OEBEREARH b d U
A BZOWTHoPB AT, EM L BE K%
W&o kofsEgt+s-s, [52, 89811, 9.1.6,
15.1.3%: ]
<TILYINA T—RIZBENAE (4 S ISR, FhlEiE, #i%
ICERYT S, BEHRITHEMNEE >

8.13FBHE A TILHE FHREAME T L TV D 5B H Y,

(5.2, 8.10-8.12, 9.1.6,

N= vy 7 AR, ORI, ST,

RSP

[5.2, 89, 8.11,

AFNOFr 512 K 0 e T F S HS 5 T AL L R it
RIZELIBENDR S D, AFEGHITEFEORIEZEE
BRI BIE L, WM TFEEOERIIEANZIEAICITRE
EHIET 57 S A AE AT Z &

8. 1458 HVE B B K VBT D Y R 7 3@V T & 35
b TW5b, Fi, RFIZSTehUEmHEIKICL Y,
B, By MEERLE, DFW, Sho0XniIszen
HY, WALV EIUIMBICELIBZOARH LT
O, +RICEETLI L,

9. RENEREATHBEICHT HEE
Q.180HE - MEEZFDHHBE

<shEeE>

9.1.10 - MEKE, BOEEE, EMEXIZSH SO
EEOHLEE

MERETRH LD ENRH D,

QI2TANAZEDEEHEEIICINSDEREREDH S
2E

REMEEZ R TS0 H 5,

QI3MERBERIIZTDEREEDH D EE, HDUVILHERK
DRERE, am#E EEEOERBROEREFEZET
LHEE

MEHEN T2 03 H D, [82, 83, 11.155M]

9.LARENKRE, REABNER, B, B/KKEBZEDERZE
BHFEARNE, SRNRIIASIE 2% o AR FERIE NS SN T W 5,
[11.1.8& ]

< B KERE >
QICEBRTHOBREFERVERSEEETHEF
JEREZELSEABTNLH B,

<35D% - 3 2KRE EIFEABETHALUENRED
BUMEEIZES) >
0.16BRTEXIIERECHDOBEEOHDEE,
DHBHEE
HESE, BERERRHLONDZEBH D,
8.9-8.12, 15.1.3% ]
0.17KDBENEEDHDHEE
FEAER A EEIE L2035 5,
0.1 8EEMAEVVHEEEEETLHESE
FAERZEEIE L2035 5,

0. 2BHEEEEEE

Q21EEDNEHEEREE (WLT7F=VIUTFTIUR

30 mL/minXki#E) DOHHEE
BEIIRGHERBOLEESEZEE L, B L TITA
FOWRELEEICBET L L, AFOZ VT T AN
TFL, mHRER RTINS 5, [16.6.15
el

93T EEEERE

9.3.1HhEEN L EEDIFHEERES (Child-Pugh7>$8BX
I¥C) OH3EH
BEIIRGHEBOLEESEZ BB L, B L TITA
FOWRELEEICBET L L, AFOZ VT T AN
TFL, mHRER RTINS D, [16.6.25
el

9.501 4w

PR SUTHEAR LT D ATREMED 8 2 LePEicid, 189 Lo
ARVEfEBRMEZ ERI2 & S 2 HEICOBRET
5 2 L, WERGINCPUSIR I R G S TGS, BE
JICHRLIEE, BUR, MPRETE, R, BERRET, 5
A S D BEBUE R HEASMRIER 23 b B iz & O
HRH D,

(5.2,

IRIE OB MR ORFREOFEEELEZE L, FHLO
e s T ik AR5 2 &, BWER (5o ) TH
HAFE~OBITHRHE STV BD,

9.7INRZE

NREEE TG & LT BRARRRBR TS L TRy,
9.85#hE
BEOREZBIE LN OEEICEGTHZ L, — &I
AETREREME T LTS, [16.6.3% ]
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10. MHEEHR

AANL, F& L THFRHEERECYP3A4 KL )CYP2D6 T1L

#anzs, [1645MH]
10.16fFZE (BFRALAGWLCI L)
A4 S FRIRAEIR - RfE 514 B - fEBRIK T
7RV TRUFUCOER |7 RV F Y 37 Futl
(TF74T7% — | ZWlaSYE, MERK | AFBEa, FZRERORIL

DREIERE, T
BRI 1 D
RIEHED L <X
RTERREM AL
L% akR<)
ARAI v
[23501]

TEEZ BTN
H%,

HTHY, AAIDSZFEM
TEWrVERIC X 0 przsiAsi]
WVERAMENL & 720, T
[ TR AR S D Al hE
WRH 5,

102(fEE (HRICEES S &)

A %

AR - HEE D7

B - SERA T

7RV UEAH

BHERERA
URHsAY TR
Ly

MmERETZEZIR
Ennb s,

T RLUFVAXT KLY
NEBEa, pEEARORITT
AThv, KElOZEE
HEWHE I X 0 gz il
VAERDMENL & 720, fE
B TR AR & 5 Al
b 5s,

PR A
IV — VIR

FERZ AP A S
ERMRH 20T, W

& BRI E A 2
HY D,

R, BREMASE | BT OREEETD
&,
R FE A1 FHAEICHEERZE | & bICBREFERZET 5.
WL ENHDHD

T, WET LR LM
HIIEGFTHZ L,

AR
LR 1A

R AEEER %
BT LBETNRH
L0T, RHEEZH
4 % 2 CHEEICE

AFNE RS 2B IR
TERZHT 5,

592%52¢&,
Toea—b () | AR | & b TR (R 2
ER &SRS ED 2 | FT 2,
LAb2,
TR D AANOIERDBEERS | AR O LBERHHRTHD
CYP2D6IEIEM %2 | 2B ENNRH D, CYP2D6% [HLET 5 7z A
A9 2 HH| FlomPERER LR 2%

F=vr, NoXx
wF %
[72, 7.7, 7.12,
16.7.2, 16.7.5% ]

TnhH 5,

FFELEELL EOCYP3A
FEERE AT 53K
bl

A hFaty—

v, 77 ) Ar~

A%

[72, 7.7, 712,

16.7.1, 16.7.5%]

AFNOER A RS
LBRENBD D,

AEIOFEERHIEFETH D
CYP3A4Z[HET L=k
oM RER S+ 5%
ENRDH D,

JFGEEER (Rl
CYP3A) FHE(EH %
92 HFH|
NIRRT,
V77 rEs U
[16.7.32 1]

AFNOVER 25553
LRENDGH D,

KRENOFENHBEHETH D
CYP3A4DFHEZ L 1) AHA
DI FREME T 5%
nndbs,

11. BIERA
WORERRDH 5D Z ENHDHDT, BELE DI
TV, BENED ONGE IR G 2RI 57 L
U5 AT H 2 &

111EXRIGEIER
1L IEMAEREE (0.1%ATH)
HEEN IEEHIRER, BREEOFTRRI, W TIREE, MR, fE
OEH, T, HmMEREIN, MmiECK L% RN
RO LNIEAICE, #EERIEL, BmH, KoWHiE
LB EIICHYRLEEZIT) ZE, £, 34
ra b U REMD BEREOK TR AL, [EREEC
EBEHZEMBOLOTHEETDHZ &,
1L12BRECZAFZRAOT (0.1%K0)
ERGI2EY, DABEORMEEESND 5D 2
ERBHDHDOT, ZOLIRIERE D L b HGE T E
XiFHiEEEET DL, B, FEPIER LIRS EE
a2 endsn, [74, 78, 7.10, 7.115H]
1113 MM LR (BEETRH)
IEE RO (RAIR, Bl - gk, 3 LUVMERG, BEEO
Rt & 2 W XBERE R OENE D 5 > WEORER) & =
7oL, BREMA LY RAIBITT LB HDHOT, BHE
RN B S b BaIciE, 52Tk 52 L,
111 ARG (0.1%AT)
CKLER, mMPRORT I A7 me o LR snET
5Tk,
11.1.551Mm%E (0.6%) , ¥EREET L7 F—2X (B
FEARH) , MERFBEEE (EEARW)
T MU OB RIR DO IEAL 2N B & b T2 354, BRI -
Ty R—=VA, BERFESECELZENHHOT, M
PEORESS, 0¥, 2K, IR, BHREOBIEE 5
ATV, BENRRD ONEHAIE, 5 EFIEL,
VAV URIRIOBEE 4TS 7 Y, WUIRAEEITD b,
[8.2, 8.3, 9.1.3%04]
11.1.65E% (0.1%AH)
111 78BEMERE (BEARE) , okl (0.2%)
11.1.8fMEAE (0.1%AK%) , REPFRARIMAZAE (0.1%A
i)
FZERRIE, BARMARIES: O MARZERIERH bbb = &
N DHDT, BlEE+HoIATY, BYh, g, ko
K, HIEESRO ONEEAICE, #E5EPIET Sk
EHU R AEEITY 2 L, [9.1.450]

11.2 ZD D EIER

N 1~5% . S
5%LA k= . 1% A1t -
Ko KU, BUF, |[EHBEEORS, RE, #
R i, Wolk, | %, REHEMEDEW, KD
LD F FV, HRRE, Rt
v, S #, WXLy, REeE T

v, g, VERETE, #
B, SREGE, =M, 9%, X
T, EWy, MEERRETE, #hER
&, R=v s EE, B,
SHEENE, TR, SR
Pk, B, Ve v
B, RVET, BoE, R
B, TARIEAE, B,
EEAEE, BEIHR, %k
o, PR IR RRAERERE, R

SREE, HEE R

L8 I 3CE (%)
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5%L0 | 1;;ﬁ 1%l ii 59601 | 1;;6 1% ﬁi
Bekoh |7 |HRE, SEMSL | AREHGEERL, FREGH, RANE ES i, MREE, SRV, DURK
MR | U7 | RS | BT, BRERIEER I, T S, BIEEE, fEIIET,
vl |EE BABLE, KBREE, BHEE
B, UAFx i
U7, VA b Zofh | KEH | BTk W5, REUR, (KWW, (3 | iR
=7, WU, m TV, WANE, KW, R |
T, BB B, B, PEERm, FEL |
izig MG, DA, R
L EIE, OEMQTIER, s Y, HESE, R, B,
PEORMIE, IR, SR, Rk VENE, RARR, Wik, IEEME
IR, B, CSRPEIAMHE, (£ F, it
WEHEET Ry, AT
vy 7, LEXQRSEHILE,
DAERRETYE, AHIEER AR 13. BERE
B, {Eiln/E 13.15E4K
e ot Lot el HVE D BRPR B K CNTHR % F JE 5 C, 54 mgE T
BOLE, & | RR, A, TRAS R, NEE=A S - 3 A FEeNEERY
o A, T e g R, AR ER S SN RACRBW T, IFEEEORER SRS
W, ORI, (B ShTo,
i, PR, SRR, OUR 13.200&
Wi, L, WIBEEE, O TR D B G LV Cra Lk CAUCHE T35 Z &
PR, WEGRERE i, BENTVD, AHOWB RSG5 BRI E
— T v £ LTHITH BN OV TE A AT
£, MR, UMEE A, R, AFNLMIRATI~OFREHIENZ &0
i, Z U a~ES e b, MEBEFITAATRVEEZ NS, 1k, AR
M, ~EZaEURT, HOFBEMENRZ 2 NG IFEOEEBICLEETDHZ
PRIME, AFHEkiZ, R L. [16.7.4%FR)
“iE, 7o bhay e R
_ ‘ L — 14, BRALEDIE
e BT R e 14 1EFIXAH DR
i%;]u, o R R AR L 14.1.1 PTPEEEDFANIPTPL — b2 HELY H L CTIRHT
VD, Mt T LF o ke HrofgESLH L, PTP— hOBEKICLY, N
RN, FORRERENS T, PLATRN R EREA~HFIA L, FICITZEALZB T LTHE
PORSRE L, @I IR S D B A A GHE & DT 5 = & 2 B,
B I 14.L2ARANETE O LAc O TR 2 B8 S 5 & %07
LD, YA m s L WZHAEE T %720, KR L TIRAHARETH D, £z, K
m, 7 e T s F o mE, M THRHATAZ b TE D,
RBERENG T, RLHouslEs, 141 3KKNTE EEORETIE, K2 LTRHEER
IR INe it Woob,
IR IR, IR, BUR, B
PR, BRIAE, BRARVERERE, HE 15. ZO/DEFE
SREE, R4 R AR,
G S 151G EREAIZE D < 1E#R
Ik JFREE, AST L5, ALTL o e s
, BEULEVME, y- <ZhEEHE>
GTP.LE, NS, Fmess - 15. L AKANT K 25T, JRIRARHOIERIENR Wil S 4L
5., LDH 5., ALP L5 TW3,
B RiE, %5 R, AL, i 15. 1. 240 E TS S - ERpRR A B H A xR & L17
i E%iéé% WS, K @E‘?‘ibf ﬁ%a:m\\f’ i:iigé@#i@#ﬁ%ﬁ%?fﬁ
G B T X7 T B REERE L BB L CHRERDL6~LIEE DI -
ey KEiR . IO R, B e DRERD D, £z, SNETOEFHEBNT,
# E, 50 Y 7 AE, 55 TERLGURS A 3E & FEE GRS 3E & RIRRIZFE L3R D
N U AMIE, Y P AL FRICEET E0RENRH D, _[6.35H]
T i I e )
2 <52O¥F - 30K BITFEAEBTHRLEIEMNREDHON
P 35 Wi, FoMEMERize, A% | LW UMESIZIRS) >
%, W, ML, BIWD [R5 15.1.3MAF THEME STz K D DI EREE S5 O REFRIE &
HAR o BT BRE LR LI, BROB ) SAOKIT
. %ﬁfﬁﬁ%@’ T B AR KRR PR FRBR O BRFHE R BT, 245 0L T DA
Bil%, MR, Sk, FHTHE, ARAESCHRENORHEO ) 27 BT H >
MG TENE, IRM T, 5V KB GRECTT TR LB L CED -T2, 7235, 25
B [P, A5, SRR, WL EOBFITK T 5 HEASESCHZREX ORIV

L8 I 3CE (%)



27 O EFITRD BT, 65 LI\ TiIZED Y
27 B L1=2, [5.2, 89-8.12, 9.1.6%HE]

15.23FERPREAER ICE D < 1R

~ T ADBAFHERBRIC BT, HE0.75 mg/kg/ H LA
T, FLIRMEE KX OV T RIS 0S8 B O LR AHE S
NTWo, INH OIS >#WETIIm 7w 7 7 F
VOEFEBEHELEEE LTI MBERTN S,

16. E¥BhhE
16. 1M 2R

16.1.1EM@EE S

fEEERAICT L7 AT T —11mg, 2 mgk (4 mg
B A ZeHEREH AR OB G U7, TSR 1353 ~67
il CchH o7 (X16-1, #16-1) 3,

= 50

E

2 —o— 1 mg (8#1)

= 40 - 2 mg (8#1)

£ —— 4 mg (5%1)

= SE o £l i -

T 30 FHE il + PR

™

I

D 20

=

N %

N e N

= %% —

< g
0 24 48 72 96 120 144 168

T IR ()
X16-1 EEERANICKITE 7 VI AT T ) — L HA#

5-W5 o i 8 R EEHERS
#16-1 T L7 AT TV — ) VH[AE 5O Y ERE R
T A—H
) E=R P tmax Cmax AUCm t1/2
e (h) (ng/mL) | (ng-h/mL) (h)
6.00 5141+ | 5653+
tmg | 8 | 5owpq) |F09FLIS| 494 16.86
- o 6.00 1797+ | 8509+ | 5288+
9 (4.0~80) | 250 164.8 16.19
i ; 6.00 3729+ | 2860+ | 66.58 +
9 (3.0~80) | 977 7252 17.81

CPIME + R, tnaD B PRAE (R/ME~FRKAE) )

16.1.2R1EE/RE

MAKTERFICT L7 AT T =11 mghk 4 mg
m ZR/%1H1E14H BE RS U2, R LR
BRI 5100 CEFIREBICEIE L, KERGH%HD
RN I ZE N EN2REH K TR Th o 72 (R

16-2) 9,

#16-2 T VLI AV TV — )V IKERG Oy EIRE R

T A4
F tmax Cmax AUCZAh t1/2

% (h) (ng/mL) | (ng-h/mL) (h)
1mg
RS | 4.10 1024+ | 1595+ _
1HA (13~80)| 495 67.11
gl | o 5.00 2930+ | 537.0+ | 91.85%
14H H (20~7.9)| 15.08 263.5 47.63
4 mg
B | g 6.00 37.03+ | 6014+ B
1HH (40~83)| 1350 197.2
BB | 4.00 164.63+ | 3238+ | 70.63%
14HH (1.8~4.3) | 101.96 2184 26.90

CHEHTIERS, (DO PR (R ME~) |, — @ B

16. 1.3 MEMRIEF

R AT L7 275V —)L2mg (ODSE I
$8) A7 uAF— "—iEIZ X ZEEEFE R O RS LTz
B O EYBNEE X T A —F B F16-31T/R T, Craf AUC,
DT L DI0%IEHE X BIXV 74 $0.80~1.25D %t
PHNTH D, ODSE L ElEEIXEMFEICFZETH - 729,
F/2, TV AT TV —105mg ODEER NT L7 A
v 77— 1 mg ODEEIL 5 EANE 7R 2% 1 [E LAl
DEMFNRIEMED A T4 ) (CHSE, A %
FNENT L7 A S5 —12mg ODEE & L7z, &
HIZENTRSE S HE SN, AWERICRSE E R ST,

#16-3 T L7 AET TV —/12 mgHLEI# GO IE)
BT A—F

ﬁl J ﬂ;; tma>< Cmax AUC, tJ./2
g (h) (ng/mL) | (ng-h/mL) (h)
S R A
zﬁgﬁ " ng% 00) 2f.73212¢ 12504592 | 62.2+19.3
OD#¢2 mg 5.00 24.24 +
iy | 300~800) | goso | 1340620 | 593+185
o(gf;znm)g e o 00) 2o | 1280615 | 62.9:2 20,49

CPEME AR ZE, Dl (R ME~RRME) , 1961)
a) 1841

16.20% 4%

162 1REDEE

M AT L7 AT T Y — /L4 mg® & 228 T
AHICHERAKRS L2, T 7 A8 77— 0
Crax X CAUCIZ I TEFOREIIRD LR 729
GMNEAT—%) .

16 2. 28BN/ AT RASE) T«
R NIZB 1T AR 0BG ORI A AT X T
VT £ 13102% Tdh-~7-0 UFEAT—%)

16.3 /%
FLLTTAT I VRV EEEEAEICHESL, B R
MIEE BfES R, 99.8%LL ETH-7-9 (invitro, F
WRBENTE)

16.44% 54
FIZCYP3A4L CYP2D6A IS L, FEMRBM TH S A
JLIRE Y KK (DM-3411) AEA EIN7=9 (invitro) .
P 5140 B CIERE(LIRIZXTT 5 DM-34110 AUCH E|

L8 I 3CE (%)
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HlE23~41%Th -7219 QEAT—%) . [10.2H]
FORPREBRZICT LY AT F Y — /11 mghk U4 mg
" & R%1H R4 A BE# S L 72K D CYP2D6IE R 1
#15] (EM : Extensive Metabolizer, IM : Intermediate
Metabolizer) DOIEMENEE T X — & B FK16-4TRTY

#16-4 CYP2D6E s AR OIMTHRE T A — X

nhE CYP2D6 | #4i tmax Crnax AUCyp, tus
BB | % (h) (ng/mL) | (ng-h/mL) (h)

EM 5 4.10 31.96+ | 584.9%t | 7444+

1mg 20~79)| 1521 | 2610 | 23.69

IM 1 7.70 16.01 294.2 179.2

EM 4 3.00 87.10* 1563+ 61.26

amg (1.8~4.3) 23.53 530.1 31.29

M 3 4.00 268.0+ | 5470%= | 83.33*

(3.9~4.1) 48.02 900.5 17.42

CEIME + R, traD S PRAE (B/IME~ R KAE) )

EFERAICT LT AT T Y — /L2 mgh 2GR E [ %
5. L7=IREDOCYP2D6EE T 25| (EM : Extensive
Metabolizer, PM : Poor Metabolizer) ®O3EPENHE/XT X
—# % RIG-BIRTY GMEAT—%) . [72, 77,
7125

#16-5 CYP2D6E (s AR OIMTHNRE T A — X

- CYfZDB % tmax Crnax AUC,, tuz
BT | % (h) (ng/mL) | (ng-h/mL) (h)
EM 34 5.51 244+ 1629+ 62.0*
2mg (1.0~8.0) 7.95 858 20.2
oM 6 5.52 29.2+ 3439+ 79.9*
(10~8.0)| 6.63 1477 117

CPIE + R, traD B PRAE (R/ME~FRKE) )

16.54kt

TREERLICUCEER T L 7 A7 5 Y — 12 mg& ik A%
B U=, B G RE D 46.0% M 1N24.6% 8 L F i 3
B R ORI HR S L7z, REIARIFFEE R L OYRH
IZZNEN14% K% ON0.14% M S =12 (SME AT —

A) .

16.6HENDERERI HBH

16.6. 1 BHalEEERE
HEOBMREREWRE LN (Z v T F=2 s 0T T
Z<30 mL/min) (27 L7 A 75— L3 mgh %2
B HERE AP G L7 DAUCHE, SRR IE bR
(ZVvT7F=27 V75 280 mLiminkB) &E~TL17
e Chotr, Tz, EEOBERERREICBNTH
REACIR O MR AFEARIZO%LL F, REIEDOBHE
1% ARG CThH -7 GFEAT—%) . [9.215
]

16.6.2fFi&EEfEE B E

FFHERERE =R 2201 (Child-Pugh4y8EA~C) (27 L7
AT TV — N2 myh ZEERFEER 0B LTy, R
FE o DUV THEE OFEERRE 1L, R IE R
LHERTCrax TEITR <, AUCTENENLIME K N7
fECholz, BEEDHEEMRRE X, CnxT0.5MH,
AUCTEIT e h-oTz, £7-, NEEREREER#E (Child-
Pugh/33HA~C) 128 W\ T H REMIED TR B FE A%
1399%LL ETH o721 GNEAT—%) o [9.3.15H]

16.6.3EHE

TR S (B5s%LL E) 7 L7 A5 —12mg
ZHERRE O35 U7 RO SR BIEIC 1T EIIC L D8I
ROLNRN-72D GNEANT—%) . [9.85H]

16.6.41% 3

EFERAICT LI AT Y — /L2 mgh HEE O %5
U 7R O SR BHRE LI ERIIC & 5 BRSO L h o
7219 NEAT—%) .

16.7EYHEEEH

16.7.14 ra+vy—

TR AT I T, CYPIADREEMAZETH4 =
F—=400mg L T L7 AT TV — 12 mgD A
XV, L7 AT T =L DCruk RAUCITFNLE
19% K O97%EE M L7 (UNEAT—%) . [7.2, 77,
7.12, 102%R]

16.7.2% =y

TR AIC BT, CYP2D6DHEEMEAETHF =
»324mge T LI AT T — A2 mgDHEAIZ LY,
TVLI AT T — L DCra e VAUCIT Z AL HL11% K
VA% L= GrEAT—%) . [72, 7.7, 7.12,
1025 #]

16.7.3) 77 vET Y

fREF AR T, CYPSADHEMERZAT DY 77
YETL600mgE T L7 AY T T Y — 1A mg® OHEH

BHIZXY, T2 A F T — L DCraX FAUCITZ
NEN3BKEOTINE T L72® WHEAT—H) .
[10.2& /]

16.7.45E R
HERERAICB T, 7 L7 AT T — /L2 mgfk -1k
% OEMR (@ O3ERY Ve S —/150 g/240 mL)
BET, 7V AET T = DC ol TfI5~23%,
AUCITHIZ1I~46%IK T L7z (WHEAT—F) |
2]

[13.2

16.7 55 BEMEYEERETIVIZELD VI aL—Y 1
v

AP EE T T VERHWT, L7 AT T
—/L2 mg & PR LL_E O CYP2D6FEEH F OV i h %
PL Lo CYP3AFHEAIZ G5 L7354, CYP2D6 PM
BEICT VLI AET T — N2 mgk B E X371
J AT T —n2mgé PRREELL EDOCYPIAMEAIA
BABELEBREDO T LY AT T — LOREZERD -
HFit BEE EAOBEROLWEFIZT LI AT T
— V2 mgZ& B G UI-REC P 5 5) B HEE L
RiL, £16-6D LBV THHoW, [72, 7.7, 1.12,
10.25 ]

L8 I 3CE (%)
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#16-6 EHEMEYEERTT VICEVHEE LT L
I AT T — OB LR

TVIAETS T —
IV DR B 5 1Y
Crnax AUC
BENRT LY T T =
CYP2D6PI§/I, FENRT LI AT TS — Lk 127 553
3 =0 & G
TVLIAET TS =)L F =V 0N
. 1.2 497
b b g — A G 6 °
CYP2D6 PMIBE N T L7 AT T — )L b 123 372
T ArvA 0% ’ )
TVI AT TS =L F= Y
Sy Rt o OB 1.24 3.80
TVLI AT Y=L eTFandeF oy 123 365
k= — A0 E R )
TVIAET T =) TFandtwF ot 120 79
Y Ar~A v 9%k i
TV I AT T — L& Ra X T 0% G 1.16 2.25
N = T —im
TVIARET T =)l hat S — % 119 207
Gidi]
CYP2D6 PMEHKIZT L7 AT TV — L &b 1.06 2.03
TVIAET TS =)L F =V 0% 1.16 1.90
. P —— — 9
TV AT T — L eTFauaxtF Lok 105 156
Givi:]
TVI AT T — ) IS 2L 0% A
% 7 TVl 2AawA 0% 112 172

QIRTEE LA OBERORNEEFIZT LI AET T — LR
5. L 7= Cmax & CCAUC DHEENE I 9~ 5 2 1 L

b) 3\ \CYP3ARL

c) HFLEE OCYP3ARLEH

d) TRV \CYP2D6FHE

e) PR D CYP2D6RHEH

E) AFIOA RS NI-HEIL, 1H1E05~2mgTh 5,
17. BRERRIE

1718 R VR EHICET S8R
LR YL T o BEDRGAE 2 L FITRT,

<A KFE>

17.1.1EMNE O /MHEER
Bre RTRIE 4580 At & L= 7" T R AR RS
(L EERUATHA LRI BT, BE6HZICE
1T APANSSHA A T DAR—R T A b DL RITFE
17-10 L BY Thote, TV AET TV — 12 mghET,
7T R LA BEENED b (2
mgiEp=0.0124, MMRMfZEHT) 19,

#17-1 ¥E6HEZIZIIT DPANSSHEA 2 7 D_— R T A
UMb DOELE (FAS, MMRMEHT)

N—2F A LD ] TR
PANSSHA 2 =t 7 B0 RieR O%fHiE D
RO e || e | R | WEE
ES e %k i T | [95%IE | pfiE®
s | X
77 97.19+ 81.74 + -7.63 +
R U1 907 | 0| 2223 211 B B
a4
2 -0.63
R R A
/L1 mg/ 5.24]
H
a4
; iz 13 | %85 | g | TrA2: | -1495% | '173‘3024 00124
amgl 19.20 20.73 2.00 159]
H#E
a4
27
F— 96.39 + 7912+ | -1149+ | 388
109 68 [-9.71, | 0.1959
L 15.73 21.52 2.10
. 2.00]
4 mg*
O/ F R

a) [EESN R A LR, B, BRI ORAER, AR
ER—ATAUE, R=ATA 2 LHOLZEERE L, &
B34y Bk % Unstructured & L 72 MMRMF#FTIZHES <,

b)MEDLEMIL, T L7 AT —2mgl BEEE4mgl HRE
DYEHR & 77 B RBEORTE & A7 KHE0.05TITV, AR
STEBAIL, TV AT T —2mgl ARt LE 7T B REE,
TV AET T —Amgl AL 77 B RO E T NE
NABE/KHEQ.0STIT S HIETHE SN, ok, 7L 7 AET
TV —A2mg/ HEEL A mg/ HEEDEHZNER & 7T B RBEDORE
BT, BEMZE [95%(S4HEXM] 1X-5.59 [-10.62,-0.55] , p
ff1%0.0298 T > 7=,

QOF VI AETTY —Lamgl BREE 7T £ REE L OENCHEEE
R B BEPRD DN N2 b, TLI7 AT TV
—Img/HEEE 7T B ARBEOX I BT 2 REIXIThi e
Mol

BWEHRBME L, 7L 275 —11 mghtT115
FrR286] (24.3%) , TV A STV —L2mglET
1140112641 (22.8%) , 7L 27 A7 T — /L4 mght
TL136IH33%1 (29.2%) Thot=, FEREIWEAIL, 7
LI AT T — L1 mght CIEAE & RFETH] (6.1%)
R OMRER3G] (2.6%) , 7 L7 A TS TV —12mgBET
BRG] (2.6%) , 7 L7 AT TV —L4 mgBE TS
SSIESE] (7.1%) , M7 uZ o F o HNTH

(6.2%) , 7HhTTAF (35%) K OHEMRS KR4
i (35%) Tholz, [1.28MH]

17.1.2i@5 E MR ER

(1) A KRIEREOTAB 2RI G L LT 7 T AR IR
At ZEERIATEERM LB Ic B¢, K 56E%
2B DPANSSHR A a7 DR_R—R2F A b D2
Bl, #1720 80 Thotz, TVI AT TV —
A mgitl BET, 7T R ARRHCKR LR R B
MERH BT (4 mghf p=0.0022, MMRMSf#EHT) 20,

L8 I 3CE (%)



B E6H%ZIZIIT HPANSSIA A a7 D_R— 25 A
UMb DELE (FAS, MMRMEHT)

#17-2

N—=RFA D [ . T eRRELED
PANSSH 2 =1 7 e EfLE it b ®

BEREL | e || g | OR | WEE
| e | | e | TN | (o0 |l

s | )

77 94,63 + 7740+ | -1353+

R 801 g | M0 2110 152 B B

a4

AT -3.37

07 | | || T | e )

/L1 mg/ 1.32]

H

Fa

2EF -3.08

_ o 96.30 7637+ | -16.61+

7Y— e | TUCE s | L4 [-7.23,] 0.1448

12 mg/ 1.07]

HEE

a4

2EF -6.47

S| g | 999% | g | TESSE | -2000+ |

12.38 15.94 1.48
L4 mg -2.35]
1B

a)[EEZN IR A B GHE, Mk, WEH, BOHE L REHOZEER,
HEREER—AT A M, XR—=RAT A LRHOZEER L
L, 5y #3Esy #oi& & Unstructured & L 7= MMRMFEHTIZEES <,

by#EDLEMIL, T L7 AT TV —A2mg/ HEEL 4 mg/HEE
DWLPNRE 77 £ RHEORE & A EKHE0.05TITV, FEE
STEHAIL, TV AT T —A2mglAREE 7T R,
TV AET T —Amgl Bt L 77 B RO E T NE
NABKUE0STIT ) FIE TSN, 0k, TV AET
F =2 mgl B L 4 mgl HRED TR E L 7T B REEOKE
BT, BEMZE [95%(EMX ] 11-4.78 [-8.37, -1.18] , p
fil1%0.0093 T > 7=,

Q0T VLI AET TV —n2mgl AL 7T v AR EE L ORICHEF
MR BEDPRBO NP2 00, TL7AETTY
—imgl B L 7T B AR OX IRIC BT D I3 T hiv e
molz,

BWERRHBEEIX, 77 275 —11 mghtT120
#3564 (29.2%) , TL Y A STV — 12 mglET
1864116041 (32.3%) , L7 AT T Y —/L4 mght
T184151H68%1 (37.0%) Th-o7-, EREIWEMIL, 7
L AT T — /L1 mght CIIARIRAESH] (6.7%) , 7
71T 50 (4.2%) , SEIESHI (4.2%) K ONEESH
(4.2%) , 7L 27 2T T — /L2 mghE CRIRAEL34]
(7.0%) , BEm1LM (5.9%) , (REIEM7H] (3.8%) K&
D7) (3.8%) , 7L AT T —LAmghETT
YT 1 (6.0%) , ARIRELLH] (6.0%) , (AREEHE
ol (4.9%) K UNEHESHI (4.3%) Th o7,

(2) A KRIERZ636H 2 KR & L7 7 2R HRRAE
2t ZEERIATEER LR BR IC BV C, & 5611k
IZF1F BPANSSIA A I T DR— 25 A D DAL
BIIRITB3DEBY THoTZ, TVLI AT TV —)L
2mgEE N O mgE T, 7T BARBEC S LIE R A
BEMBO LN (2 mghEp<0.0001, 4 mgifp =
0.0006, MMRMS#HT) 29,

1.8 B 3CE (

24

#17-3  BEEHEZITEKIT APANSSIHE A 27 D_—2 7 A
b DIELE (FAS, MMRMAEHT)
NR—=RF A D ) TIRREEL D
638 (A% "
PANSSka %o | 1o 7Ol AL *fHe
5‘ £5 /N 7
R s || e | BOR| EEE A
| e | VB | g | T | DOS%(E | pi
T U | e | XA
77 95.69 + 7515+ | -12.01+
RBE 81 ias | 18] 1873 1.60
a4
A
3‘/°i 93.61 + 7164+ | -1400s | 2%
87 s | 56 S en | [827,] —
L 1153 17.60 223 |,
0.25 mg '
{%1)/ E| gﬁé
A
2B -8.72
i 95.85 + 7070+ | -20.73+
Z'— | 180 123 [-13.1, [<0.0001
13.7 18. 1.
JL2 mg/ 375 853 5 -4.37]
A
s
e 94.70 + 7045+ | -1965+ | o4
Fv— | 178 el 1 TP 120, | 0.0006
12.06 18.17 1.54
Jv4 mg/ -3.30]
H R

Q) B ES R A B R, Mk, WEM, B GEE S REIOR B R,
WBEER—AT A Ml, R—=R T4 EEHORZENER L
L, Z8dlsy 8o % Unstructured & L 72 MMRMFIEHTIZ FES <,

b)MEDLEMIL, T L7 AT —2mgl BEEE4mgl HRE
DYEHR & 77 B RBEORTE & A KHE0.05TITV, AT
STEBAIL, TV AT T —2mgl AREL 7T B REE,
TV AET T —Amgl AL 77 B RO E T NE
AVB EKUEQ.05TIT © I Tl s T, e, 7L AT
TV —A2mg/ HEEL A mg/ HEEDEHZNER & 7T B RBEDORE
IZRWT, BEFEZE [95% 5 HE X M] 1%-8.18 [-12.0,-4.40] , p<
0.0001 TH -7,

BIERRBMEE X, L2 A7 5 —1025 mglET
90f 1244 (26.7%) , LV AT TV —N2mgEET
182(558%1 (31.9%) , 7L A7 T — /L4 mght
T18041H69%1 (38.3%) ThHotm, FREMIWEMAIL, 7
LI AY T T —10.25 mght CIIEEm7H (7.8%) , A~
IRAESH] (5.6%) , TH#I3%GI (3.3%) , [NFZEE3H
(3.3%) , 57361 (3.3%) K OMKEBEIMN3A (3.3%) ,
TV AT T =2 mght CERLLE] (6.0%) , R
IRAEQH (4.9%) , 7 HI T8l (4.4%) K OUEL6{H)
(33%) , 7L AT TV — /L4 mght CERYH 16/
(8.9%) , 7HLTTL2H] (6.7%) , AHAESH
(4.4%) K OWETHl (3.9%) Tholz,

171 3EAREAR 5 ER
MAKTERE 2% L LENE L/IHRRD S O
AR 5198651 B O 7o I LA AL & VT BB S FRE ;R
18351 & %t G2 Ikt L 7= FEEME MR G5 RBRIZHB VT,
TV AT T —L1~4%D mgA 1 H RIS E B L
ToFRFDPANSSHR R 2 7 OHERIIRIT-4D L B Th o7z
22)O

%



#17-4 PANSSHR X =27 OH# (FAS, OC)

o P
(fjﬁﬁ%m (FLrAEFT | E
V' — L)
R 2 0B mﬁé&?go
P i o
\ | 825242229 | 83512221 | 66.93 %2042
FAEIBE AT 7 a0 182)
" 7419+ 2087 | 7957 %2259 | 64.30 % 2020
@1 (60) (169)
o 7412+ 2417 | 7530+2332 | 62.77 2007
an (53) (154)
o 7150+ 18.72 | 73.80+ 2384 | 6258 = 19.02
(16) (46) (146)
s 6650+ 18.28 | 69.86*23.87 | 60.93 %1956
(14) 37) (123)
o 5020+ 1431 | 67.66+24.09 | 50.66 % 18.70
(10) (32) (116)
o 623341203 | 6816+ 2572 | 58.86 % 19.23
©) (32) (109)
FrEm 7756+ 24.14 | 8186+ 2581 | 63.82 % 22,61
(LOCF) @n (70) (182)
I £ E R A2 GHmBIER)

a) E N /AR 3 1) 2 ¢ 58

TRIEEA O BIVE R ERAERE 1%, 28141113361 (47.3%) T
botr. EREWERIZ, THhI U726 (7.8%) , #

BHRFRAELSH (5.3%) ,

REHIN146] (5.0%) ,

126 (4.3%) K OMEAR1L4] (3.9%) Th o7,

1) AFNOAR I HERE, 1H1EL mgh b BT,
1H1FE2mgTh %,

<32 - 3 DIRE

BWNEEICES) >
17.1.4AE A% I /M5 5.

AEOK D DFTE Y — RIiZ

2~A4[A]E2) CH45 72 e33R
BETIOP Z 5t G L L2 7 7 B AR EAL —EHE *ﬁ
AATHEM iR & i U7z, SRt e b= FEY
AZBEER (SSRI) Xidtw b=+ JAT KLF U

RextFr, 7R

U IAZBRER] (SNRID
XHIv, BALERTUY, ZRAVERTST A,

(B RH T+ A EHRAG

2H DN

(2o L) a4 5 ’J%‘J‘(Afﬁ

L8 B ALK D D PR

Iy

TIy, TandeFURUORVT T Xy r) OFFH
T T, L7 AT T Y —/L1lmgXiF2 mgA1H 1E]

GG L7c, Fh6HE%ICH

I} % Montgomery-Asberg

Depression Rating Scale (MADRS) A&FRON—2 T A
UL OEEEIITRIRT LB THY, T 7 AY
7T =1 mgBE R 02 mgBEDEE T, 7T B REEC
*F USRI 72 B BN

2 mg#£p=0.0312, MMRMFEHT)

1 B A7z (1 mg#Ep=0.0089,
(&17-5) 2,

12) 19 SHIOAERME « HEIC X 26H L EOTRE,

7k,

HETDOHL D SFIERE L LT, SSRIXIISNRI (0%

axtvFr, JARFYIL, BALRNTY L, ZATUH

=R/ VNS

INFTTTy, TaudkF U RORCT

TrRir) AKGEME - HRECSEMKRES T L L

L, 50809 SANEETIEHo e B3

W & A RTINS LT,
1E3) H1 9 A Z R - R DL _E O CYP2D6RH.E I X
IEHRRELL EOCYPIAERI OWT TS Z

LYY gWAN

LIFEEIREE LT,

F17-5 FHGAKIZEBIT AMADRSAFHEDR—RX T A
UMb DOELE (FAS, MMRMEHT)

_ T RAREEL
N=RTA D o~ =
. 1 5.6 ZEAL R »
MADRS# /5 .
- popad )
b | ReRE
THffs THfie
o ; h {g; o ;E %“; i | (o5l | pli
e T | e | R
77k 6.7+
e 243 |27.3+6.2| 233 |205+9.2 - -
ics 0.47
T
AT
7= -85+ 17
- 248 267464 237 |183%88| - [-3.0, |0.0089
’ 0.4
1mg/H 04]
i3
T
AT
7= -82+ -14
- 245 1269+69| 218 |188+90| .7 | [27,]00312
’ -0.1
2mg/H ]
i3
a) EERN R A LG, RRl, BGHEC R ORAMER, AR

%N—X?%yﬁ,m~X74/kﬁ%®®E¢m& ,%
By Bk & & Unstructured & L 7ZMMRM#HTIC -5 <,
b)RE DL EMIL, FENEFEEZHCTHELE, IUoicr
LI AT T —L2mglt & 7T B RBEO ATV, Wl
EKMEQOSTHE THTZHADH, 1mght: 7T RO
b & WA K H0.05 T T - 72,

BIWERREBMEE L, 7LV A7 7Y —11 mght 250
FIH84M (33.6%) , T LU AET TV — L2 mghET
24619112901 (52.4%) Th 7=, EREIWERIL, T4
VT (T RAET T —01 mghE1shi (6.0%)
T LI AET T — /L2 mghEssl (23.6%) , LATHE
JIE) , REHEIN (1461 (5.6%) , 1661 (6.5%) ) , I
B a g o F U (66 (2.4%) , 136 (5.3%) )

Rk (1441 (5.6%) , 11 (45%) ) Th-o7z, [7.3-
7.5, 1.7%H]
<TILYINA X—RIBAE(C4E S £, SHlEE, 8

EICERT 5, BEFIIHENEE>

TNI A Z—TEBHIEES T VT —va v (5T D
BB EX R E LT T AR IREEA L e
WATHER SRR 2 i L 7=, 7T —3 3 VOERIT
[EpR R E 20 [Consensus provisional definition
of aqltatlon in cognitive disorders| 20 ZHEVy, TV oA
—IERINSE LA S MR, BREE, B IC RS,

@/ﬁ@a BB S22 L EIZ 72 o Tk L T
SUSHENC R SN BE B LT, &5 10%I2E
T ACMAIEEH A I T EVDR— 2T A b DBELEIT
RIT-6DLBY THotz, VI AT TV —)1 mght
B9 KO mghEt® T, 77 AR X LiREHER e
BEEDNRO b7z (1 mghf p=0.0175, 2 mg#£p<0.0001,
MMRMEZHT) 25,
EMCMN%%“T,T??*VEV’%T%N%H
DFEHL (BFEREET) , FEEFOL - STENK
B I EpELEELGELET) , D, AW

L8 I 3CE (%)
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WZOoWHBNPD, 3, a5, R, i, Uo
N, AEME (XN, BWhe L) | WihiEEE - 28
e, PEud % - AR <ORERS, R - il
&K, BIOHANATZ 9 295 (EHACRI~HES &
%) , MELREYNZIOE S, (EHFE C1TE 580K
T, ERMRELEEXORS, FHOMTELYRIELE
Bk LT 5, CESLEMOMYVIRL, Riiziizd,

EHIESE) OENZNOFRBIBE 2 2 27 (b L CEHll

{£5) 1H1[A0.5 mgZx LA 5%, 1H1A1 mgz 5

16) 1A1[50.5 mg% LA 5-4%, 101511 mg% 1iHH

5, ZO%1H1E12 mg%x &5

#17-6  BEI0ABRIZEBITACMAIEFH AT OR—XF
A b DEALE (FAS, MMRMARHT)

RX—2AF74 D — .
2 R -
Cumfiixz | foos | A e
FLIAE e e | mm
. S fif+ » P fE+ ~
PR e | 22| g | D2 | 5% oD
mwue |
7ot 62.7+ 536+
s || g | ue| Ty [Borl®| — | =
71z
AT 37
i 108 62.1+ 83 50.3 + 11.7+ 6.8 00175
~ 113 ws | w0 | S0
1mg/H
jiid
71z
AT 70
7 — 148 64.1+ 104 475+ 15.2+ 100 <0.00
~ 129 Bs | 15 | N0 @
2mag/H
B

a) [EEh A S G-, WEH, RS (ABE, 4K) |, AiiaE
PURHRIRO A I, R 5RE MO HER, ERE S~
ATAME, XR=AFAEGHORAEERE L, #8501
251k 38 A Unstructured & L 72 MMRMIEAT 12 55 <

bR EDLENIE, TV AT T —A2mg/BRELE F TR
BEOWMIE 2 A EKEL0STITV, BEEEBAIS, 7L X
77— Img/HEE L 7T ARBEO R A A K HE0.05T
119 HFikCii S hiz

BUWEREIHMEE L, 7V AT —11 mght CT112
BItR3761] (33.0%) , L7 AT T — 12 mglET
1494107641 (51.0%) Tho7-, ERRENERIE, 7L
J AT Z V) —)L1 mghfE CEARIGI (8.0%) , A% [FAHS
B (7.1%) , FEEFEIESH] (7.1%) KT R =T 7Hl
(6.3%) , 7V 7 AT T —)L2 mght CREHR23%5]
(15.4%) , IEENFEIE20061 (13.4%) , Wik 2174
(11.4%) , FHFEMELSH (10.1%) , ATREEE 144
(9.4%) R OEE#HADHELLG] (7.4%) ThHoi-,

[53)

5.8, 7.8-7.12%: ]

18. EZhEEE

18.11E A F

TL I AT 5=, Bu b= U5-HT W 2 BRESY
TA=AMEH, o F=USHT SRR T v % =2
MER, R UDSBEEES 7 A=A MEM, 7K
VHU v ag BT X I = A MEREOT KLU
VR BT B A= 2 MER B OHAITH D

%) WHEESEFIIRATH DN, 2o ORIBIER NI
KRIZBFA2ARAMEICEE LTSI b0EEZLENTWND,

18.2Z A HhEMNME

RGBT, MM hEe h=25-HT,, b
hEr h=25HT,, B R RARIUD, B RT RLF

U>oppkOt b7 RUT U o BEIZR LTRVWE
FE 27k L7229 (in vitro),

18. 3 A LAEHERBEEDEYETIILTOHREER
Ty MTBWT, BIEEROFE L E 2 STV 5 St
[EEELOIG 2l L, FRASRERE EDORIE L B 2 b TV
L7 27 ) DB RMIEO B IR OERITEIOK T
Z N L 722D,

18.41 5 DEIDHRICRIFTHE

18.4.17 v FRHIKKRBRIZBW T, B 5 Al MdhEE
MUEMEVER 2 0PI X v g5k L 7-29),

18.4.2~ 7 AEMEIMA N L AT MTBWNT, #HER
REDIEAL, BAEVITEIOR IR 285 2AloLE
SR AZ ORI L 0 BEsR L7220,

19. MRS ICET HEBIEFHMER
— BB H . 7 L7 A7 T —/1 [Brexpiprazole
(JAN, INN)]

4 : 7-{4-[4-(1-Benzothiophen-4-yl)piperazin-1-yl]

butyloxy}quinolin-2(1H)-one

: CasH27N30,S

: 433.57

® K A6E (ZEALABEET) ORGSR
DR THD, N-AF R RATETOT
<, NN-DRAFATE RT I RICRORBET T
<, AL =TT, =%/ —n
(99.5) 12D TEEIFIZL <, KITIFE AL
(BRZAN

fLEBER -

20. BV EDFE

2017 VR B r—BERIBR RS TRTETH 2 &,
20277 AF v 7 R bVEERE, BEOREEZITO
FTNOT, FHOBEX v T2 LonVREDLZ L,
20 3FERIEMIZBER N A LND Z ERBH DN, HHEHR

IZEDHDTHY, SEIZEEILRD,
21. EEREH

EIGL U R 7 EHEHW A REO L, @UNCHEETL L,
22. ai

(LFHILT 1 OD$EO.5 mg)

PTP : 1008€ (108£X<10) , 500%¢ (10£E<50)
7T AF 7R bV 50088 (ONT, FELEBAIAL)
(LFHILT 1 ODEEL mg)

PTP : 1008€ (108£X<10) , 500%¢ (10£E<50)
7T AF 7R bV 50088 (NT, FELEBAIAD)
(LFHILT 1 ODEE2 mg)

PTP : 1008€ (108£X<10) , 500%¢ (10£E<50)

L8 I 3CE (%)

26



TITAF v 7R MV 5008 (N7, HEAIAY) 350(3) : 605-614.
28) tENEE . 9 SRR OB E T IS D

23. FEXH o

1) R 5 v FELIEBTERBR (2018418 19 F K tFR (20285127122 A A3k, CTD2622)
78, CTD 2.6.5.10) 24. XHERERUBULEDESE

2) Stone, M. etal. : BMJ. 2009 ; 339 : b2880. RGBS EREHRE & —

3) tENEEL : EINHEIE GRS (2018421 H 19 H 7GR, T108-8242 HUAHBHE X HEFH 2-16-4
CTD 2.7.6.3) T Ry hIAET—

4) FfENEERL A RIRERE xR L LI ENKE % 0120-189-840
3B (201841 19H /%38, CTD 2.7.6.3) FAX 03-6717-1414

5) *ENEEL : ODEED AW 2ny R Sk ——
6) Mk : AEORERE (20185110 K 26. RERTRES
28, CTD2.76.2) 26. 18 &R T
7) AENEE BRI & SRR OIS AT XA T
V7 7B (201841 H 19H/&ER, CTD2.7.1.2)

8) tLNEEl : BAMLGHEY (20184-1A 19 H KR,

CTD 2.7.2.2)
9) tENEEl : HEERHTRE (20184-1H 19 H &%,
CTD 2.7.2.2)

10) EPNEEL - HEA IERE B SIS R R P
FaRRE U EH 555k (201841 H 19 H &7,
CTD 2.7.6.3)

11) #hNEEF . CYPBHEAIOFH 512 X 2 IMHAEAEA
Bk (20184F1H19H &#E, CTD 2.7.6.3)

12) #hNEE . AR GREOIRYEIRE, ~ AT X,
AHOPERR (20184F1H19H 48, CTD2.7.6.3)

13) thNEE . BGERE AR CORYEERE (2018
HE1H19A 4, CTD2.7.6.3)

14) thNEE - IFERERE AR CORYEERER (2018
HE1H19A 4, CTD2.7.6.3)

15) tENEEF - Bl K OWPER O SRYERE ~D 2 (2018
HE1H19A 4, CTD2.7.6.3)

16) HANEE V77 vy PR EIC X AW A
EMFRER (20184FE1H 19 H /&R, CTD 2.7.6.3)

17) FENERE TR O G2 X 2 Y FE AR R
(201841 H19H 778, CTD 2.7.6.3)

18) thINEE} : PRI (PBPK) &7 /VEHT
(20234F12 4 22 H &8, CTD 2.7.2.3)

19) #hNEE  MEKRFERE EZRE LIZENT T
AxtR T EHE AR (201841 H 19 H 74&GE,

CTD 2.7.6.5)

20) tENERE A KFPERFT E RS L LIS T T
ARIR T EERAEL (2018451 A 19 H /%GR,

CTD 2.7.6.5)

21) tNERE A KIPERFT E G L LI T T
RRIR T E SRR (2018451 A 19 H/&EE,

CTD 2.7.6.5)

22) tENERE A KRS A R & L ENE &
538 (2018421H 19H &Z8, CTD 2.7.6.5)

23) tENERE . 5 OWE S DIRREIC KT B R
(20234F-12 4 22 H &8, CTD 2.7.6.2)

24) Cummings, J. etal. : Int Psychogeriatr. 2015 ; 27(1) :
7-17.

25) HNEEL . TV A = —FRIERAEICLE D T OT —
TavkRGg e U ENE /IERE (202476 H
@ H/&#, CTD2.7.6.4)

26) Maeda, K. et al. : J Pharmacol Exp Ther. 2014 ;
350(3) : 589-604.

27) Maeda, K. et al. : J Pharmacol Exp Ther. 2014 ;

L8 I 3CE (%)
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1.8.2 [SHREX (IR, TRZERUVAZ] RU (MEFRALEDZFE] OXREEMN
1.8.2.1 EER (TR (F) L ZDHRTEIRM

1.8.2.1.1 MEEX TR (F)

4. HEEXIFTHER

O #aRFAE

O 524 - 32RE BIFARTTHALMRNRDONBMERIZRD)

O ZIIYNAX—RIBAIEICHSERE SR, BECERNT S, BEPHRIIHENEEH

THRER - A FEICEE D AW
1.8.2.1.2 EEX IR ] (F) DFRTERMN

T NI NA < —BEBRAEICE D T VT =2 a VT 57 L7 A8 ST —11 mg&h U2 mgd
ANMEDRGER L EMEOF 2 B & LT, EUIBRB NIRRT VY A <~ —BERFEICHE S
TYVT—varE AT 5REEMRICT T AR EE MR (331-102-00088, LS8 ER)
M LT, £To, mRAAMEEG LIZEOREMER EIMNEEZRFT 522 AME LT, 10
M O88aERZ5e | LImBEZXRIIT L7 AT TV — )11 mgIE2 mga 148 [ 53 5 ki
5k (331-102-00184, LAFE1847ER) % ki L7,

88FRBR TIE, ME/EAEUTIT SN 724106 (L7 275V — /L1 mghEL124, 2 mgiE1494,
77 R ARHELA90) DEBNIIEBEE ALl b S, 301812308 Z 5w T L, 1096125 R &
Hiik U7z, FASIZ4036%1 (1 mghE108%, 2 mghtl48f, 7w RRE147H]) | 22 tEfiT ot G4
FEEAET T SNl Th o T,

FEFHMEEE THACMAIGFTA 2T ORX—2 T A b 10E%OELEIZBWT, 7L 7 A
BT = I mgBE R O mgRED 7 T B AREEE OBV EDZE [ (95%EFEXE) , pEl 1%, %
nen-3.7 [ (-68, —0.7) , p=0.0175] KO-7.2 [ (-10.0, —4.3) , p<0.0001] THY, 1mg
FER U2 mglEnNT v 77 BARRE L il U TREHEIIICA BEREGEDNRD bivic, £72, BIRH
SHMTE H T3 5 CMAID 7 A 77— 1 [Aggressive Behavior (CMAI Factor 1) , Physically Non-
aggressive Behavior (CMAI Factor 2) , Verbally Agitated Behavior (CMAI Factor3) ] 22728
WG, 1 mg#EClidAggressive Behavior (CMAI Factor 1) K UtWerbally Agitated Behavior (CMAI
Factor 3) T 7 &AREEL L L C#EMNFRD i, Physically Non-aggressive Behavior (CMAI
Factor 2) TITEMEAIRMENRD N2 L, 2mglETIZT RTCOY T A7y — BN T T
TARREL L CHERRDOONTZZ END, TVIRAET T —ARNT VT —varO4fES
BRAERICEZN CTH D Z LAVRENTZ, & 61T, HERMFHIETEH T & 2 NPI/NPI-NH-Distress & it
AT DR—=AF A I B10E DL EIZEBWT, 1 moht CIIEERRUENRD B, 2mg
BETIXT 7 B AR & el U TN RO biviz, £72, NPI/NPI-NH-Distress?
Agitation/Aggression 2 = 7 ClX, 1 mght 02 mgitn 3 h 77 v AREE L Il L CENED
N2 enn, ZVI7 AT I —LOBRGIZL D EEAMANRET 52 LR Enz, 20
LD B AIREM I B 2 ORSRAVFHIE B IZB W Th, 1 mglE & U2 mghtix 7 7 B A HE & bl L T
WELR LG, FEFHEEE THR LN RN IR S,
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HEFEZORBEIEILX, 7L 7 AT 7Y — v 1mghf, 2mgit kN7 7 BAREET, TNEN

76.8% (86/1123]) , 84.6% (126/149%1) }%(173.8% (110/149f1) T ~7-, FELEIS 135%LL E
INOT TR RBEO2EL ETHh - - AEESIE, 1 mght TITEIR, £, EEEE, AR,
PA =T ROEEE, 2 mght CIXEIR, EBEMEE, MR, MM, SMTREE, S 0HE
FOBBRBIERCTH-T2, BREALLEAEFEROIZL A SITBREITEETH-T-, HEFILIZE
STEAEFEGORBEIEIL, 1mght, 2mgltk 7' 7 AT, TNEN12.5% (14/11241])
25.5% (38/149%]) % 1r16.8% (25/149f1) TdH v, #HEHILIZE ST HEFEREROBBEISIX, 7
T v RRE S il U CL mgBEIZ[RIFREE, 2mgBE ClE@m o7 b 0D, £ 3G P IkgiciikE /-
XEE L2, EELAEFRZORRESIL, 1moht, 2mgiE 7 7B REET, FhEN6.3%
(71112451) , 6.0% (9/149%1) K U4.7% (7/149%]) Th Y, EHEHMTREI AL oT,
WTNNAOT LI AE T T — VEET2RILL RICHEL L I EE A HE R GULRAMEEG R T, 20
MOFEGIINT N HLUF DA DFE Th -7, FABEMEATZE 1L mght & U2 mght T 26258 O b,
205 HLmgHEDOLBNITEEREE & OB EMEH &l S 3 G5 IR ICEE Lz,

1847KBR TlL, 88N HAT L7 164G IR N e - S 4Tz, MM AR 1342151
[88FRERD T L 7 AT T > — /L1 mght 1T2 mghtn & OBITHl (LI, T L7 AT T —)b
FEfkfe ) 1026, 77 B ARREN O OBATH (LI, 77 B AREEkeH) 62611 TH Y, 1174
(T VI AT 7 — VR BIT36, 7 7 B REEkA4B]) BNIREREE T L, 476 (L2
AT T — VEEKREBI2961, T & R EERkELEI1861) 2SEBRE Ik LT,

T LI AT T — ARG EI OCMAIS 52 2 7 D88 — 2 T A b Db E (F
i +SD) 1%, Week 10Ti3—13.5+11.7, Week 24 (184 iXERDOWeek 14) TII-15.7+116TH Y,
BB O EMEGIZB N T T LI AET T — VORI HERF S LTz,

HEEZORBEGIL, TL7 AT T — LBk T90.2% (92/102(51) , 75 & REEAK
%5ef517C90.3% (56/62f) Th -7z, FEEIGNI0%NL ETHT-HEEGL, TV 7 AET T
— /VRERKGE O TR, $58 R OV S EGEE, 77 & R BRG] CIIRIRAE, $EEA OHIE K& OME
IRChHoTe, BELTCAEFZOIZE A LITREIFTEETH T, HEFILIZESTEAEF
SOFRBEIGIL, TV 7 AT T — VRG] T18.6% (19/102(51) , 7T & AREEkEE] T
22.6% (14/62f1) TdH v, Z<IFELGPFILRICEBRATIEE Lz, EERAEFROREIEIGIT
T LI AT T Y — VKR T6.9% (7/102%1) , 77T & ARk T8.1% (5/62f) TH Y,
T VLI AT T — VG T ORBEI S I8RO T L I AT TV — Rk (LAY
77—l mgEE U2 mghE, 6.1%) LRI B blehol, 88FERN D D241 H A iE U T
BN E L R DI ONKHAEENEL R DMEEOH D/ EFRITRD DTz,

BRIt OB TIE, 8RB TILIT L7 A STV — L 2K T2 (0.8%) T3 bz, ¥
CL72BTWIFns 7 L7 AT — 1 1mghE T, 2mgdt kN7 7 B REECHTITRD bl
einolz, FEIZEST-AERGT, DB ORAHEMENIZR (K161 THY, WIThbiaEREK
& ORIEBIFRIZBEEME 22 U & fIlr S A7z, 1843888 Tlx 7 7 & R Bk LB R RIS % £ 5 I
B K DECRRO LN, BB L ORRBERIZEEEZR L LH Sz, ok, REBIE
#OT — Z IELA M 88FRER D1 mght K& N84 ER D 7T & AR BRIk 1 D4 151 THE L D3R &
Ty, WL HIRERIE & OB EMEIL 2 L & Hlr Sz, WM CRO LN TIIRONTE
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0, RBRE L ORRBERIZINTNLEEMNR L LM s &b, T AT T
HIZX DY A7 OBEINEERO b hotz, £, SBEERE ~OIEERMGURE RO &5
WL DR E L THE SN TV A MMERES, OmEFEE, ROMEICEETIAEFEFRTHLL
M EOREXBRIBRITRD bR oTz, SHIZ, ADCS-ADLK "MMSE CHiRIIIZER D H 5
ZALITRRO BT, T L7 AT TV — OG5 DSADLLRARGE & Bk S 5 ARt doRe &
nigmoiz,

UEXY, TAVNA~—BERFIEICE D T VT — v a v e AT HBEEXGUCEM L7 7
TARRB EERRBROE RN, T AT T — 1 mgk U2 mgDAIMENEE S H, ik
ek HGRBR OAE RN S Z DR D 2AEB ORI OV #EFF S D Z LavREnlz, ¥z, 7V
I AT T NG X DL EORE RERITREO b NRhole, TRHDZENE, K
ANT Z N FE CHRGBIEDGFE L 2o To T oA <= —BIEBHIEIZED 7 VT — 2 a LIk LTH
MRIERFEIC 2D & B R T2,

88 CTIXIPA [EREEFEMIEYS (LI, IPA) ] 12X 5EF [Consensus provisional
definition of agitation in cognitive disorders!] Z#7=37 VF—v a v AT HEEERER L LT,
FEFHIIE H ICCMANE IV TARAI O A R E 250 L7z, AFNE, AR S -G aENTIET v
VA~ —RERFMEICE D T VT = a VKT O TORBEEL 25 b o0, ERICKITS
TOT = a Y DOEFRDBHENL ST RN, il B OBLE D B 2R XIS F o FiPH 2 i )
IR D2 LERH D, £ 2T, IPAICK H7EF [Consensus provisional definition of agitation
in cognitive disorders!] DILHEBT, T UTF— 3 L OEEICH HIEBINA R OB E LT lrapid
changes in mood, irritability, outbursts| 232817 HILTWHZ &, RONT7 VT —a YOtk LT

[Excessive motor activity, Verbal aggression, Physical aggression] 23 it STV D Z & &2BE(T,
TUT—=varDdl ) BAERNRHBHE LT, PRESUIIRE [TV oA ~—RERFEICHE D &
R, Sk, B IOERT S, IEE IHBEEE)) LERE L, B, IPAICLD
[Consensus provisional definition of agitation in cognitive disorderst| 13k & 72725 5 % k3> 9°20214F
(\Z Tlnternational Psychogeriatric Association consensus clinical and research definition of agitation in
cognitive disorders?] & L CIERART V7 — a L OBWHAEL LTEHE SN,
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1.8.2.2 THZERUVHRHAEZE] () LZ0HXRTIRMN

1.8.2.2.1 TAERUVAZ] ()

6. FiERUVHAE

<& KRE>

W, RAIET L7 AT — bl LCIRLRIL mgh B 52 B0h L7-1%, 4B UL EORIE
AT THEL, 1ALE2mgazRO& 57 5,

<52 - 3DOKRE EIFAETTHALEMRELSRBOONGEGEIZRD) >

WE, MAZIET L7 2877 —)L e LTLALEL Mg A5 5, 7ok, ARMICHE
WL, TRRMEDBO GNRWIGEIZRY, IR@E2mgIli&ET 52 LN TE D,
S<TILIINA I —FIEBENAE (T {3 5 FL IR R b

>

WE, RANET L7 AT T — e L C1IHLF0.5 mga b G A BRME L=k, 1L Eo
MRz o e L, 1R mgaZRO&EET 5, 7k, BEMICHBEN 2L, T EN
ROHLIRWVIGEIZIRY, 1HIFER2 mIlET 52 A TE 5, HEFUAELL EOMEE &
JTIro 2 &,

TRREL - ARHFEICHE D AT A
1.8.2.2.2 TAERUVAZ] () OFRTRMN

88 TIZT L7 AT T Y — /LI mgBt R U2 mgit 2R E L7z, WINnb T L7 AT T —
N05mgZx Bt EE L, LEZIZImgIZHE&E L7, 1 mglE Clx2l#% L1 mgif b S, 2
moHE CIX2 A2 mgIoi g Lz, Mk 5B CTh D184 CIlL 7 L 7 AT T v — L Efk
Bl L O 77 2 REEk G ] & B 1288akER & [RIARIC05 myga BRtEFHE S L, 1#HZICImgllig &L,
2ABIZ2 Mgl B LT, 2 mg~DHERIZ 7= > TIT LM B &3 R Lk S - g e
OWTIXI mgaHEFFd 2 2 L 2 AREE Lz, 72, 2BH LRI mg3Ud2 mgo W3 oo &
TOFMELZFREE LT,

<RZEDFRERAL>

88 AER K N84 ER CTlx, W b BRI ImR O &5 CEM LT, FOME, RKFOHR)
PR O BERHER SN2 D, FEXLIRIER ARG T2 L3 EX -,
<HEDHRTERIW>

WSO T W N = —RERHEICE D T OT — 2 a VAT ABELHRICEm L7 TR
xR T E BB [331-12-283 (LARE, 2833AER) K& 1331-12-284 (LARE, 2843ER) ) 2B\,
BRAEH B2 0.25 mgCTEN L= R, LZeMIc K& RBAITRO b oTz, IR NME
T NN = —THEICE Y T o T — v a v AT ARZEFOTICIIAGME 2 ERIZE S

FIIN & R DB B2 B 2 BEDGFETH2 L0, LV EHICEEHREICEETELL D,
88FABR TIABAAA B Z05mgé L7z, 05mgid” L7 A VT T Y — /L Oft A Kihe O Bk 1 &
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1mgDIRETH Y, BEFERBZEN A T A 220173 TR e B ~ D IRIE T ORE
AROYFHIE LGRS TW D THRE53EWIT, £ OREIC L > TIEEFEFDOL2~14gEE Vo
T ETHIMT A2 EERTTT D) ICHAEET LB T, 88HBMOAER, B EO0.5 mgo
EHMTHLEETRETCOREFROEEHIGIL, 7L/ AECT IV =LK (T 7 A
ﬁfwwumﬁﬁwmmﬁ)fmw%(wmmﬁ),77tfﬁfﬂu%(wmm@)kk%<£
Rbleinots, ETAETICEEBRAFEFL 2RI LILERET I T LI AT 7Y — L2k

(%MW'ﬂ%@#f%@,%ﬁbt%%iﬁkaﬁ%%ﬁf TRBHE & DR S BIRIT B M 72
LR SNz, AEERICE > TRETHE TICERGHILICEST2BREIL, TV AT T
VLR (26161) TLHI, T EAREE (149%1]) THITHY, 7L 7RSIV — Lkl
TERBECRIBRE Ch oz, WTNOMERE bREL L - EGITHANKEE CThH o712,

PLEXY, 05mgZzftsHEE LEBEORRMEIZRFTHY, BAGHEIZOSmgEikET D 2
LY BRI,

s D283 R TIECMAIGFT A 2T DR—=Z T A I BI2A%OE M EICB W T T L7 2
F = N2 mgBflE T T B AREE L i U ORI A B Rl E SRR i, 2843 TIIH% M
Hr [R—A T A VRHERFIZCMALY 7 2 7 — LD Aggressive Behavior (CMAI Factor 1) (ZR89 2% J&
% (2.7.3.1.22QQ@Q) M) A= THEBRE DY 7 S N—FTOMRN] T, 7L AT T —)
0.5~2mg#tlc 7" 7 B AREE%E LRI AUENRD vz, 2o OWNARBROER LT L7 A
7T =V OEYERBIZAFEIZ LD RERIBEBNVTRD LN TWRNI & &k E 2, 88 BATIXH
ANBECTHLRHEHAEL RN H 52 mgk OHANBE CORERINMERZGHT-H DL
MDA EIZOWTHEDKGEA T o7, F7o, RBRIEOE S, W ER & RIFRICR K
MAED2 mg~ELEHSHEMI 5352 L L L, BRMOBEMARE L1, £ORRKER, FHEFHHEH
DCMAIBEF AT DR_R—Z2F A 510 %®WM%iumﬁ&Uhmﬁfw¢h%77tT
BEL I U TR EMIICAE B RN ELZ R L, 77 B ARREE OED SHEEME (95%EX M) |
1 mght e O2 mgit cEENn-3.7 (-6.8, —0.7) KU-7.2 (-10.0, 43)&1mﬁikbmmﬁf
REhole, £lc, TT7vREEE OEOSHEEMIZ, 2 mg~HEZHZIOCMAIDFHI & 72 % 41
BLABEL mgHE L V2 mgBE TR E <, 2mg DI EICE - T, XV REICIBENRR GO Z &
PRENTZ, S5, i#EE A %59 5 NPI/NPI-NH-Distress A it 2 2 7 D_R—2 T A )b
1008% DZEACED 77 B AR L OZO SHEEMEILL mght L V2 mgE TR E <, NPI/NPI-NH-
Distress? Agitation/Aggression A =2 7 |Z b\f%ﬂ*ﬁé@@ﬁﬁ)#Eﬂto IR EEME I L TL
FEFIIR IR K DRI B 1S5 2 A 2 I DB AIIIBE D ~AFENE T 5 &
Wbt n 4, $%&Um%~®§¢%%§,*#&Uﬂéﬁk@%%ﬁ@%% WO AEE
BN AFRRIZR AR ED IV RV NEEDL B2 OND, £T-, NM#EHEOAMOHEKIZ, BEHEO
R O BITE 2 & HICHESE2BAR 55 2 Lnbd, 7OF—2 a L ORFECNAT,
B ORI B O #EF AR ORBUTIAR FEERERTHD, b0 EnD, TLI R
7 —n2mgiE, 1mgdl b bERKRICE D RERRRXT7 0w RBRELND EEZ D,

%ﬁ%f@ﬁ$$%@%ﬁ% %, 7T BAREEL B LTl mghE CRIFEE, 2mglt CRinno iz

, BELEAEFRROIZL A LITREIIFEE ThH T, HEHILICESTEHEFL ORI

BIBI1TT T BARBEL el LTl mgRE CRIFREE, 2mglECaEozb oo, #h5dIE%ICE < 1ZMA
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EUTBPR L7z, 1 mglER U2 mglE O EERAHFERORAENSGITI T T AL RE< B bk
Mole, iz, TV I7 AT TV — A FEIZL DU A7 OHENINTERD HVT, RBEAE-RE ~
OIEERIFUREARER OB G512 X 5 EAEH & LTl STV DM ERE, DmEREE, KO
RICBE T 52 EFRIIB VW THLEENE FORERBERITRO DN oTz, SbiZ, 717
AT T — VO NADLROBARREE 2 B S 5 AlREtEII R S o o7z, BLEXY, 7
LI AT T = 1mgh 02 mgOBARMEITRFCTHD & 272,

Pk, 7V 72877 —12mgldl mgiZ bR LD RERANEKT 4> EAGELIL, W
THOHELZENE FOERRIBERITRO bierolo, —7, 184D 7 7 & R REks] C
BB G ENL mgTH - R E DEIE1340.3%, REEEENLmgTH - - HBRE OEI AL
548% ChH-7-Z &, 88iklk DCMAISIGHE K ICGI-IS SR DOFE R 51 mght THAFNI S L
THBRE N —EEAEFAE L2 80D, BRI mgz@F HEE T 2RENTFET L LN
HER ST, F72, REERBZENA BT A 20173 TlE, @R mE RS TITEERENE
LK, ZO—HE L TEYRKIEHEDOBEANENRRKRENLEDRERH D, LD EEBET
L, HERAERMEAEZLImgE 35 2 & ONTEE OFER K OEEMEIZES T2 mglo &5
HIEBEYBTHDLEE XTI,

88 R K N84 BR CIZI T L 7 A S T »4/1/0)#;25 F0.5mg HBALA L, 1121 mg, 23
BIZ2mIZBIET 2 EEZ W= 2 2D, MEICHTZ > IR EoMEEZ2H 125 2 &
WY LEZ T,

kX, HEROHEZ NHEE, RAZE7 L7 AT 5 Y —L & LTLHLR0.5 mgh 5 £
H ARG L%, VAR EORMZ S CHEL, 1R1RLI mgz R D&54 5, 2, AR
IR 22 <, H R ERRD LN WIGEICRY, 1H1IER2 mgll&ET 5 2 &N TEX D03,

BIIUAMLU EORBREHITTITI 2 &, | ERELT
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1.8.2.3 MERLDFE] () LZNDHRTERHN

FERAEDIE () R TE DARHL
2. B (ROBEICEERELLGWNI L) BUATOWRMLENS
21FMEREOEE [FERELZE LS ELIBENRH D, ] L

227V — VERFHELR - BRIFA)SE O AR Al O RV T I H
A [FPHRARMEIER N RSN BTN H 5, ]

237 KLU v aEGHORBE (T RLFI 2T 7 40 7% —0K
IR, SUIWRHMEIRIC 1T 2RI S L < MBS ERPMCEH 25
HxR<)  [101ZH]

2.AKKFND Rk UIRBEUE OBEERE D & 2 B
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FREDIE () R TE DIRHL
5. TIEEXIINRICEAET 535 5.1, 5.2 BATOEAST
<53DFE - SONRE (BFEABRTTHIBNENEHONLBMGEICRED) > ENSEERL

S5AARKOOFAIL, BREr F=CFERVIARBEA, Er b= 0T
KU+ U U AL LERSC X 5@ R 2 E85ET- T, +4
RN GO LR WGEIZIR Y, RANC L HEWER (TH YT, B85
PV AF R U T HEOHERIBEIER) CHORELEE L LT, ZToHEE
ZEEIHBT S Z L,

52009 SHIOF G LD, 24U FOBRE T, HEASE, HEEKDY 27
DHINT 2 L ORENRDH L0, KAlZGET25E61TE, VA7 L x
T4 hEEBEETH L, [89-812, 9.1.6, 15.1.35 ]

S<TILYINA I—BUBHFE (S ERR, SFlEE, SBECERT S, BF
FRIIHEBHEE >

5.3E B EBAE BT ~ O HUREAFR SR 512 L W BB U 2 7 I 5 & Ofgst
WENDH D, o, AHIOENT T B RS BRBRICHWNT, RBRERES L
OEIHEMEIIA S > TR WD TR AFIRE DO L THE STV D, AA
DOEGIZHT o> UE LY A7 #5110 B @ L, BRRERIZ I T 2 20
Bt ofE B2 S Lz BT, EREICEEZRIRTDSZ L, £/,
AFEGIEEOREAEEREBIET L2 L, [151.2, 17.158 ]

SARFNOE 1L, T N A ~ —ERHEICAE D B, G fipgE, B
RS2, BEE OIS ENCEI T 2008, W, JRRICHEE LICE
fli X2 OERME OEEOS L TITH Z L,

5.57 LY A ~ —RIZRHE L B SN BB ICORMERTHZ L, TILI N
A~ —FIZBENNE LIS D FREEPESRE BB A 5 i8iE B T B SN 5
AFN DA MR V22T HERE ST,

5.6 8F KM OFENE - /i) b B TR ORI 217\, S8 E s IR
SEINT VY A < —TRIERHEICE D FERURE, SylliE, B ISR Lo
LOTHDHI LEMRTHI L,

5.7IEEN AN TIE 072 EAF8H SR WEEIZIR Y, FEEYAM AL
Mz CTARANZREG3 5 &,

5.8 RiER T, EEEFRBMEEDOERICESIT VT —v a VHEEN
XL Sz, EWNE TR A AN D7z B ORFRAEL, 35
FERE L TR L7 BT, IR OFIR A T O Z &, [17.1.55 ]

5.3 HhEE e B
~OPURE IR G-
WXV U X7 R
BN 5 & OURs R
mBRHDHZEROE
PN AR BR D fE 5L %
B L BT, AH
P& 5D 75 % ] e
L, ARFELGHHE
BR BEORIEE
BETHIVLERDD
ZENBRIE LT,

S54FENTA RIA
VT, WRAEVEICRT
LIMIERIL, Fih
(CAEET 5 [E A &
BEob LiThbhsd Z
ENHER SN TN D
ZEMDRE L,

5.5, 5.6, 5.8 HWN
HEAR AR ClX, 7Tv
VA~ —RUEREE
WZIRE L, EEEES
FHESZOT VT
—va VY DOERE
T T—va v
BT HEE RS
WCERLIZZ EnD
IE LTz,

5.7 [EWNEF KR C
%, FEEMRIE L 5
i L CH a7 shi
R ONSY WANTRYAS

&, HWRED B
| R g Wil e
wE L, 77,
EATA KT 4

T, EWph A Et
LTAT ) RERI &
br&, FEEMIRILEL
BB THZ L
DHELREE N TS Z
EINBERE LT,
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FRALEDEE (F) R TE DARHL
7. AZERUVHAZEICEET 5FE 7.1~7.4
<& KRE> BATOIRMSCED D
TARAOLH B4 mgZz 2 5 HE TOREMETMEL LTy (RS | AR L

AR

#T 2K & RREEELL EOCYP2DEIHEA] (F=r, NaxtF %) KUIX
IEHRRELL EOCYP3ARER] (f hTaty—u, 77V A~
%) EOFHTA5A%ICE, AAIOMERREN ERTH5Z 800, I
HOFEKEDOPFHILXFTRERIR VBT 5 2 &, R BT0FHT %412
%, UTFTOREZSEZBICHELOCHEORE 2175 2 &L, 0.5mga & 5954
L F YT ¢ ODEEOS mgAa T 5 2 &, [10.2, 164, 16.7.1,
16.7.2, 16.7.5, 17.1.1%M]
(23%)

FRVNCYP2D6PH I 1L FR\ N CYP3AFEEH D W3 h %

T E 0 CY P2DBHL AL N OO CY PRARLE A D b | 2L MI%

Gidas! 1A 1E

CYP2D6DIEMEN K L TWA Z LV LTV A BRE

TR\ NCYP2D6RH E A K& R CYP3AFEEAI D W4 b 11 g
VNCYP2D6RHEH B ONP R EE D CYP3AFRZEHK| DV }

Gin FELE A OV 2 FELEEA O3 S OFH 2RI LELX

FREEE O CYP2D6REE A K R CYPIAFLERI D1 & O 1/710.5 mg %

CYP2D6DIEMEN R L T D Z LAV L TV D BEDHE |1 g1

FELL_E D CYP3ARHZEHI & 4

Y 2ARHK L PREEELL EOCYP2D6FREA] (=0, X vTF %) KDY
SUFFREELL EOCYP3ARRER] (f h T a2ty —n, 7TV Aa~vA Y
) ROEHTASAEICIE, AFloMETEREN T2, IR
5OEK L OGFRILATRERIR VBET D = &, ST 2 ST HFHIT 254
X, UFOREZEICHIELOCHEORHE 217> 2 L, [10.2, 164,
16.7.1, 16.7.2, 16.7.5, 17.1.1% ]

FRVNCYP2D6RE E HI L FR N CYP3AFLEA D W h %

1511 mg%
1H1[=]

FRFEE DO CYP2D6IH EA & N FRE OCYPIARRLERI OWT I
O H

CYP2D6DTEMEMN KB L TWA Z LV LTV A B
FRVNCYP2D6FHEA & OV CYP3ABRLER O W3 b HEH
FRUNCYP2D6REEHI M O R EE D CYP3AFLEA| O W3 & HF

FRFEBE D CYP2D6IH.EHA K ORI CYP3ABRLEH DT &

CYP2DEDIEMENKIB L TWDH Z L ANHIBA L TV 5 BEN TR
BELL D CYP3ARREH % A

1511 mg%
2B ICE X%
1[710.5 mg %
1H1[A]

# . HWEEDFTIH, #  ODEEDZIE
<52%F - 52KE EIFEABRTTHALMELRDONLEWNEEICRS) >
T3RANTERE e F =BV IAAREER, e =+ AT FLFY

VB ALFLER I IA T LT AL, [AKIEhR 5T
DHEPEITHER SN TRV, ] [17.148 8]
TAKRANB G L DRIER (T 7, BRMEY A X 3O T 5O HERIFEIE
RE) 2BE LT, ARG EROEGHMIILER/RET D Z &,
[11.1.2, 17.1.438]
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FRLEDIEE () R TE DARHL
7 SERIRFRBRIC I T D AME R WL MO/ R EBFM LI 1T, AF2mg~D | 7.5~7.7
HEOERZHEEICHWT 5 2 L, AR mg~DHEZZET 5551 BATOWRMLENS
1, AHIL mo# G-BRAA L6 2 B AT AHKI2 mg~ DI EOES 2R 5 | AL

Z L, [ERRARBRICIVT, AHAIL moht &2 mohE CHMEIZFRE TH
0, AHI2 molt TIEAAIL mght & T 5 o 7 SO HERIERIER DO FEBL
IR EmL 5 EmNAREN TS, 1 [17.1450]

7.64R%12 mg~DEE%ZIT X 0 MBI EREOIERZ B L, HERIRERSE D
RIERORBUCEETHZ &, RIERARRO b GG IciZ&k 5 2R IEd
5L, WURMEEITH) Z L, £, HEERIE, 6EMZ HLIIARI2mg
OGO ER G L, WIRFT 210G DR WA ITITER & &
B Ak Lz by

#TTARAKE PREEELL ECYP2D6RHER] (=, NafdkvF %) KO
FELLEDCYPIARER] (f T aF Yy —, 7T ) 2a~<A %) &4
AT 2565 201%, AFIOMBEFREN EHTHZ 000, 2D DA
EOOFHIXFTRERIR D BET 2 2 &, RS2 B TIFHT 2856121, BT
FaBEBIIHEROCHEOREI 2175 2 &, 05mga K57 5551XL %4
V7 1 ODEE0.S mgZ M+ 2% 2 &, [10.2, 164, 16.7.1, 16.7.2, 16.7.5,
17.1.45 ]

1H1[E1 mg 1H1[F2 mg
(2%) (A e a3 (a3 e B3
HAERORE | AEEROHE

RV CYP2D6RLEA & OEV CYP3ABLZE A D
SRR
T\ CYP2D6RH A J O L D CYP3ABHE A 1 m 1 mg %
DWTHRH A 1108 05 mg #[2H 1A XX
FREREEE D CYP2D6IHEA K OBEVCYP3ARLER  |2H 121H] 1[E 05 mg %
OWVWF L O 1H1[H]
CYP2DEDIEMENKRIA L TWDH Z EAVHIHL T
% BENRFLEELL EOCYP3ARHER % Hf

HTIARK & HREELL EOCYP2DERAEA] (=T, muxtF %) KO
FELL EDOCYPIARLER] (A hTat Y —n, 7TV Aa~A T U5%) &
P 25651, AAOMEPREDS EH T2 8000, 2 b03E
H e OO ATREZR IRV T 5 2 &, RLEHTOHT 258121, BT
DRESBIZRIEROCHEORE #1795 2 &, [10.2, 164, 16.7.1,

16.7.2, 16.7.5, 17.1.4%H4]

(%)
1H1[7]1 mg 1H1[R]2 mg
WY 2 IZFY 35
JEEROHE | HEEKOHE
F\CYP2D6RH A} OE O CYP3ABHEH DU
Thb A
58\ CYP2D6H H A K& O FE EE 0O CYP3ARH Al 1[a]1 mg%
DTGP 1[[0.5 mg % 2F 1T
HHERE DOCYP2D6RHE A & TRV CYP3AFHEA]  |2H1Z1]E] 1[710.5 mg %
DTGP 1H1E
CYP2D6DTEMN KB LT D Z &ML TV
% BE DR UL EOCYPIAFLEAI % O H

# - HFLEDGTIH, #H - ODEEDZI#
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<TFLINAI—BBHEICHSERR FRFNE BECERNYS S, BF
@RMK%ME§>
7.8 AE -2 WW%(7ﬁv97,ﬁ%@9x%*97%®%%%%ﬁ

%,ﬁwﬁ% &) BFERELC, AAOFEEE N O HIRIILER/NE
LAz, [11.1.2, 17.1588]
79 RRBRICEB T 2 EIMER NEEMORE R 2B L BT, AKI2 mg~D

WEOEGZEEISHWTS 2 &, [BRABRICB\WT, AAII mohf &2

Mgt WIS 7T BRI K T 2 EEESREE S 7z, ARHI2 mgHECTix
AL moht & b ~EEARSFEGER O FEBEI A 15 < e DA 23R AT
%5, 1 [17158]

7104512 mg~ DO E% 1T L BENCHRE OfERABZ L, BWEH (Th
VT,E%%VX#*?T%@%W%%fR RAMEPEAT S SE) DOREBUIE
BETHZ L, BIEANRD ONHAIIEHRG 2 RIEd 57 L, i

BE{rHoZ L, [11.1.2, 1715%%]

7.118 5 BALE100E 1% £ C& HIBICAFIE 512 LV SRR D b2
&, Aflos a2 UIREIEEZRET S Z &, BGBMI0EM%E E To
BEORREIC IS X B HAk 2l L 28 CThoTh, FUHER (Kb
T, R AR RO T EOHAN IR, FREEIEAIRSE) O U R %
BELT, AR ERE BT RGN/ NMEET L2 L, 7
B, AHND24H M % #8 2 D ke 5 Dz e LT, [11.1.2,

17.1.58 K
#7.12 0.5 Mg EIZEE L I L %97 1 ODFEOS moxfE 5 2 &,

7.8

ERNTA RTA
T, YU OfE
FIXEWER 2558 L
T, TEX5MRYEH
Rz & EHn T &
IR TnbZ &
MOHRRTE LT,

7.9, 7.10
BE L ORRRIER
OB S &
HEZEIRT D05
B0, ENERRR
ﬁ@%%@%%@m
TBWTCEEZRER
2B EBEZREL
to

7.11
ENTA KT A
T, PUEthIREE O
MIZRERZ25E L
T, TE5MRY AW
flice EdnZ en
BRI TWDHZ &
MHRE LT, F
7o, EWERHERT
D5 W 232438 [H
ThHdH I EMLieH
L7,

#7.12
T A = —HIEE
HUEIZ Y O BRI,
Dyhi, A
K45, WEiEE XX
WA SHOHLEIC
B D@ EMHO-
oYL R 1= V) || By
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FERALOEE () FREDIRHL
#7ABARFH| & DL EOCYP2DEIESR] (F=V v, St F %) KOV | #7.13, #7.12
IIFRRELL EOCYPIAMESR] (f b Taty—, 7TV Aaua~vf Ty | KEIOHKEEKFE,

%) 2T 55E%ICE, AROMBETREN EAT52 006, Zi
b OHANE OOFIFATEEZRIR Y BT 5 Z &, T2 B FOHHT 58I

X, UToRE2SZICHIERCHEOHRI 21T 2 L, [10.2, 164,
16.7.1, 16.7.2, 16.7.5, 17.1.55]
(2E)
1H1[A]1 mg 1H1[A]2 mg
i EERS RS
HAEROHE HER OH &
78\ CYP2D6FH E A X7\ \CYP3AMREHI D
Tho g fEH 1 1 mg %
R EE DOCYP2D6PHLEH M R EOCYP3ARL (2 B 1m X ix|1 [ 1 mg %
EHOWTH G P 115 05 mg % |1H1[H]
CYP2D6DIEMENKIA L TV D Z L AVHIEH L T [1H 1A
LEE
58\ CYP2D6FHE A & V'R CYP3ALEAI D W
T O
SR\ CYP2D6[H EF & O FEEE D CYP3AH F A 1A 1 mg %
2 WY iviil 18] 05 mg |2 H 218 X 1%
L DO CYP2D6IHEHA K MRV CYP3ABRER |28 1210H] 119 05 mg %
oVWIht A 1H 1]
CYP2D6DIEMENRIE L TV D Z EAVHIHL T\
% BENPEE DL EOCYP3ARREH A O

T A2RH L PREEEDL EOCYP2DEHER] (=, NexbEF 85 ROV
NIFHEE EDOCYPIALESR] (4 vTaFV—), 757V RAa<w ATV
%) ZOPHT A%, AROMEHRREN ST 2006,

LR L OPEFAITAIEERR VBT D Z &, RS2 ETHETLHEIC
L, UFTORZZBEZIHEMOCHEORE Z1TH> 2L, [10.2, 16.4,
16.7.1, 16.7.2, 16.7.5, 17.1.55 K]
(%)
1H1[F1 mg 1H1[F2 mg
e E RS R
JFEEOCHE | AELAVHE
R CYP2D6BEEHI L5V CYP3AFLEA] DL
T m g
HERE O CYP2D6H F A & OV R O CYP3ARH 1 05 mg % |L Ml 1 mg %
EfloOVFs i W 1AL
cvﬂz%aemﬁizﬁﬂﬁ LTSI EHEBHL T
%
FRVCYP2D6FHEF K VR CYPIABLERI D
Thi oA
SRV CYP2D6FHZEHI & N ELE D CYP3AFLZEH
oW A 118 05 mg % |1[A] 0.5 mg %
PEEE D CYP2D6IH A K& VSRV CYP3ABHER |20 121H] 1H1[H]
oOVFn b O
CYP2D6DIEMENRIAL TV D Z EAVHIHL T\
% BENRELEELL EOCYP3AHERZ O

# . HUHEEDFIH, #H ODLED I

2 OW + 9 DIER K
BT I oA <~ —Tl
PRENE I PE 5 Ml
&, SR, e
WCERT S, EiEE
AT TR S B O
IR BT, R
DCYP2D6RH E A &
OV THRRE D
CYP3ABH Al % Hf
TOHHAEEBEL,
FHVE R OV B B
THERIZ, TR
£ DCYP2D6H EF
K OV FEE OCYP3A
FLER DWW S OF
M1, Ty
CYP2D6BHE Al & T
HPRE O CYP3AFH S
HOWT IS OFH
KO THFEEED
CYP2D6RHE A & T
FRUCYP3AFLEH| D
WTIHPFH ] AER
EL, £7-,
CYP2D6DIEMEA K
BLTWDZ Ly
AL CWAHEE L
CYP3ABR Al 2 fF H
T A2 T
%, THREEL ED
CYP3ARREH %
Hl &L,
[CYP2D6DIEMEA
KELTNDHZEN
HIB LTV D BREN
L EOCYP3A
FLERZOFH &L
77
#7.12
ODSEDHIE TIX 11
[F] 0.5 mgZ1H 1[A]
NARETH D Z &M
5, [1E[1mg#a2H
21\ ZHIBR L
776
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8. EELEARMIEE

<$hEEHE >

8RS, WE - £ - KEEBRNIFEOR TR ENHHDT,
ARFN G- o o B I2IE B B OGRS SR A £ O B OB EIC It S E 722
WEYHEETLHZ L,

82K DFe 5 X 0 & MAELHE RIS DO BN B bbb, BERIEMES R TR
— VA, BERBFERECES Z L NHHOT, AFELSTIX, 0B, £
R, 2R, BERSOIERICERET D & & IS, FFICHRF T2 OB
B DI DORERIK T2 A9 5 BHE TIE, MIHEORESOBIEE /7
152 &, [83, 9.1.3, 11.15%H]

B3KFNDEEITEEL, HONUOB20RIERNKRT 25ANH D = & %,
BEROZOZFBEICASICHIA L, mifEEk (078, 28, 2K, $#HR
) ACHERL, ZOXIIRIERRS L ONTEEAICIE, BEHICEG A2l
L, EfiOZEE2=ZT5L5, 88T 52 L, [82, 913, 11.1.5%H]

BAFEBIZ L D FHEME D DAY, AEIFE G4IHIIREIE (E TS 0 B
HEOHEMNCARIRREREZTLICTH 0 0b 5T, FicE ¥ 7L %
VIEIIRAE) |, RAOMEROTHE, sRIAEIRE, RAESEOHEFBHIEEENS O
bl L OWEN S D, EEHHIEEEOERIZOWT, HoE0UDEBF K
OFREIHFITRAZITD, JERR S b saicik, ERICHEZ%ET
LE9ESTH L, 2, BEOREROIFEOE(L 2 EET B
L, ERAS 5ONTHAITIILEIDN U ORE TG 2RI+ 572
E, HUIRMEZTY Z L,

85K OF 512 L 0 (REFE I K CHEE R EIE e EORMOENFHEERT 5 2
ERHDHOT, REZEGTIIREOHBZEREBEL, KEOEHN
RO LG AIIIRRBEE (AIHEOREBOAFRS) #EmL, LEIZ
&S U CEb) e g 24T 5 Z &,

8.6% G- A1, TR G-RE, B EREZ as ARSI E AN 555 < N
NHOONDLZENHHDT, BEDREALEEICELZ L, (RIMEERN
HOHONIGAITET 2%, MURLEZITY &,

<MEXRAE, 520 - 3 2KE EIFABETTRLEMREINEOHSNLLG
BIZES) >

BIHE FIEEMNFKITHBENNDH D DT, FICHEMEMERD Y 27 DH % H
FNCAAN 2B ET AEAI1CF, EEICRBA2BIETLZ L,

<MEKMAE>

8.8HLE, MiE, HAMZEORBMIERZ BN AREERH L DT, BlEE
FTAT, EAEA B DTG AT ORI 0 B 2 5 7 Sy 2 AL
EEITH)Z &,

8.1~8.8
BATOUM SLEND
EHRL
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FRALEDEE (F) £% T DARHL
<52 52KE BFEAETTHRLMENRHOENLEWNEEICES) > | 8.9~8.12
8.99 DIERE R T HBEFIIMLSENH Y, AREROBENRH D DT, BATOUAH SED D
IO XD e BF TR GG RN O VTR G REEZ AR T HBICITBEOR | BEARL

RER OYREDO LA B BIET 5 2 L,
2]

8.101%, fEM, BUEE, = 7 3E, RIR, GRIENE, o, BeBbE, &
gk, THUUT BMESAREN S LD I ERHRE S TVWS, F
7o, THHOE - fTENE K LIZEFNZ VT, REERIZH 622 Tld ey
0, FEREBOBAIIEZASE, BRAEN, METAPREINL TS,
BEOREROIREOE A ERRS BlET 5 L L b, BB TRE
AL A2 L AEERTY 2 L, [65.2, 89, 811, 8.12, 9.1.6,
15.1.3% 1]

8A1H B COBBERMAZ <=0, HBRBMNGRD b b BE IO T
HEEICE, RGO AfE R/ NRICE EH s 2 L, [6.2, 89, 810,
8.12, 9.1.6, 15.1.3% ]

BL2E I HAGIEC B AR, BEE, WML, SRS 078021tk
R OREBIRBEALR S Db d U A7 ZIZOWTHodHE TV, [Ehf & B
BIGEE ARV A L ofRE+T5 2L, [52, 89-811, 916, 151.3%

[5.2, 8.10-8.12, 9.1.6, 15.1.3

]
<TIWYINA I —RIBFE (4 5 KRR, ZRIHYE, BEISERY S, BESH
RS ERE &>

8.13FRAEMRE TIHME THREDME F L QWA EBARH Y, AFDOEEIZLY
Wi T RE S AN I EL XA LA RICE 2 BZNNH 5, ARG T
BEOIREZ T EEBIE L, W EEOERPBEN -GS I REE ]
L3570 CEEI A E AT H Z L

SLARAE B EITHA KL OB DY 27 BEW EnmbhTW5b, 12,
AH & G Te UM EIC L 0, IR, NPT, DEVY, SHoE R
B2 Endby, WEICEIVENUIIMEICELBEZNRNH L0, +
DICEETLHZ L

8.13

] PN el R AR U3 R
5 7o RAMEME AT 28 23 78
Loz k, T
VoA~ — BRI AE
AR AR it 28 0D
UZATRENT &,
S OSHURAR S DA
FARER & L Ol TR
ROIK T 28 277
REMERH L Z &b
ALk L 7=,

8.14

FRFE = i | LA
FOVEHRDOY 27 R
Nz L&, ROEN
HA R4 > Thiks
RO EIZ X D
EROEHFTO Y A
I WIERHATND
ZEMBRHE LT,
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9. HENEREHITHEEICEHT HFE
Q.156HE - MEEREODHHEE

<¥EeFHE>
9.1.10 - MEKRE, NMERE EOEXFIIA-OBREEDHDLEE

MEETRH b EBndH D,

Q1I2TAMNAZEDNEEMEBRIIICNLDBREREOHDIEE
FBME AR TS0 D,

9.13MWRMRIEZTDREREDHLHEE, HIHIVIERFORKE, =MmEE
IEHEDOERROBRAFEET HEE

MmAEES EF3T252 0365, [8.2, 83, 11.15%#]

9.1AFENKEE, REIBARR, BB, BKKEBEZEORE

IR ZERESE, FURIMASAE 2 O MR FEAE N A STV 5,
<MEKMAE>

Q15BRTHDOBERUVBERSEZET HEF

JERE B SR BENALDH D,

<52 32E BFEABETTHALMENROONLGEWNEEICED) >

0.16BERSEXIIBERLTRDBEENHLEE, BRSEDHIEE
HGE, ARG LN ZENH 5, [5.2, 89-812, 15.1.35H]

917D FENEEDHDHESE

FEAER Z B ST Z 203D 5,

9.1 8EHMNAS VVHEEELET HESE

FEAER Z B ST Z 203D 5,

92EHEEERE

921EENEHEEE (Y LT7F=Y )75 2A30mUminkiE) OH3
BE

WE TG HRBOMERSEZ2EE L, #E5ICE L CITEE oREL2 EEICHE
BTHZ8, RFOZ VT T UoAPMMETL, mMAPREN ERTIB8ZNNH
%, [16.6.1%H]

93T EEIEE RS

9.3.1HhEEN L EEDIFHEERESE (Child-Pugh#$8BXIEC) DH L EE
RS GMROIERS2EE L, H5ICB L UXRFORELEEICE
BIH28, KFOZ VT T APKTL, mMAREN ERAT L8201 H
%, [16.6.2% ]

9.55F 5%

I gm SOTIEIRE L TV A RTEEMED & 5 LotEIciE, 1B OB RMEN G2 =
B2 M SN DHAICOREET D 2 L, MIREIICHUBMREN &G &
NG, FAVICHILRES, GR, PRORETE, RER, ERSRIKT, Sl
S D BEBUEIR-CHER MRS & Db E ORENRH 5.

9.6122L1%

B EOFRHER ORILREOR A2 BB L, RILofk Ut d ik 2Bt
THZ L, BWER (v b)) TAHF~ORBITHHREIN TV D,
9.7/NRZE

INRE R G L LT BRARERBR IS L Cuiany,

9.85 i E

BEOREZBSE LN DEEICRG T2 L, RICEFBEMITLT
W5, [16.6.3%H]

[11.1.8% ]

BATOUM SLEND
EHRL

BATOWM SLEND
EHRL

BATOWM SLEND
EHRL

BUTOWRA SCEN S
EHERL

BUATOWA SCEN S
EHERL

BT OUH SED B
VAL RIS
BATOU SCED D
KL
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10. #BE{EA
AFNL, F & LU THCHIEEZECYP3A4 K CYP2D6 T &5,  [16.4%
]
10.16tFZE (BrALEBWLI &)
S|4 S R PREIR - B 7 vk BEFF - falRIK +
7T RLFY v TRV COER AR |7 KLY I KLy

(THF7 4 7F—0A
TR, SUTHEREICE
5 RIERREE S L <X

SH, MERETFZEZ TR
TNNH 5,

AEEEa, AR ORIEL
AITHY, FANDaszE A
HWTERIC X0 g g iAol

{RIERRI T 2 56 WAER BN E 720, T
ZFr<) W N ER 23858 S 5 FTRE
RAI v PERH D,
[2.32 ]

BITOWRA SCEN S
EHERL
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0200FEE (HFRICEET S &)

A4 % ERAREAR - HEE 7k K& - fEkaN 1
TRV EAEER O |MWERTEZEZTBZENR |7 KLU 37 Fu

Al
U RHAY T FLFY
b

BB,

U AEE e, pRBIRD
FIEAITH Y, AFDaz
BAHEWEMIC LD A
IR E R DMEAL & 7

v, IR TR 2SR
ShD NN DD,

HRAD AR AT i 1)
LY — LR A,
JRR I ) A5

FH B HARX A I
NHDHOT, HET L2
FEETDHZ L,

&b ISR IR
EHT 5,

% A4 MWAEICETEERZ RS | & BICEEERE AT
HZENHDHOT, BWE |5,
T LR EEEICRET D
e,
R/ AFENSE RS UAFBMER 259 | AANT R8T 25 (40
LR RS THRBENNHHDT, WifEH 267 5,

BEBREHETDmEH
HICERGTDZ &,

73— (FkiE)

FRELIZ Ao ashiegm il £

bl Y Sl in e S R

PHBEEDLZ LN D EHT 5,
Do
hFEEELL O CYP2D6MHE 1o o~ N 103 SR T
% A3 5 A A vﬁEﬁH MER 5k | AH Igﬁ]nﬁ]ﬁ%;ﬁf%
X=Uy, RAaxbFo | TNRHDL, 5CYP2D6 % fHET 572
% AFHN O M PR EEAS 54
(7.2, 7.7, #1.13, #7.12, LBFNRH D,
16.7.2, 16.7.5%H]
EP*%}EJJJ:@CYFBABE% Il D ﬁgtéél > Ik - 2h %Ewc
e AT 2 3 AFH \‘ﬁzﬁﬁ MR 5k | AK f%fﬁuﬁtﬁ%ﬁ »
A FaFy—n, 75 |ENDBD, HCYP3A4ZLE T S 7
DIFS =R GAZ- AFNO A EF7-T
(72, 7.7, #1.13, #7.12, ABFNNRD D,

16.7.1, 16.7.5% ]

JFARHIESE (Rl
CYP3A) FHEERAHET
2% JEA
TN, V77
N
[16.7.3% ]

AR OIERDES T 5 3
TNRH D,

AR O FERBBERE TH
5HCYPIAADFHEIZ L v A
F DI PR EME T2
BENHEH 5,

# o PELEDOFH, #H  ODEEDFEHE

AZNREBINC B 7=
v, HREREL ED
CYP2D6IHEVE
FRREELL EOCYP3A
FEEH 2 A7 53
KoMz, #7.13 (¥
WEE) XI3#7.1278
(OD#E) ~DZHR
SeaBRit Uiz,
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11. BlfEA
WORWERNR S LoD ENHHDT, BEE ST, BENEDL
NG ECITR G 2P IET 57 SO e EEITO 2k,
11.1E X% EIEA WA R FE FR A & okt

111 1B MRS (0.1%Am)

FEEN, MEEHARER, SR OFGIREI, We SR, SR, mEOZS), BT, A
EREEN, MECK ERZEOBEPRBO b HAICIE, &5 E2FIEL, &
WH, KoMHEORGEMR L LTHEY R LEEZITH) L, F2, 34T
EURERE D BHEREDKR T AR LN, AMEEEICELZENHIOTHEE
THZ L,

1L12BRECREXR DT (0.1%H])

EWREICLY, NETEOAMEESNS b ENHLDT, Z0O
LD IERNR S LN GA TR EITIEEEE T2 L, ok, &EF
B GIERN T2 &b 5, (7.4, 7.8, 710, 7.115H]
11.1.3FE M A LR (BEEAR)

IEE R (RACRIR, ol - Mg, 38 UWERE, JEE ORI & 5 IEshhg &
ODIBENEB D 5 >EOIER) Z &=L, FREMEA Vo7 RTBITT5H 2 &0
HDHOT, BEREND SN HEaIcE, &2 HIE452 8,

11.1. MEREARAARAE  (0.19% K1)

CKER, mHERNRFIA e FREIEETLHI L,

11.1.55 Mm% (0.6%) , #ERFEEST b7 F—I R (HEERH) , #EREE
BE (L)

i MECHE IR IF DBAL D & b b, FEIRWEMES 73 R—T X, FER
JPERIEICED Z L AH DO T, MFHEOWES, N, £k, ZIK, HIR
LOBERE TSIV, BRESEO ONEAICE, BEERIEL, 1A
U UBEIORE 21T H e Y, WY EEITH 2 L, [8.2, 83, 9.1.3%
i

11.1.65E8 (0.1%A3)

11.1.78BEMERE (BEARY) , BMmEkEd (0.2%)

11.1.8fMZEAE (0.1%A0H) , ZREPFRARMMAZAE (0.1%AM)

WRZEARNE, FRMARIES O MIRERIEN D SbND Z ENHDHDOT, BEs
FicAT, BEIRL, MadE, DURROENE, HESENRD DA, &
HaMIET 57 L@ Ez217o 2 &, [9.145 0]

G & L-EWNERRR
B (331-10-002,
331-10-003) K OV
AR FER  (331-10-
230, 331-10-231) ,
WRZEANDK S >
TR B A kS
L L7=7 T AR
—HEEHmAER (331-
102-00058) , FHi#
L3k (331-102-
00059) ZHN %,
NDADT VT —
aVHEREERREL
7277 AR &
Bk (331-102-
00088) , EHiHh:
aABE (331-102-
00184) D& FEH8ER
TRDOLENTZT T
DEWER DOFEREN S
(ZHD X B A UGT
L7,

MedDRA PT (LA
FE) MDD RT
WHEE~TRE R, B
PlEFEREHE LT,
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(JAN)
Rk 254E 8 H 23 A HRARAEI 08234 1 52 kv mmEniz,

—fREVAR . (AA%) TV IZAET TV —L
(¥ %)  Brexpiprazole
b¥%4
(AAA)
7{4[4-(1-R > TFTH T 2 -4 A NNERT -1 A NV T TFNF XTI )
-2(H)-A
(& 4)
7-{ 4-[4-(1-Benzothiophen-4-yl)piperazin-1-yl]butyloxy} quinolin-2(1H)-one

(INN]J
brexpiprazole (r-INN List 68, WHO Drug Information, Vol. 26, No.3, 2012)
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EIEL—xm4AFHEHE (INN X6 E)
[24—3—B4]

#* 4 H X 4

B 3K dh — 9 4 7 Brexpiprazole TVIAET T =)V
# 4 B & 4 (FR

INN I %4 % brexpiprazole TV AT T —)L

WHO Drug Information, Vol.26, No.3, 2012, page 304
(Recommended INN: List 68)

I NN # # %

[ 4]

ik 5 4 | 7-{4-[4-(1-Benzothiophen-4-yl)piperazin-1-yl]butyloxy} quinolin-2(1H)-one
XX [BA4]

A H G # | 7-(4-[B-Q- RS FFT 2 AL WNERT DDA N T F A F VY

x ) ) -2(0H)-F

H
X X <Eijm\) _

7 BRENE

/)

HFRREOGFE | (GFR) CisHyN;0,S (/&) 433.57

CAS ¥ & &F & 913611-97-9

¥ OB E H (REFRVEM) hstbepf A Al (FER o FEES) 117
5 ILFH [(E BR 3L R R BR = M

i Z
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¥Rk 244 104 2 H
FErT FRETRE XA EEE 2 — 9
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REOFEZERE AR KB

HUFERE EFHoMCE R E
TEL: 088-665-9162, FAX: 088-665-9163
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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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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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Bk 24-2-Bl4
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
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H
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\::j CN
=~ "N CO,H
/& * HOZC/\/ ;
0 T o)
CHs F

C18H20FN502 « C4Hs04

2-(16-[(BR)-3-7 X / B2 P -1-A )V]-3-AFN-24-VFF V-34-Vb Frr’ ) I
V1QH)-ANIAF )4 T Fa RS = Y — o liglE

2-(16-[(3R)-3-Aminopiperidin-1-yl]-3-methyl-2,4-dioxo-3,4-dihydropyrimidin-1(2 H)-

yl}methyl)-4-fluorobenzonitrile monosuccinate
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>
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CH,

C17H16FN302S- C4H404

1-[5-2-7 A7 c=1)-1-(EV -3 LA )LKR=)V)-1H- £ 0 —)L-3-A JL]-N- X
FNRAELT Iy —T7</LEEE

1-[5-(2-Fluorophenyl)-1-(pyridin-3-ylsulfonyl)-1 H-pyrrol-3-yll- N-methylmethanami

ne monofumarate
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JAN (&%) : 7FELVY EEmE
JAN (3% 4) : Anamorelin Hydrochloride

C31H42NeO3*HCI

BR)-3-XVTVN-NN,N-F) AFN-1-(2-AFNT T=/L-D- bV T N7 4 )Y ¥
V-3 HNARE KT VR —HERE

(3R)-3-Benzyl-N,N,N-trimethyl-1-(2-methylalanyl-D-tryptophyl)piperidine-3-carbo
hydrazide monohydrochloride
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H
— N/\/\/O N (0]
QA

C25H27N302S

T4 [4-0- RV F AT 24 A NVERSF D1 A V] TFAFF I Y
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7-{4-[4-(1-Benzothiophen-4-yl)piperazin-1-yllbutyloxy}quinolin-2(1 H)-one
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JAN (BAA4A) : Fv 7 v ERE
JAN (3 4) : Tipiracil Hydrochloride

e

N
N. o
|\[4 « HCI
NH

)

Cl

C9H11CIN4O2 « HC1

5-7nu-6-[(2-4 I /) 1A MWVAFNIEY I V-240H3H)-VA Yy —iE
355

5-Chloro-6-[(2-iminopyrrolidin-1-yl)methyllpyrimidine-2,4(1 H,3 H)-dione
monohydrochloride
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BekE 5 24-3-B10
JAN (HARZ) : =7 0F 8 (En i z)
JAN (3% 4) : Ecallantide(Genetical Recombination)

7 BB N AT 4 REES

141

EAVHSFCAFK ADDGP&RAAH PRWFFNI FTR QCEEFI YGGE EGNONRFESL

EET:KK RD

C305H442Ng3091Ss

TH T F NIE, Bz b MR RS e B2 —HiRATHY, & M
RN 7R A B X —D 20~T9FBOT 2 BREKICHIETDH. = h T F RO 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.
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JAN (BA4) : Y277 I ViEAREE
JAN (3 4) : Cysteamine Bitartrate

H OH
HoN 4 CO,H
IN"SsH  « HO,C il
H OH
C2H7NS + C4HeOs

2-73 )X FF—) —- (2R3R)-BAMEE

2-Aminoethanethiol mono-(2R,3R)-tartrate
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BexEr 24-5-Bl4
JAN (AA%) v AFLEAF RY UL
JAN (& 4) : Simeprevir Sodium

CHs

C3sH46Ns5NaO7S2

7 u7a A7+ =/VIQ2R,3aR10Z11aS,12aR, 14aR)-2-({7- # F F -8 A F
N2 [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,12,122a,13,14,14a-~F ¥ Fh & Ko 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,
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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 (Resolucién
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 continuacion 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 descripcién; Férmula molecular; Férmula desarrollada

acidum deoxycholicum
deoxycholic acid

acide désoxycholique

acido desoxicolico

acidum florilglutamicum (**F)
florilglutamic acid (**F)

acide florilglutamique (*°F)

acido florilglitamico (*°F)

acidum tiazoticum
tiazotic acid

acide tiazotique

acido tiazético

3a,12a-dihydroxy-5B-cholan-24-oic acid
acide 3a,12a-dihydroxy-5B-cholan-24-oique
acido 3a,12a-dihidroxi-5B-colan-24-oico

CZAH4OO4

(4S)-4-(3-[°FIfluoropropyl)-L-glutamic acid
acide (4S)-4-(3-[°F]fluoropropyl)-L-glutamique
acido (4S)-4-(3-["°FJfluoropropil)-L-glutamico
CgH1a"*FNO,

HO,C CO,H

HH NH,
woe—/

[(5-methyl-1H-1,2,4-triazol-3-yl)sulfanyl]acetic acid
acide [(5-méthyl-1H-1,2,4-triazol-3-yl)sulfanylJacétique
acido [(5-metil-1H-1,2,4-triazol-3-il)sulfanilJacético
CsH7N30,S

HN—N
»\S/\COZH

H3C/<\

N
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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]hexane
(1R,5S)-1-(3,4-diclorofenil)-3-azabiciclo[3.1.0]hexano

C1H1CILN

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 By;

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
C401H500N15;OC)290P40
(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

CasH27N30.S

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
CisH21F3N6O2

(0]

()

N

A
Saee

zZ

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

CasHasFN,O
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b4 7-{4-[4-(1-Benzothiophen-4-yl)piperazin-1-yl] butyloxy}quinolin-2(1H)-one
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A RFRE -
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%, 4 B LORREAEHITTHEL, 1H1F2mg 2K 0#& 535,
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RTENES 24 kL E L SHERE AR S BR SR 15 AT WAELE eEE sE2EHOR | 20 EE
OPC-34712 7 A L mi—7 1 v J i szt ol A sk A FEPERL RRAGOEE [
32P22 BEPR AR AT 1mg & 0.5 meovaitiigiis | CMCAER 43 Hr i
FeHB
Neuropsychiatric Symptoms in Alzheimer's Disease: [Rosenberg PB, Nowrangi |— - — Mol Aspects Med. |—
4.3-01 What Might be Associated Brain Circuits? MA, Lyketsos CG 2015 Jun-Oct;43-
44:25-37
Alzheimer's Disease Pathology: Pathways Between |Jacobs HIL, Riphagen JM, [ — - - Mol Psychiatry. -
Central Norepinephrine Activity, Memory, and Ramakers IHGB, Verhey 2021
4.3-02 Neuropsychiatric Symptoms FRJ Mar;26(3):897-906
Role of Serotonin in the Behavioral and Lanctot KL, Herrmann N, |— — - J Neuropsychiatry |—
Psychological Symptoms of Dementia Mazzotta P Clin Neurosci.
4.3-03 2001
Winter;13(1):5-21
The Pathophysiology of Agitation Lindenmayer JP — — - J Clin Psychiatry. |[—
4.3-04 2000;61 Suppl 14:5
10
Increased Aggression in Males in Transgenic Tg2576 | Alexander G, Hanna A, — — - Behav Brain Res.  |—
4.3-05 Mouse Model of Alzheimer's Disease Serna V, Younkin L, 2011 Jan
Younkin S, Janus C 1;216(1):77-83
Altered Circadian Locomotor Activity in APP23 Vloeberghs E, Van Dam | — - - Eur J Neurosci. -
43-06 Mice: A Model for BPSD Disturbances D, Engelborghs S, Nagels 2004
’ G, Staufenbiel M, De Nov;20(10):2757-
Deyn PP 66
TV I AT T = VIZ O EGAT o8 | REREERA S — - - INFFFRF N H(A) | —
REZENMES RBAC P D AR SRR RIS PE S F4#22015-535211
4.3-07 EEHIER DTS K O UL IBHF) 2015-12-10
331-102-0004J: KGRI A AL 201l (AR AA KPR AR (A
Population Pharmacokinetic Analysis of WA EIERH)
5.3.3.5-01 Brexpiprazole in Patients with Agitation Associated
with Dementia of the Alzheimer's Type
331-102-00088: KRR AT 201848 H 20 H H A 120/ 3% HA B AP R A
TN NA = —=BEBFEICHED T VT —a v ~
535.1-01 4257 L7 ATy —)L (0PC-34712) @ 202345 A 15
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331-12-283: Otsuka Pharmaceutical ~ |20134E7 H 11 H ra7TFT, KA (W FENE R ZEE R B
A Phase 3, 12-week, Multicenter, Randomized, Development & ~ v, By, A
Double-blind, Placebo-controlled Trial to Evaluate  |Commercialization, Inc. |20174£3H 15H =g

5.3.5.1-02 the Efficacy, Safety, and Tolerability of 2 Fixed V74T, KE
Doses of Brexpiprazole (OPC-34712) in the D81 it
Treatment of Subjects with Agitation Associated with
Dementia of the Alzheimer’s Type
331-14-213: Otsuka Pharmaceutical 20184E5 H 16 H TIHV T, NSk &R BEEE} Fii
A Phase 3, 12-Week, Multicenter, Randomized, Development & ~ HY—, BLET
Double-blind, Placebo controlled, 2 Arm, Fixed-dose |Commercialization, Inc. |20224F6 A 1 H , ARAEXT, A

53.5.1-03 Trial to Evaluate the Efficacy, Safety, and ~A // , U7 7/£

o Tolerability of Brexpiprazole (OPC-34712) in the j};r KE D123 i

Treatment of Subjects With Agitation Associated X
With Dementia of the Alzheimer’s Type
331-12-284: Otsuka Pharmaceutical ~ |20134E10A28H |7 K U 7, 7 |t TR ZEE R B3
A Phase 3, 12-week, Multicenter, Randomized, Development & ~ X, 747K
Double-blind, Placebo-controlled Trial to Evaluate  |Commercialization, Inc.  |20174£3H30H , 7TV RA, oy

53.5.1.04 the Efficacy, Safety, and Tolerability of Flexible T, ARN=T,

e Dosing of Brexpiprazole (OPC-34712) in the I IAT, fi

Treatment of Subjects with Agitation Associated with , KED62 it
Dementia of the Alzheimer’s Type
331-102-00184: R PEERRA AL 20184 E11H9R [ HATTHiR HA PR R AAmER A
T NI NA = —RERFEIfED 7 VT —a ~

5.3.5.2-01 ICHF DTV AT T —b (0PC-34712) ik 20224£1 A5 A
oot G- D2 M A2 Bt 2 sk delE, st
MR, FEEmaBR
331-201-00182: Otsuka Pharmaceutical 2018%E10H11E |7 AH VT, o |Hghh tHNEE Z2EEE flia
A 12-week, Multicenter, Active-treatment Extension |Development & ~ HY—, BAre7r
Trial to Evaluate the Safety and Tolerability of Commercialization, Inc.  |20224F9 7 19 H , ABRANFT, A

5.3.5.2-02 Brexpiprazole in the Treatment of Subjects With A, vITTA

Agitation Associated With Dementia of the
Alzheimer’s Type

7, KE D66 fi
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331-13-211: Otsuka Pharmaceutical 2014427 H5 H TNV T, JF st AP R ZEER |
A 2-month, Observational, Rollover Trial to Evaluate [ Development & ~ v " a7 Fr,
the Safety of Subjects with Agitation Associated with | Commercialization, Inc.  |20174£5 5 30 H 77 A, Y
Dementia of the Alzheimer’s Type who were ) 9%’ RYT,
5.3.5.2-03 Previously Treated with Brexpiprazole (OPC-34712) JZ/;/ = ;7’ . ? B
or Placebo in a Phase 3, Double-blind Trial =/, AN,
! v T4 F, Kid
D87 ik
Brexpiprazole for the Treatment of Agitation Otsuka Pharmaceutical — — HEs+ R BEER i3
5.3.5.3-01 Associated with Alzheimer’s Dementia Development &
Summary of Clinical Efficacy and Erratum Commercialization, Inc.
Brexpiprazole for the Treatment of Agitation Otsuka Pharmaceutical - - st FENEEE ZEGR piliz
5.3.5.3-02 Associated with Alzheimer’s Dementia Development &
Summary of Clinical Safety Commercialization, Inc.
5.3.5.3-03 [ N ER DA IO R A MEHT R R A A — — EH FEPN R A E R Gl
5.3.5.3-04 E B DA FELR O AW R R A A — — EH FEP R AR A
5.3.5.3-05 MESNREBR DA IED Y7 7 )L — T fifhit R RRRA AL — — EN FENER ZERN K
5.3.5.3-06 AR O A E 5 O P AT R A A — — 5[ KPR e Yt Fi
Periodic safety update report(-m. Otsuka Pharmaceutical — — TN P& R FA A i
5.3.6-01 20.) Development &
Commercialization, Inc.
5.3.7-01 FITEH FEBUE S a3k — — — =N FENE R AF Al R —
53700 HELAEFRQEN ik GECpl-HEER - - - EWN FE R AR -
D= U)
5.3.7-03 R BB — R — — — E KPR A R —
MO EMBIFILOL D ZZAHDFEWYA b ESCAFTERFE LA ESL - — - [Internet] . — —
FERRRAEI IR 70 JAAE Rl Tt - piE AT IR 2023 424 H3 H
> H— AR AERT ERT (2023 £F6 A 27
HEpe] . e
5
5.4-01 https://kokoro.ncnp
.go.jp/disease.php?
@uid=WwE9LLpY
bVZTIDMI
REMESR BN A BT A 2017 [SRAEIR RS A — — — R . 2017, — —
5.4-02 RZA ) fEREAR

L12 isfHER—%

3




3 AR =] = . =5 s o iE T 3 e §$m’§*4 - qagﬁ?%?T_
RMITEHES 24 kL E L SHERE AR S BR SR 15 AT RFELE eEE sE2EHOR | 20 EE
Behavioral and psychological symptoms of dementia |Shimabukuro J, Awata S, — — — Psychiatry Clin — —
5.4-03 characteristic of mild Alzheimer patients Matsuoka H Neurosci.
2005;59:274-9.
Comorbidity of psychopathological domains in Tractenberg RE, Weiner — — — J Geriatr Psychiatry — -
5.4-04 community-dwelling persons with Alzheimer’s MEF, Patterson MB, Teri L, Neurol. 2003;16:94-
disease Thal LJ 9.
Agitation in cognitive disorders: International Cummings J, Mintzer J, - - - Int Psychogeriatr. - -
Psychogeriatric Association provisional consensus Brodaty H, Sano M, 2015;27:7-17.
5.4-05 clinical and research definition Banerjee S, Devanand DP,
et al.
Agitation in cognitive disorders: Progress in the Sano M, Cummings J, — — — Int Psychogeriatr. — —
5.4-06 International Psychogeriatric Association consensus [Auer S, Bergh S, Fischer 2023;7:1-13.
clinical and research definition CE, Gerritsen D, et al.
Disruptive behavior as a predictor in Alzheimer Scarmeas N, Brandt J, — — — Arch Neurol. - —
disease Blacker D, Albert M, 2007;64:1755-61.
5.4-07 Hadjigeorgiou G, Dubois
B, etal.
Neuropsychiatric symptoms and functional status in |D’Onofrio G, Sancarlo D, — — — Curr Alzheimer — —
5.4-08 Alzheimer’s disease and vascular dementia patients [Panza F, Copetti M, Res. 2012;9:759-
Cascavilla L, Paris F, et al. 71.
Neuropsychiatric symptoms as predictors of Peters ME, Schwartz S, — — — Am J Psychiatry. — —
progression to severe Alzheimer’s dementia and Han D, Rabins PV, 2015;172:460-5
5.4-09 death: the Cache County Dementia Progression Study |Steinberg M, Tschanz JT,
et al.
5.4-10 Dementia caregiver burden: a research update and Cheng ST — — — Curr Psychiatry — —
- critical analysis Rep. 2017;19:64.
54.11 What Behavioral and Psychological Symptoms of Hiyoshi-Taniguchi K, — — — Clin Gerontol. — —
al Dementia Affect Caregiver Burnout? Becker CB, Kinoshita A 2018;41:249-54.
Caregiver burden and neuropsychiatric symptoms in |Okura T, Langa KM - — — Alzheimer Dis - -
5.4-12 older adults with cognitive impairment: the Aging, Assoc Disord.
Demographics, and Memory Study (ADAMS) 2011;25:116-21.
Influence of behavioral symptoms on rates of Gilley DW, Bienias JL, — — — Psychol Med. — —
5.4-13 institutionalization for persons with Alzheimer’s Wilson RS, Bennett DA, 2004;34:1129-35.
disease Beck TL, Evans DA
Predictors of care home and hospital admissions and |Knapp M, Chua KC, - — — BMJ Open. - —
their costs for older people with Alzheimer’s disease: |Broadbent M, Chang CK, 2016;6:e013591.
5.4-14 findings from a large London case register Fernandez JL, Milea D, et
al.
TTZITaR—1E




S 4] . =5 —
A ARES 54 bL £ HBRENE | HREEST | 588 mmy | SEERC [REETT
Monetary costs of agitation in older adults with Morris S, Patel N, Baio G, — — — BMJ Open. — —
5.4-15 Alzheimer's disease in the UK: prospective cohort Kelly L, Lewis-Holmes E, 2015;5:e007382.
study Omar RZ, et al.
0 DI EDTZ DD BPSD (ZHET DIk [FRAAELZ 65 237 Y - — — - - -
WERATA 74> (F200) DT E DA FEHEEAE
5.4-16 O EALIZET 2R
WFSEBE
e DL RIRIEMIIETA R 74 2015 AARZEEYS AAE — — — AARZFEEYS - -
RV R ¢ 2015.
5.4-17 + i O SRR D
2 B 2 BFSERT
JEEE
FDA public health advisory: Deaths with U.S. Food and Drug — — — — — —
5.4-18 Antipsychotics in Elderly Patients with Behavioral | Administration
Disturbances
5419 FDA warns antipsychotic drugs may be risky for Kuehn BM - — — JAMA. - -
- elderly 2005;293:2462.
Trends in use of psychotropic medications among Okumura Y, Togo T, — — — Int Psychogeriatr. — —
5.4-20 patients treated with cholinesterase inhibitors in Fujita J 2014;27:407-15.
Japan from 2002 to 2010
Trends in use of psychotropic medications among Okumura Y, Togo T, — — — Int Psychogeriatr. — —
5.4-21 patients treated with cholinesterase inhibitors in Fujita J 2014;27:417-8.
Japan from 2002 to 2010 — Corrigendum
Complex noradrenergic dysfunction in Alzheimer's |Gannon M, Wang Q — — — Brain Res. - —
5.4-22 disease: Low norepinephrine input is not always to 2019;1702:12-6.
blame
Neuropsychiatric signs and symptoms of Alzheimer's |Lanctot KL, Amatniek J, — — — Alzheimers Dement — —
5403 disease: New treatment paradigms Ancoli-Israel S, Arnold (N'Y). 2017;3:440-
il SE, Ballard C, Cohen- 9.
Mansfield J, et al.
5404 The neurochemistry of agitation in Alzheimer's Liu KY, Stringer AE, - - - Ageing Res Rev. - -
o disease: a systematic review Reeves SJ, Howard RJ 2018;43:99-107.
Neuropsychiatric symptoms in Alzheimer's disease: |Rosenberg PB, Nowrangi — — — Mol Aspects Med. — —
5.4-25 What might be associated brain circuits? MA, Lyketsos CG 2015;43-44:25-37.
Factor analysis of the Cohen-Mansfield Agitation Rabinowitz J, Davidson - - - Am J Geriatr - -
5.4-26 Inventory in three large samples of nursing home M, De Deyn PP, et al. Psychiatry.

patients with dementia and behavioral disturbance

2005;13:991-8.

L12 isfHER—%

5




SRS Y] . =5 —
A ARES 54 bL £ HBRENE | HREEST | 588 mmy | SEERC [REETT
Agitated behavior in elderly nursing home residents |Schreiner AS, Yamamoto - - - J Gerontol B - -
with dementia in Japan E, Shiotani H Psychol Sci Soc
427 Sci. 2000;55:180-6.
5.4.98 PO EEIC & 2 i D58 T SN o A=, R R - - - FEAREL. 2007 5 10 — —
o : 26-31.
B D 72 O DFBHIED AN & NI | ukiE N AL - - - HBAZEY = B - -
5426 HZ X ADHTFHE 2,400 AOFEDE NG |2 BEES FERTIE - AT PAA Y
o o< D FIRES A AR WmAt/& f 2018.
BPSD 1253 D HURE MIRIRIGIR T A KT A > 88 |7 A U WHEHIERS - - - MY — L R - -
5.4-30 FNIE D BRI IE RT3 L T A2 =N/
2017.
Mortality risk in current and new antipsychotic Arai H, Nakamura Y, - - — Alzheimers - -
Alzheimer's disease users: Large scale Japanese study [ Taguchi M, Kobayashi H, Dement.
5.4-31 Yamauchi K, Schneider 2016;12:823-30.
LS, et al.
RHYENY R 7y 7 2R S R, T R, - - - =22 ERT 5 2020. - -
5.4-32 BA FHFAED
sa33 DRI | BRI E BT LB [ e - - — [kREsmmi - —
' PERR 1A% & TR OB ik ; 2022.
5.4-34 RAWET % A 7 v 7 AAREIESS B - T | 2008 -

L12 isfHER—%

6




AT REERNGVIEE—E

HE380 3.2.S K

3.2.P.1 BH e OS5

3.2.P.2.1 BAEIE 4y

3.2.P.2.3 ByE T O BRSOtk

3.2.P.2.4 &K Ok %

3.2.P.2.5 #5AEWAAOBL 0 & I T R

3.2.P.2.6 IAfRiZ-CH DRSS/ A B L omEat

3.2.P.3 ik

3.2.P.4 IInAl o0&

3.2.P.5 A& B

3.2.P.6 HEHESL IR EME

3.2.P.7 i K OVitiAe %

3.2.P.8 ZiE

3.2.A it

3.2.R KD EREE}

3.3 & ik

FAER 4.2.1 KA BR
4.2.2 3y dEhREAER
4.2.3 w3l

58D 5.3.1 EW A Fl B s
5.3.2 b MAREE & - 3 E R R O SR BR R
5.3.3.1 fREEER A 12 51T 2 PK M OW)H B2 M ek i o s 3
5.3.3.2 B2 B 1T 2 PK L O A e B A &
5.3.3.3 WA ZEIK & it L 72 PKERER A L 35
5.3.3.4 SMAME LK & Rt U 72 PKERER A L 5
5.3.4 GR35 (PD) ik & &
5.3.5.4 F Dl o B PR BB s

L12 BAHE R
7





