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B == ADMEIRE U CIFE/ET % (Sander, 1998; Institute of Medicine, 2012)
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

BRIVIACT?® (brivaracetam) tablets, for oral use, CV
BRIVIACT® (brivaracetam) oral solution, CV

BRIVIACT®" (brivaracetam) injection, for intravenous use, CV
Initial U.S. Approval: 2016

INDICATIONS AND USAGE
BRIVIACT is indicated for the treatment of partial-onset seizures in patients 1
month of age and older. (1)

---------------------- DOSAGE AND ADMINISTRATION-----------mmmmemmeeem

o Adults (16 Years and Older): The recommended starting dosage for
monotherapy or adjunctive therapy is 50 mg twice daily (100 mg per day).
Based on individual patient tolerability and therapeutic response, the
dosage may be adjusted down to 25 mg twice daily (50 mg per day) or up
to 100 mg twice daily (200 mg per day). (2.1)

o Pediatric Patients (I Month to less than 16 Years): The recommended
dosage is based on body weight and is administered orally twice daily (2.1)

e [njection: for intravenous use only when oral administration is temporarily
not feasible; dosing is the same as oral regimen. (2.1, 2.3)

e Hepatic Impairment: Dose adjustment is recommended for all stages of
hepatic impairment. (2.5)

e Tablets: 10 mg, 25 mg, 50 mg, 75 mg, and 100 mg (3)
e Oral solution: 10 mg/mL (3)
e Injection: 50 mg/5 mL single-dose vial (3)

CONTRAINDICATIONS
Hypersensitivity to brivaracetam or any of the inactive ingredients in
BRIVIACT. (4)

o Suicidal Behavior and Ideation: Monitor patients for suicidal behavior and
ideation. (5.1)

o Neurological Adverse Reactions: Monitor for somnolence and fatigue, and
advise patients not to drive or operate machinery until they have gained
sufficient experience on BRIVIACT. (5.2)

e Psychiatric Adverse Reactions: Behavioral reactions including psychotic
symptoms, irritability, depression, aggressive behavior, and anxiety;
monitor patients for symptoms. (5.3)

e Hypersensitivity: Bronchospasm and Angioedema: Advise patients to seek
immediate medical care. Discontinue and do not restart BRIVIACT if
hypersensitivity occurs. (5.4)

o Withdrawal of Antiepileptic Drugs: BRIVIACT should be gradually
withdrawn. (5.5)

ADVERSE REACTIONS
Adults: Most common adverse reactions (at least 5% for BRIVIACT and at
least 2% more frequently than placebo) are somnolence/sedation, dizziness,
fatigue, and nausea/vomiting. (6.1)

Pediatric Patients: Most common adverse reactions are similar to those seen
in adult patients. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact UCB, Inc. at
1-844-599-2273 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

e Rifampin: Because of decreased concentrations, increasing BRIVIACT
dosage in patients on concomitant rifampin is recommended. (2.6, 7.1)

o Carbamazepine: Because of increased exposure to carbamazepine
metabolite, if tolerability issues arise, consider reducing carbamazepine
dosage in patients on concomitant BRIVIACT. (7.2)

e Phenytoin: Because phenytoin concentrations can increase, phenytoin
levels should be monitored in patients on concomitant BRIVIACT. (7.3)

o Levetiracetam: BRIVIACT had no added therapeutic benefit when co-
administered with levetiracetam. (7.4)

Pregnancy: Based on animal data, may cause fetal harm. (8.1)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.

Revised: 5/2023
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1  INDICATIONS AND USAGE
2 DOSAGE AND ADMINISTRATION
2.1 Dosage Information
2.2 Administration Instructions for BRIVIACT Tablets and
BRIVIACT Oral Solution
2.3 Preparation and Administration Instructions for BRIVIACT
Injection
2.4 Discontinuation of BRIVIACT
2.5 Patients with Hepatic Impairment
2.6 Co-administration with Rifampin
3  DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
5  WARNINGS AND PRECAUTIONS
5.1 Suicidal Behavior and Ideation
5.2 Neurological Adverse Reactions
5.3 Psychiatric Adverse Reactions
5.4 Hypersensitivity: Bronchospasm and Angioedema
5.5 Withdrawal of Antiepileptic Drugs
6 ADVERSE REACTIONS
6.1 Clinical Trials Experience
7  DRUG INTERACTIONS
7.1 Rifampin
7.2 Carbamazepine
7.3 Phenytoin
7.4 Levetiracetam

N

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.2 Lactation
8.4 Pediatric Use
8.5 Geriatric Use
8.6 Renal Impairment
8.7 Hepatic Impairment
9 DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance
9.2 Abuse
9.3 Dependence
10 OVERDOSAGE
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
14 CLINICAL STUDIES
16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied
16.2 Storage and Handling
17 PATIENT COUNSELING INFORMATION

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




Page 5

FULL PRESCRIBING INFORMATION

1

2.1

INDICATIONS AND USAGE

BRIVIACT is indicated for the treatment of partial-onset seizures in patients 1 month of age and older.

DOSAGE AND ADMINISTRATION

Dosage Information

Monotherapy or Adjunctive Therapy

The recommended dosage for patients 1 month of age and older is included in Table 1. In pediatric patients weighing less than 50

kg, the recommended dosing regimen is dependent upon body weight. When initiating treatment, gradual dose escalation is not
required. Dosage should be adjusted based on clinical response and tolerability.

Table 1: Recommended Dosage for Patients 1 Month of Age and Older

Age and Body Initial Dosage Minimum and Maximum
Weight Maintenance Dosage
Adults (16 years and 50 mg twice daily 25 mg to 100 mg twice daily
older) (100 mg per day) (50 mg to 200 mg per day)

Pediatric patients
weighing
50 kg or more

25 mg to 50 mg twice daily
(50 mg to 100 mg per day)

25 mg to 100 mg twice daily
(50 mg to 200 mg per day)

Pediatric patients
weighing 20 kg to less
than 50 kg

0.5 mg/kg to 1 mg/kg twice daily
(1 mg/kg to 2 mg/kg per day)

0.5 mg/kg to 2 mg/kg twice daily
(1 mg/kg to 4 mg/kg per day)

Pediatric patients
weighing 11 kg to less
than 20 kg

0.5 mg/kg to 1.25 mg/kg twice daily
(1 mg/kg to 2.5 mg/kg per day)

0.5 mg/kg to 2.5 mg/kg twice daily
(1 mg/kg to 5 mg/kg per day)

Pediatric patients
weighing less than 11
kg

0.75 mg/kg to 1.5 mg/kg twice daily
(1.5 mg/kg to 3 mg/kg per day)

0.75 mg/kg to 3 mg/kg twice daily
(1.5 mg/kg to 6 mg/kg per day)

BRIVIACT Injection Dosage

BRIVIACT injection may be used when oral administration is temporarily not feasible [see Dosage and Administration (2.3)].
BRIVIACT injection should be administered intravenously at the same dosage and same frequency as BRIVIACT tablets and oral

solution.

The clinical study experience with BRIVIACT injection is up to 4 consecutive days of treatment.

2.2 Administration Instructions for BRIVIACT Tablets and BRIVIACT Oral Solution

BRIVIACT can be initiated with either intravenous or oral administration.

BRIVIACT tablets and oral solution may be taken with or without food.

BRIVIACT Tablets

BRIVIACT tablets should be swallowed whole with liquid. BRIVIACT tablets should not be chewed or crushed.

BRIVIACT Oral Solution

A calibrated measuring device is recommended to measure and deliver the prescribed dose accurately. A household teaspoon or

tablespoon is not an adequate measuring device.

When using BRIVIACT oral solution, no dilution is necessary. BRIVIACT oral solution may also be administered using a

nasogastric tube or gastrostomy tube.
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Discard any unused BRIVIACT oral solution remaining after 5 months of first opening the bottle.
2.3 Preparation and Administration Instructions for BRIVIACT Injection

BRIVIACT injection is for intravenous use only.

Preparation
BRIVIACT injection can be administered intravenously without further dilution or may be mixed with diluents listed below.

Diluents

0.9% Sodium Chloride injection, USP
Lactated Ringer’s injection

5% Dextrose injection, USP

Administration
BRIVIACT injection should be administered intravenously over 2 to 15 minutes.

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to administration, whenever
solution and container permit. Product with particulate matter or discoloration should not be used. BRIVIACT injection is for
single dose only.

Storage and Stability
The diluted solution should not be stored for more than 4 hours at room temperature and may be stored in polyvinyl chloride
(PVC) bags. Discard any unused portion of the BRIVIACT injection vial contents.

2.4 Discontinuation of BRIVIACT

Avoid abrupt withdrawal from BRIVIACT in order to minimize the risk of increased seizure frequency and status epilepticus /see
Warnings and Precautions (5.5) and Clinical Studies (14)].

2.5 Patients with Hepatic Impairment
The recommended dosage for patients with hepatic impairment is included in Table 2 [see Use in Specific Populations (8.7) and

Clinical Pharmacology (12.3)].

Table 2: Recommended Dosage for Patients with Hepatic Impairment

Age and Body
Weight

Adults (16 years and 25 mg twice daily
older) (50 mg per day)

Initial Dosage Maximum Maintenance Dosage

75 mg twice daily
(150 mg per day)

Pediatric patients
weighing
50 kg or more

Pediatric patients

0.5 mg/kg twice daily

1.5 mg/kg twice daily

weighing 20 kg to less (1 mg/kg per day) (3 mg/kg per day)
than 50 kg
Pediatric patients 0.5 mg/kg twice daily 2 mg/kg twice daily
weighing 11 kg to less (1 mg/kg per day) (4 mg/kg per day)
than 20 kg
Pediatric patients 0.75 mg/kg twice daily 2.25 mg/kg twice daily
weighing less than 11 (1.5 mg/kg per day) (4.5 mg/kg per day)

kg
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2.6 Co-administration with Rifampin

5.1

Increase the BRIVIACT dosage in patients on concomitant rifampin by up to 100% (i.e., double the dosage) [see Drug
Interactions (7.1) and Clinical Pharmacology (12.3)].

DOSAGE FORMS AND STRENGTHS

Tablets
e 10 mg: white to off white, round, film-coated, and debossed with "ul0" on one side.
25 mg: grey, oval, film-coated, and debossed with "u25" on one side.
50 mg: yellow, oval, film-coated, and debossed with "u50" on one side.
75 mg: purple, oval, film-coated, and debossed with “u75” on one side.
100 mg: green-grey, oval, film-coated, and debossed with “u100” on one side.

Oral Solution
e 10 mg/mL: slightly viscous, clear, colorless to yellowish, raspberry-flavored liquid.

Injection
e 50 mgin 5 mL in one single-dose vial. It is a clear, colorless, sterile solution.

CONTRAINDICATIONS

Hypersensitivity to brivaracetam or any of the inactive ingredients in BRIVIACT (bronchospasm and angioedema have occurred)
[see Warnings and Precautions (5.4)].

WARNINGS AND PRECAUTIONS
Suicidal Behavior and Ideation

Antiepileptic drugs (AEDs), including BRIVIACT, increase the risk of suicidal thoughts or behavior in patients taking these drugs
for any indication. Patients treated with any AED for any indication should be monitored for the emergence or worsening of
depression, suicidal thoughts or behavior, and/or any unusual changes in mood or behavior.

Pooled analyses of 199 placebo-controlled clinical trials (mono- and adjunctive therapy) of 11 different AEDs showed that
patients randomized to one of the AEDs had approximately twice the risk (adjusted Relative Risk 1.8, 95% CI:1.2, 2.7) of suicidal
thinking or behavior compared to patients randomized to placebo. In these trials, which had a median treatment duration of 12
weeks, the estimated incidence rate of suicidal behavior or ideation among 27,863 AED-treated patients was 0.43%, compared to
0.24% among 16,029 placebo-treated patients, representing an increase of approximately one case of suicidal thinking or behavior
for every 530 patients treated. There were four suicides in drug-treated patients in the trials and none in placebo-treated patients,
but the number is too small to allow any conclusion about drug effect on suicide.

The increased risk of suicidal thoughts or behavior with AEDs was observed as early as one week after starting drug treatment
with AEDs and persisted for the duration of treatment assessed. Because most trials included in the analysis did not extend
beyond 24 weeks, the risk of suicidal thoughts or behavior beyond 24 weeks could not be assessed.

The risk of suicidal thoughts or behavior was generally consistent among drugs in the data analyzed. The finding of increased risk
with AEDs of varying mechanisms of action and across a range of indications suggests that the risk applies to all AEDs used for
any indication. The risk did not vary substantially by age (5-100 years) in the clinical trials analyzed. Table 3 shows absolute and
relative risk by indication for all evaluated AEDs.

Table 3: Risk of Suicidal Thoughts or Behaviors by Indication for Antiepileptic Drugs in the Pooled Analysis

Indication | Placebo Drug Relative Risk: Risk Difference:
Patients with | Patients with | Incidence of Events | Additional Drug
Events Per Events Per in Drug Patients with
1000 1000 Patients/Incidence Events Per 1000
Patients Patients in Placebo Patients | Patients

Epilepsy 1.0 34 3.5 2.4

Psychiatric | 5.7 8.5 1.5 2.9
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Other 1.0 1.8 1.9 0.9
Total 24 4.3 1.8 1.9

The relative risk for suicidal thoughts or behavior was higher in clinical trials in patients with epilepsy than in clinical trials in
patients with psychiatric or other conditions, but the absolute risk differences were similar for the epilepsy and psychiatric
indications.

Anyone considering prescribing BRIVIACT or any other AED must balance the risk of suicidal thoughts or behaviors with the
risk of untreated illness. Epilepsy and many other illnesses for which AEDs are prescribed are themselves associated with
morbidity and mortality and an increased risk of suicidal thoughts and behavior. Should suicidal thoughts and behavior emerge
during treatment, consider whether the emergence of these symptoms in any given patient may be related to the illness being
treated.

5.2 Neurological Adverse Reactions

BRIVIACT causes somnolence, fatigue, dizziness, and disturbance in coordination. Patients should be monitored for these signs
and symptoms and advised not to drive or operate machinery until they have gained sufficient experience on BRIVIACT to gauge
whether it adversely affects their ability to drive or operate machinery.

Somnolence and Fatigue

BRIVIACT causes dose-dependent increases in somnolence and fatigue-related adverse reactions (fatigue, asthenia, malaise,
hypersomnia, sedation, and lethargy) [see Adverse Reactions (6.1)]. In the Phase 3 controlled adjunctive epilepsy trials, these
events were reported in 25% of patients randomized to receive BRIVIACT at least 50 mg/day (20% at 50 mg/day, 26% at 100
mg/day, and 27% at 200 mg/day) compared to 14% of patients who received placebo. The risk is greatest early in treatment but
can occur at any time.

Dizziness and Disturbance in Gait and Coordination

BRIVIACT causes adverse reactions related to dizziness and disturbance in gait and coordination (dizziness, vertigo, balance
disorder, ataxia, nystagmus, gait disturbance, and abnormal coordination) /see Adverse Reactions (6.1)]. In the Phase 3 controlled
adjunctive epilepsy trials, these events were reported in 16% of patients randomized to receive BRIVIACT at least 50 mg/day
compared to 10% of patients who received placebo. The risk is greatest early in treatment but can occur at any time.

5.3 Psychiatric Adverse Reactions

BRIVIACT causes psychiatric adverse reactions. In the Phase 3 controlled adjunctive epilepsy trials, psychiatric adverse reactions
were reported in approximately 13% of patients who received BRIVIACT (at least 50 mg/day) compared to 8% of patients who
received placebo. Psychiatric events included both non-psychotic symptoms (irritability, anxiety, nervousness, aggression,
belligerence, anger, agitation, restlessness, depression, depressed mood, tearfulness, apathy, altered mood, mood swings, affect
lability, psychomotor hyperactivity, abnormal behavior, and adjustment disorder) and psychotic symptoms (psychotic disorder
along with hallucination, paranoia, acute psychosis, and psychotic behavior). A total of 1.7% of adult patients treated with
BRIVIACT discontinued treatment because of psychiatric reactions compared to 1.3% of patients who received placebo.

Psychiatric adverse reactions were also observed in open-label pediatric trials and were generally similar to those observed in
adults [see Adverse Reactions (6.1) and Use in Specific Populations (8.4)].

5.4 Hypersensitivity: Bronchospasm and Angioedema
BRIVIACT can cause hypersensitivity reactions. Bronchospasm and angioedema have been reported in patients taking
BRIVIACT. If a patient develops hypersensitivity reactions after treatment with BRIVIACT, the drug should be discontinued.
BRIVIACT is contraindicated in patients with a prior hypersensitivity reaction to brivaracetam or any of the inactive ingredients
[see Contraindications (4)].

5.5 Withdrawal of Antiepileptic Drugs
As with most antiepileptic drugs, BRIVIACT should generally be withdrawn gradually because of the risk of increased seizure
frequency and status epilepticus [see Dosage and Administration (2.4) and Clinical Studies (14)]. But if withdrawal is needed

because of a serious adverse event, rapid discontinuation can be considered.

6 ADVERSE REACTIONS
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The following serious adverse reactions are described elsewhere in labeling:

Suicidal Behavior and Ideation [see Warnings and Precautions (5.1)]

Neurological Adverse Reactions [see Warnings and Precautions (5.2)]

Psychiatric Adverse Reactions [see Warnings and Precautions (5.3)]

Hypersensitivity: Bronchospasm and Angioedema [see Warnings and Precautions (5.4)]
Withdrawal of Antiepileptic Drugs [see Warnings and Precautions (5.5)]

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 practice.

In all controlled and uncontrolled trials performed in adult epilepsy patients, BRIVIACT was administered as adjunctive therapy
to 2437 patients. Of these patients, 1929 were treated for at least 6 months, 1500 for at least 12 months, 1056 for at least 24
months, and 758 for at least 36 months. A total of 1558 patients (1099 patients treated with BRIVIACT and 459 patients treated
with placebo) constituted the safety population in the pooled analysis of Phase 3 placebo-controlled studies in patients with
partial-onset seizures (Studies 1, 2, and 3) [see Clinical Studies (14)]. The adverse reactions presented in Table 4 are based on this
safety population; the median length of treatment in these studies was 12 weeks. Of the patients in those studies, approximately
51% were male, 74% were Caucasian, and the mean age was 38 years.

In the Phase 3 controlled epilepsy studies, adverse events occurred in 68% of patients treated with BRIVIACT and 62% treated
with placebo. The most common adverse reactions occurring at a frequency of at least 5% in patients treated with BRIVIACT
doses of at least 50 mg/day and greater than placebo were somnolence and sedation (16%), dizziness (12%), fatigue (9%), and
nausea and vomiting symptoms (5%).

The discontinuation rates due to adverse events were 5%, 8%, and 7% for patients randomized to receive BRIVIACT at the
recommended doses of 50 mg, 100 mg, and 200 mg/day, respectively, compared to 4% in patients randomized to receive placebo.

Table 4 lists adverse reactions for BRIVIACT that occurred at least 2% more frequently for BRIVIACT doses of at least 50
mg/day than placebo.

Table 4: Adverse Reactions in Pooled Placebo-Controlled Adjunctive Therapy Studies in Adult Patients with Partial-
Onset Seizures (BRIVIACT 50 mg/day, 100 mg/day, and 200 mg/day)

BRIVIACT Placebo

Adverse Reactions (N=803) (N=459)
% %

Gastrointestinal disorders
Nausea/vomiting symptoms 5 3
Constipation 2 0
Nervous system disorders
Somnolence and sedation 16 8
Dizziness 12 7
Fatigue 4
Cerebellar coordination and balance disturbances*® 3 1
Psychiatric disorders
Irritability 3 |

* Cerebellar coordination and balance disturbances includes ataxia, balance disorder, coordination abnormal, and nystagmus.

There was no apparent dose-dependent increase in adverse reactions listed in Table 4 with the exception of somnolence and
sedation.

Pediatric Patients

Safety of BRIVIACT was evaluated in two open-label, safety and pharmacokinetic trials in pediatric patients 2 months to less
than 16 years of age. Across studies of pediatric patients with partial onset seizures, 186 patients received BRIVIACT oral
solution or tablet, of whom 123 received BRIVIACT for at least 12 months. Adverse reactions reported in clinical studies of
pediatric patients were generally similar to those seen in adult patients. Decreased appetite was also observed in these pediatric
trials.
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Hematologic Abnormalities

BRIVIACT can cause hematologic abnormalities. In the Phase 3 controlled adjunctive epilepsy studies, a total of 1.8% of
BRIVIACT-treated patients and 1.1% of placebo-treated patients had at least one clinically significant decreased white blood cell
count (<3.0 x 10°/L), and 0.3% of BRIVIACT-treated patients and 0% of placebo-treated patients had at least one clinically
significant decreased neutrophil count (<1.0 x 10°/L).

Adverse Reactions with BRIVIACT Injection

Adverse reactions with BRIVIACT injection administered to adults and pediatric patients 2 months to 16 years of age were
generally similar to those observed with BRIVIACT tablets. Other adverse events that occurred in at least 3% of adult patients
who received BRIVIACT injection included dysgeusia, euphoric mood, feeling drunk, and infusion site pain.

Comparison by Sex

There were no significant differences by sex in the incidence of adverse reactions.
DRUG INTERACTIONS
Rifampin

Co-administration with rifampin decreases BRIVIACT plasma concentrations likely because of CYP2C19 induction /see Clinical
Pharmacology (12.3)]. Prescribers should increase the BRIVIACT dose by up to 100% (i.e., double the dosage) in patients while
receiving concomitant treatment with rifampin [see Dosage and Administration (2.6)].

Carbamazepine

Co-administration with carbamazepine may increase exposure to carbamazepine-epoxide, the active metabolite of carbamazepine.
Though available data did not reveal any safety concerns, if tolerability issues arise when co-administered, carbamazepine dose
reduction should be considered [see Clinical Pharmacology (12.3)].

Phenytoin

Because BRIVIACT can increase plasma concentrations of phenytoin, phenytoin levels should be monitored in patients when
concomitant BRIVIACT is added to or discontinued from ongoing phenytoin therapy /[see Clinical Pharmacology (12.3)].

Levetiracetam

BRIVIACT provided no added therapeutic benefit to levetiracetam when the two drugs were co-administered [see Clinical
Studies (14)].

USE IN SPECIFIC POPULATIONS

Pregnancy

Pregnancy Exposure Registry
There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed to antiepileptic drugs (AEDs), such

as BRIVIACT, during pregnancy. Encourage patients who are taking BRIVIACT during pregnancy to enroll in the North
American Antiepileptic Drug (NAAED) Pregnancy Registry by calling the toll free number 1-888-233-2334 or visiting
http://www.aedpregnancyregistry.org/.

Risk Summary
Available data from the North American Antiepileptic Drug (NAAED) pregnancy registry, a prospective cohort study, case

reports, and a case series are insufficient to identify a risk of major birth defects, miscarriage or other maternal or fetal outcomes
associated with BRIVIACT use during pregnancy. In animal studies, brivaracetam produced evidence of developmental toxicity
(increased embryofetal mortality and decreased fetal body weights in rabbits; decreased growth, delayed sexual maturation, and
long-term neurobehavioral changes in rat offspring) at maternal plasma exposures greater than clinical exposures /see Data].

The background risk of major birth defects and miscarriage for the indicated population is unknown. All pregnancies have a
background risk of birth defect, loss, or other adverse outcomes. In the U.S. general population, the estimated background risk of
major birth defects and miscarriage in clinically recognized pregnancies is 2-4% and 15-20%, respectively.
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Data

Animal Data

Oral administration of brivaracetam (0, 150, 300, or 600 mg/kg/day) to pregnant rats during the period of organogenesis did not
produce any significant maternal or embryofetal toxicity. The highest dose tested was associated with maternal plasma exposures
(AUC) approximately 30 times exposures in humans at the maximum recommended dose (MRD) of 200 mg/day.

Oral administration of brivaracetam (0, 30, 60, 120, or 240 mg/kg/day) to pregnant rabbits during the period of organogenesis
resulted in embryofetal mortality and decreased fetal body weights at the highest dose tested, which was also maternally toxic.
The highest no-effect dose (120 mg/kg/day) was associated with maternal plasma exposures approximately 4 times human
exposures at the MRD.

When brivaracetam (0, 150, 300, or 600 mg/kg/day) was orally administered to rats throughout pregnancy and lactation,
decreased growth, delayed sexual maturation (female), and long-term neurobehavioral changes were observed in the offspring at
the highest dose. The highest no-effect dose (300 mg/kg/day) was associated with maternal plasma exposures approximately 7
times human exposures at the MRD.

Brivaracetam was shown to readily cross the placenta in pregnant rats after a single oral (5 mg/kg) dose of '*C-brivaracetam.
From 1 hour post dose, radioactivity levels in fetuses, amniotic fluid, and placenta were similar to those measured in maternal
blood.

Lactation

Risk Summary
Data from published literature indicate that brivaracetam is present in human milk. There is insufficient information on the

effects of brivaracetam on the breastfed infant or on milk production.

The developmental and health benefits of breastfeeding should be considered along with the mother’s clinical need for
BRIVIACT and any potential adverse effects on the breastfed infant from BRIVIACT or from the underlying maternal condition.

Pediatric Use

Safety and effectiveness of BRIVIACT have been established in pediatric patients 1 month to less than 16 years of age. Use of
BRIVIACT in these age groups is supported by evidence from adequate and well-controlled studies of BRIVIACT in adults with
partial-onset seizures, pharmacokinetic data from adult and pediatric patients, and safety data in pediatric patients 2 months to less
than 16 years of age [see Dosage and Administration (2.1), Warnings and Precautions (5.3), Adverse Reactions (6.1), Clinical
Pharmacology (12.3), and Clinical Studies (14)].

Safety and effectiveness in pediatric patients below the age of 1 month have not been established.

Juvenile Animal Toxicity Data
The potential adverse effects of brivaracetam on postnatal growth and development were investigated in juvenile rats and dogs.

Oral administration (0, 150, 300, or 600 mg/kg/day) to rats during the neonatal and juvenile periods of development
(approximately equivalent to neonatal through adolescent development in humans) resulted in increased mortality, decreased
body weight gain, delayed male sexual maturation, and adverse neurobehavioral effects at the highest dose tested and decreased
brain size and weight at all doses. Therefore, a no-effect dose was not established; the lowest dose tested in juvenile rats was
associated with plasma exposures (AUC) approximately 2 times those in children and adolescents at the recommended
maintenance dose. In dogs, oral administration (0, 15, 30, or 100 mg/kg/day) throughout the neonatal and juvenile periods of
development induced liver changes similar to those observed in adult animals at the highest dose but produced no adverse effects
on growth, bone density or strength, neurological testing, or neuropathology evaluation. The overall no-effect dose (30
mg/kg/day) and the no-effect dose for adverse effects on developmental parameters (100 mg/kg/day) were associated with plasma
exposures approximately equal to and 4 times, respectively, those in children and adolescents at the recommended maintenance
dose.

Geriatric Use
There were insufficient numbers of patients 65 years of age and older in the double-blind, placebo-controlled epilepsy trials

(n=38) to allow adequate assessment of the effectiveness of BRIVIACT in this population. In general, dose selection for an
elderly patient should be judicious, usually starting at the low end of the dosing range, reflecting the greater frequency of
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decreased hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy [see Clinical Pharmacology

(12.3)].

Renal Impairment

Dose adjustments are not required for patients with impaired renal function. There are no data in patients with end-stage renal
disease undergoing dialysis, and use of BRIVIACT is not recommended in this patient population [see Clinical Pharmacology

(12.3)].

Hepatic Impairment

Because of increases in BRIVIACT exposure, dosage adjustment is recommended for all stages of hepatic impairment /see
Dosage and Administration (2.5) and Clinical Pharmacology (12.3)].

DRUG ABUSE AND DEPENDENCE

Controlled Substance

BRIVIACT contains brivaracetam and is listed as a Schedule V controlled substance.
Abuse

In a human abuse potential study, single doses of BRIVIACT at therapeutic and supratherapeutic doses were compared to
alprazolam (C-IV) (1.5 mg and 3 mg). BRIVIACT at the recommended single dose (50 mg) caused fewer sedative and euphoric
effects than alprazolam; however, BRIVIACT at supratherapeutic single doses (200 mg and 1000 mg) was similar to alprazolam
on other measures of abuse.

Dependence

There was no evidence of physical dependence potential or a withdrawal syndrome with BRIVIACT in a pooled review of
placebo-controlled adjunctive therapy studies [see Warnings and Precautions (5.5)].

OVERDOSAGE

There is limited clinical experience with BRIVIACT overdose in humans. Somnolence and dizziness were reported in a patient
taking a single dose of 1400 mg (14 times the highest recommended single dose) of BRIVIACT. The following adverse reactions
were reported with BRIVIACT overdose: vertigo, balance disorder, fatigue, nausea, diplopia, anxiety, and bradycardia. In
general, the adverse reactions associated with BRIVIACT overdose were consistent with the known adverse reactions.

There is no specific antidote for overdose with BRIVIACT. In the event of overdose, standard medical practice for the
management of any overdose should be used. An adequate airway, oxygenation, and ventilation should be ensured; monitoring of
cardiac rate and rhythm and vital signs is recommended. A certified poison control center should be contacted for updated
information on the management of overdose with BRIVIACT. There are no data on the removal of brivaracetam using
hemodialysis, but because less than 10% of brivaracetam is excreted in urine, hemodialysis is not expected to enhance
BRIVIACT clearance.

DESCRIPTION

The chemical name of BRIVIACT (brivaracetam) is (2S)-2-[(4R)-2-ox0-4-propyltetrahydro-1H-pyrrol-1-yl] butanamide. Its
molecular formula is C11H20N>O; and its molecular weight is 212.29. The chemical structure is:

~"CONH

2
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Brivaracetam is a white to off-white crystalline powder. It is very soluble in water, buffer (pH 1.2, 4.5, and 7.4), ethanol,
methanol, and glacial acetic acid. It is freely soluble in acetonitrile and acetone and soluble in toluene. It is very slightly soluble in
n-hexane.

Tablets

BRIVIACT tablets are for oral administration and contain the following inactive ingredients: croscarmellose sodium, lactose

monohydrate, betadex (B-cyclodextrin), anhydrous lactose, magnesium stearate, and film coating agents specified below:

10 mg tablets: polyvinyl alcohol, talc, polyethylene glycol 3350, titanium dioxide

25 mg and 100 mg tablets: polyvinyl alcohol, talc, polyethylene glycol 3350, titanium dioxide, yellow iron oxide, black iron oxide
50 mg tablets: polyvinyl alcohol, talc, polyethylene glycol 3350, titanium dioxide, yellow iron oxide, red iron oxide

75 mg tablets: polyvinyl alcohol, talc, polyethylene glycol 3350, titanium dioxide, yellow iron oxide, red iron oxide, black iron
oxide

Oral Solution

BRIVIACT oral solution contains 10 mg of brivaracetam per mL. The inactive ingredients are sodium citrate, anhydrous citric
acid, methylparaben, sodium carboxymethylcellulose, sucralose, sorbitol solution, glycerin, raspberry flavor, and purified water.

Injection
BRIVIACT injection is a clear, colorless liquid provided as a sterile, preservative-free solution. BRIVIACT injection contains 10
mg brivaracetam per mL for intravenous administration. One vial contains 50 mg of brivaracetam drug substance. It contains the
following inactive ingredients: sodium acetate, trihydrate (1.64 mg/mL), glacial acetic acid (for pH adjustment to 5.5), sodium
chloride (9.00 mg/mL), and water for injection.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

The precise mechanism by which BRIVIACT exerts its anticonvulsant activity is not known. Brivaracetam displays a high and
selective affinity for synaptic vesicle protein 2A (SV2A) in the brain, which may contribute to the anticonvulsant effect.

12.2 Pharmacodynamics

Interactions with Alcohol

In a pharmacokinetic and pharmacodynamic interaction study in healthy subjects, co-administration of BRIVIACT (single dose
200 mg [2 times greater than the highest recommended single dose]) and ethanol (continuous intravenous infusion to achieve a
blood alcohol concentration of 60 mg/100 mL during 5 hours) increased the effects of alcohol on psychomotor function, attention,
and memory. Co-administration of BRIVIACT and ethanol caused a larger decrease from baseline in saccadic peak velocity,
smooth pursuit, adaptive tracking performance, and Visual Analog Scale (VAS) alertness, and a larger increase from baseline in
body sway and in saccadic reaction time compared with BRIVIACT alone or ethanol alone. The immediate word recall scores
were generally lower for BRIVIACT when co-administered with ethanol.

Cardiac Electrophysiology

At a dose 4 times the maximum recommended dose, BRIVIACT did not prolong the QT interval to a clinically relevant extent.

12.3 Pharmacokinetics

BRIVIACT tablets, oral solution, and injection can be used interchangeably. Brivaracetam exhibits linear and time-independent
pharmacokinetics at the approved doses.

The pharmacokinetics of brivaracetam are similar when used as monotherapy or as adjunctive therapy for the treatment of partial-
onset seizures.

Absorption

Brivaracetam is highly permeable and is rapidly and almost completely absorbed after oral administration. Pharmacokinetics is
dose-proportional from 10 to 600 mg (a range that extends beyond the minimum and maximum single-administration dose levels
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described in Dosage and Administration [see Dosage and Administration (2.1)]). The median Tmax for tablets taken without food
is 1 hour (range 0.25 to 3 hours). Co-administration with a high-fat meal slowed absorption, but the extent of absorption remained
unchanged. Specifically, when a 50 mg tablet was administered with a high-fat meal, Cinax (maximum brivaracetam plasma
concentration during a dose interval, an exposure metric) was decreased by 37% and Tiax was delayed by 3 hours, but AUC (area
under the brivaracetam plasma concentration versus time curve, an exposure metric) was essentially unchanged (decreased by
5%).

Distribution

Brivaracetam is weakly bound to plasma proteins (<20%). The volume of distribution is 0.5 L/kg, a value close to that of the total
body water. Brivaracetam is rapidly and evenly distributed in most tissues.

Elimination

Metabolism
Brivaracetam is primarily metabolized by hydrolysis of the amide moiety to form the corresponding carboxylic acid metabolite,
and secondarily by hydroxylation on the propyl side chain to form the hydroxy metabolite. The hydrolysis reaction is mediated
by hepatic and extra-hepatic amidase. The hydroxylation pathway is mediated primarily by CYP2C19. In human subjects
possessing genetic variations in CYP2C19, production of the hydroxy metabolite is decreased 2-fold or 10-fold, while the
blood level of brivaracetam itself is increased by 22% or 42%, respectively, in individuals with one or both mutated alleles.
CYP2C19 poor metabolizers and patients using inhibitors of CYP2C19 may require dose reduction. An additional hydroxy
acid metabolite is created by hydrolysis of the amide moiety on the hydroxy metabolite or hydroxylation of the propyl side
chain on the carboxylic acid metabolite (mainly by CYP2C9). None of the 3 metabolites are pharmacologically active.

Excretion
Brivaracetam is eliminated primarily by metabolism and by excretion in the urine. More than 95% of the dose, including
metabolites, is excreted in the urine within 72 hours after intake. Fecal excretion accounts for less than 1% of the dose. Less
than 10% of the dose is excreted unchanged in the urine. Thirty-four percent of the dose is excreted as the carboxylic acid
metabolite in urine. The terminal plasma half-life (t2) is approximately 9 hours.

Specific Populations

Age
Pediatric Patients (2 months to less than 16 years): An open-label, single-arm, multicenter, pharmacokinetic study with a 3-
week evaluation period and fixed 3-step up-titration using BRIVIACT oral solution was conducted in 99 pediatric patients 2
months to less than 16 years of age. In those patients, plasma concentrations were shown to be dose-proportional. The pediatric
pharmacokinetic profile for BRIVIACT was determined in a population pharmacokinetic analysis using sparse plasma
concentration data obtained in three open-label studies in 255 adult and pediatric patients with epilepsy 2 months to 22 years of
age that received intravenous, oral solution, or oral tablet formulations.

A weight-based dosing regimen is necessary to achieve brivaracetam exposures in pediatric patients 1 month to less than 16
years of age that are similar to those observed in adults treated at effective doses of BRIVIACT [see Dosage and
Administration (2.2)]. The estimated plasma clearance was 1.09 L/h, 1.81 L/h, and 3.11 L/h for pediatric patients weighing 11
kg, 20 kg, and 50 kg, respectively. In comparison, plasma clearance was estimated at 3.58 L/h in adult patients (70 kg body
weight).

Geriatric Population: In a study in elderly subjects (65 to 79 years old; creatinine clearance 53 to 98 mL/min/1.73 m?)
receiving BRIVIACT 200 mg twice daily (2 times the highest recommended dosage), the plasma half-life of brivaracetam was
7.9 hours and 9.3 hours in the 65 to 75 and >75 years groups, respectively. The steady-state plasma clearance of brivaracetam
was slightly lower (0.76 mL/min/kg) than in young healthy controls (0.83 mL/min/kg).

Sex
There were no differences observed in the pharmacokinetics of brivaracetam between male and female subjects.

Race/Ethnicity
A population pharmacokinetic analysis comparing Caucasian and non-Caucasian patients showed no significant
pharmacokinetic difference.

Renal Impairment
A study in adult subjects with severe renal impairment (creatinine clearance <30 mL/min/1.73m? and not requiring dialysis)
revealed that the plasma AUC of brivaracetam was moderately increased (21%) relative to healthy controls, while the AUCs
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of the acid, hydroxy, and hydroxyacid metabolites were increased 3-fold, 4-fold, and 21-fold, respectively. The renal
clearance of these inactive metabolites was decreased 10-fold. Brivaracetam has not been studied in patients undergoing
hemodialysis [see Use in Specific Populations (8.6)].

Hepatic Impairment
A pharmacokinetic study in adult subjects with hepatic cirrhosis, Child-Pugh grades A, B, and C, showed 50%, 57%, and
59% increases in brivaracetam exposure, respectively, compared to matched healthy controls. The effect of hepatic
impairment on brivaracetam pharmacokinetics in pediatric patients is expected to be comparable to the effect observed in
adults [see Dosage and Administration (2.5) and Use in Specific Populations (8.7)].

Drug Interaction Studies

In Vitro Assessment of Drug Interactions

Drug-Metabolizing Enzyme Inhibition

Brivaracetam did not inhibit CYP1A2, 2A6, 2B6, 2C8, 2C9, 2D6, or 3A4. Brivaracetam weakly inhibited CYP2C19 and
would not be expected to cause significant inhibition of CYP2C19 in humans. Brivaracetam was an inhibitor of epoxide
hydrolase, (ICso = 8.2 uM), suggesting that brivaracetam can inhibit the enzyme in vivo.

Drug-Metabolizing Enzyme Induction
Brivaracetam at concentrations up to 10 uM caused little or no change of mRNA expression of CYP1A2, 2B6, 2C9, 2C19,
3A4, and epoxide hydrolase. It is unlikely that brivaracetam will induce these enzymes in vivo.

Transporters
Brivaracetam was not a substrate of P-gp, MRP1, or MRP2. Brivaracetam did not inhibit or weakly inhibit BCRP, BSEP,

MATEL, MATE2/K, MRP2, OAT1, OAT3, OCT1, OCT2, OATP1B1, OATP1B3, or P-gp, suggesting that brivaracetam is
unlikely to inhibit these transporters in vivo.

In Vivo Assessment of Drug Interactions

Drug Interaction Studies with Antiepileptic Drugs (AEDs)

Potential interactions between BRIVIACT (25 mg twice daily to 100 mg twice daily) and other AEDs were investigated in a
pooled analysis of plasma drug concentrations from all Phase 2 and 3 studies and in a population exposure-response analysis
of placebo-controlled, Phase 3 studies in adjunctive therapy in the treatment of partial-onset seizures. None of the interactions
require changes in the dose of BRIVIACT. Interactions with carbamazepine and phenytoin can be clinically important /see
Drug Interactions (7.2) and (7.3)]. The interactions are summarized in Table 5.

Table 5: Drug Interactions Between BRIVIACT and Concomitant Antiepileptic Drugs

Concomitant AED Influence of AED on BRIVIACT Influence of BRIVIACT on AED
Carbamazepine 26% decrease in plasma concentration | None for carbamazepine
Increase of carbamazepine-epoxide
metabolite*
[see Drug Interactions (7.2)]
Lacosamide No data None
Lamotrigine None None
Levetiracetam None None
Oxcarbazepine None None on the active monohydroxy
metabolite derivative (MHD)
Phenobarbital 19% decrease in plasma concentration | None
Phenytoin 21% decrease in plasma concentration | Up to 20% increase in plasma
concentration
[see Drug Interactions (7.3)]**
Pregabalin No data None
Topiramate None None
Valproic acid None None
Zonisamide No data None
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* Brivaracetam is a reversible inhibitor of epoxide hydrolase resulting in an increased concentration of carbamazepine
epoxide, an active metabolite of carbamazepine. The carbamazepine epoxide plasma concentration increased up to 198% at
a BRIVIACT dose of 100 mg twice daily.

** At a supratherapeutic dose of 400 mg/day brivaracetam, there was a 20% increase in phenytoin plasma concentration.

Drug Interaction Studies with Other Drugs

Effect of Other Drugs on BRIVIACT
Co-administration with CYP inhibitors or transporter inhibitors is unlikely to significantly affect brivaracetam exposure.

Co-administration with rifampin decreases brivaracetam plasma concentrations by 45%, an effect that is probably the result
of CYP2C19 induction [see Dosage and Administration (2.6) and Drug Interactions (7.1)].

Oral Contraceptives

Co-administration of BRIVIACT 200 mg twice daily (twice the recommended maximum daily dosage) with an oral
contraceptive containing ethinylestradiol (0.03 mg) and levonorgestrel (0.15 mg) reduced estrogen and progestin AUCs by
27% and 23%, respectively, without impact on suppression of ovulation. However, co-administration of BRIVIACT 50 mg
twice daily with an oral contraceptive containing ethinylestradiol (0.03 mg) and levonorgestrel (0.15 mg) did not significantly
influence the pharmacokinetics of either substance. The interaction is not expected to be of clinical significance.

NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

14

Carcinogenesis
In a carcinogenicity study in mice, oral administration of brivaracetam (0, 400, 550, or 700 mg/kg/day) for 104 weeks increased

the incidence of liver tumors (hepatocellular adenoma and carcinoma) in male mice at the two highest doses tested. At the dose
(400 mg/kg) not associated with an increase in liver tumors, plasma exposures (AUC) were approximately equal to those in
humans at the maximum recommended dose (MRD) of 200 mg/day. Oral administration (0, 150, 230, 450, or 700 mg/kg/day) to
rats for 104 weeks resulted in an increased incidence of thymus tumors (benign thymoma) in female rats at the highest dose
tested. At the highest dose not associated with an increase in thymus tumors, plasma exposures were approximately 9 times those
in humans at the MRD.

Mutagenesis
Brivaracetam was negative for genotoxicity in in vitro (Ames, mouse lymphoma, and CHO chromosomal aberration) and in vivo
(rat bone marrow micronucleus) assays.

Impairment of Fertility

Oral administration of brivaracetam (0, 100, 200, or 400 mg/kg/day) to male and female rats prior to and throughout mating and
early gestation produced no adverse effects on fertility. The highest dose tested was associated with plasma exposures
approximately 6 (males) and 13 (females) times those in humans at the MRD.

CLINICAL STUDIES

The effectiveness of BRIVIACT in partial-onset seizures with or without secondary generalization was established in 3 fixed-
dose, randomized, double-blind, placebo-controlled, multicenter studies (Studies 1, 2, and 3), which included 1550 patients.
Patients enrolled had partial-onset seizures that were not adequately controlled with 1 to 2 concomitant antiepileptic drugs
(AEDs). In each of these studies, 72% to 86% of patients were taking 2 or more concomitant AEDs with or without vagal nerve
stimulation. The median baseline seizure frequency across the 3 studies was 9 seizures per 28 days. Patients had a mean duration
of epilepsy of approximately 23 years.

All trials had an 8-week baseline period, during which patients were required to have at least 8 partial-onset seizures. The baseline
period was followed by a 12-week treatment period. There was no titration period in these studies. Study 1 compared doses of
BRIVIACT 50 mg/day and 100 mg/day with placebo. Study 2 compared a dose of BRIVIACT 50 mg/day with placebo. Study 3
compared doses of BRIVIACT 100 mg/day and 200 mg/day with placebo. BRIVIACT was administered in equally divided twice
daily doses. Upon termination of BRIVIACT treatment, patients were down-titrated over a 1-, 2-, and 4-week duration for
patients receiving 25, 50, and 100 mg twice daily BRIVIACT, respectively.
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The primary efficacy outcome in Study 1 and Study 2 was the percent reduction in 7-day partial-onset seizure frequency over
placebo, while the primary outcome for Study 3 was the percent reduction in 28-day partial-onset seizure frequency over placebo.
The criteria for statistical significance for all 3 studies was p<0.05. Table 6 presents the primary efficacy outcome of the percent
change in seizure frequency over placebo, based upon each study’s protocol-defined 7- and 28-day seizure frequency efficacy
outcome.

Table 6: Percent Reduction in Partial-Onset Seizure Frequency over Placebo (Studies 1, 2, and 3)

Percent Reduction Over Placebo
(%)

STUDY 1°
Placebo | e
(n=100)
50 mg/day 9.5
(n=99)
100 mg/day 17.0
(n=100)
STUDY 2°
Placebo | e
(n=96)
50 mg/day 16.9*
(n=101)
STUDY 3°
Placebo | e
(n=259)
100 mg/day 25.2%
(n=252)
200 mg/day 25.7*
(n=249)
* Statistically significant based on testing procedure with alpha = 0.05
2 Based upon 7-day seizure frequency

b Based upon 28-day seizure frequency

Figure 1 presents the percentage of patients by category of reduction from baseline in partial-onset seizure frequency per 28 days
for all pooled patients in the 3 pivotal studies. Patients in whom the seizure frequency increased are shown at left as “worse.”
Patients with an improvement in percent reduction from baseline partial-onset seizure frequency are shown in the 4 right-most
categories.

Figure 1: Proportion of Patients by Category of Seizure Response for BRIVIACT and Placebo Across all Three Double-
Blind Trials
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Treatment with Levetiracetam

In Studies 1 and 2, which evaluated BRIVIACT dosages of 50 mg and 100 mg daily, approximately 20% of the patients were on
concomitant levetiracetam. Although the numbers of patients were limited, BRIVIACT provided no added benefit when it was
added to levetiracetam.

Although patients on concomitant levetiracetam were excluded from Study 3, which evaluated 100 and 200 mg daily,
approximately 54% of patients in this study had prior exposure to levetiracetam.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

BRIVIACT Tablets
10 mg are white to off-white, round, film-coated, and debossed with "ul0" on one side. They are supplied as follows:
Bottles of 60 tablets NDC 50474-370-66
25 mg are grey, oval, film-coated, and debossed with "u25" on one side. They are supplied as follows:
Bottles of 60 tablets NDC 50474-470-66
Unit dose cartons of 100 tablets NDC 50474-470-09
50 mg are yellow, oval, film-coated, and debossed with "u50" on one side. They are supplied as follows:
Bottles of 60 tablets NDC 50474-570-66
Unit dose cartons of 100 tablets NDC 50474-570-09

75 mg are purple, oval, film-coated, and debossed with “u75” on one side. They are supplied as follows:

Bottles of 60 tablets NDC 50474-670-66
100 mg are green-grey, oval, film-coated, and debossed with “ul00” on one side. They are supplied as follows:
Bottles of 60 tablets NDC 50474-770-66
Unit dose cartons of 100 tablets NDC 50474-770-09

BRIVIACT Oral Solution

10 mg/mL is a slightly viscous, clear, colorless to yellowish, raspberry-flavored liquid. It is supplied in amber glass
bottles:
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300 mL bottles NDC 50474-870-15
BRIVIACT Injection
e 50 mg/S mL is a clear, colorless, sterile solution supplied in colorless single-dose glass vials.
Carton of 10 vials NDC 50474-970-75

16.2 Storage and Handling

17

Store at 25°C (77°F); excursions permitted between 15°C to 30°C (59°F to 86°F). See USP Controlled Room Temperature.
Do not freeze BRIVIACT injection or oral solution.

Discard any unused BRIVIACT oral solution remaining after 5 months of first opening the bottle.
BRIVIACT injection vials are single-dose only [see Dosage and Administration (2.3)].
PATIENT COUNSELING INFORMATION

Adpvise the patient to read the FDA-approved patient labeling (Medication Guide). The Medication Guide accompanies the
product and can also be accessed on www.briviact.com or by calling 1-844-599-2273.

Suicidal Behavior and Ideation

Counsel patients, their caregivers, and/or families that antiepileptic drugs, including BRIVIACT, may increase the risk of suicidal
thoughts and behavior, and advise patients to be alert for the emergence or worsening of symptoms of depression; unusual
changes in mood or behavior; or suicidal thoughts, behavior, or thoughts about self-harm. Advise patients, their caregivers, and/or
families to report behaviors of concern immediately to a healthcare provider [see Warnings and Precautions (5.1)].

Neurological Adverse Reactions

Counsel patients that BRIVIACT causes somnolence, fatigue, dizziness, and gait disturbance. These adverse reactions, if
observed, are more likely to occur early in treatment but can occur at any time. Advise patients not to drive or operate machinery
until they have gained sufficient experience on BRIVIACT to gauge whether it adversely affects their ability to drive or operate
machinery [see Warnings and Precautions (5.2)].

Psychiatric Adverse Reactions

Advise patients that BRIVIACT causes changes in behavior (e.g., aggression, agitation, anger, anxiety, and irritability) and
psychotic symptoms. Instruct patients to report these symptoms immediately to their healthcare provider [see Warnings and
Precautions (5.3)].

Hypersensitivity: Bronchospasm and Angioedema

Advise patients that symptoms of hypersensitivity including bronchospasm and angioedema can occur with BRIVIACT. Instruct
them to seek immediate medical care should they experience signs and symptoms of hypersensitivity [see Warnings and
Precautions (5.4)].

Withdrawal of Antiepileptic Drugs

Advise patients not to discontinue use of BRIVIACT without consulting with their healthcare provider. BRIVIACT should
normally be gradually withdrawn to reduce the potential for increased seizure frequency and status epilepticus [see Warnings and
Precautions (5.5)].

Pregnancy
Advise patients to notify their healthcare provider if they become pregnant or intend to become pregnant during BRIVIACT

therapy. Encourage patients to enroll in the North American Antiepileptic Drug Pregnancy Registry if they become pregnant. This
registry is collecting information about the safety of antiepileptic drugs during pregnancy [see Use in Specific Populations (8.1)].

Lactation
Counsel patients that brivaracetam, the active ingredient in BRIVIACT, is present in breast milk. Instruct patients to discuss with
their healthcare provider if they are breastfeeding or intend to breastfeed [see Use in Specific Populations (8.2)].

Dosing Instructions
Counsel patients that BRIVIACT may be taken with or without food. Instruct patients that BRIVIACT tablets should be
swallowed whole with liquid and not chewed or crushed /see Dosage and Administration (2.2)].
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Advise patients that the dosage of BRIVIACT oral solution should be measured using a calibrated measuring device and not a
household teaspoon. Instruct patients to discard any unused BRIVIACT oral solution after 5 months of first opening the bottle
[see Dosage and Administration (2.2)].

BRIVIACT Tablets, BRIVIACT Oral Solution, and BRIVIACT Injection manufactured for
UCB, Inc.
Smyrna, GA 30080

o\

A 4

BRIVIACT® is a registered trademark of the UCB Group of Companies.
©2023, UCB, Inc., Smyrna, GA 30080
All rights reserved.
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72U A7, i (5~100 %) IZ X DFEENREIIA LN >T, R3IT, fHMliL72ETD
AED Oiffasct B OFERF Y A 7 Z i SERNC R T,

# 3 : BFEENTICEIT D AED IZ L A ERVER B RSB XUTERITEH Y 27
TP TS ERBEDOZEBHE | AED BEOFRHGIE | XY R VRoZE
/1000 B /1000 B& AED BDRBR B FRERE DR BRI
/77 e REEOREER | /1000 BF
T A 1.0 3.4 3.5 2.4
BRERER 5.7 8.5 1.5 29
Dt 1.0 1.8 1.9 0.9
&5t 2.4 43 1.8 1.9
TADPIVBEZRG E UTBRRER Co AR SB UL A RITA DM Y A7 1%, R x

Z OMOBEIGAE 2 %R & LTCBRRRER L Y b <R 7oy, Thds A SRR B O EAE ] O
#et U A 7 IR Th - 72,

BRIVIACT XIEZ D470 AED #4053 285513, HEREREZERLARWZ LItk xs &
HRESEXIIBRITA U AT DT U AEBRETXETHDH, AED UG S D TANAKRDE
D% < OFBIT, THARPBERL O CREEERH Y, F-ARSEUIARITELDY
A7 PREBEE L TWD, IR—FEGPIZHBRRESHEBATRA DO bIVZEIZid, 0K
HREEZEIZBWT, 2 OIEROFEL & B GR E & OBEMED A IOV TR 5 228
b5,

5.2 FHREFHIBIER

BRIVIACT (%, fHIR, %%, FEIED VRO iEEEEZ 5 & 27, 206 O & OYER
ICOWTHEELE=ZY 7528, £7-. BRIVIACT 7’ H B #0 Efim- oM BB 1k U CHERS
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Bh RIETOENEHET 57200+ RS oD F TiE, BEICRLEND OIEE
IZHEFE L2 X 9 IZiiB1 5,

IR K% O 97

BRIVIACT I3, HEEANTEIR & OV T BREORIWEN (77, HIE, B, WmiIRE, #EiE&
OWEIR) ZRl &3 [FITEH (6.1) 224 f/uwu@ﬁﬁﬁféﬁii%ﬁ%& L2 M MT 7+
AKRTHGEER CIX, 1 H 50 mg LA =0 BRIVIACT BEICHE/E2 L L7 BE D 25% (1 H 50 mg BET
20%. 100 mg #£T 26%, 200 mg #ET 27%) T, T DHDOFERBHE SR, 77 B REETIE
14% Th o7z, UV AZITBENIHDN R RE WD, WOTHIET L REERH D,

FEMED VR OBMT - W iE s E

BRIVIACT (%, FFEIED E WO M OSAT - ilEEIEE GREED Eu, [FEsrEd Eu, PR,
EBRH, IR, AMTHEE RO WILEBRE) 25| S8 2T [FIEH 61) 220 . Thrh
OOFPREZ MG E L25 TR YT a5 G CiE, 1 A 50 mg PR BRIVIACT BHIZHE(E
L UTBED 16% T, “15HDHEERRESNEN, FIERETIE 0% Tho7-. U 2734
TR DR E VA, WO THIET 2 AR S B,

5.3 FRtREFROBIER

BRIVIACT |3 EZRBIER 25 S 27, TADAOIRFEEZMRE LIEHE T 7'
AXFEERCIX, BRIVIACT # (1 H 50 mg UL ) OBFE D 13% TR EFIRIER S #E Sz
D, TTEREETIE 8% Thole, MMEFIFRICIT, FEEMRIER SRR, K2, fRE
g, BB, ﬁ&m BEC, K0 Wk, WHEZORE, S0, 1) OxGr, RS, HK
15, K[k, [oEE, BIEARLE, FBEEITE, REITE R OGRS & ek
(%5, ﬁf\%@ﬁ%f&@%@ﬁ%ﬁ%%&b%@%@ﬁ%)@ﬁﬁﬁ@imto
BRIVIACT % #5- L 7o RN BE OFF 1.7%53, FEMHEFIRIER O 7= OiE#R A2 H 1k L7 Dlcxt L
T, I BRBETHIELEZDIZ13% TH -T2,

FEREAARIERI N 265 & LIFERBRC LB 6, SRIICRATRO bR b O
EARTH T [FITEH (6.1) K FFHIZRZEL TOMRH (8.4) 2]

5.4 WBBUE : U SRS K OV &l

BRIVIACT [ F38BOE G & 51 & Z 3 ATREME2 8 5, BRIVIACT #5838 Tl &UE S K O
EVEED i STV %, BRIVIACT #5-%2 I OBBUESS &2 FIE L2 561E, Afle k325 2

Lo TV =T H AT BRIVIACT H O] 5 235O RTG53 2 WEOE R s O BEAEE ) &

LHEHATIX, BRIVIACT ISR TH D [ 4) #2H)

55 HCADAEDHIE

ZL DT TANAIK L EREIC, BIEHEE L TANAERIRESHEINTA Y R 7R3 A7, @y
BMWMH@@%*Ei&WmLHOH&Zﬁ% JE 2.4) K OEEKA (14) 22/ . 1=
FL. BELSHEREZO-DEADIENLERESIE. 22 Bar 0 Thuy,
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6 BlIEA
T OEBZREWERIZOWTIE, EBIEGT A ROWTINICE#H L TN D,
- ABATA MO BREE [BER O LotE (1) #3/H]
- WIREIBIWER [BER OME ForEE (5.2) #2HE]
- WERETFIRIWER (B R OEH Lot (5.3) 22

WEUIE © SUVE SRR N ONVEVRIE [ AR O L ovtE (5.4) 22]
s FUCAMAIERD UL [BEROMEH LoMEE (5.5) #5H)

6.1 R PR AR C D FARBR

HRPRAABR SR 2 7 S fF T CRMIS D 72, 8 2 JEFI O BEPRFRBR CRLER S AU AR O R Bl %
B SEH DERAFBR ORI & BT 5 2 LT TE R, Fin, BRI TR bR
P S HVIRVFTREME S & 2.,

BRIVIACT %, SRATADABEZGRE L= 2TD T T 2 RS HEEER K O RERER T, F %R
e LTRE 2437 Bl G SN, ZNHOBFED I B, 1929612 6 » HLL L, 1500 Flic 12 %
ALLE. 1056 5lc 24 5 ALLE., FL T 758 BillCI% 36 » HUL F#EG- S, Mo RIERE %145
& L8 WA 7 B ARG O OF ST Tl 511558 Bl &3 (BRIVIACT #1099 i, 7 Z
YAREE 459 ) NEEVENTRRENNCE e GRBR 1, 2, 3) [kt (14) #2] , &
MR TREIWERIE, 2 OREMMTHRERICIES <, 2 b ORBR O£ 51 M ofi1d 12 3
Thole, ZThHOFEBROBEH DK 51%ITHM, 4% AN, FHFEEIL 38w ThH o7,

TADAEXRE LTEE Y 7 2R REER Tk, BRIVIACT 0 68%., 77 2 REED 62%T
BEERNPEH L2, | HAE 50 mg LA BRIVIACT £ T 5% EOBEE TR LK K< &
SN DEIERIIBEIRE O%E (16%) T, FtWCEREMED WV (12%) | K9 (9%) . T L CHE
DA OEE (5%) Tholz,

1 H 50, 100 & Tr200 mg OHELEH 0> BRIVIACT BEICEEAEA(L LB T, AEFERICL D HIE
RIZZNZINS, SKHRNT%TH-7=M, 77 B RBHCEEAL LT EBE TIX 4% TH o7,

#F 41X, 1 HAE 50mg LA E BRIVIACT #£ T, 77 BRFEL Y & 2%LL B O BEE THRELL 72/
ERZRLTWD,

#z 4 : RARDRIEREOIRRET 7 A XREBROBIEA (BRIVIACT 1 H 50, 100, 200 mg)

BITER BRIVIACT (803 %) % 7R (45961 %
BkEE

F MR 5 3

fEFL 2 0

PR RBEE

AR B OV 16 8
FEIMED F 12 7

57 9 4




Page 30
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AN Gy B e IR X e 3 1
igili-es
T R 3 1

*/NVE G IRES) - TR, EEGE, PR, HIREBIR R R ORS00,

K AT RIWER O AEBEAANLBEINE, BIREKOEHZIRE, REnRhoTz,

/INRBE

BRIVIACT OZEVEIZOWT, EH% 2 » ADND 16 AR O/NEREERSR L Lz 2 0 EER.
e N OB ENRERRER CREA L7z, /NEH D RIERE 2 x5 & LR BR2(K T, 186 il
BRIVIACT #% A SUIEERI N &5 L. 9B 123 Bl 12 % AL E&REG- L=, /NEREORRKR
By SN T-EIERIZ RN ANBE THALNTZ b D LR TH 72, 2 b O/NERERT
X, BABGR LB ST,

M98 - A R A B S

BRIVIACT 3K PR AR 25| X T2 b b, TADAZRE LTZENMET7®
A HEEER TlX, BRIVIACT BEDEF 1.8% % T T BAREED 1.1% T, BRI EWD H 5 [ MEkE
b (3.0x 10%L i) 25 1 HELA B4 U7z, F7-. BRIVIACT BED 0.3% K& N7 T B REED 0% T,
BERHNC B D 3 2 P ERERY (1.0 x 1091 R4) 28 1 LA BB bni-,

BRIVIACT EHFNC L 2 RIVEH

RSO 2 99 A5 16 AT O/ DB 12 BRIVIACT HEHFI 2 £ 5 L2 BROEIERIL, 2%
HJIZ BRIVIACT $€ CBIEZL SN b D L [FEETH o 7-, BRIVIACT [ FEHFAF 25 LA BE D 3%
PLECTHREL L= OMOFERERITIT, WREE., 2. R, AR E £

776

P s

RIVERI OFEBLRITHERINC X 5 FE AT R o Tz,

7. FYEEEA
7.1 )Ry VA Vg

V77 B EOFFHICE Y, BRIVIACT OIMUFEFEE MK T 5, 2t CYP2C19 OFFED -
WEEZOND [HEERE (12.3) #2304 , ) 77 o EUHEEEZZ T QNS EBRE T, 07
H1L BRIVIACT O HEZR K 100% (T2 24%) FTHESYED [MHE--HE 26) #=

W]

7.2 HNNTEBE

PR B EOFFAICED . IANRSPBEOERRHEY THL N AP R RF L R
DOREFEDNINT 2 A[RerEn S 5, R AEEZR T — & TIX LMD R I TV WA, ff
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R BEMEDOBEENAE U880, IR~ P L OHABRHET S 2 & amald s [HEFEE
B (12.3) XM

7.3 A =N N

BRIVIACT (X7 == b D IMIFETEEZ BN S B L AEMNH 5720, MO 7 == h 1 LK
B2 BRIVIACT ZBINT 2856, Xi3H W 2568121, BEO 7 2= v ViREAE=X U v
75 [BEREPE (12.3) #20]

7.4 VRF TS A

BRIVIACT & L _XF T &% L %2HH LT, BRIVIACT (2 L 51BN EIL 72 o 1= [kt
B (14) #2H]

8 KRR e ~n# 5
8.1 TR
IR OBRFRICEE T D BEE N

JEARTIC BRIVIACT 72 EDOFLTANASE (AED) 235 SN KMEOIROR R EE=2 1 7
TL70, HIRP ORI D8RR N 03 5. HARHIC BRIVIACT Z A L T2 B 12t
LTCi&, 7V —% A7/ 1-888-233-2334 |ZHEFHHEAET 52>, http://www.aedpregnancyregistry.org/|Z
7277 A LT, KD [North American Antiepileptic Drug (NAAED) pregnancy registry] ~D% gk
BEIDDZEMMEE L,

J X7 DK

KD ERZZ 1T TNorth American Antiepileptic Drug (NAAED) pregnancy registry| <°, Hij[A]& 27k
— MR, JEBIERE R OYER] S ) — 25 b 727 — 2 Tik, iE4RH o BRIVIACT O & B
LT, HERRERRHE, RESUICOMORERLIIEORRICET 2 U 27 288 2123k
T THD, BFERTIE, 7V —A"TEX AL, BARBERELID b EORHRMAERREIC &

0. FAETBME (THXOIR - BRI TEROHEMN EBVAEOK T, REDIK T, HEEADIRALE,
KT > b OAFOEBIEMEATEI AR B OMNER-oTWD [F—2 M)

MHEMOBEKRRERBEE R OREDO NNy 7 7T 00 RYAZIIRHATH S, H5DDHEIRICIE
HREE, WEXIMOFERERICEDL N I 7T 70 R R RH D, KEREM T, 4F
BRIFFIZERIRIICFRD H LD BRRER B M OMEDOHE NNy 7 7700 R AZ1E, ZhEih2
~4%K N 15~20%TdH 5,

74
B0} 57— 5

B OIERT v MZ7 ) —"F+% % A (1 B0, 150, 300 Xi% 600 mgkg) Z#EAOHKESE LT
. BRI - FEIRFEIIRRD Do Tz, BB L7 km A E T, 1 H 200 mg Dick
HELEHE (MRD) 12X % b MREEEOR 30 FORMAMETIREE (AUC) &RE L7z,
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B OIHR YTV —"TX A (1 B0, 30, 60, 120 X 240 mgkg) Z%&OHH
HE, M RIEECENELS 20 R L REHETIEHBREENMET L, MRS 3

NRDHNT-, eE B 2E (1 H 120 mg/kg) 1L, MRD (2L % b MREEEOK 4 fFORHMAIMAEH
MR B L B LT,

AR R O T T » M7 V=T X2 (1 B0, 150, 300 Xi 600 mgkg) ZREAHK5T5
Ll REABEERELG LIACBWT, EDIKT, o () | KOEMN 22 TE)
LB SN, e EREE (1 H 300 mg/kg) 1L, MRDIZ X% MREBREOK 75O
PRI AR R i & BEE L 72,

R T v MZWC-7 Y — T X AR HEREO#RE Gmgkg) T5&. 7V —"7&X NIEE

ERZGER LT, &5 1RGO, FKL OO EEE L ~ULi, RHARI A OHEE &
FIFRE CTH T,

8.2 =31
U 27 DOEH

NERINTWDLIET —F T, & FFDOT V=T X LAOFENRIN TN D, LT D
FLIERPHLPELE~DT V=T & LD LT, o EmRITRu,

I B RORE F RO FOFEMEICOW T, fEBLO BRIVIACT (2% 5 BRRA MBS
BRIVIACT LIRS 22 FHADIRFEIZ X 2 AR A~DOEBHERERE L L L ICHE T R&E Th D,

8.4 INBA~DOE

BRIVIACT OZEMER OEIMEX, A% 1 H~16 A O/NLEE TSN TWD, b
DiFHinJE T BRIVIACT Offi L, AT FIEEE 2 %15 & L7z BRIVIACT OEtlno+431
BEHINTRBROZET VA AR OVNEEEOEYENET — 4, I HIZAE 2 » A~16 Ak
WO/NRBFIZB T 2 LREMNT — XL o THFFESNTWD [k - JHE 2.1) . BER O
LOVEE (5.3) . AITEH 6.1) | ERFERE (12.3) K OVEGKGR (14.1) 220

A% 1 AR O/NREE OV OHIEITHEL S TR0,
WEEY TCOEET —F

TV =T X APHERORE &R KT TR I ONWT, 5T v RO X &
KBTI Uiz, FrAERMEOShER (v F TOFHAERNSHFFEIIEITHEY) 0T v Mok
Afeh. (1 H 0, 150, 300 X% 600 mgkg) 3% &, RO, (KEIEIMOMR . HEOMER
DL, = L THRER Lo im A B CORERMITEI PR L | 2 TOHETOMORE I K
MEEDOD P RENTZ, Lo o CEZEE I ST, T » Tl LB E
1%, b MESEERHEIC X 2/ NE R OSSR RE OREEORN 2 O mEHgEERE (AUC) & B
L7z, A XTI, SRR O ESFEICREO#&ES (1 B0, 15, 30 X3 100 mgkg) 75 &,
REARICL Y SR CBIE SN0 L RRRIFEERE U, i, B8 E T EIRE, ik
RO R B A I A D e o T, BRI EE (1 H 30 mgkg) &Y
FEEENT A — S ~OIEEE T oS (1 H 100 mgkg) X, HESHERFA RIC X A/ RKE DY
HE DR B O NV ETUTIT RIS KON 4 (50 M HngeE & - B L7,
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8.5 EEE~DEE

TADNENRE LT ZEEMRY 7 B AR T, 65l Lo BEEMIZIIT 5 BRIVIACT D
BINEZ BN 5121, 2o 0BEE B84 IR0 Thote, —KICHEEREE DM
BRI T, % A ESEO TR LA L. IROIF, BUTIMEREOSEE N EW 2 &0, (ThE
T OHEEIMMOIEWIRIE L R SRR 6, BN 20BN S D [HRFERE (12.3) 22
]

o

8.6 B EEEERE ~O®RE

EHREEERE CTH., HBROWEBIIARETH D, BT &= T A KBEIREEOT — X 1372
<. ZOBREHLEMTO BRIVIACT O HITHESE U7pvy [HkERE (12.3) #2506

8.7 JTHERERR R ~ D5

BRIVIACT OWEFEENHEINT 57280, R TORMOF#ERE T, HEWNEE2HERETL L - A
&= 2.5) ROWGHFKFEEE (12.3) #2244

9 EELR R ORIk E
9.1 ysNalL LY

BRIVIACT (2137 V) — AT X A0NE £, ZHUTKETIIA Y Y 2—/L V OFFIE & LTI
w5,

9.2 ELA M

t b COEAMRBRIC I Y, BEHAEL EO BRIVIACT OHE[EEEIZHOWT, TAT T T A
(C-1v) (15 &kU3mg) &bt L7, #ESEHE (50 mg) ¢ BRIVIACT OHEIE G T, #HE
TERSIESDRN T VT T T A L0 -T2, REAEZE 2 5 HE (200 & O 1000 mg)
OHEE T, MOGLAEECBW T AT 7Y I A LRETH -T2,

9.3 B

PERBEED 7 Z 2 RRHEREBR O A L B = —Tlid, BRIVIACT (2 X 2 HIREFESCBEDUE R IR
b ONTRo T [BEEROEH LS (5.5) #20H) ,

10 BERE

b MZF1F 5 BRIVIACT O E#: 5 OEKRREBRIIE ST\ 5, 1400 mg G AHESEFH O 14
%) @ BRIVIACT 2 H[El G X7 B8 Tid, IR LK OVFEIED £ A3 77z, BRIVIACT
O ERETIX, BHERE L ClEEEMED VN, PlEE, 57, B, . N2 R ORIk
HEEINTWD, —#%IZ, BRIVIACT O &A% 512 BhET 2 EIEA X, BERORENWER & —Z L T
%o
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BRIVIACT D& 5125604 2 80 2Rl L e, @mEHRGENE LRI, HosEERs
ZEIT DI OERERER A 5, WK EMR, BRER AR O & FEFEITATV, O
W, DU XL, N EAY A DF=F Y TR D, BRIVIACT OS5 & PB4
DEFTEHRICOWTIL, BRESNT-FEWEHE L Z — (Poison Control Center) 2V EhH 5, Il
W 2 N7 U — T2 X ADORET —ZIZ200, RPICHRESNE 7 ) — T8 X LD
BEIX 10%AK0 TH D720, MEHEHTIZ X 5 BRIVIACT © 27 U T J > AT TE 20,

11 R

BRIVIACT (7' U —/"T7& % L) OLF41X(2S)-2-[(4R)-2-0x0-4-propyltetrahydro-1H-pyrrol-1-yl]
butanamide T 5, 73 F=T C1iH0N20; T, 73 F &1L 21229 TH 5, LFHEEITILL T O®@Y Th

Do
q}o
~" CONH,

TV =T MNIAG~KIKAEOREREM R TH D, K, FEEHK (pH1.2, 45 K%k 74) | —
B )=, AF VR OOKERR IR TEITOTV, 78 = MU VRO & FAZITETR
T, AR ATERORET 0T, T Y UAZIEBRD THETFIZ U,

il

BRIVIACT $£13#8 H &5 T, IRORNEERD PG END 1 7 AD VA An—2AF )DL T7
N—=R2—KF, _ZT v I A B->7/uaTXARN) ) | KT =R ATT YV U~ T3
UL, KOTRUCBEET A7 4 v bha—T 4 V7|

10mg#E : R E= L7 va—, XLy FRIZF L7 a—3350, @b

25mg FER TN 100 mg $E : ARV BE=L T )va—)v Zur RYTF L7 ) a—3350, Rk
Fu o, mEmREk, BamR bk

S0mg#E : R =7 ra—n, Ly KRIZFLo 7Y a—n3350, ey, meE
Fefbgk, JREm ek

75mgfE . RV =7 a—i XLy KRUZFLrr7Ya—n3350, _@bFxr, m\e
Fefvgk, JReme{bgk, BEAmEk

% H Al

BRIVIACT #& HIEANZIZ 10 mg /mL D7V — T X ARG END, RORNEERSLEEND -
IR R YA, AT TR, AFANRTRY . AR AF LA —ZF R
ALy AT Ta—A JNE RN WRKR., 7R . TARY —FE ERUK,

LA

BRIVIACT {EHAN I AEH O T, BIEAIARE OWEER & LTt S5, BRIVIACT {4t
Fix, BIRNBEGHO 10mg/mL D7V — T X LANEGEND, ATV ARZT Y —R"T%
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H LFHEMN S0mg FENTND, A T INITIRORNEER S bEEND - Bl N 7 A=K
¥ (1.64 mg/mL) | JKFEEE (pH % 5.5 IZBEES 5720) | H{kF FU U4 (9.00mg/mL) KT
SR RK,

12 R R
12.1 YEFIR%FF

BRIVIACT DHUUT WIVATEM: 2 R T 2 EFEIR A N = XA LI ARHTH S, 7V — T8 X ATHN
DT AL T 2A (SV2A) 12k L TEVIEIRBIFMEZ /R L, 23t WilAER
IZFHELTWS EEbhs,

12.2 B3y ke
TIa—LE OFEEER

TRERBER T 25t G & L7 K hiE - 3577740 AAEFBR Cld, BRIVIACT [200 mg (Fe RHELEHAIA]
HEO 2% oHERS] Lok 7 — (7 V3 —/ VRN 60 mg/100 mL (2T 5 X H1T5

RFREReE ) Z AR G975 & FErnEEERE, B K ORCRICK T2 7 /b 2 — /L o 83 1Y

K L7, BRIVIACT &% / —/LOfffI%, BRIVIACT DA XITTH ) —LDHDEE L L

T, FEEVEAREKGES) O v — 7 W VEEMEIRERGESR), @IS R T v R IR T v A BV

TINTFa g Ar—n (VAS) OREENSN—AT A UNHREALT L, S SITROFEILL OV

EEARERSOSRF N R—A T A U B RE BN L72, BRIVIACT & =% /) — V&2 T5 &, —
W GE 7 R 2 2 7 &L 2o T,

DRSSP
BARHELEHED 4 0% 58T, BRIVIACT LKA CE#E 3 5 FEE O QT MIFRIER % 7~ S 72/

>77,

12.3 IKEhRE

BRIVIACT DO#EFH. #& EH R OVERFI O I BN B 5, 7Y — T8 & A%, KRAEIC
Ko T, B OREEFEK R e B &2 7R,

7Y =TS AOFMBIE, HAFEIRANC HANRE SO0 TR A T b
T b,

P

TN =T NTEEEN R < BROBSRICEEICIRIEREWI SN D, 10~600mg (H

1% - HEICGGEE SN2 i/ N OB R R EO#PHAE 2 %) T, EEhgiaH s e 5
[ - i 2.1) #20) . BFER L OSEAID Tra FRAEIT 1 FFE (FEFH : 0.25~3 K¢fl) Th
%, EMEMIE & ORIFHERCCIIRINAEN 523, BINORREITE D b /2o T, BARMIZIE, &
NEWG & & & HIZ 50 mg FEARM L7256, Coe REHIRET O U — T & & L iR
T, BEEOIEL722) 1337%W U, T 1L 3RFEEIEL 7=, LL, AUC (7Y —1T%&
& NP - R ahA T A, BB RO L 22 D) X REICEL L Zed o7 (5%

)
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paKiill
TV =T H NIMIES R BIZHLSAEET D Q0% T) o SFAFEIL 0.5 Lkg T, ZiU
BN BIGEWVVE TS 5, 7V — T HX ATITE A EOMBIIRGEDSYEIT 0T 5,

bRz
1

TV =T HNE, EICT I REOIKGRIZ L > THY T 5 VR UG Z R L, K
7B ENMB O ReX kil > T, & Fax G ERT 5, MK RSO TR
WNIDT I —BIZ Lo THI TS d, B Red o BRI EIC CYP2C19 IZ L » TS &
%, CYP2CI9 ICHEIETFERNDHY | ZBRERT LA KXo T, B Rax A
P OREAENENZEN 2T 10 R T L, 7 U — T8 AREROMHPIRENZIZEI 22%X
1% 2% %,

CYP2C19 AR B#<° CYP2C19 BHEAIZfEH L TV 5 B Tk, HEORENSMLERIGE NS
%o BMOE Re X @RS, & e R o7 I REOIKGME, SUXI VAR g
R o7 IO e Re Xl (FEIZ CYP2CY) (2L - TAEKT S, Zihd 3FEO
HHOONTIUT S, FEEFRERIT R,

b/

TV —=RT s AE BCRBIC LS THRESh, RPICHES NS, REE Gk 5o
95%Lh EANEIRR 72 BEFRLAPIC IR PICHRIE S M D, BT OPRITR GED 1% K TH 5, &5
B 10%AMAREACED EFIRPICHRE S D, KGR 34%13, SR I VR CBEAH &
LCHEE S D, e OWIAEH (hn) 135 9 FFEITH %,

KRl 22 S M
i

N (B 2 A~16 Am) - A% 2 » A ~16 A O/ N EBE 99 il % X512,
BRIVIACT # OifAl 2 VT, 3 M OFHIHIM & 3 BeME o B E A &g Ic L 2IFEm. BEE, £
fak FelA], HEERERER A I L=, TS O~BE T, MR I EICEIT 5 2 L AVR
S 472, BRIVIACT O/NRIEMENRE 7 0 7 7 A /WL, A% 2 # A0S 22 E TORA KL OV T
A AUEBAE 255 BINT, ERERESTAL, B O HERA DU O SERI O BAI A2 B 5. LT 3 EOIEE kR
\Z LD A= R PR E T — 2 & W C, REEMSRWEREARITIC X 0 IRE LTz,

1 H H~16 A O/NEEBE T, A2HED BRIVIACT 285 L7 A THIZR SN D D L [H
BIEDOT ) —NTv ¥ NEBREENRT D10, REICESSHE - HERLETHD k-
HE (2.2) 2R, g2 VT T o AOHEEMEIL, 11, 20 KT 50 kg DIREO/NLEH OBE
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BB IEM]  EEE (65~T9m%. Z LT F =7 VT T & 53~98 mL/min/1.73 m?) % %%
(2. BRIVIACT200mg % 1 H 2 [F#&E (e RHERPED 2 %) L7cRBRTiZ, 7V —"Ik8 2 A
DIMHEF RN, 65~75 O EBFFET 7.9 IFfH, 75 B OBER TIX I3 R Th o7z, 7V —
NI wH LOEFIREBIIES VT 7 0 A%, EREORBEYERE TR (0.83 mL/minkg) XV b
FMUED > 72 (0.76 mL/min/kg)
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BRIVIACT® is a registered trademark of the UCB Group of Companies.
©2023, UCB, Inc., Smyrna, GA 30080

All rights reserved.
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1. NAME OF THE MEDICINAL PRODUCT

Briviact 10 mg film-coated tablets
Briviact 25 mg film-coated tablets
Briviact 50 mg film-coated tablets
Briviact 75 mg film-coated tablets
Briviact 100 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Briviact 10 mg film-coated tablets

Each film-coated tablet contains 10 mg brivaracetam.

Briviact 25 mg film-coated tablets

Each film-coated tablet contains 25 mg brivaracetam.

Briviact 50 mg film-coated tablets

Each film-coated tablet contains 50 mg brivaracetam.

Briviact 75 mg film-coated tablets

Each film-coated tablet contains 75 mg brivaracetam.

Briviact 100 mg film-coated tablets

Each film-coated tablet contains 100 mg brivaracetam.

Excipient(s) with known effect:

Briviact 10 mg film-coated tablets

Each 10 mg film-coated tablet contains 88 mg lactose.

Briviact 25 mg film-coated tablets

Each 25 mg film-coated tablet contains 94 mg lactose.

Briviact 50 mg film-coated tablets

Each 50 mg film-coated tablet contains 189 mg lactose.

Briviact 75 mg film-coated tablets

Each 75 mg film-coated tablet contains 283 mg lactose.

Briviact 100 mg film-coated tablets

Each 100 mg film-coated tablet contains 377 mg lactose.

For the full list of excipients, see section 6.1.
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3.  PHARMACEUTICAL FORM
Film-coated tablet (tablet)

Briviact 10 mg film-coated tablets

White to off-white, round film-coated tablets of 6.5 mm in diameter and debossed with ‘ul0’ on one
side.

Briviact 25 mg film-coated tablets

Grey, oval film-coated tablets with dimensions of 8.9 mm x 5.0 mm and debossed with ‘u25’ on one
side.

Briviact 50 mg film-coated tablets

Yellow, oval film-coated tablets with dimensions of 11.7 mm x 6.6 mm and debossed with ‘u50’ on
one side.

Briviact 75 mg film-coated tablets

Purple, oval film-coated tablets with dimensions of 13.0 mm x 7.3 mm debossed with “‘u75’ on one
side.

Briviact 100 mg film-coated tablets

Green-grey, oval film-coated tablets with dimensions of 14.5 mm x 8.1 mm and debossed with ‘u100’
on one side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Briviact is indicated as adjunctive therapy in the treatment of partial onset seizures with or without
secondary generalisation in adults, adolescents and children from 2 years of age with epilepsy.

4.2 Posology and method of administration

Posology

The physician should prescribe the most appropriate formulation and strength according to weight and
dose.
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The recommended posology for adults, adolescents and children from 2 years of age is summarised in
the following table. The dose should be administered in two equally divided doses, approximately
12 hours apart.

Recommended starting dose Recommended maintenance Therapeutic dose range*
dose

Adolescents and children weighing 50 kg or more, and adults

50 mg/day (or 100 mg/day)** 100 mg/day 50 - 200 mg/day

Adolescents and children weighing from 20 kg to less than 50 kg

1 mg/kg/day (up to 2 mg/kg/day)** 2 mg/kg/day 1 — 4 mg/kg/day

Children weighing from 10 kg to less than 20 kg

1 mg/kg/day (up to 2.5 mg/kg/day)** | 2.5 mg/kg/day 1 — 5 mg/kg/day

* Based on individual patient response, the dose may be adjusted within this effective dose range.
** Based on physician’s assessment of need for seizure control

Adults

The recommended starting dose is either 50 mg/day or 100 mg/day based on physician’s assessment of
required seizure reduction versus potential side effects. Based on individual patient response and
tolerability, the dose may be adjusted in the effective dose range of 50 mg/day to 200 mg/day.

Adolescents and children weighing 50 kg or more

The recommended starting dose is 50 mg/day. Brivaracetam may also be initiated at 100 mg/day based
on physician’s assessment of need for seizure control. The recommended maintenance dose is

100 mg/day. Based on individual patient response, the dose may be adjusted in the effective dose
range of 50 mg/day to 200 mg/day.

Adolescents and children weighing from 20 kg to less than 50 kg

The recommended starting dose is 1 mg/kg/day. Brivaracetam may also be initiated at doses up to

2 mg/kg/day based on physician’s assessment of need for seizure control. The recommended
maintenance dose is 2 mg/kg/day. Based on individual patient response, the dose may be adjusted in
the effective dose range of 1 mg/kg/day to 4 mg/kg/day.

Children weighing from 10 kg to less than 20 kg

The recommended starting dose is 1 mg/kg/day. Brivaracetam may also be initiated at doses up to

2.5 mg/kg/day based on physician’s assessment of need for seizure control. The recommended
maintenance dose is 2.5 mg/kg/day. Based on individual patient response, the dose may be adjusted in
the effective dose range of 1 mg/kg/day to 5 mg/kg/day.

Missed doses

If patients missed one dose or more, it is recommended that they take a single dose as soon as they
remember and take the following dose at the usual morning or evening time. This may avoid the
brivaracetam plasma concentration falling below the efficacy level and prevent breakthrough seizures
from occurring.

Discontinuation

For patients from 16 years of age, if brivaracetam has to be discontinued, it is recommended that the
dose is reduced gradually by 50 mg/day on a weekly basis.

For patients below the age of 16 years, if brivaracetam has to be discontinued, it is recommended that
the dose is reduced by a maximum of half the dose every week until a dose of 1 mg/kg/day (for
patients with a body weight less than 50 kg) or 50 mg/day (for patients with body weight of 50 kg or
more) is reached.

After 1 week of treatment at 50 mg/day, a final week of treatment at the dose of 20 mg/day is
recommended.




Special populations

Elderly (65 years of age and above)

No dose adjustment is needed in elderly patients (see section 5.2).
The clinical experience in patients > 65 years is limited.

Renal impairment
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No dose adjustment is needed in patients with impaired renal function (see section 5.2). Brivaracetam
is not recommended in end-stage renal disease patients undergoing dialysis due to lack of data.
Based on data in adults, no dose adjustment is necessary in paediatric patients with impaired renal
function. No clinical data are available in paediatric patients with renal impairment.

Hepatic impairment

Exposure to brivaracetam was increased in adult patients with chronic liver disease.

In patients with hepatic impairment, the following adjusted doses, administered in 2 divided doses,
approximately 12 hours apart, are recommended for all stages of hepatic impairment (see sections 4.4
and 5.2). No clinical data are available in paediatric patients with hepatic impairment.

Age and body weight Recommended starting | Recommended
dose maximum daily dose
Adolescents and children weighing 50 kg or 50 mg/day 150 mg/day

more, and adults

Adolescents and children weighing from 20 kg to
less than 50 kg

1 mg/kg/day

3 mg/kg/day

Children weighing from 10 kg to less than 20 kg

1 mg/kg/day

4 mg/kg/day

Paediatric patients less than 2 years of age

The efficacy of brivaracetam in paediatric patients aged less than 2 years has not yet been established.
Currently available data are described in section 4.8, 5.1, and 5.2 but no recommendation on a

posology can be made.

Method of administration

Brivaracetam film-coated tablets must be taken orally and swallowed in whole with liquid and may be
taken with or without food (see section 5.2). Patients not being able to swallow tablets in whole or
patients for whom the dose can not be met with the use of whole tablets should use Briviact 10 mg/ml

oral solution.

4.3 Contraindications

Hypersensitivity to the active substance or other pyrrolidone derivatives or to any of the excipients

listed in section 6.1.

4.4 Special warnings and precautions for use

Suicidal ideation and behaviour

Suicidal ideation and behaviour have been reported in patients treated with anti-epileptic drugs
(AEDs), including brivaracetam, in several indications. A meta-analysis of randomized placebo-
controlled clinical studies of AEDs has also shown a small increased risk of suicidal ideation and
behaviour. The mechanism of this risk is not known and the available data do not exclude the

possibility of an increased risk for brivaracetam.

Patients should be monitored for signs of suicidal ideation and behaviours and appropriate treatment
should be considered. Patients (and caregivers of patients) should be advised to seek medical advice
should any signs of suicidal ideation or behaviour emerge. See also section 4.8, paediatric data.
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Hepatic impairment

There are limited clinical data on the use of brivaracetam in patients with pre-existing hepatic
impairment. Dose adjustments are recommended for patients with hepatic impairment (see section
4.2).

Excipients

Lactose intolerance

Brivaracetam film-coated tablets contain lactose. Patients with rare hereditary problems of galactose
intolerance, total lactase deficiency or glucose-galactose malabsorption should not take this medicine.
Sodium content

Brivaracetam film-coated tablets contain less than 1 mmol sodium (23mg) per tablet, that is to say
essentially ‘sodium free’.

4.5 Interaction with other medicinal products and other forms of interaction

Formal interaction studies have only been performed in adults.

Pharmacodynamic interactions

Concomitant treatment with levetiracetam

In the clinical studies, although the numbers were limited, there was no observed benefit of
brivaracetam versus placebo in patients taking levetiracetam concurrently. No additional safety or
tolerability concern was observed (see section 5.1).

Interaction with alcohol

In a pharmacokinetic and pharmacodynamic interaction study between brivaracetam 200 mg single
dose and ethanol 0.6 g/L continuous infusion in healthy subjects, there was no pharmacokinetic
interaction, but brivaracetam approximately doubled the effect of alcohol on psychomotor function,
attention and memory. Intake of brivaracetam with alcohol is not recommended.

Pharmacokinetic interactions

Effects of other medicinal products on the pharmacokinetics of brivaracetam

In vitro data suggest that brivaracetam has a low interaction potential. The main disposition pathway
of brivaracetam is by CYP-independent hydrolysis. A second disposition pathway involves
hydroxylation mediated by CYP2C19 (see section 5.2).

Brivaracetam plasma concentrations may increase when coadministered with CYP2C19 strong
inhibitors (e.g. fluconazole, fluvoxamine), but the risk of a clinically relevant CYP2C19-mediated
interaction is considered to be low. Limited clinical data are available implying that coadministration
of cannabidiol may increase the plasma exposure of brivaracetam, possibly through CYP2C19
inhibition, but the clinical relevance is uncertain.

Rifampicin

In healthy subjects, coadministration with the strong enzyme inducer rifampicin (600 mg/day for
5 days), decreased brivaracetam area under the plasma concentration curve (AUC) by

45 %. Prescribers should consider adjusting the brivaracetam dose in patients starting or ending
treatment with rifampicin.

Strong enzyme inducing AEDs
Brivaracetam plasma concentrations are decreased when coadministered with strong enzyme inducing
AEDs (carbamazepine, phenobarbital, phenytoin) but no dose adjustment is required (see table 1).
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Other enzyme inducers

Other strong enzyme inducers (such as St John’s wort (Hypericum perforatum)) may also decrease the
systemic exposure of brivaracetam. Therefore, starting or ending treatment with St John’s wort should
be done with caution.

Effects of brivaracetam on other medicinal products
Brivaracetam given 50 or 150 mg/day did not affect the AUC of midazolam (metabolised by
CYP3A4). The risk of clinically relevant CYP3A4 interactions is considered to be low.

In vitro studies have shown that brivaracetam exhibits little or no inhibition of CYP450 isoforms
except for CYP2C19. Brivaracetam may increase plasma concentrations of medicinal products
metabolised by CYP2C19 (e.g. lanzoprazole, omeprazole, diazepam). When tested in vitro
brivaracetam did not induce CYP1A1/2 but induced CYP3A4 and CYP2B6. No CYP3A4 induction
was found in vivo (see midazolam above). CYP2B6 induction has not been investigated in vivo and
brivaracetam may decrease plasma concentrations of medicinal products metabolised by CYP2B6 (e.g.
efavirenz). In vitro interaction studies to determine the potential inhibitory effects on transporters
concluded that there were no clinically relevant effects, except for OAT3. In vitro, Brivaracetam
inhibits OAT3 with a half maximal inhibitory concentration 42-fold higher than the Cp.ay at the highest
clinical dose. Brivaracetam 200mg/day may increase plasma concentrations of medicinal products
transported by OAT3.

Antiepileptic drugs

Potential interactions between brivaracetam (50 mg/day to 200 mg/day) and other AEDs were
investigated in a pooled analysis of plasma drug concentrations from all phase 2-3 studies, in a
population pharmacokinetic analysis of placebo-controlled phase 2-3 clinical studies, and in dedicated
drug-drug interaction studies (for the following AEDs: carbamazepine, lamotrigine, phenytoin and
topiramate). The effect of the interactions on the plasma concentration is summarised in table 1
(increase is indicated as “1” and decrease as ““|”, area under the plasma concentration versus time
curve as “AUC”, maximum observed concentration as Cpax).

Table 1: Pharmacokinetic interactions between brivaracetam and other AEDs

AED coadministered | Influence of AED on brivaracetam | Influence of brivaracetam on
plasma concentration AED plasma concentration
Carbamazepine AUC29% | Carbamazepine - None
Crax 13 % | Carbamazepine-epoxide 1
No dose adjustment required (See below)
No dose adjustment required.
Clobazam No data available None
Clonazepam No data available None
Lacosamide No data available None
Lamotrigine None None
Levetiracetam None None
Oxcarbazepine None None (monohydroxy derivative,
MHD)
Phenobarbital AUC19% | None
No dose adjustment required
Phenytoin AUC21% | None
No dose adjustment required *AUC 20% 1
? Cimax 20% 1
Pregabalin No data available None
Topiramate None None
Valproic acid None None
Zonisamide No data available None

* based on a study involving the administration of a supratherapeutic dose of 400 mg/day
brivaracetam.
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Carbamazepine

Brivaracetam is a moderate reversible inhibitor of epoxide hydrolase resulting in an increased
concentration of carbamazepine epoxide, an active metabolite of carbamazepine. In controlled clinical
studies, the carbamazepine epoxide plasma concentration increased by a mean of 37 %, 62 % and

98 % with little variability at brivaracetam doses of 50 mg/day, 100 mg/day and 200 mg/day
respectively. No safety risks were observed. There was no additive effect of brivaracetam and
valproate on the AUC of carbamazepine epoxide.

Oral contraceptives

Co-administration of brivaracetam (100 mg/day) with an oral contraceptive containing ethinylestradiol
(0.03 mg) and levonorgestrel (0.15 mg) did not influence the pharmacokinetics of either substance.
When brivaracetam was coadministered at a dose of 400 mg/day (twice the recommended maximum
daily dose) with an oral contraceptive containing ethinylestradiol (0.03 mg) and levonorgestrel

(0.15 mg), a reduction in oestrogen and progestin AUCs of 27 % and 23 %, respectively, was observed
without impact on suppression of ovulation. There was generally no change in the concentration-time
profiles of the endogenous markers estradiol, progesterone, luteinizing hormone (LH), follicle
stimulating hormone (FSH), and sex hormone binding globulin (SHBG).

4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Physicians should discuss family planning and contraception with women of childbearing potential
taking brivaracetam (see Pregnancy).
If a woman decides to become pregnant, the use of brivaracetam should be carefully re-evaluated.

Pregnancy

Risk related to epilepsy and antiepileptic medicinal products in general

For all anti-epileptic drugs, it has been shown that in the offspring of treated women with epilepsy, the
prevalence of malformations is two to three times greater than the rate of approximately 3 % in the
general population. In the treated population, an increase in malformations has been noted with
polytherapy; however, the extent to which the treatment and/or the underlying condition is responsible
has not been elucidated. Discontinuation of anti-epileptic treatments may result in exacerbation of the
disease which could be harmful to the mother and the foetus.

Risk related to brivaracetam

There is a limited amount of data from the use of brivaracetam in pregnant women. There is no data on
placental transfer in humans, but brivaracetam was shown to readily cross the placenta in rats (see
section 5.3). The potential risk for humans is unknown. Animal studies did not detect any teratogenic
potential of brivaracetam (see section 5.3).

In clinical studies, brivaracetam was used as adjunctive therapy and when it was used with
carbamazepine, it induced a dose-related increase in the concentration of the active metabolite,
carbamazepine-epoxide (see section 4.5). There is insufficient data to determine the clinical
significance of this effect in pregnancy.

As a precautionary measure, brivaracetam should not be used during pregnancy unless clinically
necessary i.e. (if the benefit to the mother clearly outweighs the potential risk to the foetus).

Breast-feeding

Brivaracetam is excreted in human breast milk. A decision should be made whether to discontinue
breastfeeding or to discontinue brivaracetam, taking into account the benefit of the medicinal product
to the mother. In case of co-administration of brivaracetam and carbamazepine, the amount of
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carbamazepine-epoxide excreted in breast milk could increase. There is insufficient data to determine
the clinical significance.

Fertility

No human data on the effect of brivaracetam on fertility are available. In rats, there was no effect on
fertility with brivaracetam (see section 5.3).

4.7 Effects on ability to drive and use machines

Brivaracetam has minor or moderate influence on the ability to drive and use machines.

Due to possible differences in individual sensitivity some patients might experience somnolence,
dizziness, and other central nervous system (CNS) related symptoms. Patients should be advised not to
drive a car or to operate other potentially hazardous machines until they are familiar with the effects of
brivaracetam on their ability to perform such activities.

4.8 Undesirable effects

Summary of the safety profile

The most frequently reported adverse reactions (>10 %) with brivaracetam treatment were:
somnolence (14.3 %) and dizziness (11.0 %). They were usually mild to moderate in intensity.
Somnolence and fatigue were reported at a higher incidence with increasing dose.

The discontinuation rate due to adverse reactions was 3.5 %, 3.4 % and 4.0 % for patients randomized
to brivaracetam at respectively the dose of 50 mg/day, 100 mg/day and 200 mg/day and 1.7 % for
patients randomized to placebo. The adverse reactions most frequently resulting in discontinuation of
brivaracetam therapy were dizziness (0.8 %) and convulsion (0.8 %).

Tabulated list of adverse reactions

In the table below, adverse reactions, which were identified based on review of the three placebo-
controlled, fixed-dose studies safety database in subjects > 16 years of age, are listed by System Organ
Class and frequency.

The frequencies are defined as follows: very common (> 1/10), common (> 1/100 to < 1/10),
uncommon (= 1/1,000 to < 1/100). Within each frequency grouping, undesirable effects are presented
in order of decreasing seriousness.

System organ class Frequency Adverse reactions from clinical studies
Infections and Common Influenza
infestations
Blood and lymphatic Uncommon Neutropenia
system disorders
Immune system disorders | Uncommon Type I hypersensitivity
Metabolism and nutrition | Common Decreased appetite
disorders
Psychiatric disorders Common Depression, anxiety, insomnia, irritability
Uncommon Suicidal ideation, psychotic disorder,
aggression, agitation
Nervous system disorders | Very common Dizziness, somnolence
Common Convulsion, vertigo
Respiratory, thoracic and | Common Upper respiratory tract infections, cough
mediastinal disorders
Gastrointestinal Common Nausea, vomiting, constipation
disorders
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System organ class Frequency Adverse reactions from clinical studies
General disorders and Common Fatigue

administration site

conditions

Description of selected adverse reactions

Neutropenia has been reported in 0.5 % (6/1099) brivaracetam patients and 0 % (0/459) placebo
patients. Four of these subjects had decreased neutrophil counts at baseline, and experienced
additional decrease in neutrophil counts after initiation of brivaracetam treatment. None of the 6 cases
of neutropenia were severe, required any specific treatment or led to discontinuation of brivaracetam
and none had associated infections.

Suicidal ideation has been reported in 0.3 % (3/1099) brivaracetam patients and 0.7 % (3/459) placebo
patients. In the short-term clinical studies of brivaracetam in epilepsy patients, there were no cases of
completed suicide and suicide attempt, however both have been reported in open-label extension
studies (see section 4.4).

Reactions suggestive of immediate (Type I) hypersensitivity have been reported in a small number of
brivaracetam patients (9/3022) during clinical development.

Paediatric population

The safety profile of brivaracetam observed in children from 1 month of age was consistent with the
safety profile observed in adults. In the open label, uncontrolled, long-term studies suicidal ideation
was reported in 4.7 % of paediatric patients assessed from 6 years onwards (more common in
adolescents) compared with 2.4 % of adults and behavioural disorders were reported in 24.8 % of
paediatric patients compared with 15.1 % of adults. The majority of events were mild or moderate in
intensity, were non-serious, and did not lead to discontinuation of study drug. An additional adverse
reaction reported in children was psychomotor hyperactivity (4.7 %).

No specific pattern of adverse event (AE) was identified in children from 1°month to < 4eyears of age
when compared to older paediatric age groups. No significant safety information was identified
indicating the increasing incidence of a particular AE in this age group. As data available in children
younger than 2 years of age is limited, brivaracetam is not indicated in this age range. Limited clinical
data are available in neonates.

Elderly

Of the 130 elderly subjects enrolled in the brivaracetam phase 2/3 development program (44 with
epilepsy), 100 were 65-74 years of age and 30 were 75-84 years of age. The safety profile in elderly
patients appears to be similar to that observed in younger adult patients.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

Symptoms

There is limited clinical experience with brivaracetam overdose in humans. Somnolence and dizziness
have been reported in a healthy subject taking a single dose of 1,400 mg of brivaracetam.

10
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The following adverse reactions were reported with brivaracetam overdose: nausea, vertigo, balance
disorder, anxiety, fatigue, irritability, aggression, insomnia, depression, and suicidal ideation in the
post-marketing experience. In general, the adverse reactions associated with brivaracetam overdose
were consistent with the known adverse reactions.

Management of overdose

There is no specific antidote for overdose with brivaracetam. Treatment of an overdose should include
general supportive measures. Since less than 10 % of brivaracetam is excreted in urine, haemodialysis
is not expected to significantly enhance brivaracetam clearance (see section 5.2).

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antiepileptics, other antiepileptics, ATC code: NO3AX23

Mechanism of action

Brivaracetam displays a high and selective affinity for synaptic vesicle protein 2A (SV2A), a
transmembrane glycoprotein found at presynaptic level in neurons and in endocrine cells. Although
the exact role of this protein remains to be elucidated it has been shown to modulate exocytosis of
neurotransmitters. Binding to SV2A is believed to be the primary mechanism for brivaracetam
anticonvulsant activity.

Clinical efficacy and safety

The efficacy of brivaracetam for the adjunctive therapy of partial onset seizures (POS) was established
in 3 randomized, double-blind, placebo-controlled, fixed-dose, multi-center clinical studies in subjects
16 years of age and older. The daily dose of brivaracetam ranged from 5 to 200 mg/day across these
studies. All studies had an 8-week baseline period followed by a 12-week treatment period with no up-
titration. 1,558 patients received study drug of which 1,099 received brivaracetam. Study enrollment
criteria required that patients have uncontrolled POS despite treatment with either 1 or 2 concomitant
AEDs. Patients were required to have at least 8 POS during the baseline period. The primary endpoints
in the phase 3 studies were the percent reduction in POS frequency over placebo and the 50 %
responder rate based on 50 % reduction in POS frequency from baseline.

The most commonly taken AEDs at the time of study entry were carbamazepine (40.6 %), lamotrigine
(25.2 %), valproate (20.5 %), oxcarbazepine (16.0 %), topiramate (13.5 %), phenytoin (10.2 %) and
levetiracetam (9.8 %). The median baseline seizure frequency across the 3 studies was 9 seizures per
28 days. Patients had a mean duration of epilepsy of approximately 23 years.

The efficacy outcomes are summarized in Table 2. Overall, brivaracetam was efficacious for the
adjunctive treatment of partial onset seizures in patients 16 years of age and older between 50 mg/day
and 200 mg/day.

11
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Table 2: Key Efficacy Outcomes for Partial Onset Seizure Frequency per 28 Days

Study Placebo Brivaracetam

* Statistically significant (p-value)

50 mg/day | 100 mg/day | 200 mg/day

Study N01253"

n= 96 n=101
50 % Responder rate 16.7 32.7° ~ ~
(p=0.008)
Percent reduction over placebo (%) NA 22.0° ~ ~
(p=0.004)
Study N01252"
n =100 n=99 n =100
50 % Responder rate 20.0 27.3 36.0@ ~
(p=0.372) (p=0.023)
Percent reduction over placebo (%) NA 9.2 20.5@ ~
(p=0.274) (p=0.010)
Study N01358
n=259 n=252 n =249
50% Responder rate 21.6 ~ 38.9" 37.8"
(p<0.001) (p<0.001)
Percent reduction over placebo (%) NA ~ 22.8" 23.2°
(p<0.001) (p<0.001)

n = randomised patients who received at least 1 dose of study medication

~ Dose not studied

" Statistically significant

() Approximately 20 % of the patients were on concomitant levetiracetam

@ The primary outcome for N01252 did not achieve statistical significance based on the sequential
testing procedure. The 100 mg/day dose was nominally significant.

In clinical studies, a reduction in seizure frequency over placebo was higher with the dose of

100 mg/day than with 50 mg/day. Apart from dose-dependent increases in incidences of somnolence
and fatigue, brivaracetam 50 mg/day and 100 mg/day had a similar safety profile including CNS-
related AEs and with long-term use.

Figure 1 shows the percentage of patients (excluding patients with concomitant levetiracetam) by
category of reduction from baseline in POS frequency per 28 days in all 3 studies. Patients with more
than a 25 % increase in POS are shown at left as “worse”. Patients with an improvement in percent
reduction in baseline POS frequency are shown in the 4 right-most categories. The percentages of
patients with at least a 50 % reduction in seizure frequency were 20.3 %, 34.2 %, 39.5 %, and 37.8 %
for placebo, 50 mg/day, 100 mg/day, and 200 mg/day, respectively.

12
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Figure 1: Proportion of patients by category of seizure response for brivaracetam and placebo over
12 weeks across all three double-blind pivotal clinical studies

In a pooled analysis of the three pivotal clinical studies, no differences in efficacy (measured as 50 %
responder rate) was observed within the dose range of 50 mg/day to 200 mg/day when brivaracetam is
combined with inducing or non-inducing AEDs. In clinical studies 2.5 % (4/161), 5.1 % (17/332) and
4.0% (10/249) of the patients on brivaracetam 50 mg/day, 100 mg/day and 200 mg/day respectively
became seizure free during the 12-week treatment period compared with 0.5 % (2/418) on placebo.

Improvement in the median percent reduction in seizure frequency per 28 days has been observed in
patients with type IC seizure (secondary generalized tonic-clonic seizures) at baseline treated with
brivaracetam (66.6 % (n=62), 61.2 % (n=100) and 82.1 % (n=75) of the patients on brivaracetam

50 mg/day, 100 mg/day and 200 mg/day respectively as compared to placebo 33.3 % (n=115)).

The efficacy of brivaracetam in monotherapy has not been established. Brivaracetam is not
recommended for use in monotherapy.

Treatment with levetiracetam

In two phase 3 randomised placebo-controlled clinical studies, levetiracetam was administered as
concomitant AED in about 20 % of the patients. Although the number of subjects is limited, there was
no observed benefit of brivaracetam versus placebo in patients taking levetiracetam concurrently
which may reflect competition at the SV2A binding site. No additional safety or tolerability concerns
were observed.

In a third study, a pre-specified analysis demonstrated efficacy over placebo for 100 mg/day and
200 mg/day in patients with prior exposure to levetiracetam. The lower efficacy observed in these
patients compared to the leveticacetam-naive patients was likely due to the higher number of prior
AEDs used and higher baseline seizure frequency.

Elderly (65 years of age and above)
The three pivotal double-blind placebo-controlled clinical studies included 38 elderly patients aged
between 65 and 80 years. Although data are limited, the efficacy was comparable to younger subjects.

Open label extension studies

Across all studies, 81.7 % of the patients who completed randomized studies were enrolled in the
long-term open-label extension studies. From entry into the randomized studies,5.3 % of the subjects

13
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exposed to brivaracetam for 6 months (n=1,500) were seizure free compared to 4.6 % and 3.7 % for
subjects exposed for 12 months (n=1,188) and 24 months (n=847), respectively. However, as a high
proportion of subjects (26%) discontinued from the open-label studies due to lack of efficacy, a
selection bias may have occurred, as the subjects who stayed in the study responded better than those
who have terminated prematurely.

In patients who were followed up in the open-label extension studies for up to 8 years, the safety
profile was similar to that observed in the short-term, placebo-controlled studies.

Paediatric population

In children aged 2 years and older, partial onset seizures have a similar pathophysiology to those in
adolescents and adults. Experience with epilepsy medicines suggests that the results of efficacy studies
performed in adults can be extrapolated to children down to the age of 2 years provided the paediatric
dose adaptations are established and safety has been demonstrated (see sections 5.2 and 4.8). Doses in
patients from 2 years of age were defined by weight-based dose adaptations which have been
established to achieve similar plasma concentrations to the ones observed in adults taking efficacious
doses (section 5.2).

A long-term, uncontrolled, open-label safety study included children (from 1 month of age to less than
16 years) who continued treatment after completing the PK study (see section 5.2), children who
continued treatment after completing the i.v. (intravenous) safety study and children directly enrolled
into the safety study. Children who directly enrolled received a brivaracetam starting dose of

1 mg/kg/day and depending on response and tolerability, the dose was increased up to 5 mg/kg/day by
doubling the dose at weekly intervals. No child received a dose greater than 200 mg/day. For children
weighing 50 kg or greater the brivaracetam starting dose was 50 mg/day and depending on response
and tolerability, the dose was increased up to a maximum of 200 mg/day by weekly increments of

50 mg/day.

From the pooled open-label safety and PK studies in adjunctive therapy, 186 children with POS in the
age range of 1 month < 16 years of age have received brivaracetam, of whom 149 have been treated
for > 3 months, 138 for > 6 months, 123 for > 12 months, 107 for > 24 months, and 90 for

> 36 months.

The European Medicines Agency has deferred the obligation to submit the results of studies with
brivaracetam in one or more subsets of the paediatric population in epilepsy with partial onset seizures
(see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Brivaracetam film-coated tablets, oral solution and solution for intravenous injection show the same
AUC, while the maximum plasma concentration is slightly higher after intravenous administration.
Brivaracetam exhibits linear and time-independent pharmacokinetics with low intra- and inter-subject
variability, and features complete absorption, very low protein binding, renal excretion following
extensive biotransformation, and pharmacologically inactive metabolites.

Absorption

Brivaracetam is rapidly and completely absorbed after oral administration and the absolute
bioavailablity is approximately 100 %. The median tmax for tablets taken without food is 1 hour (tmax
range is 0.25 to 3 h).

Coadministration with a high-fat meal slowed down the absorption rate (median tm.x 3 h) and
decreased the maximum plasma concentration (37 % lower) of brivaracetam, while the extent of
absorption remained unchanged.

14
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Distribution
Brivaracetam is weakly bound (< 20 %) to plasma proteins. The volume of distribution is 0.5 L/kg, a
value close to that of the total body water.

Due to its lipophylicity (Log P) brivaracetam has high cell membrane permeability.

Biotransformation

Brivaracetam is primarily metabolized by hydrolysis of the amide moiety to form the corresponding
carboxylic acid (approximately 60 % the elimination), and secondarily by hydroxylation on the propyl
side chain (approximately 30 % the elimination). The hydrolysis of the amide moiety leading to the
carboxylic acid metabolite (34 % of the dose in urine) is supported by hepatic and extra-hepatic
amidase. In vitro, the hydroxylation of brivaracetam is mediated primarily by CYP2C19. Both
metabolites, are further metabolised forming a common hydroxylated acid formed predominantly by
hydroxylation of the propyl side chain on the carboxylic acid metabolite (mainly by CYP2C9). In vivo,
in human subjects possessing ineffective mutations of CYP2C19, production of the hydroxy
metabolite is decreased 10-fold while brivaracetam itself is increased by 22 % or 42 % in individuals
with one or both mutated alleles. The three metabolites are not pharmacologically active.

Elimination

Brivaracetam is eliminated primarily by metabolism and by excretion in the urine. More than 95 % of
the dose, including metabolites, is excreted in the urine within 72 hours after intake. Less than 1 % of
the dose is excreted in faeces and less than 10 % of brivaracetam is excreted unchanged in urine. The

terminal plasma half-life (t1/2) is approximately 9 hours. The total plasma clearance in patients was
estimated to 3.6 L/h.

Linearity
Pharmacokinetics is dose-proportional from 10 to at least 600 mg.

Interactions with medicinal products

Brivaracetam is cleared by multiple pathways including renal excretion, non-CYP-mediated
hydrolysis and CYP-mediated oxidations. In vitro, brivaracetam is not a substrate of human P-
glycoprotein (P-gp), multidrug resistance proteins (MRP) 1 and 2, and likely not organic anion
transporter polypeptide 1B1 (OATP1B1) and OATP1B3.

In vitro assays showed that brivaracetam disposition should not be significantly affected by CYP (eg.
CYPI1A, CYP2CS8, CYP2C9, CYP2D6 and CYP3A4) inhibitors.

In vitro, brivaracetam was not an inhibitor of the CYP1A2, CYP2A6, CYP2B6, CYP2CS8, CYP2C9,
CYP2D6, CYP3 A4, or the transporters P-gp, BCRP, BSEP MRP2, MATE-K, MATE-1, OATPI1BI,
OATP1B3, OAT1 and OCT1 at clinically relevant concentrations. In vitro, brivaracetam did not
induce CYP1A2.

Pharmacokinetics in special patient groups

Elderly (65 years of age and above)

In a study in elderly subjects (65 to79 years old; with creatinine clearance 53 to 98 ml/min/1.73 m?)
receiving brivaracetam 400 mg/day in bid administration, the plasma half-life of brivaracetam was
7.9 hours and 9.3 hours in the 65 to 75 and >75 years groups, respectively. The steady-state plasma
clearance of brivaracetam was similar (0.76 ml/min/kg) to young healthy male subjects

(0.83 ml/min/kg) (see section 4.2).
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Renal impairment

A study in subjects with severe renal impairment (creatinine clearance < 30 ml/min/1.73 m? and not
requiring dialysis) revealed that the plasma AUC of brivaracetam was moderately increased (+21 %)
relative to healthy controls, while the AUC of the acid, hydroxy and hydroxyacid metabolites were
increased 3-, 4-, and 21-fold, respectively. The renal clearance of these non active metabolites was
decreased 10-fold. The hydroxyacid metabolite did not reveal any safety concerns in non clinical
studies. Brivaracetam has not been studied in patients undergoing hemodialysis (see section 4.2).

Hepatic impairment

A pharmacokinetic study in subjects with hepatic cirrhosis (Child-Pugh classes A, B, and C) showed
similar increases in exposure to brivaracetam irrespective of disease severity (50 %, 57 % and 59 %),
relative to matched healthy controls. (see section 4.2).

Body weight
A 40 % decrease in steady-state plasma concentration has been estimated across a body weight range
from 46 kg to 115 kg. However, this is not considered to be a clinically relevant difference.

Gender
There are no clinically relevant differences in the pharmacokinetics of brivaracetam by gender.

Race

The pharmacokinetics of brivaracetam was not significantly affected by race (Caucasian, Asian) in a
population pharmacokinetic modeling from epilepsy patients. The number of patients with other ethnic
background was limited.

Pharmacokinetic/pharmacodynamics relationship

The EC50 (brivaracetam plasma concentration corresponding to 50 % of the maximum effect) was
estimated to be 0.57 mg/L. This plasma concentration is slightly above the median exposure obtained
after brivaracetam doses of 50 mg/day. Further seizure frequency reduction is obtained by increasing
the dose to 100 mg/day and reaches a plateau at 200 mg/day.

Paediatric population

In a pharmacokinetic study with a 3-week evaluation period and weekly fixed 3-step up-titration using
the brivaracetam oral solution, 99 subjects aged 1 month to < 16 years were evaluated. Brivaracetam
was administered at weekly increasing doses of approximately 1 mg/kg/day, 2 mg/kg/day, and

4 mg/kg/day. All doses were adjusted by body weight, and did not exceed a maximum of 50 mg/day,
100 mg/day, and 200 mg/day. At the end of the evaluation period, subjects may have been eligible for
entry into a long-term follow-up study continuing on their last received dose (see section 4.8). Plasma
concentrations were shown to be dose-proportional in all age groups. Population pharmacokinetics
modeling was performed based on sparse plasma concentration data collected in the 3-week PK study
and the ongoing long-term follow-up study. 232 paediatric patients with epilepsy, aged 2 months to
17 years, were included in the analysis. The analysis indicated that doses of 5.0 (body weights 10-

20 kg) and 4.0 mg/kg/day (body weights 20-50 kg) provide the same steady-state average plasma
concentration as in adults receiving 200 mg/day. The estimated plasma clearance was 0.96 L/h,

1.61 L/h, 2.18 L/h and 3.19 L/h for children weighing 10 kg, 20 kg, 30 kg and 50 kg, respectively. In
comparison, plasma clearance was estimated at 3.58 L/h in adult patients (70 kg body weight).
Currently, no clinical data are available in neonates.

5.3 Preclinical safety data
In safety pharmacology studies, the predominant effects were CNS related (mainly transient CNS
depression and decreased spontaneous locomotor activity) seen at multiples (greater than 50 fold) of

the pharmacologically active dose of brivaracetam, 2 mg/kg. Learning and memory function were not
affected.
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Findings not observed in clinical studies, but seen in the repeated-dose toxicology dog studies at
exposure similar to the clinical plasma AUC, were hepatotoxic effects (mainly porphyria). However,
toxicological data accumulated on brivaracetam and on a structurally-related compound indicate that
the dog liver changes have developed through mechanisms not relevant for humans. No adverse liver
changes were seen in rats and monkeys following chronic administration of brivaracetam at 5- and 42-
fold the clinical AUC exposure. In monkeys, CNS signs (prostrate, loss of balance, clumsy
movements) occurred at 64 fold the clinical Crax, these effects being less apparent over time.

Genotoxicity studies have not detected any mutagenic or clastogenic activity. Carcinogenicity studies
did not indicate any oncogenic potential in rats, whereas increased incidences of hepatocellular tumors
in male mice are considered to result of a non-genotoxic, mode of action linked to a phenobarbitone-
like liver enzyme induction, which is a known rodent specific phenomenon.

Brivaracetam did not affect male or female fertility and has demonstrated no teratogenic potential in
either rat or rabbit. Embryotoxicity was observed in rabbits at a maternal toxic dose of brivaracetam
with an exposure level 8-fold the clinical AUC exposure at the maximum recommended dose. In rats,
brivaracetam was shown to readily cross the placenta and to be excreted in milk of lactating rats with
concentrations similar to maternal plasma levels.

Brivaracetam did not show any dependence potential in rats.

Juvenile animals studies

In juvenile rats, brivaracetam exposure levels 6- to 15-fold the clinical AUC exposure at the maximum
recommended dose induced developmental adverse effects (i.e. mortality, clinical signs, decreased
body weight and lower brain weight). There were no adverse effects on CNS function,
neuropathological and brain histopathological examination. In juvenile dogs, the brivaracetam-induced
changes at the exposure level 6- fold the clinical AUC were similar to those observed in adult animals.
There were no adverse effects in any of the standard developmental or maturation endpoints.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
Core

Croscarmellose sodium,
Lactose monohydrate
Betadex

Lactose anhydrous
Magnesium stearate

Coating

Briviact 10 mg film-coated tablets
Poly(vinyl alcohol)

Titanium dioxide (E171)
Macrogol (3350)

Talc

Briviact 25 mg film-coated tablets
Poly(vinyl alcohol)

Titanium dioxide (E171)
Macrogol (3350)

Talc

Iron oxide yellow (E172)
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Iron oxide black (E172)

Briviact 50 mg film-coated tablets
Poly(vinyl alcohol)

Titanium dioxide (E171)
Macrogol (3350)

Talc

Iron oxide yellow (E172)

Iron oxide red (E172)

Briviact 75 mg film-coated tablets
Poly(vinyl alcohol)

Titanium dioxide (E171)
Macrogol (3350)

Talc

Iron oxide yellow (E172)

Iron oxide red (E172)

Iron oxide black (E172)

Briviact 100 mg film-coated tablets
Poly(vinyl alcohol)

Titanium dioxide (E171)

Macrogol (3350)

Talc

Iron oxide yellow (E172)
Iron oxide black (E172)

6.2 Incompatibilities
Not applicable
6.3  Shelf life
4 years.
6.4 Special precautions for storage
This medicinal product does not require any special storage conditions.
6.5 Nature and contents of container
Briviact 10 mg film-coated tablets
e Packs of 14, 56 film-coated tablets and multipacks containing 168 (3 packs of 56) film-coated

tablets in PVC/PCTFE - Aluminium blisters
e Packsof14x 1 and 100 x 1 film-coated tablets in PVC/PCTFE - Aluminium blisters

Briviact 25 mg film-coated tablets
e Packs of 14, 56 film-coated tablets and multipacks containing 168 (3 packs of 56) film-coated
tablets in PVC/PCTFE - Aluminium blisters
e Packs of 14 x 1 and 100 x 1 film-coated tablets in PVC/PCTFE - Aluminium blisters

Briviact 50 mg film-coated tablets
e Packs of 14, 56 film-coated tablets and multipacks containing 168 (3 packs of 56) film-coated
tablets in PVC/PCTFE - Aluminium blisters
e Packs of 14 x 1 and 100 x 1 film-coated tablets in PVC/PCTFE - Aluminium blisters
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Briviact 75 mg film-coated tablets
e Packs of 14, 56 film-coated tablets and multipacks containing 168 (3 packs of 56) film-coated
tablets in PVC/PCTFE - Aluminium blisters
e Packs of 14 x 1 and 100 x 1 film-coated tablets in PVC/PCTFE - Aluminium blisters

Briviact 100 mg film-coated tablets
e Packs of 14, 56 film-coated tablets and multipacks containing 168 (3 packs of 56) film-coated
tablets in PVC/PCTFE - Aluminium blisters
e Packs of 14 x 1 and 100 x 1 film-coated tablets in PVC/PCTFE - Aluminium blisters

Not all pack sizes may be marketed.
6.6  Special precautions for disposal
No special requirements.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

UCB Pharma S.A.

Allée de la Recherche 60
B-1070 Bruxelles
Belgium

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1073/001
EU/1/15/1073/002
EU/1/15/1073/003
EU/1/15/1073/004
EU/1/15/1073/005
EU/1/15/1073/006
EU/1/15/1073/007
EU/1/15/1073/008
EU/1/15/1073/009
EU/1/15/1073/010
EU/1/15/1073/011
EU/1/15/1073/012
EU/1/15/1073/013
EU/1/15/1073/014
EU/1/15/1073/015
EU/1/15/1073/016
EU/1/15/1073/017
EU/1/15/1073/018
EU/1/15/1073/019
EU/1/15/1073/020
EU/1/15/1073/023
EU/1/15/1073/024
EU/1/15/1073/025
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9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 14 January 2016

Date of latest renewal: 9 October 2020

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http:/www.ema.europa.eu.
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1. NAME OF THE MEDICINAL PRODUCT

Briviact 10 mg/ml solution for injection/infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each ml contains 10mg brivaracetam
Each 5 ml vial contains 50 mg brivaracetam

Excipient(s) with known effect:
Each ml of solution for injection/infusion contains 3.8 mg sodium.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Solution for injection/infusion (injection/infusion)
Clear, colourless, solution.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Briviact is indicated as adjunctive therapy in the treatment of partial onset seizures with or without
secondary generalisation in adults, adolescents and children from 2 years of age with epilepsy.

4.2 Posology and method of administration

Posology

Brivaracetam solution for injection/infusion is an alternative route of administration for patients when
oral administration is temporarily not feasible. There is no experience with twice daily intravenous
administration of brivaracetam for a period longer than 4 days.

The recommended posology for adults, adolescents and children from 2 years of age is summarised in
the following table. The dose should be administered in two equally divided doses, approximately
12 hours apart.

Recommended starting dose Recommended maintenance Therapeutic dose range*
dose

Adolescents and children weighing 50 kg or more, and adults

50 mg/day (or 100 mg/day)** 100 mg/day 50 - 200 mg/day

Adolescents and children weighing from 20 kg to less than 50 kg

1 mg/kg/day (up to 2 mg/kg/day)** 2 mg/kg/day 1 — 4 mg/kg/day

Children weighing from 10 kg to less than 20 kg

1 mg/kg/day (up to 2.5 mg/kg/day)** | 2.5 mg/kg/day 1 — 5 mg/kg/day

* Based on individual patient response, the dose may be adjusted between this effective dose range.
** Based on physician’s assessment of need for seizure control
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Adults

Brivaracetam may be initiated with either intravenous or oral administration. When converting from
oral to intravenous administration or vice versa, the total daily dose and frequency of administration
should be maintained.

The recommended starting dose is either 50 mg/day or 100 mg/day based on physician’s assessment of
required seizure reduction versus potential side effects. Based on individual patient response and
tolerability, the dose may be adjusted in the effective dose range of 50 mg/day to 200 mg/day.

Adolescents and children weighing 50 kg or more

The recommended starting dose is 50 mg/day. Brivaracetam may also be initiated at 100 mg/day based
on physician’s assessment of need for seizure control. The recommended maintenance dose is

100 mg/day. Based on individual patient response, the dose may be adjusted in the effective dose
range of 50 mg/day to 200 mg/day.

Adolescents and children weighing from 20 kg to less than 50 kg

The recommended starting dose is 1 mg/kg/day. Brivaracetam may also be initiated at doses up to

2 mg/kg/day based on physician’s assessment of need for seizure control. The recommended
maintenance dose is 2 mg/kg/day. Based on individual patient response, the dose may be adjusted in
the effective dose range of 1 mg/kg/day to 4 mg/kg/day.

Children weighing from 10 kg to less than 20 kg

The recommended starting dose is 1 mg/kg/day. Brivaracetam may also be initiated at doses up to

2.5 mg/kg/day based on physician’s assessment of need for seizure control. The recommended
maintenance dose is 2.5 mg/kg/day. Based on individual patient response, the dose may be adjusted in
the effective dose range of 1 mg/kg/day to 5 mg/kg/day.

Missed doses

If patients missed one dose or more, it is recommended that they take a single dose as soon as they
remember and take the following dose at the usual morning or evening time. This may avoid the
brivaracetam plasma concentration falling below the efficacy level and prevent breakthrough seizures
from occurring.

Discontinuation

For patients from 16 years of age, if brivaracetam has to be discontinued, it is recommended that the
dose is reduced gradually by 50 mg/day on a weekly basis.

For patients below the age of 16 years, if brivaracetam has to be discontinued, it is recommended that
the dose is reduced by a maximum of half the dose every week until a dose of 1 mg/kg/day (for
patients with a body weight less than 50 kg) or 50 mg/day (for patients with body weight of 50 kg or
more) is reached.

After 1 week of treatment at 50 mg/day, a final week of treatment at the dose of 20 mg/day is
recommended.

Special populations

Elderly (65 years of age and above)
No dose adjustment is needed in elderly patients (see section 5.2).
The clinical experience in patients > 65 years is limited.

Renal impairment

No dose adjustment is needed in patients with impaired renal function (see section 5.2). Brivaracetam
is not recommended in end-stage renal disease patients undergoing dialysis due to lack of data.
Based on data in adults, no dose adjustment is necessary in paediatric patients with impaired renal
function. No clinical data are available in paediatric patients with renal impairment.

Hepatic impairment
Exposure to brivaracetam was increased in adult patients with chronic liver disease.
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In patients with hepatic impairment, the following adjusted doses, administered in 2 divided doses,
approximately 12 hours apart, are recommended for all stages of hepatic impairment (see sections 4.4
and 5.2). No clinical data are available in paediatric patients with hepatic impairment.

Age and body weight Recommended starting | Recommended
dose maximum daily dose
Adolescents and children weighing 50 kg or 50 mg/day 150 mg/day
more, and adults
Adolescents and children weighing from 20 kg to | 1 mg/kg/day 3 mg/kg/day
less than 50 kg
Children weighing from 10 kg to less than 20 kg | 1 mg/kg/day 4 mg/kg/day

Paediatric patients less than 2 years of age

The efficacy of brivaracetam in paediatric patients aged less than 2 years has not yet been established.
Currently available data are described in section 4.8, 5.1, and 5.2 but no recommendation on a
posology can be made.

Method of administration

- Intravenous bolus: brivaracetam may be administered as an intravenous bolus without dilution.

- Intravenous infusion: brivaracetam may be diluted in a compatible diluent and administered as a
15-minute intravenous infusion (see section 6.6). This medicinal product must not be mixed
with other medicinal products.

Brivaracetam bolus injection or intravenous infusion has not been studied in acute conditions; e.g.
status epilepticus and is therefore not recommended for such conditions.

4.3 Contraindications

Hypersensitivity to the active substance or other pyrrolidone derivatives or to any of the excipients
listed in section 6.1.

4.4 Special warnings and precautions for use

Suicidal ideation and behaviour

Suicidal ideation and behaviour have been reported in patients treated with anti-epileptic drugs
(AEDs), including brivaracetam, in several indications. A meta-analysis of randomized placebo-
controlled clinical studiesof AEDs has also shown a small increased risk of suicidal ideation and
behaviour. The mechanism of this risk is not known and the available data do not exclude the
possibility of an increased risk for brivaracetam.

Patients should be monitored for signs of suicidal ideation and behaviours and appropriate treatment
should be considered. Patients (and caregivers of patients) should be advised to seek medical advice
should any signs of suicidal ideation or behaviour emerge. See also section 4.8, paediatric data.

Hepatic impairment

There are limited clinical data on the use of brivaracetam in patients with pre-existing hepatic
impairment. Dose adjustments are recommended for patients with hepatic impairment (see section
4.2).

Excipients

This medicinal product contains 19.1 mg sodium per vial, equivalent to 1 % of the WHO
recommended maximum daily intake of 2 g sodium for an adult.
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4.5 Interaction with other medicinal products and other forms of interaction
Formal interaction studies have only been performed in adults.

Pharmacodynamic interactions

Concomitant treatment with levetiracetam

In the clinical studies, although the numbers were limited, there was no observed benefit of
brivaracetam versus placebo in patients taking levetiracetam concurrently. No additional safety or
tolerability concern was observed (see section 5.1).

Interaction with alcohol

In a pharmacokinetic and pharmacodynamic interaction study between brivaracetam 200 mg single
dose and ethanol 0.6 g/L continuous infusion in healthy subjects, there was no pharmacokinetic
interaction, but brivaracetam approximately doubled the effect of alcohol on psychomotor function,
attention and memory. Intake of brivaracetam with alcohol is not recommended.

Pharmacokinetic interactions

Effects of other medicinal products on the pharmacokinetics of brivaracetam

In vitro data suggest that brivaracetam has a low interaction potential. The main disposition pathway
of brivaracetam is by CYP-independent hydrolysis. A second disposition pathway involves
hydroxylation mediated by CYP2C19 (see section 5.2).

Brivaracetam plasma concentrations may increase when coadministered with CYP2C19 strong
inhibitors (e.g. fluconazole, fluvoxamine), but the risk of a clinically relevant CYP2C19-mediated
interaction is considered to be low. Limited clinical data are available implying that coadministration
of cannabidiol may increase the plasma exposure of brivaracetam, possibly through CYP2C19
inhibition, but the clinical relevance is uncertain.

Rifampicin

In healthy subjects, coadministration with the strong enzyme inducer rifampicin (600 mg/day for
5 days), decreased brivaracetam area under the plasma concentration curve (AUC) by

45 %. Prescribers should consider adjusting the brivaracetam dose in patients starting or ending
treatment with rifampicin.

Strong enzyme inducing AEDs
Brivaracetam plasma concentrations are decreased when coadministered with strong enzyme inducing
AEDs (carbamazepine, phenobarbital, phenytoin) but no dose adjustment is required (see table 1).

Other enzyme inducers

Other strong enzyme inducers (such as St John’s wort (Hypericum perforatum)) may also decrease the
systemic exposure of brivaracetam. Therefore, starting or ending treatment with St John’s wort should
be done with caution.

Effects of brivaracetam on other medicinal products
Brivaracetam given 50 or 150 mg/day did not affect the AUC of midazolam (metabolised by
CYP3A4). The risk of clinically relevant CYP3 A4 interactions is considered to be low.

In vitro studies have shown that brivaracetam exhibits little or no inhibition of CYP450 isoforms
except for CYP2C19. Brivaracetam may increase plasma concentrations of medicinal products
metabolised by CYP2C19 (e.g. lanzoprazole, omeprazole, diazepam). When tested in vitro
brivaracetam did not induce CYP1A1/2 but induced CYP3A4 and CYP2B6. No CYP3A4 induction
was found in vivo (see midazolam above). CYP2B6 induction has not been investigated in vivo and
brivaracetam may decrease plasma concentrations of medicinal products metabolised by CYP2B6
(e.g. efavirenz). In vitro, interaction studies to determine the potential inhibitory effects on transporters
concluded that there were no clinically relevant effects, except for OAT3. In vitro, brivaracetam
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inhibits OAT3 with a half maximal inhibitory concentration 42-fold higher than the Cpay at the highest
clinical dose. Brivaracetam 200mg/day may increase plasma concentrations of medicinal products
transported by OAT3.

Antiepileptic drugs

Potential interactions between brivaracetam (50 mg/day to 200 mg/day) and other AEDs were
investigated in a pooled analysis of plasma drug concentrations from all phase 2-3 studies in a
population pharmacokinetic analysis of placebo-controlled phase 2-3 clinical studies, and in dedicated
drug-drug interaction studies (for the following AEDs: carbamazepine, lamotrigine, phenytoin and
topiramate). The effect of the interactions on the plasma concentration is summarised in table 1
(increase is indicated as “1” and decrease as “|”, area under the plasma concentration versus time
curve as “AUC”, maximum observed concentration as Cmax).

Table 1: Pharmacokinetic interactions between brivaracetam and other AEDs

AED coadministered | Influence of AED on brivaracetam | Influence of brivaracetam on
plasma concentration AED plasma concentration
Carbamazepine AUC29% | Carbamazepine - None
Crax 13% | Carbamazepine-epoxide 1
No dose adjustment required (See below)
No dose adjustment required.
Clobazam No data available None
Clonazepam No data available None
Lacosamide No data available None
Lamotrigine None None
Levetiracetam None None
Oxcarbazepine None None (monohydroxy derivative,
MHD)
Phenobarbital AUC19% | None
No dose adjustment required
Phenytoin AUC21 % | None
No dose adjustment required *AUC 20% 1
* Cmax20% 1
Pregabalin No data available None
Topiramate None None
Valproic acid None None
Zonisamide No data available None

2 based on a study involving the administration of a supratherapeutic dose of 400 mg/day brivaracetam

Carbamazepine

Brivaracetam is a moderate reversible inhibitor of epoxide hydrolase resulting in an increased
concentration of carbamazepine epoxide, an active metabolite of carbamazepine. In controlled clinical
studies, the carbamazepine epoxide plasma concentration increased by a mean of 37 %, 62 % and

98 % with little variability at brivaracetam doses of 50 mg/day, 100 mg/day and 200 mg/day
respectively. No safety risks were observed. There was no additive effect of brivaracetam and
valproate on the AUC of carbamazepine epoxide.

Oral contraceptives

Co-administration of brivaracetam (100 mg/day) with an oral contraceptive containing ethinylestradiol
(0.03 mg) and levonorgestrel (0.15 mg) did not influence the pharmacokinetics of either substance.
When brivaracetam was coadministered at a dose of 400 mg/day (twice the recommended maximum
daily dose) with an oral contraceptive containing ethinylestradiol (0.03 mg) and levonorgestrel

(0.15 mg), a reduction in oestrogen and progestin AUCs of 27 % and 23 %, respectively, was observed
without impact on suppression of ovulation. There was generally no change in the concentration-time
profiles of the endogenous markers estradiol, progesterone, luteinizing hormone (LH), follicle
stimulating hormone (FSH), and sex hormone binding globulin (SHBG).
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4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Physicians should discuss family planning and contraception with women of childbearing potential
taking brivaracetam (see Pregnancy).
If a woman decides to become pregnant, the use of brivaracetam should be carefully re-evaluated.

Pregnancy

Risk related to epilepsy and antiepileptic medicinal products in general

For all anti-epileptic drugs, it has been shown that in the offspring of treated women with epilepsy, the
prevalence of malformations is two to three times greater than the rate of approximately 3 % in the
general population. In the treated population, an increase in malformations has been noted with
polytherapy; however, the extent to which the treatment and/or the underlying condition is responsible
has not been elucidated. Discontinuation of anti-epileptic treatments may result in exacerbation of the
disease which could be harmful to the mother and the foetus.

Risk related to brivaracetam

There is a limited amount of data from the use of brivaracetam in pregnant women. There is no data on
placental transfer in humans, but brivaracetam was shown to readily cross the placenta in rats (see
section 5.3). The potential risk for humans is unknown. Animal studies did not detect any teratogenic
potential of brivaracetam (see section 5.3).

In clinical studies, brivaracetam was used as adjunctive therapy and when it was used with
carbamazepine, it induced a dose-related increase in the concentration of the active metabolite,
carbamazepine-epoxide (see section 4.5). There is insufficient data to determine the clinical
significance of this effect in pregnancy.

As a precautionary measure, brivaracetam should not be used during pregnancy unless clinically
necessary i.e. (if the benefit to the mother clearly outweighs the potential risk to the foetus).

Breast-feeding

Brivaracetam is excreted in human breast milk. A decision should be made whether to discontinue
breastfeeding or to discontinue brivaracetam, taking into account the benefit of the medicinal product
to the mother. In case of co-administration of brivaracetam and carbamazepine, the amount of
carbamazepine-epoxide excreted in breast milk could increase. There is insufficient data to determine
the clinical significance.

Fertility

No human data on the effect of brivaracetam on fertility are available. In rats, there was no effect on
fertility with brivaracetam (see section 5.3).

4.7 Effects on ability to drive and use machines

Brivaracetam has minor or moderate influence on the ability to drive and use machines.

Due to possible differences in individual sensitivity some patients might experience somnolence,
dizziness, and other central nervous system (CNS) related symptoms. Patients should be advised not to

drive a car or to operate other potentially hazardous machines until they are familiar with the effects of
brivaracetam on their ability to perform such activities.
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4.8 Undesirable effects

Summary of the safety profile

The most frequently reported adverse reactions (>10%) with brivaracetam treatment were: somnolence
(14.3 %) and dizziness (11.0 %). They were usually mild to moderate in intensity. Somnolence and
fatigue were reported at a higher incidence with increasing dose.

The discontinuation rate due to adverse reactions was 3.5 %, 3.4 % and 4.0 % for patients randomized
to brivaracetam at respectively the dose of 50 mg/day, 100 mg/day and 200 mg/day and 1.7 % for
patients randomized to placebo. The adverse reactions most frequently resulting in discontinuation of
brivaracetam therapy were dizziness (0.8 %) and convulsion (0.8 %).

Tabulated list of adverse reactions

In the table below, adverse reactions, which were identified based on review of the three placebo-
controlled, fixed-dose studies safety database in subjects > 16 years of age, are listed by System Organ
Class and frequency.

The frequencies are defined as follows: very common (> 1/10), common (> 1/100 to < 1/10),
uncommon (= 1/1,000 to < 1/100). Within each frequency grouping, undesirable effects are presented
in order of decreasing seriousness.

System organ class Frequency Adverse reactions from clinical studies

Infections and Common Influenza

infestations

Blood and lymphatic Uncommon Neutropenia

system disorders

Immune system disorders | Uncommon Type I hypersensitivity

Metabolism and nutrition | Common Decreased appetite

disorders

Psychiatric disorders Common Depression, anxiety, insomnia, irritability
Uncommon Suicidal ideation, psychotic disorder,

aggression, agitation

Nervous system disorders

Very common

Dizziness, somnolence

Common Convulsion, vertigo
Respiratory, thoracic and | Common Upper respiratory tract infections, cough
mediastinal disorders
Gastrointestinal Common Nausea, vomiting, constipation
disorders
General disorders and Common Fatigue

administration site
conditions

Description of selected adverse reactions

Neutropenia has been reported in 0.5 % (6/1,099) brivaracetam patients and 0 % (0/459) placebo
patients. Four of these subjects had decreased neutrophil counts at baseline, and experienced
additional decrease in neutrophil counts after initiation of brivaracetam treatment. None of the 6 cases
of neutropenia were severe, required any specific treatment or led to discontinuation of brivaracetam
and none had associated infections.

Suicidal ideation has been reported in 0.3 % (3/1,099) brivaracetam patients and 0.7 % (3/459)
placebo patients. In the short-term clinical studies of brivaracetam in epilepsy patients, there were no
cases of completed suicide and suicide attempt, however both have been reported in open-label
extension studies(see section 4.4).
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Reactions suggestive of immediate (Type I) hypersensitivity have been reported in a small number of
brivaracetam patients (9/3022) during clinical development.

Adverse reactions with intravenous administration generally appeared to be similar to those observed
with oral administration. Intravenous administration was associated with infusion site pain in 2.8 % of

the patients.

Paediatric population

The safety profile of brivaracetam observed in children from 1 month of age was consistent with the
safety profile observed in adults. In the open label, uncontrolled, long-term studies suicidal ideation
was reported in 4.7 % of paediatric patients (assessed from 6 years onwards, more common in
adolescents) compared with 2.4 % of adults and behavioural disorders were reported in 24.8 % of
paediatric patients compared with 15.1 % of adults. The majority of events were mild or moderate in
intensity, were non-serious, and did not lead to discontinuation of study drug. An additional adverse
reaction reported in children was psychomotor hyperactivity (4.7 %).

No specific pattern of adverse event (AE) was identified in children from 1°month to < 4eyears of age
when compared to older paediatric age groups. No significant safety information was identified
indicating the increasing incidence of a particular AE in this age group. As data available in children
younger than 2 years of age is limited, brivaracetam is not indicated in this age range. Limited clinical
data are available in neonates.

Elderly

Of the 130 elderly subjects enrolled in the brivaracetam phase 2/3 development program (44 with
epilepsy), 100 were 65-74 years of age and 30 were 75-84 years of age. The safety profile in elderly
patients appears to be similar to that observed in younger adult patients.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

Symptoms

There is limited clinical experience with brivaracetam overdose in humans. Somnolence and dizziness
have been reported in a healthy subject taking a single dose of 1,400 mg of brivaracetam.

The following adverse reactions were reported with brivaracetam overdose: nausea, vertigo, balance
disorder, anxiety, fatigue, irritability, aggression, insomnia, depression, and suicidal ideation in the
post-marketing experience. In general, the adverse reactions associated with brivaracetam overdose
were consistent with the known adverse reactions.

Management of overdose

There is no specific antidote for overdose with brivaracetam. Treatment of an overdose should include
general supportive measures. Since less than 10 % of brivaracetam is excreted in urine, haemodialysis
is not expected to significantly enhance brivaracetam clearance (see section 5.2).
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5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: antiepileptics, other antiepileptics, ATC code: NO3AX23

Mechanism of action

Brivaracetam displays a high and selective affinity for synaptic vesicle protein 2A (SV2A), a
transmembrane glycoprotein found at presynaptic level in neurons and in endocrine cells. Although
the exact role of this protein remains to be elucidated it has been shown to modulate exocytosis of
neurotransmitters. Binding to SV2A is believed to be the primary mechanism for brivaracetam
anticonvulsant activity.

Clinical efficacy and safety

The efficacy of brivaracetam for the adjunctive therapy of partial onset seizures (POS) was established
in 3 randomized, double-blind, placebo-controlled, fixed-dose, multi-center clinical studies in subjects
16 years of age and older. The daily dose of brivaracetam ranged from 5 to 200 mg/day across these
studies. All studies had an 8-week baseline period followed by a 12-week treatment period with no up-
titration. 1,558 patients received study drug of which 1,099 received brivaracetam. Study enrollment
criteria required that patients have uncontrolled POS despite treatment with either 1 or 2 concomitant
AEDs. Patients were required to have at least 8 POS during the baseline period. The primary endpoints
in the phase 3 studies were the percent reduction in POS frequency over placebo and the 50 %
responder rate based on 50 % reduction in POS frequency from baseline.

The most commonly taken AEDs at the time of study entry were carbamazepine (40.6 %), lamotrigine
(25.2 %), valproate (20.5 %), oxcarbazepine (16.0 %), topiramate (13.5 %), phenytoin (10.2 %) and
levetiracetam (9.8 %). The median baseline seizure frequency across the 3 studies was 9 seizures per
28 days. Patients had a mean duration of epilepsy of approximately 23 years.

The efficacy outcomes are summarized in Table 2. Overall, brivaracetam was efficacious for the
adjunctive treatment of partial onset seizures in patients 16 years of age and older between 50 mg/day
and 200 mg/day.

Table 2: Key Efficacy Outcomes for Partial Onset Seizure Frequency per 28 Days

Study Placebo Brivaracetam

* Statistically significant (p-value)

50 mg/day | 100 mg/day | 200 mg/day

Study N01253"

n= 96 n= 101
50 % Responder rate 16.7 32.7° ~ ~
(p=0.008)
Percent reduction over placebo (%) NA 22.0° ~ ~
(p=0.004)
Study N012520
n=100 n=99 n=100
50 % Responder rate 20.0 27.3 36.0@ ~
(p=0.372) (p=0.023)
Percent reduction over placebo (%) NA 9.2 20.5@ ~
(p=0.274) (p=0.010)
Study N01358
n=259 n=252 n =249
50% Responder rate 21.6 ~ 38.9° 37.8°
(»<0.001) (»<0.001)
Percent reduction over placebo (%) NA ~ 22.8" 232"
($<0.001) ($<0.001)

n = randomised patients who received at least 1 dose of study medication
~ Dose not studied
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" Statistically significant

() Approximately 20 % of the patients were on concomitant levetiracetam

@ The primary outcome for N01252 did not achieve statistical significance based on the sequential
testing procedure, The 100 mg/day dose was nominally significant.

In clinical studies, a reduction in seizure frequency over placebo was higher with the dose of

100 mg/day than with 50 mg/day. Apart from dose-dependent increases in incidences of somnolence
and fatigue, brivaracetam 50 mg/day and 100 mg/day had a similar safety profile including CNS-
related AEs and with long-term use.

Figure 1 shows the percentage of patients (excluding patients with concomitant levetiracetam) by
category of reduction from baseline in POS frequency per 28 days in all 3 studies. Patients with more
than a 25 % increase in POS are shown at left as “worse”. Patients with an improvement in percent
reduction in baseline POS frequency are shown in the 4 right-most categories. The percentages of
patients with at least a 50 % reduction in seizure frequency were 20.3 %, 34.2 %, 39.5 %, and 37.8 %
for placebo, 50 mg/day, 100 mg/day, and 200 mg/day, respectively.

Figure 1:  Proportion of patients by category of seizure response for brivaracetam and placebo over
12 weeks across all three double-blind pivotal clinical studies

In a pooled analysis of the three pivotal clinical studies, no differences in efficacy (measured as 50 %
responder rate) was observed within the dose range of 50 mg/day to 200 mg/day when brivaracetam is
combined with inducing or non-inducing AEDs. In clinical studies 2.5 % (4/161), 5.1 % (17/332) and
4.0% (10/249) of the patients on brivaracetam 50 mg/day, 100 mg/day and 200 mg/day respectively
became seizure free during the 12-week treatment period compared with 0.5 % (2/418) on placebo.

Improvement in the median percent reduction in seizure frequency per 28 days has been observed in
patients with type IC seizure (secondary generalized tonic-clonic seizures) at baseline treated with
brivaracetam (66.6 % (n=62), 61.2 % (n=100) and 82.1 % (n=75) of the patients on brivaracetam
50 mg/day, 100 mg/day and 200 mg/day respectively as compared to placebo 33.3 % (n=115)).

The efficacy of brivaracetam in monotherapy has not been established. Brivaracetam is not
recommended for use in monotherapy.
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Treatment with levetiracetam

In two phase 3 randomised placebo-controlled clinical studies, levetiracetam was administered as
concomitant AED in about 20 % of the patients. Although the number of subjects is limited, there was
no observed benefit of brivaracetam versus placebo in patients taking levetiracetam concurrently
which may reflect competition at the SV2A binding site. No additional safety or tolerability concerns
were observed.

In a third study, a pre-specified analysis demonstrated efficacy over placebo for 100 mg/day and 200
mg/day in patients with prior exposure to levetiracetam. The lower efficacy observed in these patients
compared to the leveticacetam-naive patients was likely due to the higher number of prior AEDs used
and higher baseline seizure frequency.

Elderly (65 years of age and above)
The three pivotal double-blind placebo-controlled clinical studies included 38 elderly patients aged
between 65 and 80 years. Although data are limited, the efficacy was comparable to younger subjects.

Open label extension studies

Across all studies, 81.7 % of the patients who completed randomized studies were enrolled in the
long-term open-label extension studies. From entry into the randomized studies,5.3 % of the subjects
exposed to brivaracetam for 6 months (n=1,500) were seizure free compared to 4.6 % and 3.7 % for
subjects exposed for 12 months (n=1,188) and 24 months (n=847), respectively. However, as a high
proportion of subjects (26%) discontinued from the open-label studies due to lack of efficacy, a
selection bias may have occurred, as the subjects who stayed in the study responded better than those
who have terminated prematurely.

In patients who were followed up in the open-label extension studies for up to 8 years, the safety
profile was similar to that observed in the short-term, placebo-controlled clinical studies.

Paediatric population

In children aged 2 years and older, partial onset seizures have a similar pathophysiology to those in
adolescents and adults. Experience with epilepsy medicines suggests that the results of efficacy studies
performed in adults can be extrapolated to children down to the age of 2 years provided the paediatric
dose adaptations are established and safety has been demonstrated (see sections 5.2 and 4.8). Doses in
patients from 2 years of age were defined by weight-based dose adaptations which have been
established to achieve similar plasma concentrations to the ones observed in adults taking efficacious
doses (section 5.2).

A long-term, uncontrolled, open-label safety study included children (from 1 month of age to less than
16 years) who continued treatment after completing the PK study (see section 5.2), children who
continued treatment after completing the i.v. (intravenous) safety study and children directly enrolled
into the safety study. Children who directly enrolled received a brivaracetam starting dose of

1 mg/kg/day and depending on response and tolerability, the dose was increased up to 5 mg/kg/day by
doubling the dose at weekly intervals. No child received a dose greater than 200 mg/day. For children
weighing 50 kg or greater the brivaracetam starting dose was 50 mg/day and depending on response
and tolerability, the dose was increased up to a maximum of 200 mg/day by weekly increments of

50 mg/day.

From the pooled open-label safety and PK studies in adjunctive therapy, 186 children with POS in the
age range of 1 month < 16 years of age have received brivaracetam, of whom 149 have been treated
for > 3 months, 138 for > 6 months, 123 for > 12 months, 107 for > 24 months, and 90 for

> 36 months.

The European Medicines Agency has deferred the obligation to submit the results of studies with

brivaracetam in one or more subsets of the paediatric population in epilepsy with partial onset seizures
(see section 4.2 for information on paediatric use).
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5.2 Pharmacokinetic properties

Brivaracetam film-coated tablets, oral solution and solution for intravenous injection show the same
AUC, while the maximum plasma concentration is slightly higher after intravenous administration.
Brivaracetam exhibits linear and time-independent pharmacokinetics with low intra- and inter-subject
variability, and features complete absorption, very low protein binding, renal excretion following
extensive biotransformation, and pharmacologically inactive metabolites.

Absorption

Brivaracetam is rapidly and completely absorbed after oral administration and the absolute
bioavailablity is approximately 100 %. The median tm.. for tablets taken without food is 1 hour (tmax
range is 0.25 to 3 h).

Coadministration with a high-fat meal slowed down the absorption rate (median tm.x 3 h) and
decreased the maximum plasma concentration (37 % lower) of brivaracetam, while the extent of
absorption remained unchanged.

Distribution
Brivaracetam is weakly bound (< 20 %) to plasma proteins. The volume of distribution is 0.5 L/kg, a
value close to that of the total body water.

Due to its lipophylicity (Log P) brivaracetam has high cell membrane permeability.

Biotransformation

Brivaracetam is primarily metabolized by hydrolysis of the amide moiety to form the corresponding
carboxylic acid (approximately 60 % the elimination), and secondarily by hydroxylation on the propyl
side chain (approximately 30 % the elimination). The hydrolysis of the amide moiety leading to the
carboxylic acid metabolite (34 % of the dose in urine) is supported by hepatic and extra-hepatic
amidase. In vitro, the hydroxylation of brivaracetam is mediated primarily by CYP2C19. Both
metabolites, are further metabolised forming a common hydroxylated acid formed predominantly by
hydroxylation of the propyl side chain on the carboxylic acid metabolite (mainly by CYP2C9). In vivo,
in human subjects possessing ineffective mutations of CYP2C19, production of the hydroxy
metabolite is decreased 10-fold while brivaracetam itself is increased by 22 % or 42 % in individuals
with one or both mutated alleles. The three metabolites are not pharmacologically active.

Elimination

Brivaracetam is eliminated primarily by metabolism and by excretion in the urine. More than 95 % of
the dose, including metabolites, is excreted in the urine within 72 hours after intake. Less than 1 % of
the dose is excreted in faeces and less than 10 % of brivaracetam is excreted unchanged in urine. The

terminal plasma half-life (t1/2) is approximately 9 hours. The total plasma clearance in patients was
estimated to 3.6 L/h.

Linearity
Pharmacokinetics is dose-proportional from 10 to at least 600 mg.

Interactions with medicinal products

Brivaracetam is cleared by multiple pathways including renal excretion, non-CYP-mediated
hydrolysis and CYP-mediated oxidations. In vitro, brivaracetam is not a substrate of human P-
glycoprotein (P-gp), multidrug resistance proteins (MRP) 1 and 2, and likely not organic anion
transporter polypeptide 1B1 (OATP1B1) and OATP1B3.

In vitro assays showed that brivaracetam disposition should not be significantly affected by CYP (eg.
CYPI1A, CYP2CS8, CYP2C9, CYP2D6 and CYP3A4) inhibitors.
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In vitro, brivaracetam was not an inhibitor of the CYP1A2, CYP2A6, CYP2B6, CYP2CS8, CYP2C9,
CYP2D6, CYP3A4, or the transporters P-gp, BCRP, BSEP MRP2, MATE-K, MATE-1, OATP1BI1,
OATPI1B3, OAT1 and OCT1 at clinically relevant concentrations. In vitro, brivaracetam did not
induce CYP1A2.

Pharmacokinetics in special patient groups

Elderly (65 years of age and above)

In a study in elderly subjects (65 to79 years old; with creatinine clearance 53 to 98 ml/min/1.73 m?)
receiving brivaracetam 400 mg/day in bid administration, the plasma half-life of brivaracetam was
7.9 hours and 9.3 hours in the 65 to 75 and >75 years groups, respectively. The steady-state plasma
clearance of brivaracetam was similar (0.76 ml/min/kg) to young healthy male subjects

(0.83 ml/min/kg). (see section 4.2).

Renal impairment

A study in subjects with severe renal impairment (creatinine clearance < 30 ml/min/1.73 m? and not
requiring dialysis) revealed that the plasma AUC of brivaracetam was moderately increased (+21 %)
relative to healthy controls, while the AUC of the acid, hydroxy and hydroxyacid metabolites were
increased 3-, 4-, and 21-fold, respectively. The renal clearance of these non active metabolites was
decreased 10-fold. The hydroxyacid metabolite did not reveal any safety concerns in non clinical
studies. Brivaracetam has not been studied in patients undergoing hemodialysis (see section 4.2).

Hepatic impairment

A pharmacokinetic study in subjects with hepatic cirrhosis (Child-Pugh classes A, B, and C) showed
similar increases in exposure to brivaracetam irrespective of disease severity (50 %, 57 % and 59 %),
relative to matched healthy controls. (see section 4.2).

Body weight
A 40 % decrease in steady-state plasma concentration has been estimated across a body weight range
from 46 kg to 115 kg. However, this is not considered to be a clinically relevant difference.

Gender
There are no clinically relevant differences in the pharmacokinetics of brivaracetam by gender.

Race

The pharmacokinetics of brivaracetam was not significantly affected by race (Caucasian, , Asian) in a
population pharmacokinetic modeling from epilepsy patients. The number of patients with other ethnic
background was limited.

Pharmacokinetic/pharmacodynamics relationship

The EC50 (brivaracetam plasma concentration corresponding to 50 % of the maximum effect) was
estimated to be 0.57 mg/L. This plasma concentration is slightly above the median exposure obtained
after brivaracetam doses of 50 mg/day. Further seizure frequency reduction is obtained by increasing
the dose to 100 mg/day and reaches a plateau at 200 mg/day.

Paediatric population

In a pharmacokinetic study with a 3-week evaluation period and weekly fixed 3-step up-titration using
the brivaracetam oral solution, 99 subjects aged 1 month to < 16 years were evaluated. Brivaracetam
was administered at weekly increasing doses of approximately 1 mg/kg/day, 2 mg/kg/day, and

4 mg/kg/day. All doses were adjusted by body weight, and did not exceed a maximum of 50 mg/day,
100 mg/day, and 200 mg/day. At the end of the evaluation period, subjects may have been eligible for
entry into a long-term follow-up study continuing on their last received dose (see section 4.8). Plasma
concentrations were shown to be dose-proportional in all age groups. Population pharmacokinetics
modeling was performed based on sparse plasma concentration data collected in the 3-week PK study
and the ongoing long-term follow-up study. 232 paediatric patients with epilepsy, aged 2 months to
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17 years, were included in the analysis. The analysis indicated that doses of 5.0 (body weights 10-
20 kg) and 4.0 mg/kg/day (body weights 20-50 kg) provide the same steady-state average plasma
concentration as in adults receiving 200 mg/day. The estimated plasma clearance was 0.96 L/h, 1.61
L/h, 2.18 L/h and 3.19 L/h for children weighing 10 kg, 20 kg, 30 kg and 50 kg, respectively. In
comparison, plasma clearance was estimated at 3.58 L/h in adult patients (70 kg body weight).
Currently, no clinical data are available in neonates.

5.3 Preclinical safety data

In safety pharmacology studies, the predominant effects were CNS related (mainly transient CNS
depression and decreased spontaneous locomotor activity) seen at multiples (greater than 50 fold) of
the pharmacologically active dose of brivaracetam, 2 mg/kg. Learning and memory function were not
affected.

Findings not observed in clinical studies, but seen in the repeated-dose toxicology dog studies at
exposure similar to the clinical plasma AUC, were hepatotoxic effects (mainly porphyria). However,
toxicological data accumulated on brivaracetam and on a structurally-related compound indicate that
the dog liver changes have developed through mechanisms not relevant for humans. No adverse liver
changes were seen in rats and monkeys following chronic administration of brivaracetam at 5- and 42-
fold the clinical AUC exposure. In monkeys, CNS signs (prostrate, loss of balance, clumsy
movements) occurred at 64 fold the clinical Crax, these effects being less apparent over time.

Genotoxicity studies have not detected any mutagenic or clastogenic activity. Carcinogenicity studies
did not indicate any oncogenic potential in rats, whereas increased incidences of hepatocellular tumors
in male mice are considered to result of a non-genotoxic, mode of action linked to a phenobarbitone-
like liver enzyme induction, which is a known rodent specific phenomenon.

Brivaracetam did not affect male or female fertility and has demonstrated no teratogenic potential in
either rat or rabbit. Embryotoxicity was observed in rabbits at a maternal toxic dose of brivaracetam
with an exposure level 8-fold the clinical AUC exposure at the maximum recommended dose. In rats,
brivaracetam was shown to readily cross the placenta and to be excreted in milk of lactating rats with
concentrations similar to maternal plasma levels.

Brivaracetam did not show any dependence potential in rats.

Juvenile animals studies

In juvenile rats, brivaracetam exposure levels 6- to 15-fold the clinical AUC exposure at the maximum
recommended dose induced developmental adverse effects (i.e. mortality, clinical signs, decreased
body weight and lower brain weight). There were no adverse effects on CNS function,
neuropathological and brain histopathological examination. In juvenile dogs, the brivaracetam-induced
changes at the exposure level 6- fold the clinical AUC were similar to those observed in adult animals.
There were no adverse effects in any of the standard developmental or maturation endpoints.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Sodium acetate (trihydrate)

Acetic acid, glacial (for pH-adjustment)

Sodium chloride

Water for injections

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products.
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6.3  Shelf life

4 years.

Following dilution, brivaracetam solution for injection/infusion was found to be physically compatible
and chemically stable when mixed with the diluents listed in the section 6.6 for 24 hours and stored in
PVC or polyolefin bags at temperature up to 25°C. From a microbiological point of view, the product
should be used immediately after dilution. If not used immediately, in-use storage time and conditions
prior to use are the responsibility of the user.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

For storage conditions after dilution of the medicinal product, see section 6.3.

6.5 Nature and contents of container

6 ml nominal capacity glass vials (type I) with siliconized bromobutyl rubber stoppers and sealed with
an aluminium/polypropylene tear off cap. Each single use vial contains an extractable volume of not
less than 5 ml of solution for injection/infusion.

Each carton contains 10 vials.

6.6  Special precautions for disposal and other handling

This medicinal product is for single use only, any unused solution should be discarded.

Product with particulate matter or discoloration should not be used.

Brivaracetam solution for injection/infusion is physically compatible and chemically stable when
mixed with the following diluents

Diluents

- Sodium chloride 9 mg/ml (0.9 %) solution for injection

- Glucose 50 mg/ml (5 %) solution for injection

- Lactated Ringer’s solution for injection.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

UCB Pharma S.A.

Allée de la Recherche 60

B-1070 Bruxelles

Belgium

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/15/1073/022

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 14 January 2016
Date of latest renewal: 9 October 2020
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10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http:/www.ema.europa.eu.
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ANl
Z 2 b — X PHE

BRIVIACT 7 4 )V 22— MEITIZT 7 h—ARGENTWD, HT77 F—ARMHE, 77 X —EXK
SHREXIT TNV a—A « BT 7 b— AR BAEZ: & OFG 7 BIsHIREN S 2 BT, AFNZRA L
AN

7R AT

BRIVIACT 7 (/v ha— MED 1 #EHT-VIZEENST MU U AIF I mmol (23mg) K TH U |
HEARZ T MY T ARE] ThD,

4.5 f DFF| & DB R UZ O OEE/ER
IEZRAHEAEHRREBR I TA T L3N S TR0,
$ )RR EAE

LNRF FE 2N EDHEHEE

FEREREBR TlE, IR ONDN, LRF T X LT HERET, I BREHKELTT Y —
INTG Y H NIHMITERD o Tz, ZEMEXIIERMICET 2 BMOBAIIA LR T=
B.1IEZZR) |

Tz —L E DG EH
YR E BN T, 7V — T8 X A 200mg OHEEE L% /—/1 0.6 g/L OEfiE A% [FRf

(ZHME L, T OO SDENE K O FHH A EH Z8RE Lc, SEENEM A ERIT > 72708,
TV =T Z LITREMEBEAE, EE M OREEICHT 2T 3 — L OER &2/ 2 fFI LT,

TIa—)b bz TV —R_T X LERAT D EITHERETE 220,

HYyEhierE HAER

T =N T KA DFEAYBNFEIZ H] TS D [ b D 4

Invitro 7—2 N5, 7TV =T X AMAMRMHEER O FTREM NS 5 Z v Sz, 7Y
— TV X LD TR CYP FRERI R NKGIRETH D, 5 DOORIEEIZIE, CYP2C19
NN 2 FaxiofbnagEtsnsd G2HEEZSM) .

CYP2C19 O3 Fj 72 HER] (ZvaF > —b, TARFH I ARL) LofHIicky, 7V —RF
X LAOMFERREN EH35Z ER3H 50, BARMICEET 2 CYP2C19 B PO ELER Y X
JIHENEEZ SN TS, B FEDH—LOPHHICE Y, BEHL CYP2CI9 EICL - T,
7Y —RT X AOMBFETIRZEEDIENT DA HEMENH 5 & TR ONHERT —2 B FHATE 5
. BRRA 72 BEMEI IR C©H 5,

Vg =%

TEEEMRER S CIE, SRR HENT-THLY 77 B> (1 H600mg % 5 AHfE) & OPHH

T, 7V =7 & AOMERREMHE FTEE (AUC) 23 45% Lz, Y77 B Uil Lid
R EBIG IR T3 BE T, WFEIEZT ) — "7 4 2O EFEEZBRHNT 20 ERD D,
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HRT) B S AED

/)72 AED iFiEfEE (WA~ PBE Ly, 7= /LR —)L, Tx=hAV) LHHTHE, 7
V=T X AOMIFEFREITICTT 50, AEREIIAETHD (F125H) ,

T DM DBER 757

DR S R YEA] [ R a—r XU —F (k43 0FRIXYY) L] b, TU—RF
Y X AOEEREBR R SELAREER DD, LIRS T, By b a—r XU — ML DR#
DOBIIARE TR TRICIX, RSV ETH D,

T N Tl S A DD~ D

1 H50 XX 150mg DHETHRELTYH, 7V —"T7E8XAIIX VT LD AUC (CYP3A4IZ L
> THREH) ([T LR o7, BKRICBEEDOH 5 CYP3A4 O AIEA Y 2 7 13K & Bbi
Do

Invitro FRERTIX, CYP2C19 #FR\\T, 7 U — T8 HX LI CYPAS0 7 A YV 74 —L&IFEALEN
ITELBE Loz, 7 U =T X A%, CYP2CIY IZL» TR ENDERS (F 7T
Vb FAT T DT EARLRE) OMSETRE S B SEDARENRD D, Invitro 7R
BRCiE, 7V — 78X LML CYPIALR 28 L7 o723, CYP3A4 KON CYP2B6 #7f4 L
72 CYP3A4FHE (X invivo TIIMBH SN2 ho7z (BRI Z Y T L%5M) , CYP2B6 #HEIZOU
Tl invitro TR ENTE ST, 7V — T8 X LT CYP2B6 IZ L » CTRE SN A ESRLE (=7
7 E LY E) OMBETREZIKNT S5 AMHEMNH 5, Bk Rk 2B ERBLEER 2 E
T % invitro FHAAERFERCIX, OAT3 ZFR\NT, ERARAICEBRE T D 1ERIX 2V S5t b
7o invitro T7 V=T X AT, BKREFREDOYS (BAREKHETO Cux D 42 %) T,
OAT3 #[ET %, 1 H 200mg D7V — T H AL -T, OAT3 23t d 2 EI o MR
FERN ERT D RREMNH D,

PLCAD A

TV =T H L (1 H50~200mg) &M AED & OEIERFEAERIZOWT, 2 TOH WII
FHERER O M A R SR B O DR S REAT. 5 TV AR 77 & Rk RRGRER OO RESE TSR BN RE 04T, M OV
L L7 BB TR L T D IR AED : IR EBE L FERI X, 7=
Yy, FETv—1) o R1IZ, WEPREISST 2B ERORELZENT 2 (LA
FTy CAERNE T o A IREE-Re AR Fimfg © TAUC) | SemMETIRE @ cmad) o
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F1: 7TV —NR5ZALIMD AED & OEYBEVREIR A /EH

ffH AED AED @ TY—=NRFEH LD
TV =T Z AMFEPRBE~DOKE | AED MEFHEE~DFE
VN il = AUC 29% | ANAvEE Y FEALATEY
Cinax 13% | V-mARFTR) ]
F &R A B (FFEsMR)
BN
VA=VAS N FIHMERe T — &2 L 7L
VA=5 R TAUN FIHAIRE e T — & 72 L 7L
ZFatI R FIHTREZe T — 272 L 2L
FE NI X L L
LR_FTEH A L L
F I ABNANPE Y | L L ((B/ b e ahEk .
MHD)
T )L EH—L | AUC 19% | L
F &R A B
Tx= kA AUC21% | L
F &R A B s AUC 20% 1
% Crnax 20% 1
TLHNY FIHTREZe T — 2 72 L 2L
T <—Fh L L
VT o R L L
V=R FIHTREZe T — 272 L 2L

WRFEHABREBZ5 1 H400mg D7 V) — T84 AOREEETRIRICIES,
NN

TV =T NIRRT T RIKGFERESR O PR O RLRIREAI T, I\~ B e OiFHN
WM THDLINNANTEBE L -ZARF Y NREL LA SE 5, 77 B RxRERHERTIL, 1 H 50,
100 X T200mg D7V —"TE X AOHET, I~ EE L -ZARF v ROMEFRENRZENE
AUV 37, 62 e TR 98% B L, EENIIZE A ERhote, BEED U AT ITFRO LRI ST,
TV =T H LRV TaEIC LD, DA B -ZRE Y RO AUC x5 B 012h 4
137207,

R 1R

TV —=nR_FEL& A (1 H100mg) 2TF=LTXrTI4—/L (003mg) KLAR /LT A KL
v (015 mg) EETeRR GEHER LA L ThH, WTNOWE OFRWENREIC & BT o7, 1
H 400 mg (1 HOFRARHEEHED 2%5) 07V —"IFvZ LE=F =)L X 74—/ (0.03
mg) KOLAR AT ARV (015mg) ZET0RNBHER LT L, =X hr s U KD e
FATF 2D AUC INZIVEI 27% KON 23% ) L7223, HESIHGI~DREII A b - 7=, WK
W~v—H—THHTANTVF—), TaFATar HEERFLVEY (LH) | ISR
EY (FSH) KUWEFRLEVHES 7 17 U > (SHBG) O - 7' a7 7 A /L Tlk, 2
AT e otz
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4.6 ATERR, MR KR ORI
PR D PTRENEDN B D bk

EffilLx, 7V =T X LEMHHTHEMRO FREM N B 2 Mg & 1%, FEEHE & BT DOV
FELEIMENDD (WTEEZSR) |

HRZ TET 2581, 7V =T % 2O O W TEEICH TS Z &,

MEAR

TADAR L TADAELRIZ ET 5 Y X2
ATOHTANAIKICONWT, AT LM TANPABEDO TR, TEARE (—REMTIX
$13%) 22, 3MEEL D T EIIREINT WD, IBREZITT-HEHTIX, ZABEICI Y FFED
BN R BB 05, 1RO TR BN EORRERE LTV ADNTIHA LIS TV ZRU,
PLCADPAIEERIET 5 & BHRCIRILICAEER TN S HFEEDHEEIZEDL Z LR H D,

T Y= NFEXAN TS U X

HIRF OLMICBIT 27 ) =T X2 AOFEHT—XIZR N TS, B MIBITHREEBEITIC
B 27 =X 32 0WR, 7y FTlE, 7V =T NIBBLZRS \ERT D B3HEES

) o & FOBER Y 27 3AHTH L, BB TIE. 7V =T ¥ LD S
nighrote 3HEESMH)

BERRER CTlL, 7V — NI Z LA MEEL LTHER L, I~ 0T & TEHER
P THHL NP AR ROMREICHE U-EE FAAFE SN S5EAZSR) |
IO ONWT, HIRPOBKREREZRET DI T = BN R+ Th D,

TR & UC. BRI MLEE R A (BBIRA~OELER Y 227 28] 6002 ERlI A REB OB EMENR H
HEE) ERE, 7V —N"Tv X AIERERICERA LN

&AL

7V —="TFvHX At FORFLRICERIE SN D, AFIORBA~OFREMEEEE LT, e PikT
HET V= RT X L IETEINERET D, TV —NR"TEX AL 20T
HEL FETICH SN D DN AR P -mARE S ROENHINT 5 A[REMENH 5, = OEKR
BRAPRETDICNET —EBAR 45 TH D,

ZEFERE

TV —=RT VX LADEIERE~DEBIZEET D hOT—H 13720, T T, 7V =Tk & LA
\Z X DAIERE~ D T2 o1 (53 HEZSH) |

4.7 B BYEL D JE S SUIBIR D BAE~ DR

T V=T LT, EOBER IR 2B EST DREICBERCUITREDRE L 52 5,

fE 2 DEZMEITIE VDR H 57, BT - TE, IREL FEED 0 RO Ofth o R R
(CNS) BAEDIERZIRERT 2, 7V =T 8 X LRED LD IRIE % FATT DN G 2 D8
DRI S E T, BEIIE, HEEER LY | fOERZ FTRENED O DR A HEL 72D L
LOICHHAL TR Z &,
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4.8 BIVEA
M7 a7 7 A VO

TV =TV F LAORETRHE < (10%#) #i S gIERIE, IR (143%) KOVEEIED
£ (11.0%) Tholz, WH., EELITE~PEETH o7, IR O I HEEINCHE > T
FHHEL ER L,

BWERIZ L 219 IERX, 2241 A 50, 100 X200 mg DHED T ) — T & LAEEHCIE
VEAAL SNTZHRE TIE. ZNEI 35, 34 LN 4.0% Tho7203, 77 B REHCEEAL SN
HTIE1LT% ThoTe, 7V =T X MEEOPIEICESTZRERH E LTROEST-DF, #
D E N (0.8%) KUERE (0.8%) TH-oTo,

BIEH—&

THRTIE., 16 LOWBRE 255G L Lz 31E0 7 T RS REE &R D, ZatEr—4%
NR—=ZAD VB 2—|IHESEMERINT-EIEH 2. MedDRA 25 E BRI T & K OREME = L 1C
FIZEL CTWD,

FEBEIIIRO L ICEFR L : TbOTEILHALND (Z1/10) . < ALND (Z1/100~<
1/10) . 1 (=1/1,000~<1/100) . HEZE DOXSHNTIE, BWERHZEEEOEWIEIZ R LT
l/\%)o

FERIRIHE BEEEX 5y R CORIER
BYUER K OVFAE BIE I<HBND ST W
MR LY o REE ELg) A H BRI AE
GEREE Fh 1 AL EUE
KRB L ORERESE E<HLND AR
RS < HLND 2O, AN, AIRIE, SR
PE
N HACSRE, R, B
PE, PR
RRREE EhOTEILHELND FEhED F U, fEIR
< HEBND JAg | Al F U
ke, MR L OMERRRE S I<Hmnns FRGERYYE, %k
BIBEE < HLND P IAN 17115 SO £ 7
— % - 2HEEB LOEREGBAORE | L< AR5 % 57

A9~ & BIE A O

HARERIEAEIL, 7V — T X ABED 0.5% (6/1099) . 7T EREED 0% (0/459) THAE ST
W5, THEDEERED S H 4 FIIT_R— T A TP D2 7V —"F % & ABIREIIA
BITIFPERBUT E BT LTz, G ERBED 6 BTV b B TIEAR L L AT B ORI TE
ERNIL 725720 TV —NRSGEH AOHFILICE ST L0372 < . BEd 5 EE S 70

277,
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T =T L LD 03% (3/1099) KO 7 EHREE 0.7% (3/459) THF ﬁﬁ SRE ST
L, TAMMEEZEZSRLE LT ) — "5 % AOEMEERR CIL. BRSO H &K OSE
BlX 72 o723, WINbLIEEREERBR CIIHmE STV S @4@%5%)0

BERBHR T OV D7) — T v & 2 EH4 (9/3022) T, Al (17) &#UE %2 RE4 5 RIE
ARG SN TWD,

AN SR

A% AU EO/NRTOT Y =T X AORENT a7 7 A4 M, A TORENTZLZEMNT 1
TrANE =T D, FEM. T T ERMROEMRIRTIL, 6 LA GFHE L7/ NEEED
47% CHEEEN WG SN EHFEETITIED Z0) DIZx LT, AT 24% ThH -T2, F
7oy ATEIEEE TR A D 15.1%2%6F LT, /NEBRE T 24.8% 0 L Sz, KEHMOFHOEIE
JEITIE TP HETH o T, \EETITH e, IBREOHILICED Z Lideh ol /NE LG
SNTBMORIWERIX, FBrEETE (4.7%) Tholz.

A% 1 h H~4 RS O/NE TR, K0 EOFEREO/NE L g LT, AEFEFS (AE) ITREN
B —UIMER SN2 Do T, TOFMEETIX, FFEOAR FEFLRBLROMNE R HE e 2 E
IFHER S N2 o Te, 2EAREO/NROT —ZIIRENTNDTZD, 7 U =T NI OF
JEIZIX#EIS S 72, FAEROERT —Z IZR 6 TWD

i

7= T & NE W AHBIR 7 1 7T MGk Uiz ElmgiiiE 130 41 (TAnABE 44 6)) @
9. 100 1% 65~74 5%, 30 L 75~84 i T o T-. ElE DL T a7 7 A4 W, TWEW
WMABRECBEINT-Ta 77 ALV EREEE Bbn s,

St LWRIEH o

EEGOAGRE, b LWEWEHORESIIEE TH D, BHEAREICL Y, EEMHDY AT /X
74w hXT X%ﬁﬁbf% 2V TED, EEEESICIE, UTEA LT, HbwdHEb
LWEIERIZDWTIE, Appendix V IZ—EIZ LK EORE AT KT ETH L HIRD LN

%)O

4.9 BmERE
SEAR

b MZBITDT U =T X LOEERGORARRBRIIBON TS, BEHBREICT Y — Tk
Z I\ 1400 mg & HA[E 5425 & EIRE OVZFEIMED FVHE S Tn g

TV —=NT X AOWBEHKGTIE, ROBWERANSHRE SN TWS L, [BEEMED F U, ik
o= OORZE, WETT. BRNENE, BB REVE, 9. ROHIREGRBRICRIT 5 B &K, ik
(2. TV =T X ADIiH Eﬁﬁ \CBET B EIEAIL. BERORIWER & — LT3,
BERG OB

T =T X AOWMER G DR 72 AN, B GOIRRIZIE, R 7 S E R
HWEEZEDDHZ L, TV =T LORFPEIE 10% KT TH D720, MBI > T
—NRTGEVEZ LD VT T UANRRKEL M ETLETEZ LN (2HEZSMR) |

\,}
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5. BB T5FH

5.1 KEER
SRPPRIERE - PUCAMAE, TOMOBITANAE, ATC =— K : NO3AX23
VEHR%FF

TV =T L NI T T ANEAE T 2A (SV2A) IS WIEBIREIBIFIME 2 7R 7°, SV2A I,
Za—u U K ONGUHIRR D > 7 AR LV TR ON D IREEENE Y VXV ETh D, DX
X7 B DOIEMERERRITE M SN T RWD, MREEVEO =X VA b= X &+ 5 2
EDURENTWND, SV2A ~DFEBRNT U —_T B H AOPFED FHHRA N =X L THDH L E
25N TND,

BRI & 22k

TV =T LAOEFE (POS) ALK T 2H2MEX. 16 UL EOWERE 235 & L
723 hDEER, —EEMR, 77 AR, BEEME. Zhs LR KRR T ST, 7Y
—NTEv X AD 1 BAZREZ, INDORBRER T B 5~200mg OFPH CTH 72, & TORBRIC 8
HEOR—=2F 4 UWIRH Y . 2 O%H BT < 12 B OTEFIR ke L7-, 1558
BEIIRBIEN G- S, 2B 1099 BT Y — Tt X Angh Sz, sBRBEIELHEIT, 1 X
X2 FEXHO AED HHTEEICHL 00 b BT, ar ha— LSRRV P0S 2H T HBETHDH Z &N
Koo, BEZ, X=X T4 VIR L 8 Rl POSBELDZMERH -T2, 5111
FIRRBR O EEEHIE B 1L, 77 AR Ll L7 POS $HE DR E . N—2F A 5D POS 44
FED 50%IBDRIZHSL 50% L AR A —L— K& LT,

BRSO b 2 <R STV 2 AED 1E, AR~ EE Y (40.6%) . 7F Y X
(252%) . L7 afE (205%) . A7 ABANEE Y (160%) . hEF~—F (135%) . 7
z=hA 2 (102%) MOLR_RFTEX L (98%) Tholz, 3RBMBARDN—R T 1 L OFRIELE
FEOHRIMEIX, 28 HH72V 9EITH 7=, BEOFETANAREHIMITN 23 FETh o7z,

#2010, AMRHMEEE 28595, 2Fmic, 7V — T8 X AiF 1 H 50~200 mg O ET,
16 L EOBEITB T DE0RIEOAREL LTEITH -T2,

K2 FELAPMRMMEE : 28 HH 7o) OIS RIEHE

TV —=NTEH A
RER 7R SREFFERICEER (o fH)
1H50mg | 1H100mg | 1H 200mg
N01253 3B ©
n=96 n=101
50%L AR H—L— 16.7 32.7% ~ ~
(p=0.008)
7T /R EE LR (%) A=kl 22.0% ~ ~
(p=0.004)
N01252 #BR @
n=100 n =99 n=100
50% L AR A —L— |k 20.0 27.3 36.0 @ ~
(p=0.372) (p=0.023)
7T AR & LR (%) ARl 9.2 20.5 @ ~
(p=0.274) (p=0.010)
N01358 3Bk
|  n=259 n=252 | n=249
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50%L AR H—L— h 21.6 ~ 38.9* 37.8%
(»p<0.001) (»p<0.001)

7T AR LR (%) BA=keacl ~ 22.8% 23.2%
(p<0.001) (p<0.001)

n= i &b | ENRBRIEA G ST BIEALEE
~ BRI
* EEEEICE R
O HBAE DK 20%55 LA_F T 2 AMFRREE ZIT T,
@ N01252 FREAO EEFHMIE B 1%, BRRB TR SE, HEHENAEE TELL o7, 1 H 100mg OFRZIIHE FAET
HoT,

BRARRRBR ClL, 77 &R &l L7 BEHE DRV, 1 H 50mg OHELY 1 A 100 mg O
BOHFN IO KR&EhoTz, BIRKOYE ST OFEBUHEE O H BRI ZBRITIE, 1 H S0mg &
100mg O7 Y —"F7 & & L%, CNSBEOFEFRL GO T, FEEHBEHICEWTYH, 22tk
a7y ANVERRETH -T2,

1, 3B To 28 HE®H 720 O POS BHEIZIIT 5 _X—R T A DO HONT, BT
Y =T LICBFEOEG (LT T X AFHEFEZRS) 2R L TW5D, POS M 25% % % T
MU 7= BEX, AN TEE) LFRINTWD, X—R2 T A O POS HHEN L O
(%) CTUELE-BEL, A0 4 7 3) —HNRT,

FEVEHEEE DS 50%LA D L= BEOEISIX, 77K, 1 H 50, 100, 200 mg #5#T, ZnTh
203, 34.2, 39.5, 37.8% Ch-o7-,

X1:23B0FEL-EERARICBITS REBDOTY —NRFEFALLETTERORIE~DS)
BohT3) —RBEOEE

n
LV

40
g as
E 30
.E- i m Placebo
5 20 Brivaracetam 50mg/day
E 15 ® Brivaracetam 100mg/day
& 10 I I W Brivaracetam 200mg/day
: I
0

<25 -25to0 25to S0to 75to
(Worse) <25 <50 <75 <100

Reduction in seizure frequency from Baseline (%)

3O FHEARERRRROOFEMNT 2D . FHEME U IIEFHLENED AED &, 1 H 50~200 mg O &4
FHOT V=T Z LE2FALTH, ARE (50%L AR & —1L— FTHIE) IZEITH LR
Sfz, WRRBR T, 7V —"F%X A% 1 H50, 100 X200 mg 5 L7-EF T, 12:8MDG
I FIRIEDAE U R0 T2 BIE I, TNEN25% (4/161) | 5.1% (17/332) UV 4.0%
(10249) T o712, 7T HAREETIL0.5% (2/418) ThH o7,




Page 93
AU R A VN 1.6 AAENCE T A6 AR BT 2 &R

NR—=R T A U TICEFEIE (ZRMERSHREMERMETIE) 2R LTV EBE T, 28 A O
VESEE DI SEN B b, 7V =T L% 1 H 50, 100 X 1T8200 mg #5- L= B
T, ZNEI66.6% (6241) . 61.2% (100 f3]) KTN82.1% (7541) E LD, T vAREET
1%333% (11561) Thol,

HABREICERIT 27 U =78 X AOFAIEIHL SN TR, 7 U =T AOHARET
OFEIFHEIR S 720,

LARF T H MK DR

2 O M ARIEAEZ L7 7 B AR HEER Tl K9 20%DEBFIZOHH AED & L TL_FT8H LN
BhH I, BREBIFRONDD, SV2A FEGTL COBE DKM I N D ATREMEN 5 L_TF Z
X AFABEETH, 77 BREHEEL T, TV =T X A0 LN T2, RN
SRRV T 2 BIMOBRIIBIER I N o Tz,

3FEHOREBRTIL, FRTHEDOHITICL Y, LR_XF T X AOBRFERENHHEE T, 1 H 100 LY
200mg ODHERETT 7B REBADEIENRENT, TNHDOBEETIE, L_XFTEHXAKE
BERE LV SAEIMENMED -T2, 2L, BEITHEH L2 AED ON%EL, £2_—2TF7 (D
FRAEBEE DN LV Eo-o =72 & b s,

B (65 i L)

3T TEHEM T T B ARKTIRERERICIT, 65~80 DO EmlEBRE N 38 HlE EN TV, T—4
RSN TWAD, BT L v BEWEE LRSS ThoT-,

H EHRALER

ETORBRT, BIEAGBRZET LI-EBED 81.7% N RO ERIEERBRIZS K LT-, HBIES
{ERBRA~DBERLIE, 6 » A7 U —/"T X NTEE LR (1500 f511) D 5.3% THIENR 72D
ST 125 H (1188 ) K24 » A (847 i) Wgis L7-#RE Tk, ZNZEI 4.6%K T 3.7%
ZHNER 20Tz, L L, ARMEDO KN CIEEREERZ P 1L L72#iRE 0BG &< (26%) |
BRI F > TR X R T L2 L0 UG B o To7odh, BRASA 7 AE U7z w]
HEMERN D D,

R 84, FEMIEERR CEM LI-EETH, Zel7 v 7 7 A VTEH O 77 2 AR5 R
BEINELDOLRETH- T,

/NN

2 5L BN, O RBMEITE R OB & FRROIFREAFL 2 R T, L CAMNAIKORER)
5. NEOREBEISOHNL S, BEMNETFE S TOIUE, A THEME L 7= AR BR OfE £ %
2 ETO/NRIAMFTE D Z LAVRIRENTWD B2IEK N 48 IHEBM) , 2 EoBEDH
B, AAEEZERE LA TSR SN0 L RFEOMBEFREICET D X )i, M shik
FREICIDHAEEISTHEL WD (521H)

EM. 77 v A, FEFEROZEMFERICIL, PK R 7RI Ak Lo/ (B 1
B A~165AKGmM)  (2HASR) | FIRNEE (V) OB T#% ISR 2k L7/
. RO ERICERRE U/ NERE TNz, EERE L/NIZE, 7Y —R"T8 X LD
BAfEAHEE LT H Imgkg 245 L., Kb EZFMEIST T, BHEBCHEZ 2B LTIHS
mg/kg £ THE L7, 1 H200mg Z#H2 TG Liz/hNRIxnWu, KE 50kg LLEDO/NETIEX, 7
V=Tt 2 LOMGHELZ 1 H50mg & L, UG & XA U T, #EFT 50 mg 7o, ik
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%1 H200mg FCHIE LT,

FERBEDOIREMEL S - PR EBROGEEMNT T, A% 1 » A~16 Rl D POS /NEHEFE 186
BTN —=R_T X L5250, 9B 14961c1X3 » AL E, 138619121%6 » ALLE, 123 il
W12 » AULE, 107 B121% 24 » ALLE, £ LT #iZi% 36 » HLL Eig4a 50 LT,

BN LTI, BB FAEZ O TADA/NRBEERD 1 20 LEROY 7 v MZkWnT, 7
=T 2 M X 5RBEROREESB 2 IEW L. CNETOMRIC OV TIT 42 HEZSZR)

5.2 KyEhig

BRIVIACT 7 ¢ /LA 21— g, & DA OFHEEFFNLFE U AUC 2789038, e i
IERIRNIR G4 08D @m D, 7 ) — T ¥ DTSR IEE AR 72 3R EhRe AR L. WY
B N R OBIRE TR OEBNI/ NSV, S BIT, BRI, FEFITMRN Y X7 BREEME, IR E
RNZIC X DR PRI, 2 U CIRES2ACRIGIE 2R & ) TR B 5,

AL

T =T X AIROEGHICEEN ORI S, MR, AT A Z )T 1 3TE
100% T 5, BERLLDOEEAID Tmax PIAEIEL 1 FE] (EEPH : 0.25~3 FEfH]) Th D,

ElENI & & DRIFHERIZ Z > TT7 V=T 7 LAOWIHEITE 720 (Toax TRAE : 3 B
A IMETREMET B7%ET) L7edy, WINEIZE TR o7z,

>
=

TV =T NIMES T BICFELSEET D Q0% T) o fAFEX 0.5 Lkg T, ZHUZ
RPRRAK S BIRVWVETSH 5,

TV =T X NMIZONREME (LogP) O7=®H, mWlilaEEE:E+=E 7 5,
ARNEAL

TV =T H LE, EICT I REOIMADIRIC X > THIGT 5 VR U ERR#E A2 R L (B
DI 60%) . WIZTm EAIBEAE Fafdioband BREDOK 30%) . /LR CERRHEY
R TIIRGBD 34%) (22725 T 2 REONKSRIL, FRIAOT 2 —Blo X - CTHFF
ENb, invitro TlE, 7V =T X LDE Fux i /U KIZEIC CYP2CI9 IZ X » T &n 5,
WRHEILS SIS, B ARFVBREMO 7 o Al o Frkiubic ko
T, —BR e Fa X bz a5 (FEI2 CYP2C9 12K D) o invivo Tlik, CYP2CI9 IZAR
TEHEERN S DHRE T, & R AR OREAN V101K T L, —F7 U —"F% & LHK
I, ZBRERT VLA R XTImOk T, 2R 22% XX 2% 5, Zivn 3 ffH
DR IBERIL /2,

(S

TV =T H MNIFITRBNT L > ThRES L, RPICHEEESN D, REWE S8 95%
UL B3 B 72 R AN R BRI S 0 5, 31T G- & O 1%A00 Lot S g™, &

HE8OD 10% RN RELRO F FIRAFICHEE S NS, mEFR ORI (11/2) 138 9 B <TH
A, BEORMIESZ V7T A 1X3.6 Lh EHETE SN,
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[ELRRE

10mg 7250 72< &1 600 mg DFHETIE, EEEIXHEICHHIT 5,
K L & O EAE

TV =T H AT, SRR, CYP 20 S22 WIIK R O CYP 20§ 2 b7s &, 5o
HIZ L > THREIND, invitro T, 7V —"_"TZ AT FOPHEX L R7E (P-gp) . ZH
M5 27378 (MRP) 1 K OV2 OB TIE2RL, £7282 D < AHIEA A VAR ) X7F R
1B1 (OATPIB1) KT OATPIB3 DHE TH 72V,

invitro 7 v A TlL, 7V =T X LDO0EIT CYP HEH] (CYPIA, CYP2C8. CYP2C9,
CYP2D6, CYP3A4 72 L) OWEEZFEIZIIZIT o7,

invitro Tl ERRBIHEEED 7Y —"Ft &2 ATk, CYPIA2. CYP2A6. CYP2B6, CYP2CS.
CYP2C9, CYP2D6. CYP3A4, X|I#GikiAo P-gp. BCRP, BSEP MRP2, MATE-K., MATE-1,

OATP1B1, OATPIB3, OATI & T OCT1 OFHEHRITIZ/e > 72, invitro T7 Y —7 &% Al

CYPIA2 Z#F8 L7p o7z,

KRl 7 R BT 2 S pEhRe

EHRE (65 HLLLE)

i (65~79%, Z VT F=7 U7 TR 53~98 ml/min/1.73 m?) Z %442, 1 H 400 mg

(ARHEERED 2f%) OT V—_T%H L% 2[ENMTTHEREG LIZRBRTIE, 7V =Tk L4
DO MAEF A DY 65~75 D RBFERETIE 7.9 BEH, 75 B OEEHETIZ 93K L 2oz, 7

— T X AOEFIREMIE Y VT T A%, FHEOBIERBEHERE (0.83 m/minkg) & [RFEE
(0.76 m/min/kg) ThH 7= (42HEEBM)

FEOBMEEREE (7L T7F= 27 U7 T Z 30 ml/min/1.73 m2 &5, BITIIAE) OERE %
Rl LRI, 7 U — Tt & LD MHE AUC | TR gERE O xtIREE & X CH R 0
(+21%) L7272 THo72m8, B, B RoxoREmk Ot Fa o mHEEm o AUC
IFFENFNZ, 4 K21 ZI28m Lz, 26 DOREENRE OB 7 V75 21X /101K T L
77

SFRRRBCIT, © 0% S RREIIC R ORI & N R B AT, 7Y —RTE 4 A
R MR A TS B TORBIZA 42 TABH) |
Vi

AFREZEDOWERE (FY AV R Ba—27 T A A, BROC) x5 E Lz yEhneiihcld, xthe
T D REFEERE O IREE & el L€, SRBREIEEIC) )b S (FNEH 50, 57 L OVN59%) . 7
V=T ARBEEIIFEREICHEM L7 G2EHESR) |

HE

{KE 46 kg 7> 5 115 kg £ TOFFAIZT T, EFIREDMBFEFIEE D 40%DIK F23HEE Sz,
LU, ZAUTERRAICES #3522 & 13 b 7eu,

R
PERNZ Ko T, 7 U =T LOFYBREICRRRAIC B 5 213720,
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NP

TANAVEEORERFEMEEET L TIE, 7V =Tk X LOEDFREICATE (BEAET VT
N) X DHERZBT D o1, TOMORENE R FF O BERIIR OGN TV,

Y BhRE R FEIBELR

EC50 (7' — Tt & AMBEPIREN R KA NED 50%I2MH%) 1%, 0.57mg/l SHEES -, =
OIMAEFIREEIL, 1 H 50mg D7V — T & & AFGHITE OV EEE &0 Rl Z O3 2NN EE]
%, 1 H100mg ([CHREZHEMEED Z LT, SOIHIEEENEAD L, 1 H200mg T77 h—IC
é‘a—éo

AR

TV =T 2 ARAEAZ . 3 EEOFHMIE & 1RO E 3 B & B iR
IZBWT, A% 1 5 H~16 RIS OWHRE 99 B2 7 i L7z, 7V —N"TF7&8X 201 HHEEK

1, 2 X4 mgkg 2, HEFBECTHEERE L, HRIZTETEREREICK > TR LS, 1 HRRHE
? 50, 100 & T¥200 mg (IHZ 72 o7z, FEMHIRIR THRIC, #E5RE101E, Bk EE ke L TR
BRI D BN G DN TREMER D o 72 W8 THASM) , MIFHREIXETOFEE
FECHEIZIAIT 5 2 LR aiie, REEMBEMEREDET Ak, 3 O PK 3R & Ofks R
HLEHRARER CINEE L7z 21X O 2 IRE T — X IS\ T To 7z, O, A% 2 5 A~
17 5 D/NRTADAEE 232 Bl G Eiz, KEFT 5, 1 H 5.0 mgkg (KE 10~20kg) MO}

4.0 mgkg (KE 20~50kg) OHET, 1 H 200 mg Z#5 L=k A & [F UEF KB -1 f 4 h i
FERGOND 2 EARENT, IEZ VT 5 ZOHEEMIZ. 10, 20, 30 K850 kg DIKED/NE
BEOLA, TN 096, 161, 218 KON3.19L/h TH o7z, IR, RABRE (KE 70

kg) OIMEEY V77 AL 358 Lh EHEE Sz, BIE, FTAER TR TX DR T — 213780,

=

53 BiERR et T — &

ZAMHERBR TIL, 7 ) =T X AOKEEENETH 2 2 mgkg OB (50 152
%) T, WFELAEMA CNS B (Fi—itkd CNS #ifil & B REBEEOIKT) TH b,
TR M OGEIRHERE I BT I o T,

ERRRER CIIRRO Do T2 My, A XOKEEG BB, BT AUC & [AIFRIE OREE C
HRONTFTRIE. FFEtEER (BICHRL T 4 U IE) Thotz, LL, 7 U —=NR"TEH A0S
BB L7t CER SN BmET — 26, A XOFZELIZE MOEERE L2 A =X A
TRIET DI EWRENTWD, Ty ROV MIZ, K AUCIREZEED S BEO R ETT Y —

NI & LEREG L TH, AFRFE TR o7z, AT, BR Ch D 64 1%

T, CNS I8 (JFME, it ok, REHREIX) DAL, T s OERIXRFRRE
WE L Hlzh bR leoTe,

BRI T, AR SOIRAEREFRERIRH S TORY, T v FOBAJRIERR T
ISWIRIEZ TR SR o 1o, Je~ 7 2 TG OFAEBES I LT, Taud, F - H%H
FrA OBERMOBR TH L7 = / 7V E b RIS TSI B4 2 IR ORI O R &
Bbns,

T N ROTHEONTNTE, 7 U — T F LIMHEE & ICAEREIC I, (AR
IREIIR o T, YT, AR BEIC X DK AUC BRERED 8 (EDORHAF HED 7 ) —
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NI Z DL ST, MEFRENRO LN, 7y FTIE 7V =T ¥ NIRRELES (Tl
L. RHAMAETIRE & FRREORE T, &ILT T > Fofficdhts i,

Z v FCIE, 7TV —=R"F 8 MIEAREEE RIS RN -T2,
AT IR

WFET v TR, KM EIC X DR AUCIREED 6~15 5T, HIE~OHEERANTHH S
nie P, BRRSE, (RERD R OWNEROIKT) . CNSHEEE, #mEE, MMIEpRERRE ©
HEREBIIA LN T, A X T, BR AUC O 6 [EORBETO TV —"T71 X L
FMEDEIE, BUETHLNT- b D LR TH o7, FEAER 725852 TR O FHEIE B OV
b, AEREEBII RSN,

6. HACEIT HHFH
6.1 mFO—5
[a123

JHRADNVABT—AF YT A
Z 7 h—2A—KF
RET T A

KT 7 h—A

ATT VW~ TR T A

T4V T —F 4T

BRIVIACT 10 mg 7 1 /b 2 — FEE
RY (BE=LT7/)La—)l)
“EbF & (E171)

~ 7 na—, (3350)

ZI)vT

BRIVIACT 25 mg 7 o /b-A = — P EE
RY (=17 /)La—))
“EbF & (E171)

~ 7\ ==/ (3350)

ZI)vT

wEi gk (E172)

BREfmkek (E172)

BRIVIACT 50 mg 7 1 /b4 2 — b EE
AU (=7 /La—)L)
“EbF & (E171)

~ 7 n=—) (3350)

ZI)vT

W bek (E172)

e bk (E172)
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BRIVIACT 75 mg 7 /b-b 2 — FEE
RY (B=7)La—)L)
“EkFZ > (E171)

~ 7 m=a—/ (3350)

ZI)vT

wmafibgk (E172)

e bk (E172)

Heamibek (B172)

BRIVIACT 100 mg 7 1 /b-b 22— FE
RY (B=7La—L)
“EbF & (E171)

~ 7 m=a— (3350)

ZIvT

wmEi ek (E172)

Bampbgk (E172)

6.2 BELEEER

ANV AR

6.3 B
4

6.4 Bk (BRI EER)
ABNZFERRRE SR I & S,

6.5 RisDOME LNFE

BRIVIACT 10 mg 7 ¢ /L1 — [ §E

« PVC/PCTFE-7 VI =0 LHT ) A2 — 3w 7 D145, 5688 N0 @EE, KON68FEANYD < /L
FadE (565EAN D D3MLE)

* PVC/PCTFE-7T VI =0 M7 ) A2 — 3w 7 D145E N0 11533 K 005 A 0 1013

BRIVIACT 25 mg 7 ¢ /)L 21— R §E

PVC/PCTFE-7 /L2 =7 W7 U 2 & —s3y 7 D145E, S65EAN Y A1 K ON68FEAN Y < /LT 1)
2 (S6HEA Y D3TIEE)

* PVC/PCTFE-7 /W = LT U R 2 —r3v 7 D14EN U 1105E K ON005E A D 18135
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BRIVIACT 50 mg 7 ¢ )V =1 — b

PVC/PCTFE-7 /L2 =7 L7 ) 22— %y 7 D488, 568EAN Y B3E KON68FEAN D ~ /L F 4]
O (S65EAN Y D3EIAE)

PVC/PCTFE-7 /L X = AHLT ) 2 2 —s%o 7 D14EEA D VEEER 0052 A 0 1/84E

BRIVIACT 75 mg 7 ¢ )V =t— b §E

PVC/PCTFE-7 /L2 = L7 ) 22— %y 7 D488, 568EAN Y B3E RON68FEAN D ~ /L F 4]
T O(S65EA Y D3EEE)

PVC/PCTFE-7 /L X = ABT ) 22 —s%o 7 D14EEA D VEEER 0052 A 0 1/a4E

BRIVIACT 100 mg 7 4 /L 2 — R§E

PVC/PCTFE-7 /L =7 L7 ) 22— %y 7 D148E, 568EAN Y B3E KON68FEAN D ~ /L F 4]
O (S65EAN Y D3EIEE)

PVC/PCTFE-7 /L X = AHT ) 22 —s%s 7 D14EEA D VEEER 0052 A 0 184
A TORIERANTHIR SN D DI Tz,

6.6 BRER O DMOELY T IZET 2552 R
SR S AN
A FH OIS SUIFEIWE 1L, S HIOBEIZHEVBEEET D 2 &,

7. BIERRGEEE
UCB Pharma S.A.

Allée de la
Recherche 60 B-
1070 Bruxelles

Belgium

8. BERFEARES

EU/1/15/1073/001
EU/1/15/1073/002
EU/1/15/1073/003
EU/1/15/1073/004
EU/1/15/1073/005
EU/1/15/1073/006
EU/1/15/1073/007
EU/1/15/1073/008
EU/1/15/1073/009
EU/1/15/1073/010
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EU/1/15/1073/011
EU/1/15/1073/012
EU/1/15/1073/013
EU/1/15/1073/014
EU/1/15/1073/015
EU/1/15/1073/016
EU/1/15/1073/017
EU/1/15/1073/018
EU/1/15/1073/019
EU/1/15/1073/020
EU/1/15/1073/023
EU/1/15/1073/024
EU/1/15/1073/025
EU/1/15/1073/026
EU/1/15/1073/027

9. FIEIARA AREEELFEH
WIEKERE - 2016 451 A 14 B

HHTH 20204510 H 9 H

10. 2ETH

AREH BT 5
ZRITLHZ L,

RIS, BRINESSTO Y = 7% A | (http://www.ema.europa.eu) %



Page 101
T =TSN 1.6 SAEICIT DRI E B3 2 &R

1. EXa4
BRIVIACT 10 mg #iE H =S5

2. EMER-E EAIRE R

BRIVIACT 10 mg F{FFEH A

AERANL, 1mlH720 7V =T X AL 10mg 2 5HT D,
S5ml AN DAL TIUTIET Y —"TEX AN S50mg & EN5,
WEFN D AE 2 RO U -

AREFRF I ml H720F MY T LR38mg B END,

BERMAIO—FIX, 6.1 HEZRT L2 L,

3. Al
BRIVIACT 10 mg &3 FHEH A

USSR AVEPANTL EZN

4. BRRICEET AHIR

4.1 ZhEe - Z2hFR

BRIVIACT I%. KA. BEEHEKO 2B EO/NETANAVBREIIRBIT S, ZIRMEERIEOFEEIZ )
M B 72 W FBAEIRIR O RIS S D,

N

4.2 At - ARERO®REHE

S

BRIVIACT #EEHANL., OB GEN—FHICTE R WBRETORBE L 2% 515THD, 1 H
2 [EDOFIRNIE G %2, 4 H 2B 2 THRS LI=BRIT 20,

RN FAEE O 2 kLA EO/NRIT KR A HERESR & 2 R FRICER T 5, K0 12 R T 1 B A
BB 2 [T CTRETH 2 L,

HER BRI e | e el
AH 50 kg LA EDFEEE - /NEROERA

1 H50mg (3L 1 H 100 mg) ** ‘ 1 A 100 mg ‘ 1 A 50~200 mg
R 20~50 kg R DFEFEE R O/NE

1 B 1 mg/kg (i 1 A 2mgkg) ** ‘ 1 H 2 mgkg ‘ 1 B 1~4 mg/kg
R 10~20 kg KD/

1 B 1 mg/kg (R 1 B 2.5 mgkg) ** ‘ 1 H 2.5 mg/kg ‘ 1 B 1~5mg/kg

* fHx DBRFOSICESE, ZOADAEHMEANTHEZREL TH L,
> FEAED L b — VDMLV RS B ERTOFEmICIES <,
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JEA
RN G IR AR G ONT N THRGEBRTE 5, BAKRGN LFFIRNE G~ T D
(CEET D561, 1 HOMER G BRI GREZMER4 5 Z L,

HELEBRAAA A Bl g, MR RIEDRD & RIVER O ATReME A b7 EERT ORI ZE-S % 1 B 50 mg X
1X 100 mg DWT N2 LT 5, Hx DBEEORIEGEBFMHEICHESE, HEE 1 H 50~200mg DFH
S ERFEANTIHE L TH XUy,

K 50 kg LI DOFFEERNNE

HESEBHAA B 1 H S0mg &%, iEa v he— L OMEICET 5 ERMOFMIZESE, 1 H
100 mg TR L TH L, HESHHERFHEIZ 1 H 100mg TH D, Hx DEEOISIHESE, HE
Z 1 H 50~200 mg DANHEHHN THTEEL TH L,

K 20~50 kg FKitf D4 /E K VN IE

HESEBIAA BRI 1 H 1 mgkg &%, BiEa v he— L OMEICET 5 EMOFMICE S &, &
&1 H2mgkg DHETHLM LTS LV, HELSHERTEIZ 1 B 2 mgkg TH D, filx DEEDIIG
(ZHOE, HEZ 1 H 1~4mgkg DAL EFPAN THEL TH Luy,

KHE 10~20 kg Kt

HEEBIAA BT 1 B 1 mgkg &9 5, ¥fE=y bu—LOMBEHICET B EMOFMIcES &, &
w1 H 25 mgkg DHETHMAL TH LV, HELEMERTEIT 1 A 25 mgkg TH D, Hx DEED
FOGIcES&, HE%E 1 B 1~5mgkg DAL EFRPAN THRELTH LU,

AN

BEN L ERA LS8, B LEERCT Iz 1 B2 R L, &ENL. @5 0E]4s
ORFICIRAT 2 Z &2 HEREIT 25, kD, 7V =T X AOMFETRENGNR L)L E
TED Z & AR L, SR RIIEORAEEGS Z ENTE S,

Al

16 5%LL EOBETIE, 7V =T X LEFIETL0END 5856, BEERT1 BHRE%E 50mg
TR O T 2 & 2 HEET 5,

16 EATMDOBE TIL, 7V —N"TF X LEFIETIMNENH LA, 1 H 1 mgkg ((RE 50 kg A
WiOEE) X1 H 50mg ((KE S0kg LLEDREFE) Of®EIC/ZRDFE T, HERRT1 A HEEZRK
THPEDITHS T2 & 2 H#E5ET2,

1 H 50 mg COHKED 1GNNS ORERAEEIZIZ, 1 H20mg DHETREGT 52 L 2HLET
60

el 2 S

MR (65 Ll L)

Al EE THEFRIIANETHL C2HEZZM) , 65l LOBEOMKRRIIROL TN D,
B RENE 2

EREREEERE T, HEREIIAETHD G2HEZHR) . BT a2 T2 KB R EE 1T
ONWTIE, T—HARRDTZD, TV =T Z LEHERE LR,
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FRADT =228 % & BHEERE Do 5/NAEE THOHEREIIAETH D, BHERENH 5
/NRBE ORI TE DHRT — #1372,

NI REN=
BHAPREDORABE TIZ, 7V =Tt LOREEN M LT,

JFHRERE B Tk, HEEORTORM T, ATOFE L 1 HHEZ, £ 12 FEEFEE T 2 [
AT TR A2 L E2HEET D QATEK OS2 HAZ B o JHFHEREREEN B A /N BE OF| A
TE DR T — X720,

FEEOEE HEAEBHIR A B 1 AR RHREAE
{RH 50 kg L EOEFFE - /N RN 1 H 50mg 1 H 150 mg
REE 20~50 kg A DFEAFEE K OVNR 1 H 1 mg/kg 1 H 3 mgkg

{RE 10~20 kg AR D/ 1 H 1 mg/kg 1 H 4 mg/kg

2 R DN B

2 A O/ NEBE BT 57 Y =T H AOAMETE ML STV,

BRI REZ2 T — X & 4.8 TA, 5.1 THE OV S52 HICFHE T 528, EHEFLMICHERT - i T
VY,

855
- RN —T 2. . 7 ) =T X LIRS TICHIRNICR — 7 25 TE 5,
- NEEE . TV AN T X A EEAET DARAITHAIR L, 15 0 TRIRMIZIEAR G- C
x5 (6.6 HABM) . AFEAMOERELT SRS LTI b0,
TV =T X LAOR—T AEH LA, CADAERIRE R EORMEEIR TOIRBRME
i SITWRNTZD, 20 X ) RIERICITHERE S v,

4.3 = 3=

AFNOEZNR T2 O e r U R FFEER, L <X 6.1 HREOAHH OV O IR
(259 D BUIE,

4.4 BRI EEEOER LoBE
HESENR O BHRITS

TV —=RFGEH LEGZDT, FuTANAZE (AED) %5 L-HBETld, BERQEMOHBRITS
DIMEER D JE THEE STV 5, AED OIE(EZR(LT" T 2 R ERAGRERD A & 7 U 2 AT
X, BRESESCHBITAD Y A7 BRI ERAT AL bREnTnD, 2OV AT DAH=X
LIRHTHY . FIHAREZR T — XX T7 V=T X L LD Y A7 EROFRERZPERT 5 H D
TR,

HREGESABATHOBIRICOWTEEZE =4 Y 7 L, BURBRERTN TS THD, B
(KR OEREOTH#EE) 12, BRRESLHBATAOBBENBNZSEIE, EFHIE 4Rk &




Page 104
T =TSN 1.6 SAEICIT DRI E B3 2 &R

INCFIAT A Z &, 48 UNERT—% | $2RT5Z L,
APHERERE &

A OITHERERE L AT 2B TOT Y =T & AOMERICET SR T — 2 TR TV D,

FPREREREE 2N & 5 BHITIE, HEREEAHRE TS W2HEZZHR) |
PG

AHNZT, NA TV ARSHTZY 190 mg DF U T AREENDLD, ZAUE WHO IR AR A
FNICHELET 27 Y 7 AD 1 HEKERE 2 g D 1%ICFH% T 5,

45 1l DZEH| & DIREAVER R % DAt ENER
IEZ A B RRER TR T L3N STV 72R0,
)RR EAE

LNF F 8N EDGHRS

HRARRER TIE, BIEDIROND DS, VAR F T X LT 28T, 78RR L TT Y —
NT Y Z MIABRMETERD b o o, et SUIEAVEET 2180 EIIH b T
G1HEZZR)

T3 —b F DA EH

TR E ISRV T, 7 U — T H A 200mg DHEHEES &4 /) —/L 0.6 g/L OiEfHEN% [FFE
\Z3E0E L, 2 ORIOIRYENRE & OB i BAER 2 it Uz, SEMEhRerE AAERIX 22 0o 7223,
TV =T NTREHEEERE . 1B K OGEEICRT 2 T L a— L OER AR 2 5 Lz,
Toa—)Le T —RT X AERAT D2 EIFHERETX AR,

Y ENREH A AE

T =N T I KA DFEAYBNFEIZ H] TS D [ b D 4

Invitro 7 —206, 7V —=_"F X AMITEVAEAE/ERO RSN H D Z E R REBEI N, 7V
— TV X LD EIRDREEEIL CYP IRFRI NIRRT H D, 5 DOOREEIZIE, CYP2C19
DT FadioubngEtznsg G2HESMR) |

CYP2C19 ORI 7efHEHR] (Zrat > —b, TZARIFHI AL LoffHicky., 70—
Y X AOMBEFREN EFT25 2 E03H D5, FRIICE#ET 5 CYP2C19 BT EDOFFEAIEH Y A
TIHEWEEZ BN TWS, DT EDAH—LoffHicky. BF5< CYP2CI9 fHEIZ L - T,
TV —=RT X AOIMIETIRGEENEINT S A RN S D & T AR ONIZERET — 2 0 FIHT& 5
2. BERA 72 BEMI IR TH D,

772 B>

TEEEMRER S CIE, SRARERFEN-THLY 77 B (1 H600mg %z 5 HE) & OPHH
T, 7 V=T AOMmEFREME FTmfE (AUC) N45%b Lz, V77 e icdsd
B2 BIE X ITRR T 2BE T, WTEILT V) — T X AOHEHEZHETT 5 0LERN D 5,




Page 105
T =TSN 1.6 SAEICIT DRI E B3 2 &R

HRT) B S AED

/)72 AED iFiEfEE (WA~ PBE Ly, 7= /LR —)L, Tx=hAV) LHHTHE, 7
V=T X AOMIFEFREITICTT 50, AEREIIAETHD (F125H) ,

T DM DBER 757

DR S R YEA] [ R a—r XU —F (k43 0FRIXYY) L] b, TU—RF
Y X AOEEREBR R SELAREER DD, LIRS T, By b a—r XU — ML DR#
DOBIIARE TR TRICIX, RSV ETH D,

T N Tl S A DD~ D

1 H50 XX 150mg DHETHRELTYH, 7V —"T7E8XAIIX VT LD AUC (CYP3A4IZ L
> THREH) ([T LR o7, BKRICBEEDOH 5 CYP3A4 O AIEA Y 2 7 13K & Bbi
Do

Invitro FRERTIX, CYP2C19 #FR\\T, 7 U — T8 HX LI CYPAS0 7 A YV 74 —L&IFEALEN
ITELBE Loz, 7 U =T X A%, CYP2CIY IZL» TR ENDERS (F 7T
Vb FAT T DT EARLRE) OMSETRE S B SEDARENRD D, Invitro 7R
BRCiE, 7V — 78X LML CYPIALR 28 L7 o723, CYP3A4 KON CYP2B6 #7f4 L
72 CYP3A4FHE (X invivo TIIMBH SN2 ho7z (BRI Z Y T L%5M) , CYP2B6 #HEIZOU
Tl invitro TR ENTE ST, 7V — T8 X LT CYP2B6 IZ L » CTRE SN A ESRLE (=7
7 E LY E) OMBETREZIKNT S5 AMHEMNH 5, Bk Rk 2B ERBLEER 2 E
T % invitro FHAAERFERCIX, OAT3 ZFR\NT, ERARAICEBRE T D 1ERIX 2V S5t b
7o invitro T7 V=T X AT, BKREFREDOYS (BAREKHETO Cux D 42 %) T,
OAT3 #[ET %, 1 H 200mg D7V — T H AL -T, OAT3 23t d 2 EI o MR
FERN ERT D RREMNH D,

PLCAD A

TV =T H L (1 H50~200mg) &M AED & OEIERFEAERIZOWT, 2 TOH WII
FHERER O M A R SR B O DR S REAT. 5 TV AR 77 & Rk RRGRER OO RESE TSR BN RE 04T, M OV
L L7 BB TR L T D IR AED : IR EBE L FERI X, 7=
Yy, FETv—1) o R1IZ, WEPREISST 2B ERORELZENT 2 (LA
FT) RN T o A REE-ReR R Tk © TAUC) | FemMAEFIRE @ Croad o
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F1: 7TV —NR5ZALIMD AED & OEYBEVREIR A /EH

ffH AED AED @ TY—=NRFEH LD
TV =T Z AMFEPRBE~DOKE | AED MEFHEE~DFE
VN il = AUC 29% | ANAvEE Y FEALATEY
Cinax 13% | V-mARFTR) ]
F &R A B (FFEsMR)
BN
VA=VAS N FIHMERe T — &2 L 7L
VA=5 R TAUN FIHAIRE e T — & 72 L 7L
ZFatI R FIHTREZe T — 272 L 2L
FE NI X L L
LR_FTEH A L L
F I ABNANPE Y | L L ((B/ b e ahEk .
MHD)
T )L EH—L | AUC 19% | L
F &R A B
Tx= kA AUC21% | 2L
P &R A B s AUC 20% 1
% Crnax 20% 1
TLHNY FIHTREZe T — 2 72 L 2L
T <—Fh L L
VT o R L L
V=R FIHTREZe T — 272 L 2L

CREHEAZEZ S 1 H400mg D7 Y —RT X A0S EETRBRICIES<,

AN

TV =T MITRF T FIK RS O PRRE O RFRILER T, DA<= E o OIEHER
HHTHDLAN N BE - RF Y FREL LR SEL, 77 A RERRAER T, 1 R 50,
100 XX 200mg D7V —NFE X AOHET, WA EE L -ZARX Y ROMBEFRENZNE
AR 37, 62 TR 98% B L, EEhXIZE A ER oz, R EDOV A7 ITGRO Lol
TV —=RITEHLRONVTafBRIZ LD, HAARTEBE L -ZRF T RO AUC 12T 280 R
eI

8 O R SK

TV —=nR_FEL& A (1 H100mg) 2TF=)LTXrT7I4—/L (003mg) KLAR /LT A KL
V(015 mg) A ETRRHBHEREE P L TH. W omEOEYEREIC b BT -T2, 1

H 400 mg (1 HOFRARHEEHED 2%5) 07V —"TFvZ LE=F =)L X 74—/ (0.03

mg) MOLAR AT ZFLob (0.15mg) ZERRABER LT 5L, =X he s kT o
FATF 2D AUC INZIVEI 27% KON 23%8 ) L7228, HESIHIGI~DR AT & - 7=, WK
W~v—H—THLHTZA T —), TaFZATar HEERFLVEY (LH) | JIEfiEs L
EY (FSH) KUWEFRALEVHES 7 17 U > (SHBG) O - K7 a7 7 A /L Tlk, 2
X 7einoiz,
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4.6 ATEEE, IR KR ONFEHL

RO AJREMED & 2 Lk

EffilZ, 7V —"T v X LE2ME AT DR RTREMEN & 5 et B L1, FEEE & BEHEIZ oW T
FELEIMENDD (WTEEZSR) |

HFRZYET 52551%. 7V =T 20ROV THEEICHEMT S Z &,

MEAR

TADAR L TADAELRIZ ET 5 Y X2
ATOFTANAIKIZONT, FHT DL TANABEDOATIZ, AR (—REMTIT
$13%) 22, 3MEEL D T EIIREINT WD, IBREZITT-HEHTIX, ZABEICI Y FFED
BN R BB 05, 1RO TR BN EORRERE LTV ADNTIHA LIS TV ZRU,
PLCADPAIEERIET 5 & BHRCIRILICAEER TN S HFEEDHEEIZEDL Z LR H D,

T Y= NFEXAN TS U X

R OLZNEZBIT H 7Y =T 8L AOFHT =X IFELN TS, B MIBITHREEBITIC
BT 257 =230, 7y hTiE, 7V —A"TX AIREERS IGERT S B3EHES

) . B R~OBEBENY A7 IZAHTH D, BB Tld, 7 U — T8 ¥ AOBFEEITHRH X
niginoiz (S3HESM)

BERRER CTlL, 7V — NI Z LA MEEL LTHER L, I~ 0T & TEHER
P THHL NP AR RORREICHE] U-EE FAAFE SN S5EAZSR) |
IO ONWT, HIRPOBKREREZRET DI T = BN R+ Th D,

TR & UC. BRI MLEE R A (BBIRA~OELER Y 227 28] 6002 ERlI A REB OB EMENR H
HEE) HRE. TV —NT X MIEEPICER LnZ Ly,
&AL

7Y =T LS FORELBICHRES D 8 S IR TH S, BRLTOT v b &M
BT, 7 ) =TS ATZ ORBIOLIBPIAR SN TS (3 HESBH)  AAIOR
BAOREEESB LT, BRLETIT 2 03UIT Y =TS Da kT 5 0%RET 5, 7
AT DEANASTEELEGATH L BIPICHES N D DA ST L E LR X RO
RIS 5 WM D, Z OBRNEREWET HICHT — 2 DR+ Th 5,

ABiEHE

TV =TV X LADEIERE~DEBIZEET D hOT—H 172w, T T, 7V =Tk & 2L
\Z K DETERE~ DB I 72 o 7= (53 HES)

4.7 H BhEE DB IR DBRIE~ D

TV =T X ANT, EOER IR A B E T 2 RE N CBMOUIPRRE DR L 5.2 5,

2 DREZPEIEN N H D72, BEIC L > TE, IBX. FEED £ MO Do izt R

(CNS) BHEDIERZ RS D, 7V —R_"Tv X ANRZD L ) RIGENZ FITT HREICE 2 D2
VA2 F Tk, B, BEAER LD, MOBRZRAREEN S DA #E L7 0 L2
KO LTBLL Z &,
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4.8 BIVEA
M7 a7 7 A VO

TV =TV F LAORETRHE < (10%#) #i S gIERIE, IR (143%) KOVEEIED
£ (11.0%) Tholz, WH., EELITE~PEETH o7, IR O I HEEINCHE > T
FHHEL ER L,

BWERIZ L 219 IERX, 2241 A 50, 100 X200 mg DHED T ) — T & LAEEHCIE
VEAAL SNTZHRE TIE. ZNEI 35, 34 LN 4.0% Tho7203, 77 B REHCEEAL SN
HTIE1LT% ThoTe, 7V =T X MEEOPIEICESTZRERH E LTROEST-DF, #
D E N (0.8%) KUERE (0.8%) TH-oTo,

BIEH—&

THRTIE., 16 LOWBRE 255G L Lz 31E0 7 T RS REE &R D, ZatEr—4%
NR—=ZAD VB 2—|IHESEMERINT-EIEH 2. MedDRA 25 E BRI T & K OREME = L 1C
FIZEL CTWD,

FEBEIIIRO L ICEFR L : TbOTEILHALND (Z1/10) . < ALND (Z1/100~<
1/10) . 1 (=1/1,000~<1/100) . HEZE DOXSHNTIE, BWERHZEEEOEWIEIZ R LT
l/\%)o

FERIRIHE BEEEX 5y R CORIER
BYUER K OVFAE BIE I<HBND ST W
MR LY o REE ELg) A H BRI AE
GEREE Fh 1 AL EUE
KRB L ORERESE E<HLND AR
RS < HLND 2O, AN, AIRIE, SR
PE
N HACSRE, R, B
PE, PR
RRREE EhOTEILHELND FEhED F U, fEIR
< HEBND JAg | Al F U
ke, MR L OMERRRE S I<Hmnns FRGERYYE, %k
BIBEE < HLND P IAN 17115 SO £ 7
— % - 2HEEB LOEREGBAORE | L< AR5 % 57

A9~ & BIE A O

HARERIEAEIL, 7V — T X ABED 0.5% (6/1099) . 7T EREED 0% (0/459) THAE ST
W5, THEDEERED S H 4 FIIT_R— T A TP D2 7V —"F % & ABIREIIA
BITIFPERBUT E BT LTz, G ERBED 6 BTV b B TIEAR L L AT B ORI TE
ERNIL 725720 TV —NRSGEH AOHFILICE ST L0372 < . BEd 5 EE S 70

277,
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TV —NFEx2ABED 03% (3/1099) KONFFEREH 0.7% (3/459) THEEEENHRE I TV
L. TADIEEZRBL LT Y — "5 Z AOMEMERRER I, HREE% N O H X O%E
BNL o 1205, WEN L IEERIEERBR CIIHRE SN TS d4HEZBH) |

HRIRBAZETH DDED T Y =T 2 DG (93022) T, &tk (A &#UE 2R3 2 &I
MDEE STV,

TR 512 L 2 RIER X 2fmick ok b LRk L 9 TH D, IkNEEE T, BED 2.8%
TYEANEBALIESR & B LT,

/NN

%1 » AU EO/WNRTOT V=T F LOREMET 07 7 A VF, RN TRINTZZEMET 1
Ty ANE =T D, FEM, FT T ERGROREIRERTIX, NEUEFEO 4.7%THESED H
HENT (RN DMl L, FEETIIL Y V) DI LT, KATIE24%TH o7z, F

7oy ATEIREE TR A D 15.1%2%F LT, /NEEBE Tl 24.8% 0 L Sz, KREHMOFHOEIE
BT TP HEE ThH - T, \EETIE AL, IBRIEOHILICED Z Lideho T, MR G
SNIEMORIWERIL, FEEETE 4.7%) Thoie.

H% 1 h A~45ETONRTIE, LY EoOFEREO/NE L g LT, AEFFS (AE) I[TREN
B — U DR SN0 T, ZOFEEECIL., FEDOR EFRRBLROMINZ R~ T HERZ RN W
IR SN2 o T, 2BAMO/NEOT =X FROENTNDHT72H, 7 U — T8 X AT OFE
JENZIEE S S A7, FAEROERIRT —Z 13720,

=i

TV =T X NE AR 7 1 7T MG LT @miseieg 130 6] (TAMAERE 44 61]) o
95, 100 1% 65~74 1%, 30 llX 75~84 i T o 7-, mlingE DLEMET a7 7 A4 W, JWFE
BRABRETBIEINE- e 77 AL EAEEE B b,

Bt LW EIEH o

EHMOEGR%, b LOEWEHOHREGIXEETH L, BIEAREICEID, EELHDY RT /X%
T4y MNTUREMGEL TE=X ) T TE D, EREEEICE, T2 LT, dbwbrED
LWEWERIZ W TIE, Appendix V IZ—EIZ L7=KEOWE L AT MMIHET L L okd b
éo

4.9 BERE
TN

t MIBT D7V =T X AOEERGOKREBRITIRE SN TS, @EREEREICT Y —"T&
X 11400 mg & Ha# 592 & IR K ONFEMED VS S Tnd,

TN =T X LOBERSTIX, ROBHWEANRE SN TWS  BL, [BEErED F U, Pk
EORL, WG, SRIENE, BN, RIRE. 9o, ROTIREREBICRIT 2 AR EE, —
(2. TV —N\T X Ao ERGICEET HEIER L. BEMOBWERE —E L T\b,
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R G OEH

7V =T X AOWE IR DRI REANL eV, il ER G- ORI, 73R
HEZEDHZE, TV =T X LORFYEIT 10% K5 TH D720, MBIk >T7 Y
—NRTGEVEZ LD VT T UANRKEL M ETDEFEZ OGN (2HAEZSMR) |

5. BT 5FHE

5.1 SRHEER

SEFRERE « FLTADAIE, ZOMDHFTANAFE, ATC =— K : NO3AX23
VEHIBET

TV =T H NI T T ARPNE X7 2A (SV2A) IZEWEIREIRIMEZ 7R3, SV2A 1L,
Za—u K OWNGUWHIR D > F 7 AR L~V TRON D IEEEEE S IV EThb, DX
RGO EMERBERRIZE M S TR0, MRREEME O YA b= ZAEZHiT5 2
EDURENTWND, SV2A ~DFEBRNT U —_T B H AOFIFED FHA D =X L THDH L HE
ZBHILTWD,

BRI & 22k

TN =T H LDESFNE (POS) PERIEIEICKIT 2 A ZIMEIL, 16 U LOWERE 2 x4 & L
723 hDEER, —EHEMR, 77 AR, BEEME. Shis LR KRR TR ST, 7Y
—NRTZEHX LD HHEZ, ZhoORBRERTI H 5~200mg O#FFHTH 7=, & TORERIC 8
B DON—2F 4 VD DY, ZO% AW <0 12 BRI ORI 2 ke L7-, 1558
BEITIRBRIEN S-S, 2B 1099 BTV — Tt & Anfh &g, sBRSEEET, 1 X
X2 BB AED JERIBIRIC L b b9, o bar—L SN2V P0S BT H8BETHDH Z &N
kb, BEIL, RX—A T4 BT LY 81E, POS BNELDMENRH T, 1
FRRBR O EEHMIE B 1L, 77 AR Ll L7 POS SHE DR E . N—2F A 5D POS 4
FE D 50%8 0 RIZHS L 50% L AR A —L— & LT,

ARSI i b 2 <R STV 2 AED 1E, AR~ EE Y (406%) . 7F Y X
(252%) . »Sv7alE (205%) AT AHANEE Y (160%) . heEF~—1F (13.5%) . 7
z=hA 2 (102%) KOLR_RFTEX L (98%) Tholz, 3RBMBARDON—R T 1 L OFRIEH
FEOHRIMEIX, 28 HH72V 9EITH -7, BEDOFEETANAREWIMITN 23 FETH o7,

212, ARMERHIEE 22075, 2fic, 7 U —"Z8X AiE 1 H 50~200 mg D& T,
16 LA EDBEITI T D HAEOOEE L LTHOIThH -7,

2 FELAMEFARER : 28 B b7z OWHREVEHE

TY—=NFEH A
RER 77N HEFHENICER (p fH)
1H50mg | 1H100mg | 1H 200 mg
N01253 3B ©
n=96 n=101
50%L AR HZ—L— | 16.7 32.7% ~ ~
(p=0.008)
7T AR E B LR (%) A=kl 22.0% ~ ~
(p=0.004)
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N01252 3Bk ©
n=100 n=99 n=100
50% L AR A —L—h 20.0 27.3 36.0 @ ~
(p=0.372) (p=0.023)
TR EHE LR R (%) PARaa 9.2 20.5 @ ~
(p=0.274) (p=0.010)
N01252 3B
n=259 n=252 n=249
50%L AR A —L— |k 21.6 ~ 38.9% 37.8%
(p<0.001) (p<0.001)
7T R L LR (%) Bkl ~ 22.8% 23.2%
(p<0.001) (p<0.001)

n= b7 &b 1 BRI A B 5 S - SIEA LB
~ BRI
R
O B FEDH 20%73 LT T & LBEREE R 2T TV,

@ NO01252 RO EZFHIEE 13, BURRTFIHICES S, MAFANEEE CELR» T,

Hol,

1 H 100mg DH&EIT4 A FHET

BB CIE, 777 R & I L7 RAEBE O 23, 1 H 50mg OHEL Y & 1 A 100 mg DM

BOTFINEYRE D> Te, IR K OS5 ORISR O I BARAFHI 2N 2 R |

X, 1 H50mg &

100mg D7V =T X2 L%, CNSBEEDOFEFRELTO T, FLEERHENICENTY, Z2att

a7 7 A VLR TH -7,

X 11%, 33BRAETo 28 AflH7-0 @ POS BHEICEIT 52— T A b DORIIZHOWT, BT

j‘Ub—: k \_,%%‘@%l (=)

(LRF T2 MFREEZRS) 277U T0D, POS 23 25% %X T

I U= BT, AN HEE] L RREINTWD, RX—Z2 T 1 D POS BN S O

(%) T LI Z, AlaD 477 3 ) —hlIRd,

FEAVEHEE DS 50%LL B LT BE OIS
20.3. 34.2. 39.5, 37.8% Cdh -7,

L, 77&AR, 1 H 50,

100, 200 mg HGHET, TN

M1: &£3F0_EERERRKABRICRITS RBEROT ) =5k 5T TERDREE~D

BRDAT ) —RlBEEOEE

45
40
E as
E 30
E‘ s W Placebo
§ 20 Brivaracetam 50mg/day
E_ 15 ™ Brivaracetam 100mg/day
& 10 I I W Brivaracetam 200mg/day
S I
0

<25 -25to 25to S0to 75to
(Worse) <25 <50 <]5 <100

Reduction in seizure frequency from Baseline (%)
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3 O EHFFRARBR OO M S, FHENE T IERENED AED &, 1 H 50~200 mg O &40
DTV =TI ZLEZHMLTH, BRME (50%L AR Z—L— FTHIE) 2T LR
7oo AR CIX, 7V —"T&8& L% 1 H 50, 100 X200 mg #%5- L7-BE& T, 12 B OIEF
HIBHIZRBIENE e o e BIEIE, ZNEi2.5% (4/161) | 5.1% (17/332) KX 4.0%
(10249) T o712, 7T HAREETIL0.5% (2/418) ThH o7,

N—=R2 T A U TICHSIE (ZRMERSMEREVERAMEFIE) 27 L TV 2B T, 28 HE O
VERERE DI EICSUEN B b, 7V —"FF% X L% 1 H 50, 100 K T8200 mg #5- L 7= B
T, ENEI66.6% (62141) | 61.2% (100 ) }KTr82.1% (7541) MkE LI, 7T vAFEET
1£33.3% (115 %l) ThH-oT-,

BARIEICBIT 57V —"T8 % AOFMEITHENL SN TRV, 7 U — T X AOHAEET
DOFEFITHESE X 72 u,

LARF T 5 ML DB

2 O M ARIEAEZ L7 7 B AR HEER Tl K9 20%DEBFIZOHH AED & L CL_FT8H LN
BhH SNz, WBREEIIR LN DD, SV2A FEAENL COBANKM I N D /RN SH D L_FF
X AFABETH, Y7 BREHE LT, TV =T AOFRMEIIA LN T, et
RBAFNEICEIT 2B MO SITBE SN e o T,

3EFHOBBRTIL, FRBLEDHITICLY . LRFTEX LAOBRBRERSHLHEF T, 1 H 100 KW
200mg DB CT IV REBZ DA RENTZ, THHDEBRETIE, V_FTEX LKA
PR L0 BEEIME D o T2, ZAUT. BEITHEH L7- AED O£, $1-_N—2F A D
RIEHEENL O EhoT=lzd L BEbhn s,

B (65 i L)

IO EE R EHEM TS T B ARRRERERICIT. 65~80 MO EmENERE N 38 HIE FIN TV, T—X
RSN TWAR, BT L BEWEE L RS ThoT-,

HEMRE LA

ETORBRT, BIEAGBRZET LIZEBED 81 7% N RO ERIERERBRICS S LT-, HBES
{ERBRA~DBELIE, 6 » H 7V — T2 AR L7-giBaE (1500 1) @ 5.3% CTHRIED 20
ST 125 H (1188 ) K124 1 A (847 i) WgiE L7-#BRE Tk, ZNZEN 4.6%K 1 3.7%
WZHAER 2207, L L, AEMEDXKINTIERAERZ ik L7z 0BG Em < (26%)
AR F > TR LRI T L7ogE L0 QRS E Do lofe®d, BPUSA T ANA U w]
R H 5,

i 8 4R, HFERIERAER TEN LTEETYH, Zett7n 7 v A 3RO 77 & A5 AR
BRCBIRINIZbD LR TH T,

AN Eil

2 kLA B/ NRCIE, T FRIEIIE S R ORRA & REEOIRREAERE 2 R, LT A ASEDORRERD
%\mﬁmm%ﬁmﬁﬁiéh\%é@m%ﬁéMTwMi\ﬁkf%mbtﬁ@%ﬁ&@%ﬁ%
2IRETONRIHMNETE D Z EIVRBRENTWD B2IHEM V48 EHSBM) , 2l EoEEDOH

BiX, AOAELZERS LR ACTEER SN0 L RIREOMETREIZET S L )2, Mrsnk
FEICI2HEEICTHEL TS (525) |
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E#, 77 vRx, FEROLEMERBRICIT, PKRERE TRICIBE 2k L=/ (A% 1
5 A ~16 miAl) 62@%3%)\§%W&5(w)@ﬁéTﬁ%%T%’%%%ﬁﬁbtm
R ROV B ek L/ NER S £, EERE LI/, 7V =T X A0
%%ﬁ%kbflﬁlmﬂg%%ﬁb\ﬁﬁk%ﬁﬁ;mbf\HW%T%E%zPLTIHS
mg/kg £ THE L7, 1 H200mg 282 THG Li/hNRITWewn, (KES50kg LLEO/NRTIE, 7
V=72 LOMEMNELZ 1 H50mg & L, S &EJEMETISEC T, HFEFET50mg 2, i
%1 H200mg % THIE LT,

PERRIEDIEE M AME « PK BREROGEAMENT TlX. £% 1 » A ~16 Rl D POS /NEHEE 186
BNZT V=T X 2525 L, 95 14961C1X3 » AL E, 138619121%6 » ALLE, 123 fiillc
WX 12 » AL E, 107 BliCiE 24 » ALLE, Z L To0 BllZiE 36 » A LLEyRE 2305 L7-,

BRINEEER LTI, B RIEZ O TADANRBELEHD 1 20 LEROY 7k v Mz T, 7
U =T MM I BB ROBHEG ZIEH Lz ChNETOBEMICOWTIZ42HZ S |

5.2 KyEhig

BRIVIACT 7 1 /b 22— Mg, #RIRAIR OB RS FNLRE © AUC Z773 73, S AR A
IEEIRNR 52D TNITE, 7V =T X AT SR HKFR 7 3 Ehie 2R L, W
BEN K OB E R OEBT/N SV, I 51, BRI, FEFITERWS Ry EiE a0, IREie 4
KRNI X IR B, Z U CEREZACRIEE 2R & W T2 R38R B 5,

LA

7TV =T F NI AR GRICEEPOTERITRIN S, HEFHINA T T XA F Y T 1 REE
100%CTH 5, BELLDOFEHD Tomax FIHAEE 1 B GG : 025~3 FFfl)) TH 5,

el ﬁﬁk DRIFFEIUZ E > TT V=T 8 X LOWNHEITES 72D (Tinax PRAE - 3 FFH) |
wEIMAETIREDMET GT1%ET) Ly, WNEICEE R o7z,
paRiil]

7 /*7?5lxﬁm K5 o RBICHHLAEGT D Q0%ELT) o A FEIL 0.5 Lkg T, ZHUZ
RNFRK T BIZITVME TS 5,

T U —RT e H MNIZONREE (LogP) O, mWlakE &% H 35,
AERNZEAL

TV =T H LT, FEIZT I REONKGHIZ L > THIET 2 VR CEBEREMZ R L (BRE
D 60%) . WIZT mEIBEAE RaxiobEind BREDOK 30%) . LR ERRGHY
R TIIHGED 34%) (2272357 X REOIKSRIZ, FRNSIOT I X —Bi2 X - THFf
SNb, invitro TiX, 7V =T X LADOE Fux /U LIZTIZ CYP2CI9 IZ X > TS S5,
ﬁﬁ%%iéguﬁﬁéh FIZH AR NABH O T e Ao e x bz &k

. 7R e Re o kg AR AT 5 (FEIT CYP2CY | ;5)ommmfm\mmmwmx
%@ﬁﬁﬁ%éﬁ%ﬁf E R MR OREAN V101K F L, —H7 U —~"Z&8X LBk
IE, FERERT LV E R XUIE T ok b T, FEI 22% T L2%EMT 5, Zihh 3 FE
ORI ER 13720,
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Frs

TV =T H NIFIRHC Lo THRESN, RPIICHEtESN D, WA STk 580D 95%
UL B3 B 72 R AP IR BRI S 0 5, 31T G- EO 1%A00 Lot S g, &
B8O 10%ARM DA REEO E FIRFICHEES N D, AR OWEIH (11/2) 1349 9 KFfCTh
%o BEORMIEZ VT T A3 3.6 LM EHEES T,

ELRRE
10mg 7250 72< &1 600 mg DFHETIE, EEEITHEICHHIT 5,
K L & O EAE

TV =T H AT, R, CYP 20 S 72WIIK R O CYP 20§ 2 b7s &, 5o
HIZL > THREZND, invitro T, 7V —N"F X AT NOPHEX L R7'E (P-gp) . ZHl
M5 27378 (MRP) 1 K OV2 OB TIE2RL, £282 0 < AHIEA A VAR ) X7F R
1B1 (OATPIB1) M (N OATPIB3 OIEE TH2RUY,

invitro 7 v A TliX, 7V =T X LDO55f#1F CYP BLEH] (CYPIA, CYP2C8., CYP2C9.
CYP2D6. CYP3A4 72 L) OB FGEIIIZ T o7,

invitro TlE. BREEEED T U —"FEZ ALV, CYPIA2, CYP2A6, CYP2B6, CYP2CS.
CYP2C9, CYP2D6, CYP3A4, iF#ais{Ad P-gp, BCRP, BSEP MRP2, MATE-K, MATE-1,
OATPIB1, OATPIB3, OAT! &K U OCT1 OFHEAITIZ/AR > T, invitro T7 U —"T &% AT
CYPIA2 ZiF8 L7e o7z,

KRl 7 BB RIS BT 2 pdEhRe

ERE (65 L)

g (65~79m%, Z VT F=27 U7 TR 53~98 ml/min/1.73 m?) Z %42, 1 H 400 mg
(AR ED 21%) OT V=T H LZE 2[NS TR LB TIX, 7V =Tk XA

DA A DY 65~75 D BFERETIE 7.9 BEH, 75 B OEEHETIZ 93K L 2oz, 7

—N\T v Z LAOEFREBILE S VT 7 2%, EHFEOBVEMEFEESRHE (0.83 mU/minkg) & [FFLE
(0.76 mU/minkg) T -o7= (42HEBR) |

e

HEOBMREREE (7L T7F= 2 U7 T Z ;30 ml/min/1.73 m2 &5, BITIIAE) OERE %

s LBk, 7V — T8 % A0 ME AUC IZFEFEERE O 5 HBRE & Eh X CHR R 285N
(+21%) L7720 THo72m8, B, B RoxoREmLA Ot Fa o mHEEm o AUC

IXENZF 3, 4 RO TN Lz, 2O OREHEHY O 7 ) 77 AL 1/10 IfKF L

7,

FERERRBR CTlE. b R UmBAmic e aiZBl OMNI R b hotz, 7TV =T X A

1. MEENT 22T TWAEETORBRIIZR @2HEHEZEBR) |

NFHERENE &

WHEEDHERE (FrANE - Ba—2F2A BRUCO) Zxfe LIEMBIERE T3, IS
T D R DXL L BB UL REBEEE IS o (ZhEh 50, 57 KTY59%) |« 7
U=t NREGERITIFARE RN G2 HESH)

RHE
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{KEE 46 kg 725 115 kg £ TOHFPIZNT T, EHFIRAED MIEFIREL D 40% DK T HHEE S 47z,
LorU, ZAUSERIRAYIZERES %78 & I3 bnzeuy,

R
PN Ko T, 7 U =T LOFYBIREICRRKAIC B 5 713720,
N

TAMNVEEORERFMEREET LTI, 7V =Tk X LOEDFREICATE (HEAET VT
N) X DHRERZBI D o1, TOMORENE R FF OBERIIR OGN TV,

Y BhRE R FEIBALR

EC50 (7' — Tt & AMBEPIREN R KA NED 50%I2/%) 1%, 0.57mg/l SHEE S, =
OIMAEFIREEIL, 1 H 50mg D7V — T & & AR HGHITE OV EEE &O Rl 2 O3 2NN EE]
%, 1 H100mg ([CHREZHEMEED Z LT, SOIHIEEENEAD L, 1 H200mg T77 h—IC
é‘a—éo

NS

TV =T Z AFAERZ R, 3 EEOFHMIE & 1RO E 3 B S B iR
IZBNT, A% 1 H A~16 i OWERE 9 Blaf i L7z, 7 U —"F X0 1 HHEEZK 1, 2
KN4 mgkg |2, HEFRECHEERE L7, HEFETHREICE > THE LN, 1 BRKHED
50, 100 & O} 200 mg |3#8 2 727> 7o, FHmIIRAE TREC, BRI, e B2 ke L TR
BB BT 2 BRIV WTREME D o 72 A8 THAZBIR) | MHFE T 134 T DM
THEIZHHIT 2 Z LAV ENT, RHERSEEREO T T kX, 3 EM O PK 35k & OkGE R
PR CUEE L= F 130 2 MR E T — 2 TSN\ T o e, T OfNTICE, A% 2 5 A~17
DN TAMAERE 232 BN E £z, AN S. 1 H 5.0mgkeg (KE 10~20kg) & 14.0
mg/kg (KHE 10~50kg) OHET, 1 H 200 mg Z £ 5 Lz A & A U FIRAE o -2 4 i i
NELND Z LR ENT, ME7 VT T 0 AOHEEMEIEL, 10, 20, 30 &850 kg DIRED/NEHE
FOWE. FNTN 096, 1.61, 218 KTN3.19L/h Th-o7z, RANC, RABRE (AE 70kg)
DIAEZ V7 7 o A% 3.58 Lh EHEE Sz, BUE, FrAEN CRIACE DK T — Z 13720,

=

53 BiERR et T — &

LAMHKHAERTIE, 7Y =T X AOHKBIEHETH 5 2 mgkg OEEKEIRE (50 %2
Z%) T, BERAEMA CNS B (=i —i@tEo CNS il & B IEENEMEDIRT) TAH LT,
T M OGLIBERE BT R o T,

ERAGABR CIIRRD IR o T2y, A X ORIERGEMERER T, BRMAE AUC & FRIFREE Olg#E ©
HPONTATRIE, FFEtEER (BICRL T 4 U IE) Thotz, LnL, 7 U =T A0S
BB L7 b CER SN BET — 26, A XOFZEIZE MOEERE L2 A =X A
TRIET D Z EARENTWD, T MEOHIUS, K AUCBRBEED SRR FETT U —

NI v F LEFEEG LT, AERFEITRED oo Te, P TIEL BEK Cra @ 64 5

T, CNS I (JFuE, PNt ok, REHREIX) DAL, T b OERIXRFRRE
W& EBITHLNRL o7,

BRI T, BRI SOIRAEREFRERIRH S TORY, T v FOBAJRIERR T
ISNRIEZ TR SR o 1o, [~ 7 2 TG OFABES N L, Taud, F > H%H
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R ODBERMOBLRTH L7 = / 7V E b RIS EI B4 2 IEBmm ORI O R &
Bbns,

Z7 v FPROTHFFONTITEH, 7 U — T8 2 NFHEREE & IZAESRRBICITREE T, feai B
IRENIRI Tz, UYFTIE, HRARHEEM EIC K DR AUC IREZ 20D 8 (FO AT HED T Y —
NTEZ DML T, BRBENEDONIZ, Ty bTIE, 7V =T 7 NI RS ik
L. RHAMAETIRE & FRREORE T, &ILT T > oot i,

Z v FTIE, 7TV —=R"F8F MIEARFEE L RIS R -T2,
BN RAER

AET > bR, RHERH BT X DR AUC BEE R D 6~15 5T, BE~OHFEEHNGHR S
nie QP BRI, (RERD R OWEROIKT) . CNSHEEE, #mEE, MMIEpRERRE <
HEREBIIA LIRS To, A X T, BR AUC O 6 [EORBETO TV —"T71 X L
FMEDIEIE, BUETHLNT- b D LR TH o7, FEAER 725852 I TRBEAO FHEIE B OV
b, AEREEBII RSN,

6. AR+ HEFH
6.1 mFO—5
FElES R U 7 A (ZKFad)
OKEERE (pH F%5 )

= [l UL

T K

6.2 BB

KA D EER M LIRG L TR B0,

6.3 B
4

BRIVIACT §EHESH%Z 6.6 HELHOAIRA| L 1A%, PVC XUIKRY AL 7 ¢ Sy 7T
25CUL T OIRETHRE Lca. 24 REIIWERICES L, {LFNICLETH -T2, 7720, %
AEWFBLAR I, FRERICERHTRETH D, TIHERLRWES, EHE CORERRH
FOMRBEIZ DWW CIE, HBEOETL 725,

6.4 B (e ER)
ABNZFER 2B SR I & S,
AHFNDOFTRG DIRE SN TIE, 63 HESRT A L,
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6.5 RBOME LNFE

LAREOM DT T ANALT N (AT |, Va7 veEe7FAasefts, 7TVvI=ULh
SRV Ta v L BT T AT Ry v S TEETT D, HMEHEHOANL TV KRBT, BRIEES
ml PL EDOFERAIN G EN D,

LEEICAA T IV 10 ARAD

6.6 BEZER N DD B Y BT 2 K750 kR

AREFEMITHRBEFEHATH D, REAOERITEIRET D2 L, BYSOLENRRO LRI L
722 &, BRIVIACT HEHANL. UL FOFRA| L IRAET 5 EWECES L, (LFICEET D,

AR
- EEASELRT RY DA 9mgml (0.9%) IR
- EEAZVa—2 50mg/ml (5%) IR
- VESHREERY VIR
R OEFES SUIFEFWE L, BB OBEITREVFEET L2 L,

7. BUEIRGERE

UCB Pharma Limited

208 Bath Road
Slough
Berkshire
SL13WE
United Kingdom

8. BUEIRFTABES
PLGB 00039/0761

9. ¥IEIAFRH,/ARBFHEELEH
WIEKERE - 2016 41 A 14 B
FHTH 20204210 H 9 A

10. 2ETH

AREFSZBE T DR IL. BINEELTOY =79 A & (http:/www.ema.europa.eu) 4 2=
5Tk,
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1.7 RIERSM—E

FFERZh DO — 2 1.7-1 (BEH]) KOF 1.72 QERAD (RT & &b, FRERZ O
CEEIRT LT,



TV =T kEH A

1.7 [FIFE[R Zhih— Bk

Page 2

171 FERZA—ER )
Wi TV 4 BT FOEE2Smg | B LNy RBESOmg | A —7 7T 05E 250mg, 7 4 23 2mg,/ T X —NEE2Smg | T8 UPFE 100mg,”
- 7V 4 77 h®EE 50mg E' A3y ROBE 100mg A —5 77 ¢ 500mg 7 4 2 3PHE 4mg 7 7 Z—/VHE 100mg T3 PBE 200mg
— 4 TV=NTEH N A= SN LRF T XN AT R KF ZE R X PNTalET MY UL
[N N [N N P U i PS5 AIASGA ‘
BB Cate st A e
TADABEOESFE(C |OTALABEDISFE | OTADLEEDOESSE | OTADNABEOESSSE | OTANABEDOTRFHE  |OBMTANA UNFELE:
MBI G L) TE(C kb eieslfe | fE(CRESBEREEL | B (CRIESBAEREE | (ESGTDHEANRE TR RSB FE A
=) aite) aite) OB E (TR | RO ONTIREGHIE) &
OOFLTANAHET 47 | OMDFTTANAFE T3 | OMDITTANART 53| RIFEET) O TADAAZFEERRAT
RRNRDBDOONRNT | RARDBBOONRNT | RSB OLNRNT | SRIEFHATEE BT (- 2 2k
A A BB DOIRERI P A BFEOTRE R P A B OTRE R TER R ARFEA ) OIEYE
FARSRTDHCADA | BIESHTDHCADNA | BIESHT 250 TAd A | OMOTTTADASET 57 | OBR F LU DI D
SO HFAIRE KEDOHF AL KEDOHF AL RINEDBIRDENIRNT | REEDTRHR
AIAEFED TEEFEIE | O R ERIEIEOFEIERH
ZIRE « BR T DI TADAREE
DOHFFRE
oy s (Ml
FlEEETe)
SRIA AT
Lennox-Gastaut JEEREIZ
BT LEMRFENE
OB E 2T DR
STEEY =R DS 5
sl
USEBE - - - - -
- 2022 4 11 HeksT 2024 4 4 HUGT 2024 4 2 HGT 2022 4 2 HekRT 2023 % 7 AERET

TERRAEH




TV =T kEH A

1.7 [FIFE[R Zhih— Bk

Page 3

#1722

FIERZm—FR (EHA)

TY 4 BT RO

B ANy MO
100mg /B L%y RO

A= 7T L

T 3 RO

) — LR — LOER:

> S R
25mg FHE 200mg 500mg 2mg 250mg TV ET T M 250me
— i, FY RGeS L 5 a3 R LRF T A N TSR 717{1\’;% O S D2
WEROE| T piaw | metam | petar ToPARRERE | STtk AL | Tkt
—HENCRE OGN TER | — RIS OB PTEe |O—RFNICR O ENTE | —FicRogG»cx  |OFERTVIA OTAMAFRTOIAFELE
WEEEFIZRBITA, TR | WEFIZRBITS, TROE | 20WEFICBITS, Tt | ROEFIZBIT, TRtk | O TADA ERNIKEE DR G | S TS
FRIZH T BT V—NTRE A |FCKTTHT7aINR O | ORISR TDELRTT | FKT RT3 008k LA (TADAFIEE
% O A OEREE R OFEE X AR O BB O | 0 RAIORBERE FEIE)
TADIBEDOESFRIE | OTAPAVBEDEDT | 1 OTAMIBREDEFE O O FE A B ETH
(IR CRIEE S E(CIRMESRRIEIME | - CADABEOEDRIE|]  1E(CRESAR(EIIE DT WVNAFIED BN
RE - R Tp) =8 (RIS ERIEE S EETe) %Eﬁ:ﬁbné%é} (4%
O HCADAI T i) OO FLCAMAI Tt W RREE  fhrd i)
DINRPRDOLNE | HOFLTANAFET 45 DTRENRDFRD B OB TADAAET N
WCADABE DIRE TN R BN T WCADABE DR AFEVEDINHN DI EE T2
MAFEARICRIT 20T AR DOFRIE IR MRFEIEITRT 28T &
AINAEREDOHE R A FAEIZH T AP CTANA AINAEREDBE R
IWEOPE AL
OTAMAERRIRGE
I CE - - - - =
ER R ] — 2022 5 11 HkiET 2024 4F 4 A &GET 2024 4F 4 AGET 2024 4 2 AKLET 2024 4 2 AKGET




% % 20224E11H Eﬁz’ﬁ‘]‘ (% 3 W) . H A HE 7 iy 53
*20204F 12 H RT3 2 WL, RhhEZE ) P
Bk SRR
HXEAR 364 A ” -
ﬁ’( A h)ﬁﬁ[] $50mg $£100mg
Bl MAZEEERY HKEAT T | 22800AMX00432 | 22800AMX00433
JaYINEE W5 B Ay 20164 8 H 20164 8 A

11

ELNYEF3:50mg
EL/NYEF:100mg

VIMPAT®° TABLETS

i) EE-ESEOMTEICLVMHTL L

2. 2%

Mg ]

2B (kOBZEIZEIBELEWIE)
2.1 RFNOKAHR LB OB ED H 5 B H
2.2 WEOIHEREREDH L EHE [9.3.1, 16.6.3

3. fHRE - MK

3.1 #mk

Y28y ME50mg

Y A8y ME100mg

Z 2% 3 F50mg

7 3% 3 F100mg

o Al

LT — A, G
RSN E Ay s B
a—2Z, Kiftro—
A - BRI A B 2
OQARE RV, AFT7Y
VAT A, B R
oxyruibio—
A2, KUY L7 La—
WG ALY ). BE
L% >, x7uad—)
4000, ¥ V7, 25
TIVI=T AL —F,
SRRk HE bk

Rk o — A, {RE R
e kexy 7ot
a—2A, ke —
A - WK A B 2
BARE RV, ZAF77
M=/ AV FNURTE
o¥Fy7yuitkino—
A, RYJE=Z V7 IVa—
V(R ALY ). BE
fbFs v, v~ z7ud—n
4000, Z vz, =
g fbsk

3.2 RFEOHERK

W5 %

2%y MEES0mg

2%y ME100mg

. HITE

Yoot/ 74V ha—

Wit T 4V A a— M E

st ®

3 &=

& ulln|

Rt Lk

#104mm, #4.9mm

#13.1mm. #6.1lmm

JZ &

#3.2mm

#4.1mm

6 s

#125mg

#1250mg

sl 2 — 1

* #

ES #=

SP 50

SP 100

*4,

REE I RHR

OTAPABEDRTFE CRESBRIERIEEZET)

OO TAPAETTREHRIBOSNEVTAD
ABEOBERRREMEICHT 2R TALPAELOHA

A

6. B ERVAE

WA R, EAICIETarI FELTI HI00mgX 0
B EMIBL. 2ok 1EARD LEoMEZ 1 CHa
L. #FH=E4%21 H200mgs 3525 Wity 1 H2MH
W TRRORS 35, 8. SERICED 1 H400mg%x
B2 e WP CEE T 5 2% #EE 1 ERM Lo
fxH1C1 HHEE LTI00mgEL F32179) 2 &,

R alE, 4D Eo/NBIiZiE 7 arI FELTLH
2mg/kgX VGG L. To% LERD EORMEE
HIFTIHMEE LT 2me/kgd o#E L, HFFEHEZ
RE30kg ARG O /NEIZI1Z 1 H 6 mg/kg, AR FE30kgbl F
S50kg A O/NEIZIE 1 H4mg/kged 35, Wihtd 1 H

2 AN T CTROR S35, B, ERICE ) AKE30kg
il o /NEIZI13 1 H12mg/kg, 1K #30kgbh F50kg 7k i
O/RBIZIE T H 8 mg/kg% 8 2 72 WHEPH CHEH IR T 5
5 WEGIEAMU LELoOMBEE®H T TIHHAEE LT
2mg/kgbl T3 2479 2 &, 7272 L., RES0kglL E/h
BTk, RAEFEUME: - HEEHWAZ L,

BERUCHEICEET IR
(ZhEELLiE)

71 2 VL7 F =V YT T Y AH30mL/minkl F o &
T ORIE R E D H 2 B IIE, RAE 1 HiRS
JHE%300mg. /MEIE 1 HE S R E225%E L 55
REBEEICRGETAZE, £ MBENT 22T TW
AEETIE. 1T HHRIIMAZ T, MEENRICRKT
1RO ROBNESG 2 EE TSI L, [9.2.1,
9.2.2, 16.1.2, 16.6.1. 16.6.2 K]

7.2 BEXITEEONEERTODH 5 HEH (Child-
Pugh/r AN OB) 121d. WA 1IHARES HE %
300mg. /NEIE 1 HIREH & 225% 0 & 55 % &8
WICHGTAHZE, [9.3.2, 16.6.3 ]

7.3 AHIO 1 Hi M I AR E kg R o/NNETIZ 1 H
12mg/kg. & ®30kglh F50kgA i /N TIX1H
8mg/kgTdh b, AHl% 1 H8mg/kgxitB 2 THH-L
T B RE30kg A D/NEAS, RV ZEE Ik
HEHB0kgPl & o 28 AICIE, BEOREE 4512
gL, SR BLOCEMEH OB 2 EZRB L9 2T, @
UWaHEEHRETLZ L, B, Bk REIL#T 2
\: to
(RERRFEE)

%7, 4 ARH Z i TR0 L TR 238541213, b
DYTADAEEPHT S, [RREIZB VT,
SRR AR IS\t 3 2 A Hiplie 5 C i AR RIS 72
V]

8. ERLEANIERE

8.1 WMHTIZB T A HERO AW E 2w LIk ik
W& D, TADARIEDRE X TA D A ERIREDS
HobNBEIEBHHDOT, HG52HIET A4
X, il THAMMEPTFTHEAICRET 572 L
HEIAT) 2 &,

L2 IR v, B IRA. EES - S - By
EHEN SO/ TIN5 2 E23H 5 DT, KAIIES
) AN E =)L RRUA i NI (e R AR Y ADF - I (R
SR AVEIEETLI L,

.3 PRIEIIBOIEEDNDH SIS I ENH LD T, KHD
PG dE EL EoRER 70y 7 SIS B REIR
(CHIIR. BRIOECRA S DRIOAEE, SRS B 5 B I, 2Rl
BiE, BN OFBIEETLI L. KHOKS
FIZZD &9 BIERD D b NIGAEIIE. EioZ
BEZTDHELIBEROCZTORBESIIRES L L,
Mz B R T O LB COHEZE S DA 42 5)
OEEDOHLEH, F )T AF v RANVERE (T
YIREGES) OdH b EHE, PRMBOEEZRITBZ
NODLEFRN AL TV BBES TR, ARS8

©

(=]



I L O AP Giid DB Z 1T 2 & BHED
RERORREOELZFEEELBISET LI E,[9.1. 1.
10.2. 11.1.1 ]

8.4 HyRIparE, BfE, BUBVESORMIEIRDS D S b,
HEEKIZELZEHHHDOT, KHFKGEHIZEED
RELOWEOZLZFEERERCBIRT L2 L, [8.5.
15.1 3R]

8.5 BB MU E DRI\ BYE, HB A XSO R
REEBOW IO W THaFHME TV, A& 8%
WA A9 KO iRET AT L, [8.4.15.1 &IE]

8.6 M., BMEDIREEEDE L AW RN H 5 DT,
BRI, BEEICOWTHZ 2T SEE L, By
ARRO SNIHAIILE Y Lg% 79 2 &, [15.2.1 &
18]

LEHENERZEI2REICHAT SIE
9.1 AHHE - BMERZNH 585
9.1.1 MEEBEXEEDVRE (DHEEILR
2%) OBREDHZIEE. FrIILFvRIVES
(FIWVHEEERS) ODHdEE
KA OPRIMFIEEMEMAIC L YV EE 70 v 7 Sh358H
TAHBENDH D, [8.3, 10.2, 11.1.1 BH]
9.2 BigeEERE
9.2.1 EEBHEREDH HE
[7.1. 16.6.1 ]
9.2.2 MEENE 2 TV KRB BRAERERE
[7.1. 16.6.2 ZH]
9.3 FFipera=EmE
9.3.1 EEDH#EBEEDH 2 8%
BELARWE b, AR EES ERET 28720
MdHbo [2.2. 16.6.3 &)
9.3.2 BEIIFEEDIHEEREED H 5 HBFH (Child-
Pugh#%3EA R UB)
(7.2, 16.6.3 ZH]
9.5 1EF
Il AR L C W 2 WREE O B 5 PRI, B 1
DA VD G E LI 5 & B S BB E o hdk

59452 &,
7 v MZBWTIHREBITE#EDO SN TWw 5,
* %9, 6 RILG

B EOAGRIEN RO R R L, 55

Dk IR Z BTS2 &

MR ABATT A 2 L SR Tw b,

9.7 MNRFE

9.7 1 ARV ARARTEI, B e, LRI 4 ki O %)
JRAR S 2 IR BRI 2 L T e v

9.7.2 /NREFH DD IENEIT 05 B HAPRIL IS 2
FRAR BRI EN - A B ICATbhTnn,

9.8 miE
— I CIEHRRREAME T L T2, [16.6.4 Z
i
10. A E{ER
10.2 HEAERE (BERICERTH L)
A B - T | BE - b T

PREFEOIE R 2 2 |FE7 1y 75035 | 0 A 12 X YPRM
FTBENODHLIER | BT BN D Do | IR AN
(8.3, 9.1.1, 1L.1.1 & IR 5 B2
1] nNhs s,

1. BIEA
KOBWER DS HbNDZENHLHDT, gtz 14512
T, BERD SNGEI@ G 2k 5 7% &
YARMEZITH 2 &,
1.1 EXAEMER
A BETOy 7. Bk, &8 (WFhd 1 %Aim)
PREMBOLEZ R $BENIH 5, [8.3.9.1. 1.
10.2 ]

N2 hEMEKXEEREBMIE (Toxic Epidermal
Necrolysis:TEN) . R J§ %k % IR JE f& 3% (Stevens-
JohnsonfEf&EE) (W31 b HEAH])

FEBG KB, ARG N5 A 29 FE, IETEYRG. ARSI,
TN 50 B 035380 5 N2 33k 5 2 ik
L. WY REx479 2 &,

1.1, 3 FHMEBBUEEREE (HEEAH)

WIEIR & UCHsB. SEA A S, I HRERE
) COoSHIER, AmERA. IFERER S, S
1) 2 SERIEHAS 2 b IR IS O T Al BUE IR A D
LbNAZEND DB, BB, B ALV RAT A VA
6 (HHV-6) %0 4V ADOFEELEIED & & a8
%<, Gk b 5. B IRRBERTESE O %
4ji7b§¥'i‘}3>?i§a$)é WIEBIEALT 5 2 20 H SO THEET
LT kY,
1.1, 4 EFERIERE (HEARH)
1.2 ZOOEIER

/B 3%P | L~ 3%ckik] Lok | WA
LD [EACHEE, | D Ow LI B i
Vo (178%) | Rk B0 | BORPE. S B, %
S, R | 20 AL, 38 |
AL, Al
. i,
o g
F HOJRESE, T
e BT, I
fi. . f
s, TSR,
DY S
It -2
AETADA
i w. i
i e
Bl WL | T HACA L, 1
x| i1 2 PR, B,
il
WA LS| LpE
| b BB S
L SRR
Kt
. S5, AR P
peli 5 i
SR B
R s
s T
T T T
[k qis LA, LI
Hrok % k.
Joi. BRI

13. BEHRS

13.1 fFERK
WP (RK12000mg) (2 & DR b7z E ik
L REIES T, D, JEPE (AR AT,
TAPABERIRE), OEEEE. ¥ 3 v 7 RTEIE
Tholze 720 7343 F7000mgZx —BEIZHRA L
TP THEIHE E N TV 5,

13.2 &
AHNIMPLENTIZ X D BRETRETH D HEHLTwD
FEIRDAEEE IS U CTMBLEN OFEMi % ZET 52 &
[16.6.2 Z:i]

14 @A LOZEE
14.1 EHBIZXFEOEE
PTPEEDHFHKIPTPY — b2 LW Y L TIRHT 5
XIOETHZ L, PTPY— FOREMKIZK Y, TEWEE
AL RE AT A Ly BIZIZZEL 2 2 L CHERS
RREOFEELAIIEL T LI LD D,



15. ZOMHOZEE

15.1 EERR{ERICE D 153k

TN CEME SN2 BOIMTAPAEIIBIT S, TA

A, AR RS L L21990 7 5 £ R R

RO METRE R BV T, ARZE R BRSO

FHD) A7, HiTAPAEOAETT 7 R
I L TR 2 E < BT AL ASEIRTHE £ 043%.

7T KRB 024%). PLTADPAEORMARETIZ, 7

T2 RBELERIOANDH 72 VIINZ W EEIH S

(95%IEHEIX [ : 06-39)0 F72. TANPABEDOT T

FN—TTiE, TIEREEELLNI000AH7-024N%

WEEHEENTWA, [8.4. 8.5 £H#]

15.2 FEERPREAER (ICE D 53R

15.2. 1 FEERSEW T RERRICB VT, 393 Fig
5 v b ORI G5 5350 H F THA L7225
F v~ D268 [ K ON104:8 5] AR % 5303 1 B TR
RO SN, 4 X OS2 B AE G- 3R
BRIZ BV TRBEDZEALIZED SN h ol B
e BHEORICET 2EEHORERITT TR
X <, 16 Y- o 0 ILF 2 AR D 7
5B RBETIX16%I6 Ly A#I1200mg/ H # T4.9%.
400mg/ H#T122%, R 5-TII55%TH 0. sk
BIMARE (o) © 7T 1 KEETI344%I12%
L. A#I200mg/ HEET89%. 400mg/ H #ET18.0%.
600mg/ HEET305%Tdh o 720 [8.6 SHH]

15.2.2 RASIEE TV THHWAG/RjT v b (3.
100 0°30mg/kg & JEEN P G) VA b5 AT =)
BEERMTAPAT Y b (1568 081.2mg/kg%
BERENTR5-) 12 3B W TR IMFEAE DB EATED BTz,

16. M ERE

16. 1 MeRERE

16.1.1 KA
(1) HEE%RS
FEHE A B PE18H11C 7 2% 3 F100. 200, 400mg
2RI IS R R G- Lz & & 54505~ 4
FEI] CChulIE Lyt 1314 TH - 720 AUC
JLUC,, JE G e LTl L 7=

(ug/mL)
18
89 7 43I F 100mg
15 OBE 743 F 200mg
it AAA 5393 F 400mg
s
i
7
a
I
N
i
JiE

5t
WG RO SE B E ST X — 5

PG 100mg 200mg 400mg
%L 12 11 12
AUCq..(ug - h/mL) | 570 [204] | 1164 [182] | 219.1 [16.1]
AUCy, (ug + h/mL) 550 [187] | 1121 [17.1] | 2125 [15.0]
Crnax ( g/mL) 296 [15.2] 534 [250] 11.8 [154]
t (b 1.00 1.00 1.00

e (0.50-4.00) (0.25-1.50) (0.50-4.00)
t1,2(h) 14.0 [20.2] 14.6 [13.0] 137 [153]
CL/F(L/h) 1.75 [204] 1.72 [182] 1.83 [16.1]
Vd/F(L) 355 [134] 36.3 [13.0] 362 [12.8]

EATIfE [CV(%)].

o (EHIRAE (FEPH)

(2) REHRE
e RE R AN 5 B 5 34 3 F200mg/Ml % 1 H
20 7 HERAERIG- Lz L &, % 5 a4
I FIREEEREGRB»S 3 E?ﬁbl'ﬂ'ﬁ'f@'ﬁ’iﬁﬁ;‘é‘ 12 F5E
L7206 AUCy10® BREREIZ24TH - 72 (FHEIA
7_:_ 57 ) o
16.1.2 /R
FEEM 3R O E M 1 ABRIC BT 6 » T
M H17i%E TORRTA D ABEA14B (H AR N46
Blae&d) PomoNzmEdh s a3 FiREE2H
W CRHE RIS BN BT 2 17, ANRICBIT2 T3
T3 FORYBRE NS X — 7 2HEE Lz, RIS
BIFL73a%I VoS5 =1E2~18mg/kg/H % 1
H 2 [ 5 (RES0kghl o /NEC o H & ik
600mg/H™) TH o720 AATO54i%H (VA/F)
13071L/kg. B oa% 2 1) 75 v A (CL/F)
AR E L ORISR A L. AR E1SkgD 4% L T
0.88L/h (0.058L/h/kg). fAHE25kg? & % CT118L/h
(0.047L/h/kg) . AH40kgPD12i% Y2 T1.60L/h (0.040L/
h/kg). RE50kg?165% 2 CT1.83L/h (0.037L/h/kg)
it snY, (7.1 )
HD AAN 4 EO/RNBICH LCHEBZA L TWw5,
H:2) AFOAKB SN2 1 Higr L, AR ORE50kg
LLEo/NRI213400mg. R E30kg L 50k g fiff @ 71
Bﬁgg 8mg/kg. HRE30kgA il D /MR IZ1X12mg/kg
S o

16. 2 DRIR

16.2.1 BEOXE

fRERRE R N B PE246112 5 a9 3 F300mg % 22 31
FHICHERERS L2 &, AFEIaH3I PO
AUC, M UC 2 % T K o 72° (UHEA
?—y)o
16.2.2 NAFATFXRNLSEUF«

fRERE R N 245112 5 29 3 F200mg % 30 5% U860 T
B0 T ERIR NP GO R G- Lz L &L
I 3 FOAUC, S UC, JIFRETHY, T3
I FEEOHI AL FTRAL T F 1 1Z1E1F100% T
&)O 7‘:‘”0

16.3 9%

fEHE R AN 246112 5 24 3 F200mg % 3047 [ C B ] 23
RN G- L7 & & 0 AisfE (V) 1E3LILTH Y.
J 3% 3 F200mgx HERFEIIHRG- Lz &, B2 o
AR (VA/F) 13328LCTdh -7z,

invitro (7 2% 3 F15~60ug/mL) K Wex vivo (5 2
3 F0.7~55ug/mL) REEOMERE, 7343 Foul
RRARIZIS% R TH - 725,

16. 4 {3

7 a3 FISEIER S OGN X D RNA SR L 72
in vitroiRBR DA A, A AN IATFE 2 ERBY TH
B0-Wi X FIVARAN T 53 2 CYPoF- R,
CYP3A4, CYP2C9K UFCYP2C19TH - 72

16.5 Bttt

16.5. 1 fEHER AT 5 611 [MCI-5 29 3 F100mg
(40 u Ci) 7 Hilali% 1 9% 5 % OF 1 1R ] C 4 [a] 2 3
MRS L7z & &, $25-12168KE [l £ TL2, R
e 54 D94% L D°97% A3 HEME S, FEh A~ o Pt 1%
05% AR TH o720 RF~NZFTIH I P (30~
40%). O-Wi * F Ltk ($930%) . HPEMm 5 (#520%)
KO 228 (056~2%) & LCHREIES
720 EAF— %),

16.5.2 HEHERABMEIC T 24 3 F100~400mg % Hi ]
RO G Lz b &, #5721 % F T o R ik
X, 9 3% 3 F29~33%. O-Wii # F L 1K10~15%T
Holzo MIEHO-BE A F VKD AUC, T4 S a
¥ 3 FOHI0%TH - 727

16.5.3 fEEEH AT 29 3 F200mg% 3045 [ ¢ il
FEEIRNES L2 &, &2 )7 T & (CL)
131.78L/hTH Y., T 2% I F200mg# HilalFE 135
L7z &, Ardoeyry7rs 2 (CL/F) &
1.84L/hTh 7=,



16.6 FENDEREEF T 2E8E
16.6. 1 BEHEEEEZEE

EHEREDRREE O L7 2 e N ER #1125 39 3 F100mg
ZHEZORLG Lz &, AUC, I3 B IE W &
(CLeg:>80mL/min) & ME#E L COBEATH (Clog:

50~<80mL/min) TiZ27%. WA TH (CLuy -

30~ <50mL/min) T22%. I E KX F # (CLk:

<30mL/min) T59%E < v CoaelTTREE A & HEE O
BRI T % T10~14%E 20 o 720 HRIEH S EHE O
BRI T HI2 BT 50-I A F VRO AUC, (3 Bk hE
ERZEDIS~46ETH - 72Y HEAF— %),
(7.1, 9.2.1 ZM]

Hin$ G- O SEW BiE X T A — &

EREHE EH HRJEACT | & ST | AR
T 8 8 8 8
CLeg(mL/min) >80 | 50~<80 | 30~<50 | <30
470 596 576 748
AUCu(ug-b/mL) | rogg) | [175] | (1901 | [269]
269 295 306 302
Coax (ug/mL) (3501 | [207] [10.0] [23.3]
o 10 05 05 10
max (05-20) | (05-1.0) | (05-1.0) | (05-15)
) 132 182 154 183
2 (76) | (1871 | [189] | [278)
213 168 174 1.34
CL/F (L/b) (208] | (175 | [190] | [269]
0500 | 0354 | 0277 | 0143
Cly (L/h) (3791 | [513] | [244] | [3L8]

AT [CV (%) ] AUC, & 0 ~96HFRIfi, t,, \drhoefii (HipA)

CLg :

BrVT oA

a) 7H
16.6.2 MK ERZ 2T TV I R\BEEREETRE

MLEENT % 20 T 2 KB R E 0 1l ANk
2y FREMT W L OB B AG25RE RIS T 2 3 K
100mg % HiEFE OG- Lz & &, JEENFREIC X4
W] 0 BHT J2 I TU1E T a9 3 FOAUC,, 1346%i#,
AL, B X ABRERRIZT 34 3 F57%., O-Iii
AFIVARS3%TH ), BNV T TV AET IV
F140mL/min (840L/h), O- i * F ) fK149mL/
min (894L/h) TH 72" MEATF—%). [7.1.
9.2.2, 13.2 ZI]
Wil 5 DS YBRE S5 R — ¥

ML EHT

JEENTIE 4 TR BT IR

B

8 8

7 a

S

AUC,(ug - h/mL)

432 [20.2] 232 [151]

Cra (g/mL)

318 [224] 279 [221]

s ()

050 (0.5-4.0) 0.75 (0.5-2.0)

ti2(h)

195 [194] 19.2 [26.8]

O-Jt %

EIZS

AUC,,(ug + h/mL)

6.63 [74.3] 343 [685]

Conax (ug/mL)

048 [69.5] 0.22 [69.1]

BATTIGNM [CV (%) ], AUC, (& 0 ~24H¢ B, t,, \drhoefii (#ipA)
16.6.3 FHEEEEERE

JFREREDS TSR ICAL T L 722 A (Child-Pugh%3#iB)
27 3% 3 F100mg/lnl %2 1 H 2 [l 5 H B AERO
L2 & EERERAICEXRTT I I FoEE
RBE DAUC 5 8 U°C,ald 7 12 N61% J2 U50%15
Molze Tz RETHIEEN L 22ERREDAUC, 1,
o OSCald E B NAT% M OB37% 5 7> o 720 T JE N
FepERE = B (Child-Pugh/HC) TOIRWEHRE X
BE LT GHEAF—%), [2.2.7.2,9.3. 1,
9.3.2 BMH]

SEHRIREDOSEY BTE T A — ¥

e 1B Child-Pugh/3#iB
% 8 8
AUCq 2 (ug - h/mL) 533 [17.3] 859 [21.7]
Cuax (g/mL) 5.83 [13.3] 875 [18.7]
toa () 15 (05-2.0) 15 (05-2.0)
ty (h) 14.8 [19.7] 241 [235]

BT [CV (%) ]\ tauddrhgefii (HipH)
16.6.4 ks

655 DL - o> s B L1 [ O s s 2 1200102 7 3

I F100mg/Ml% 1 H 2 |5 H RIS L&
&, 455 LN O AN B YEL260 & iR LT, il
FOLHEIZBNTT 3H I FOEFEIREDAUC),,,
1 ENZFN33% KL U50%5E < v Coadd T NZ129% K
U53% 20 o 720 F 72 RETHREEIL L 72AUC 9,
R L YIS B T E N EN26% K 1N23%
o2 BEAT—%). [9.8 BH]

16.6.5 CYP2C19&zF %R

H A AR OV LA BE IR A B 41861 % . CYP2C19
BT RN IED BT L 0. Lty
(UM : CYP2C19*1/*17) 1%, =R#aeE (EM :
CYP2C19*1/*1) 1761, v B 1t # ft &% (IM:
CYP2C19*1/*2, CYP2C19*1/*3) 10#. K Ofkft
WHeH (PM : CYP2C19*2/*2. CYP2C19*2/*3) 8
BICH . SOEFIICZS T4 3 F100~400mg % H
[RRORG- Lz &, a4 3 Vo5 L ORE
THHEAL L 72AUC,. 12, EMIC H <R TPMT24%.

IMT10%E522 5 7276

16.7 EYHEIER
16.7. 1 EYHEERAHER

Z a3 FE, 6% I R 3 TCYPLA2,

2B6. 2C9, 2C19M UBA4IZHK L CFEEH 2R &
9. CYPIAL, 1A2, 2A6, 2B6. 2C8. 2C9. 2D6.

2EL. 3A4JUBASICH L CHEEHZRE kb o7z
A% CYP2CI9IZH§ 2 BLEEH AVRIR S 7z,

7 aY 3 N, P-EEA O MBI 43R T 4
<V PREE ORI LCHEMEHEZ RS Rd otz

(in vitro) o

16.7.2 ERAREMEE/FAHER

(1) HILNATEEY
TR N B 196, 5 2% 3 F (200mg/Ihl.
LH2M) oEFIREICB VT, MWCYP3AT
N O OCYP2COFE LI TH B/ VN<
£y (200mg/ll, 1 H2MW) % bFHKERED
WH L&, AUNIEE VIETa VI FoE
HIRBEDAUC) 10 OC B2 RIS 2 5
720 JERE N B MELSBINC, A VN EE » (200mg/
[\, 1H2M) OEFREIIBNT, 343 F
(200mg/I9l, 1 H 2 [6) #%PFHERORES L7
X, SaH I FEAIMVNATEE VOERIRED
AUCy B UC o\ % T T S 22 o 721 (MhE
AF—%),

2 #x7TZJ—=I
TR N B 3460, 5 393 F (300mg) D
[FREI T3 512 BT, J9WCYP2CI9ESTH 5
F A 75— (40mg/lal, 1 H 1MW) Z6FH K
BROKEG L&, FAXATFV—IETad 3
FOAUC, M UC 8% BT S % b o 720
CYP2CI9ETH LA AT 5V — L (40mg) @
HARROHS 2B WT, 9233 F (300mg/[l,
1H2E) #FHRKEROEG L&, W
I FIEARATS V= VDAUC, S OC, %
FAEE o2 BHEAT—4),

@) IH4IT L

TEHER AT 3361, CYPIARETHAH IV VT
2 (75mg) OHEREOHGICBEWT, T34 3
F (200mg/Il, 1 H 21) % ff H KERZEOH#S
L7zt %, a4 3IPNEI¥VT20C,,.%230%
BN S 72 A AUC \ZEHZ BT S e dr o 727 (1



17

IEIA?’_y)O
4 27790
e A B PEI6HIIC, ST v 7 7 U Y ASCYP2CY
WETHDLTINT 7 (25mg) O H[EFEIH
HizBw<, 9a¥ 3 F (200mg/l, 1 H 2 )
EOHRERORS Lz &, %3 FIESk
UR-7 V7 7 1) Y OAUC, M UC, 2% BT
¥, FubturyerviRMEY T ba v Y ok
Mo EEERE I (INR) O f KA M FAUC 16500
MR RITE o2 BHEANTF—%),
16.7. 3 BEMEYEREHT
HARNK O E N DN O/NB O T A DA BHE D
SIS N-IMAER S a3 FiEET— 7 2 v,
REHE SR B REMRAT 2 4T o 720 Z OFER. CYPEE
TEMZ AT AIMTANAIEKTH L AN EY V|
Tz b v XIEF 72230y —LVoPEHIC K
D, 3% I FOEFIREOAUCIK, BALO/NG
Ty %% 25% K O17%WA L7219,

17.1 AR CRESMICET 258

FEAHE (CRELBIEREEED))

17. 1.1 EEERFE THERR (BEBEE. RA)
BB IRIETADNA LB S N8558 E (2
REERALRIEE G ) USRS F O i
RFEEEZATL1I6RUEOBETZTLRE LT, A
#1200~600mg/ H ™ X ixH v N< ¥ ¥ ¥Rk
(CBZ-CR) 400~1200mg/H™ % HiHIZ TR OG-
L7-& &, FEFMIER Td % Kaplan-Meieri: 1 &
D HEE L7 B RS BT 5 6 o H TS ENY 26
RIITEROLEBYTH Y., BHEMAEDISWE X MO
TRRAEIZFOFRE S NIEHHERAE (-12%) %k
ol 5722 &, CBZ-CREED 6 » H BIFSAEN 2RIk}
T % B 2 0 95% 5 HHIX I o F RAE o b (R 22)
. FORELZIESERIYE (-20%) % k-7
ek 73) 5. CBZ-CRIZH§ 2 ARHKN O IEFHHEDHERE S
n7%,

o | TR | RERE
B e | g | CRERHR e 00 | o) |t
MR | PeHEE | PIE | Lo BE o - B
%Fﬂ (ile ((y ) ) [95%47‘: *ﬁ [95%117‘% (%) L
R KR | KR
, J 327 898
- AMEE M8 G3e) (ises 28] s .
CBZ-CREE| 4429 | 308 o1 |[55.28]) 7
i (69.7)  [[882,940]
X . 307 915
_— AHIE 4087 | 755) (1860431 5 .
CBZ-CRE¢| 307 | 280 928 |[83.27] %
i (71.8)  [[900, 955]
a) Kaplan-MeierfiiZ X 2HE5E Ml (8% 3 » HHOFEIEME (2
| i{é;ﬁ: 3 ;J;;) gk l?]},#fl\/éagx;tg—Haenszeliﬂl QU k3]
b IPED I J:E-CBZ-CREE D sk
c) HIEORERM 72 DI5%EFEIX [H o T B fii/CBZ-CREE O J: 3 x
100
d) Full Analysis Set
e) Per Protocol Set
f) HARNEB 7 5% &t
g) HARNEGINSH % 5T
h) HANER 6 5% &is
i) HARMNEBI2HEZ &t

B, FRIRNTRE S & B AHIBET400me/ H B~
DYWENLREE Lo T2BAEZMERT 56 E LT
o 7284 DFASIC BT B IVEDS T L 72 E K
(#45 (%)) 13308™ /4441 (69.4%) T V. Kaplan-
Meieri#: |2 & ) i L 72 38R 23 [95%/E iHIX ]
1384.1% [805, 87.6] TdH -7

FIERISE BB X, ARAIHE T37.2% (165/4444)) T
Holze ELRIVERIE. FEIED T W79% (35/444
Bl). JE55.6% (25/444%51) . EHIRA5% (20/4441)
»(“é) 2 f:o

D) AH QKRS 1 BT HRIZ400mgTH 5,

H2) NN EE VR AITIAR S hTuin,
11:3) 200~400mg/ H £ 5-CHRAEATNJ: L 72 BF L.

17.1.2 ENETHERER (BEHEE. RA)
1HFIDOBEAOPTANAEZEL L T 516 L
DITHENEEGTHTCAPABREZN S E LT, K
#1200~600mg/ H ™ & 145512 & % LA E~Y)
DEz7-E & 67 AMBIENEREOHAE L
462% (6/1301) Thotzo B, FHEMITE LT
400mg/ H B~ OB DS LI L 2 o 72 BHZ N RAR
T+l UTHHo 2380, 6 » HRZEENIES
DEE1E308% (4 /1361) TH-7217",
I S BUBE 12, 84.2% (16/1961) TH o720 I

ZRE

FETED F421% (8/1961), MR

31.6% (6/19%1), xS T v, EL A %105%
(2/1960) THo7zs
H4) RFNOKE S N7z 1 Hier Ha13400mgTH %o
17.1.3 EEERETHRER (GFAEE. RA)
WA DOPLT A D ASET 55 S EHIHIRD R A 5
W FAE R AT A 16 DL E o HA A L O E A
DTANABENATE (HARNEFIR20 % &) &
G E LT, A#FI200. 400mg/HXiE7 5 R%16
HRRE Y (EFOPTA»AREL ~ 3H & DBF
M) L7z& &, EYEHETH Td 2 B3
BHEFFI 028 H B 72 ) OERFAE M AL E IR T
FOLBYTHY, 79 FEEARF200me/ H &

0400mg/ H B & O [ TREEH -1

BN D

SNz BB, BEIZBITB0%L AR F—1L —

b (28H @& 72 ) DB FENE WA B

3

SR

] & T

50%LL R L2 BB 0EIE) 13, 77 2R EEL.T%
(36/183%1) . A#1200mg/ H #£38.5% (70/182%1) I
OAAI400mg/ H#£49.2% (88/17961) TdH - 72",

28HH7-H) D 75 REER
B | H R | pfE? ¥ % Ry
DEALEY [95%15 X 1]
77 XREE | 183 -1.22
. 294
200mg/HEE | 182 3.33 <0.001 (187, 387]
. 39.6
400mg/H#E | 179 -4.50 <0.001 1305, 47.6]

a

b) gLl

o
———

Full Analysis Set

AR L 72 HERR IR D28 H & 72 Y DR Se I K 2 DUBZE KL

PG R O E 2 RT W BRI L 2B 0280 72 ) O f
SrFEAEmI R S i & B 3

d

N

ORI & 0 HEE & M7l IR A B RN L 72 RS TE
PEmBIE A (%)

FIVERISEBBE L X ARAITECT47.7% (173/363%1) T
Holze EEWEHI. FEIED F12229% (83/363
B) . MEHR8.8% (32/363%1). #i1H4.4% (16/363%1)
Tho7o
17.1. 4 ERERRB#RGEREHER (RA)
[ B L ) 26 T AH BB (PR FTHEE) 252 T L2 H AR
O E o 3747300 (HARNEF12300 % &) % xf
G & LT, ARAI100~400mg/H % 1 H 2 B3 T
BORG L-& & (PR, mE7T67THHRSG). 4
TR OB 2> 5 D28 H & 72 Y O 558 E R %K
WA F O YL 1355.23%, 50% L AR ¥ ¥ —1 — h

1356.3% (265/47141) Ta - 72",

EIVE S BUBIRE (3, AHITET429% (203/473%1) <
Holze FEEWEHIZ. FEIED F11178% (84/473
B, MEIRG7% (27/47361), BEE3.8% (18/473%1)
THo720
17.1.5 @S EMHEHR (IR)
BEAE D PLT A AT 55 % ST R S h
DHENERGET B AR EITRA S O/NRTA
M ABEMIA L E LT, KK (K E30kg A i
D EH T 8 ~12mg/kg/H. RIE30~50kg A i D H
#1326 ~8mg/kg/H. 1KHE50kgbh 113300~
400mg/H) XIZ7 5 tXRz16H MRS (L
DPYLCTANPAIEL ~3H D) L&, £8
SHME H T 5 BEHH I3 2 MR R o028 0 &
720 OEAFAEMBEALRE I TEDEBYTH Y,
7T KL ARHIBE & ORI CHRHAIINCAG B 7208

=\

2 S 7,




| 2BHBZY D 75 b R
B | E R | phE? ¥ % Ry
DAL [959% 2 41X 1]
FoLAE | 170 -155
3172
AH B 170 305 00003 | (16310 11277]

a)

b)
c)

d)

Full Analysis Set

7T RO 2 1, HEFEY I O ZAERE T — Z 1R (e

Egglﬂ HD10%48) 23d - 727280, ENTICED D> 72

1n(3(+1> (XA B S E)  CRfEZR R U 72 8055 5648 Il B %

ey 358 ORE LR 2 & L. 8L

Eﬁ%%%@%ﬂ%th@%ﬁ%ﬁ@ﬁ%%%%kLt%ﬁﬂ

g“?%:d-:#b:ﬂftéﬂ&&% (%)=100% {l-exp (/h_FeFHn

AHIBEE 75 L REED)|
R SEBUBE I 1L ARFKIBET33.9% (58/17141) TH -
720 EZREIMERIE. BIR14.0% (24/17161). F8hE
D FE88% (15/171) TH o720

17.1.6 EEEESE I HRAMERSHR (MR
4R S1THROEIEEGF S NIRRT A» A BEL36
Bl (HARN4660, ZHEANOB) 2 kf4 & LT, AHAl
12mg/kg/H (#hTES0kghh I o % 13600mg/H ™)
FTxILH2MEIZHTCTRIOERS Lz &, B8
M2 & OEHBEIC BT 05 EmEE L E D
HRYLIE-52.73% (HAS A T-27.63%. 7HE A T-60.56%)
"Ci) D 7;:21)0
FI R S BUHE X, 56.2% (77/13761) TH - 72,
T RENERE, FETED F1204% (28/13761) ., f#
£19.7% (27/137%1) . #&i#%8.0% (11/137%1) TH - 720
W5) AR OKRB SN 1 HiemHaid, AR ORE kg
YL B/ 13400me, ARF30kg L b50kg i /N T
121& 8 mg/kg ARH30kg AdiD/NEIZIX]12mg/ kg TdH %

(BEBEREE

*17.1.7 EIRERETHERER (RARUV/NE)
B OPLTADAIE T3 R IBERRIRI RS 5
HBWIEREFMRIEZ AT 5 4D O TA»ABE
24200 (HARNBHE3B % &) 2R e LT A
#l (R E30kgA G O/~ A 1X 8 ~12mg/kg/ H
AR FE30~50kg A i o /B EH 1L 6 ~8mg/kg/H.
RES0kg L _E D /NB K O A # 12300~400mg/ H )
XE7 7 e ReREC4EMBROHRY (BAOPT
APAHET ~3FEDHH) Lz &, FEFHE
HT® %248 OGHE I BT 5 2 M H o5 E
RIMEDHBLT 5 F TORBIITERLOTRIO LB
DTHY., 77 RERFR L OB THREFNICHE
BhRAENED SN,

ARV MEHET

rme | o PREIT) g .
Bkt BT O | st | P
o 770

77EAR | 2L 1490, 1280) 0540
: <0001
| _ (0377, 07741 | <O
A 8 (1440, -]
a) Full Analysis Set

b)

c)

ARANEED 1 BNLI250 D A X ¥ b A5EBLL 72 B AR A LA
FENTzzD, 2 BNE24 B O E BN O SRS W © e
Molztzd, NS ED R oz

Kaplan-Meieri#:1Z X % 2438 O EH I B1F % 2 [l H o
I E DB F TOMR M O EME (Hhdufl)

[=1: ARFIHECLX2438 [B] O 3G 2 [ol H o) 5 e QS8 1R 23
50% LA OFEBNZGED &tz 0 o 72 72 OHEEATE
BIEHNIC BT 228 H & 72 ) O 5 E M ACFE1E O 1 §As 2 [0 LT
O/ 2EPLF oA, 2 mE o/ E A% gL L7
CoxLfiNF— FEFNICHED L, WaldiBElc L W i sz

—
IS
=

AHIBE (N=118)
N e 77 AR (N=121)

®
=
T

@
=3
T

Do
=

[at risk %
74\ il 96 84 73 70 67 62 56 52
77 AW 90 71 58 53 a7 4 35 31

(R) DESNFIEC & T ACESTTH
=
=

=}

0 20 40 60 80 100 120 10 160
FAEDIEH T A F oMM (H)
BB B 2 [ H oM EABESREBT 5 E TCORHO
Kaplan-Meier Hi#
RIVEFASEBUBIE 13 AHIET46.3% (56/12141) Td -
720 FREWERI. FEITED 1 174% (21/12141)
EHIR132% (16/12141) . HE0074% (9 /12160) TH o
726
17, 1. 8 ERERREBGERSHER (RARUVIER)
[N 3L W) 28 THAHGRER R AR OVIIE) &5 T L7
H RO MG AT ORI E 0 9 B s AR T
[0 5 D FEHe D B % i 72 & Tp hr o T2 E2390] (H AR
NEBEITO A GL) 2L E LT AH (KES0kg
R o/NEHBE T 4 ~12mg/kg/H. RE50kgEL -
DN EFEF200~600mg/H. B HEH13200~800me/
H*) % 1 H 2B CRIMEG L8 & (P
W, IRI416H 3 5). AT o B 2 5
DOHHARNC BT 528 H B 72 ) O iR FACHEAE £
LR D YL 12-8852% CTdh - 722,
EIVEH S BUBE B &, 34.7% (83/23961) TdH - 72,
FAEEHIZ, FEMED $109% (26/23961), 1
85.9% (14/239%1), Wl k> F W i OF H.03.8%
(9/23961) TH o7z
7:6) AAOKEENS 1 HREHRE, RO ESOkg
PLEo/NEIZ13400mg. R HE30kg L 150kg A ) /N R
121 8 mg/kg A E30kg A O/NNRIZIZ]12mg/kg TH %
17.3 2 0ft
17.3.1 DERICKH T 2 HE
BERERE A 2145012 5 24 3 F400mg/H. 800mg/H™
WE 7 R% 1 H 2 BT 6 H R AR
b, XWEEFT70F% 3 »400me/H% 1 H 114
3 HMAERORS Lz &, 9343 FIiZQTcl
WEER L shorze 3% I FHOPREEO T
ZAbE 35 6 H HoL 1 %Ik KRERD, 7
Z L KBEE DFIF, 400mg/H T7.3ms. 800mg/H™
TIIMsTH - 72 WEAF—%),
T AAOKBS I 1 IR RIZ400mg TH 5o

18. ZEHEIE
18.1 fEARF
J a3 FIREMMKLAETF N Y 2F v 2V ORRER
ATEVEAL 2 AR I e U, AR B 2 AhRsA
N 2 EALE D 2 LI & o THITWRAEH 2R
FEEZLRTWEY,
18.2 TADPARMEICHT B/EA
S aH 3 FIZBEEMERE~ Y 2, REF Y Py v 7
FMER T AL WEF Y FY Y UEMET Y b, 6HZzTA
MATAER 7 AR O KEL Y 3 v 758 (w7 A,
T v M) OEWRGFAE R N EREFEEE KL L 72T € 7
AT B THAEZ B L7227,
18.3 M CAPAREMIER
BEERIME Y FY Y7 Fy MIZBWT, ¥UF
ISR/ 35 R || RO s
19. BRI T 2 EB{EEER

—f4 0 3% 3 F (Lacosamide)
144 © (2R)-2-Acetamido-N-benzyl-3-methoxypropanamide




HsC
O

H3C/O\)\[(N

(@]
Gk
s
213 = W
PR

C13H18N203

250.29

140~146C

A~ KB OMKTH D, VAFVERIVAT
IRNIEAY 7 —NIZHETRTL, TNV
1F2-7 1% — VIZRREITR T L KILITREE
BT F VIR REITIZCL, T M= MY,
I =)V (995) XiZ MV ZEFIcd L,
ANTF T EAEET RV,

SBiEREL - log P=025 (1-%+ 2 % 7 —)v /K%, 20C)

21, AERRMH
PR A 7 EHLETI & R

22. @I
(E LNy b EE50mg)
PTP : 1005¢ (105t x10). 5008% (108 x 50)
7T AF v 7K MV 5008
(E L/¥y bE100mg)
PTP : 1008t (10%€x10). 5008t (10%E % 50)
75 AF v 7R MV 50088

23. EEXWK

DIEAS @8« EEREEREEINS~ = 2 7 v 51
3 B M

2) BRI Al © SEBE & 3R 2015:43:1307-1316

AL  SHE NAEERAICB T 2 7 a4 3 FIUER
SR oFEWERE (20164F 7 H 4 A&, CTD 2.763.3)

DHAENER - HRA R OHHE NN 2B % BEER
Y BREMHT (20194 1 J1 8 HAKRFE. CTD 2.7.2.2.3)

S)AENERL  SHE IR A IC B 5 7 a9 3 FoFE

DLk EYNCFERT 5 Z Lo

BRI RFORE (20164E 7 H 4 HA&R, CTD
276.1.1)

6) SFHITE A Al - ERARASAISEEE 2018;21:1223-1234
7)Cawello W, et al. : Eur J Drug Metab Pharmacokinet.
2012;37:241-248
8)Cawello W, et al.:
906
O AL EL - AMEAFRBEIR T H IS BT A5 T3 I Fo
HWEEE (20164E 7 A 4 HA&AFE, CTD 2.7645)
10)Schaefer C, et al. : Clin Drug Investig. 2015;35:255-
265
11)Cawello W, et al. : J Clin Pharmacol. 2010;50:459-471
12)Cawello W, et al. : Clin Drug Investig. 2014;34:317-
325
1I)HWEE: IV 0 E0EWMEAEN (20164E 7
A 4 H&#. CTD 2.7.659)
14)Stockis A, et al. : Epilepsia. 2013;54:1161-1166
15)HPER 1 5 aH 3 NS 5 REE RIS B RE AT
(201641 7 J] 4 HA&#E, CTD 2.7.2252)
16) #L PR - B0 53 JE 0 B 98 o [l s L ] 92 3k HE B
L
1D AEE R - B FEVEDE R L 2 S AR A~ O ) 1)
B 2 iR
1) LR - H AR O ENC BT 5 B0 F8 VE B e
D7 T Rk BB (20164F 7 H 4 H 7K 32,
CTD 276.7.1)
194N R - HAR L O ENS BT 2 5855 F8 Ve

Clin Pharmacokinet. 2013;52:897-

O £ WK B G- 5B (2016427 4 H K #2, CTD
2.7.6.8.1)
20)HEPIE R ANBEE 2R & L 7R SR DR R

@77t+ﬂWmMA@@m%ﬂHSE$W
CTD 2763.1)

2D AL - N G & L 72 i SR R
FIkRede 5-308% (201945 1 A 8 HZKFE.CTD 2.7.64.1)
*22)FPIE R D AR OV F A xS & L7z amiE mAR
FEAVEBE R O BRI R 7 T & R B ER (202045
12H25H &G, CTD 2.76.1.1)
*23)FEPNERL AR OV EFE 23R & L2z A
5%1’?19?)13%‘&%0) F ke 535 (20204E£12H25H
72, CTD 2.76.2.1)
24)Kropeit D, et al. : Acta Neurol Scand. 2015;132:346-
354
25)Errington AC, et al. : Mol Pharmacol. 2008;73:157-169
26) fLPI&EEL - The early evaluation of anticonvulsant
drugs
27) 4L & F) © Effects of lacosamide on fully-kindled
seizures in the mouse amygdala kindling model
28)Brandt C, et al. : Epilepsia. 2006;47:1803-1809

24. XBFKRERVEVEDHESE
= adt Rt vy —
T103-8426  HUECARHULIX H AAGANT 3-5- 1
TEL : 0120-189-132

26. BUGERGTEESE
26.1 BUEERST
A—-y—-E—-IvI\VHREtt
ERHYERARESTEI/E 1S

26.2 HR5ETT
B—=HHEIARH
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Hek 20244 4 HolET (38 5 k)

% 20234 6 HET (5 4 R) HAE R o S
ITE - BRRE 871139
BHER - 364 A

L= TS8E | A= T8
\ | 250mg 500mg
FChD AR AIRES | 22200AMX00864000] 22200AMX00865000
L5 S 1R R ) HRZEMIME | 20104E 9 H | 20104 9 A
LRF S5ty LEE
1-T25,5E250

1-177

- A

"7, EIE

500™¢

E Keppra® Tablets

F) ER—EMFOMGEIC KV ERTHI &

**=
ZIN/CA

2.

(RODEBEICIFRELEVNTE)
ARNORRAEET ) R 2 FERIC UBEE0EDBEE

Eo®2EE WAZITOWAIRABETIE, VLT FZo2UT 5>
3.1 450 ICARKIOBINHREG2ITH>2 . "B, TITRLTVS
S _ - HEROHBIEY I 21— a VERICESLLDOTH
Wt | A—4778250mg | A —4775500mg BN, BESLICHBICEELAN S, AELY
Wﬁ%g& LARF T+ 5250mg | LARF T+t ¥ L500mg g%%?ﬁziéi%éﬁiE%§E§§§§§¢§§

ZDon B 1x He i) T, = N
SO KA SO RS & AT 5% CHEICRET 5 &, [9.2.1,
6000EP. WEEME/K /1 (6000EP, BEECHEA Y 1 922, 9.8, 16.6.1, 16.6.2 -
B, 277 VBV IR B AT T ) VBV TR IVrF=y Fifsng (LT
WA |v A, BUEZ LT YA, YEZ LT L 7977 R| 280 [250-<80|230-<50] <30 | g g (B OHITE
T — U (85T AAEH) | T — L (88533 AAEH) (mL/min) R me
Bty >, vvud—BtFy>, v r/ad— | {455 | 1000~ | 1000~ [ 500~ | 500~ [ 500~
L4000, v, HE2|L4000. L7, #HE 3000mg|2000mg | 1500mg| 1000mg|1000mg
BPLIZYAL—F | ZTEmE% 1 | 1@ | 1@ | 1@ | 1m
3.2 HFE DR EH%E8|500mg|500mg| 250mg | 250mg | 500mg | 250mg
7% £ =7 75%8250mg | A —% 755500mg LH2[E| 1 H2[E | 1206 | 1H2[E) 1H 1[E
BOAE ARSI LA M AR pha T b RERE 1%? 1&? 7&? S&F uﬁ? 500
. mESE mg mg|750mg|500mg mg mg

e | @ OO = @ O 1621626 1526|1526 16 1E
B, E1 | 812.8mm. £6.0mm | $16.4mm. 7.7mm 73 BEOFSERENDH 5BETL. FETOZLTF

B #94.6mm #95.8mm BASETLTED, JLTF=Y 20752 AR5
=R #9277mg #554meg T BEEREE O £ /NI T 5 TR A B T &
@l — ucb 250 ucb 500 5. & OEREDSHIATSEE i, BB IR

4. FHREN IEZHER
O T ABEDEDFEIE (CRIEERIEFEIFZS D)

O DM TADAWETTRIBRHMRIERH SNV TAD A
BEOBEBEECH T INTADAREEDHARE

6. BERUHE
A EE, RAICRLARFTE85 L ELTIHIOOOME

*7.2 BREREZ AT 2RARZICAAZHRET 25513,

TRIRT VLT F o275 AMERZBEE L TR
HloFE5EROESHEREHRET5Z &, 2. MKE

BELZPOHEBERVCHEZHEI TS Z &, [9.3.1,
16.6.3 ]

8. EELRERNIR

8.1 HAHICB T 2R ESROZBABEL L LESHIEICK
0. TAPAREOHEEITANABERREN H 5D
NBZENHBHDOT, HE2HIET HHEEICTE. Dl
EBH2EMB EAPTTHRYICHET 272 SHEITI Lo

Z1E2ENC T TROKET 5. 8. ERICEKD 1A
3000mgzH A & WEE TEEER T 207, HEIZ2EH
Dl EoRE%» 0 CIHRAREE LT1000mgl R 217>
Z&o

N EE AR EO/NRICIELARF Sy L& LTLH
20mg/kgz 1 H2[ENC 71 TROKE T 5. LB, ERIC
LD 1H60mg/kgx B2 2 WHIE THEEIERET 55, HE
E2EM EoRFEZ 1 CIHAZE LT20mg/kgbl R
TOITH T & 272U, (FES0kgE EO/NRETIE A
ERICHE - HEZAVAZ &,

7. BENUHAEICRAET 3FR

7.1 KElZmERAREIOS U THERT 25512, loht
TAPATEGAT 22 & RERRRIEITNT 2 AA
B S TORRRBIIER L Tha,

8.2 IRZ. HEJI - &) - KEHEHRENEOE RIS
ZENDHAHDOT, REKRSHOBREICITEEEOEERS,
falg % LD MO BIEIC B S VWX STFEBIT S 2 &,

8.3 GfiltE. $EEL. BB, BE. RNBEZOBEERYSH
S5bh. BRENRIIESLZELHLHDT, AFERSFIZ
BEOREBRVREOE(LZERIELBEEIT S &,
[8.4. 11.1.6. 15.1.1 ]

8.4 BERVFOFREZICNEME. BREREORBHERF
HoOmfEHEICOVTHaHEZT V. EE & 8BEICE%
FHMOAS &S5 T B &, [8.3, 11.1.6, 15.1.1
eI

0. HENERZBIDZREICHT IR
9.2 BHeERERE
9.2.1 BHRAEFEENHDEFE

[7.2, 16.6.1 2]



9.2.2 MiRBET 22T TV D REASHEEEEEDH 2 EE
[7.2. 16.6.2 &H&]

9.3 fFiksEE=ESEE

9.3.1 EEIFHEEEE DB 5 EE (Child-Pugh23EC)
[7.3. 16.6.3 Z#]

9.5 {F®

9.5.1 FHF I IFIE L T WA A[REME D H 2 4k iE. IR
EH 7% AT EEREUIBELOARESEREZ EE
BEHMEINIBEICOAKETH L,
B MIBWT, BIEHRICLARF T & ADIMHEEH
BEFRLAZEDOWMEN DD, EIMY X 2Y —HIMICE
. BRTHIERD60%E % 57- & DIREDNH 5.
Ty MIBWLWTRERBITEIZED SN TS,
cEMERBRICBWT, Y b TR MOBER LFE
B EDBRETERERRUEREOBREE O,
REEE., BOFETREMAPRD 5. 7Y F T,
b rADOBRBEED4~S5EDIRE THBGE. BIREED
Bk UOHEOEMARD 5TV 5,

%%9.5.2 KA 25 Uiz, oHELLZRICBWT., iR

HYBEUEREEDS D 5 DNBZENDH 5,

9.6 RHiw
BELOERERUOBARBOAREZEZEL. HAD
R I 2 RS A 2 &

b FAHHFABITT A EFRESN TV S,

*9.7 INBZE
EHAGERITHERZNRE U-BRRBIIEN -
W EBICERL TR,

9.8 SinE
JVTFZrrIT I AMEESEICREGRE. BRERHR
ST AL ECEBEICKRSET S &, BRE TIIBEE
PEFRLTVEZEFEZW, [7.2, 16.6.1, 16.6.4 &
He]

B

ROBWEHN®H 6bNDZENHHDT, BEE 7T
WV, BESPROONIBHIEHRE2HILT 272 EEY) 2
WEBEITH T &

11.1 EXEIEA

MAT P ESHREIREMELE (Toxic Epidermal
Necrolysis : TEN) . RERIRIEIRSF (Stevens-
JohnsonfElRE¥) (W 3" b SHEEAR)

11.

FEEN KLBE. KA - 'S A THFE. WHEDE. BRI,

ARREDORENRD SN BB IC3REEZHIEL,
BB Z1TS T &o
11.1.2 EZFIMEBEUELEREF SEAH)

FIHER E L THIE, BN A SN, EITHTHERERE,

U OSEIERR. BB, FEEEkES, 2Ry o%
HRHEFSE 245 BHREOBEE L BBIERYH S5bh b
CENDD, BB, B EANLRZATA I A6(HHV-6)
HOTAINAOEEELEES Z&NZL . 5L
BYLFE. FHE. FRERESOERIERD 5 VX
BT 5 ENHHIOTERT S LY,

11.1.3 EERINKEREE (SEERH)
FLMERER A, MEERIERE. HMBERED. FHERED .
M/MRED D H 5N BT ENDH 5,

11.1.4 FFR£2. R (WIS HEARRE)
Fre, MREOEELRREESH S DONLI DD 5,

11.1.5 BEER GEEA)
BMLUVIER. ®E. BR. BEHREOERPH S5bh
D, BEREO LANRD S NEEIREZ2HIE
L. BEYZMEZITS &,

11.1.6 WK, BRER (T 1%KRTE)
SHlEE. $5EL. IR, BHE. WBEZFO/BHERY
Hhobh, BREKICESZ EbH S, (8.3, 8.4,
15.1.1 B8]

11.1.7 1EIERRRARE (BHEANEH)
AR, B CKER. MAPERUCRFIATar
VERERH S bNZBEEICE KGRI L, #EA
WEZITH T &,

*

11.1.8 2MBREE GHEAH)
11.1.9 BMAEREE (BHEEANEA)
FEE, Al MECKLERA. SR, MEOEH. &
WiEE. FBTRZ. QMROEMENH 5 bhiHE
WG edhik U, (RmEl, Kok, WREEED
WYL RNBEZITH L, oy IFTOEVRZMNED
BREDETRIPAONDE I ENDH S,
11.2 ZDDEIER

MME/BE | 3%LLE | 1~3%Kim | 1% SHEANBH
EEIED R B SR L AR . | ALK R
(104%). BIR D 2# .. EENWE. 9
B(11.8%) . [IR¥. Bk £ . L)@, @
ANHRGE, [EER [ M . BB, EEFEES. AB
(27.9%) OSSO |2, RHEREE. B

£, 8 REHILE .
H,BERB K Y T
W, PR s — Y&
E. BENE . BER.
BE. BHE|ITADPAE
; " T8, il E. wmak
RERMER R |
"y, YR
F Y-,
R, AR
Mo F W,
R HR
%R %
N - iR
HREE, N
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i, #=
HHR. EEER. BE
R » 5. IRF
I EERE. &
L e
FHREREGRD (B I, I
R, B
R ZHE
. M, /R
11 Kb, B
I ek B 1
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, DENQTHE

TEEREY . =0
. EEAX. FHLAESE.

WM. FH.. . BARIOBR. &

BEA. BIER kFE (WERE. &

L PN Rz
K. ME M.

)

FF i ALPHEID  |FFHERERE
BERE 95 . FR|BEIR
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F % IR B
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_ WIRTRIEHE [ . W
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cot |® VB K. KRS A (1
LN N T
R R

13. BEKRS
13.1 K

NEOHIRBREICBWT, LXF T LEZ—FIT15
~140gRA L7BIAH O . IHAR, B, B, =%

LAV, BN R VRS #RE SN T W5,

13.2 g

ARNF M ENTIC K DBRERRETH D HHL TV SIEE
KROBECIGE U TCMEENOEREZERT S &,
[16.6.2 ZHE]

14. B LDER
14.1 BRIBHOER
PTPEEOHFIPTPY — 2 SED H L TIRAIT 5 &
SHRBIHT L, PTPY — FOBKICK D BELBIAE
PEEREARIA L, BICIFZRFLZHE C L CTHitRRR %%

DERBLRAMELHET S END 5.

15. ZOMDER

15.1 BRERERICE D BER

1511 N TEES N AR 2 S CEBOIWTANPAEILS

5. TADPA. BHEEEBREZHNRELIZ1990 TS5
T A RERRBROMEHERICBWT, BRSERV
HEREROFKEOY AT, iTAPAEDOIRART
T RBEEHE L TR2EE L FLTA»AZERA
B 0.43%. SRR 0.24%). WTADPAED
RABETIE. 79 RBEEH~NI000AH72D19A%
WEFTE SN2 (95%EHEXM © 0.6-3.9), 72, T
APABEDY 77V —FTld. I RBEEHER
1000ABH 72V 24NB VW EHESNT WS, [8.3,
8.4, 11.1.6 ]

1512 AEABRATADPABEL208f 2 0RE LTI

AN RRER RAABR O OF G RITIC B W T IR MRIETEY
TEROBEER (BB, Bl &0 AR, B,
BENIE, 15O, BEHALE. B, E#RZ. 5
Bk, MREEEL MRE. ABEE) ORERIIAH
BT13.3%. FIEARBET6.2%TH 7z, FABIC,
HENNERTADARE (4~16%) 198fl 2 R E L
72 7T e RRHRERRBRIC B 2 UHAEFEROFE
RIIAAIBET37.6%. TILRETIBO6%TH o7z,

Fio HEINNRTAPARE (4~ 167%) 98M 2 xR
& L7-RAMRER OTE IS 2 B2 FHE T 2 75
T ARNBEERERICB VT, RN TH 20,
77 KB B U CRBENTEOBLATRR E N,

16. EYEIRE
16.1 M4RE
16.1.1 BEA

(1) oS

R AICLRXFZFE % 24250, 500, 1000, 1500,
2000, 3000, 4000%), 5000mg® (£ 5 26/l) % 22[8
BFICHREREORS LI L&, TRTOREBTLARF S
& LADOIMFEFREE I S5%ITIT IR ICREEZ R L.
THIEITH (62) IR GBI DD 5T 7~ TH - 722,

(ug/mL)

i
EE = Soom
v ——1000mg
~ ——1500mg
F ——2000mg
5 —e—3000mg
+ —&—4000mg ™
% —&—5000mg®
N (N=6:F#3{E+SD)
i
B
48 (h)
5 R
HA SR OEMBELINT X —5
&5‘% Cmax tmax AUCO—48}1 ti2
(mg) (pg/mL) (h) (g h/mlL) (h)
250 6.9+1.3 1.0£0.6 | 56.7£6.2 | 6.9£0.9
500 16.4£4.8 | 1.0£0.6 |148.7+184| 7.9£1.0
1000 29.7£9.3 | 0.8+0.6 ]2889+34.0| 7.9£1.0
1500 40.8£7.2 | 0.8+0.3 |458.1+50.9| 8.1+0.4
2000 53.3£8.3 | 0.8+0.6 |574.6+71.4| 8.0+0.8
3000 82.9+7.4 | 0.6%+0.2 |925.2£102.1] 7.8+0.8
4000® | 114.1£11.0] 0.9+0.6 |12482%1524| 8.6%=1.0
5000%® |115.1+14.3| 1.0+0.6 |1363.3%151.9| 8.1%0.7
BHREGEOM. FHEESD
Crax @ B AR tmax * 5t I H 5 352 g ]

AUC : A SRR - R Ntz @ AR
) BN TER S NAA O HEERSEIZ3000mgTH 5.

(2) REES
BEBRAICLARF Ty L ELTIEHIOO0OMmgX I
1500mg (##5266]) 2 1H2M7THEKR G L& &, #

S1HE WE#EESE) £ 7H B (B %5 1) O M iEH g
ERFITIR G522 ~ 3R IC Crax® /R Uy € DRI
BOBERERPATET Lze £z, MEPRERHRES3H

BIIZERREICES 2 LRl s,

ELYE ) 2000mg/H (N=6) 3000mg/H (N=6)

$5 A — 5 | IEHR G | R R | ) 5 R | R
Compig/ml) | 24.1%3.0 | 36.3£5.7 | 33.3£3.6 | 52.04.6
tmax (D) 22412 | 28+1.0 | 22408 | 2.5+1.0
AUCo-12h 1191 34967(3183+63.2|253.7+30.3 | 445.6+56.9
(ug - h/mL)

t1/2(h) 80=14 | 83+090 | 75+0.7 | 7.7+04
FA9{E+SD

() REFRARS ROKRSDLER

fRERER A 2561 L RF & & 41500mg % 1557 M s
RN EIIBEOBREG Lz & LRF T & LD MmEE
FREHEBKRCENHERIA -V ILUTOEBD T
Holoo MOKRERELEL T, REHIKRAKR GO
Cmaxci;ﬁl‘316ﬁ1ﬁ%‘<\ AUC&Utl/Zti#ﬁﬂ;{LTL\fCO AP
LRF T &4 LREOBGROEMZHFAFEIZH100% T
HozY,

(ug/mL)

1104 (RSP EE95%(F X ) —o— RUHRIRNIS -o-RORS
100 (pg/mL)

90

B wu =) ~ oo
S 3 3 38
L L 1 1

RERE D\ A D, © B

S
I

B R D, T BEE

T T T
0 4 8 12 16 20 24 28 32
Btk



B G ROEMHE/ ST X -5

B | AEBRARS | BORS S IORSElal

INTA—% (N=25) (N=25) (90%(EHAX[H)
Crmax(pg/mL) | 97.0[27.6] 58.9[37.0] |1.64(1.47-1.83)
AUCo-t
(11g - h/mL) 472.3[15.4] | 487.4[15.9] |0.97(0.95-0.99)
tmax (h) 0.25(0.17-0.27)|0.75(0.50-3.00) -
ti2(h) 7.11[11.7] 7.23[12.7] -
FATPIIMEICV (%) ]\ tmaxt & HSRE (F/IME- B A (H)
a) R IR R 5/ R4 5

16.1.2 INE
6~12BD/NRTANPABEICILRFTEIYLELT
20mg/kgZ B EG Lz L&, LRF TS LI
B X 5% I3 2B ISR E 2R Uy TR
Z6REEITH - 725 (AEAT—%),

BE& Chnax tmax AUCo-24n t12
(mg/kg) | (ng/mL) (h) (pg-h/mL) (h)
20 258+86 | 2.3%1.2 22664 6.0x1.1

240 (t12 : 23f1) . FHELSD

16.1.3 BEHEYBRERET
BRA : HERARUOHEANOBEBRARDTTADPABRE (Y
V7F=ZUTUT TR 49.2~256.8mL/min) » 515
SNIZMPFRHLRF I LBET—Y2HVWT. BE
HIEM BRI 21T o 720 ZOMBER. BATo2H5 7Y
75 Y A(CL/F)icxt LT, {A&E, 5], CLerkUHEH
MTAPAZE, RPFOSHBRE(V/F)IH LU TIRE,
PR T A D A ZER OB O FRIREE (R A S T
ADABE) PRI ENICERRRTF & LTHEES LY,
AINE NR (4~ 165%) RO (16 ~555%) D TADARE
EHEPOEON-MBERHLRFSEY LBET—YEZH0
T BEMEYBHREMITE2ITo 2. TOMR, CL/FICR
L THRERVCHARTAD AR, V/FIIH L THRENK
FEMICEBRDP OBRNICERO S 2R T L LTHES
nizo MNRROBRATAPABZOIMFERIEYEE A
Salb—YaryULizER, MNETAPAREIZIO~
30mg/kg# 1 H2[EH% 5 U7z R mAErh S X, R
TANPAEEIZS500~1500mg 1 H2[E# 5 L 7z B & ARk
EFRIENT,

16.2 IRIY

16.2.1 BEDORE
ERAL2GNIC. LARF 514 L1500mg 2 ZEHER 1%
BRICHERO®REG L&, ZEKBEENT, BB%
BTl tnaxP 1. 3RFEER Uy CraxlE30%E T L 72 A%,
AUCIERIZETH > 728,

16.3 951
HRATAPABEDORP FOLHERE L. BEFEYH
BT OFERT . 0.64L/kg&HEE S N (ANR/KSBICE
WEE o7z SAEANBERALTHIZHRICLARF TS
21500mg % BEERNES Lz & &9, SmAEOFSE
1341.1L(0.56L/kg) TH D . (EANRAKSBRITGEVMETH > 70
in vitrokUWex vivoREIO DGR, LRNF S5t LRUE
R#@Td Huch LOSTOIMEE AAFEARIE. 10%KTHT
H5o

16.4 X5t
LRFFE & LE. FFF F 7 u—LP4AS0RREEEZ TR
#HEnmwv, FELRBRBII7E N7 I FEOBENMN
KABTHY. THIZKDERSNSDIXFEREMDOuch
LOS7(ANAKRF VIR TH B, B AREWICEIHEER
il AE AN
in vitroiBRiICB VT, LRF T ¥ L KEFuch LO571
CYP(3A3/4. 2A6. 2C9. 2C19, 2D6. 2E1XU1A2).
UDP-7'V 7 a v iR (UGT1AL KR OUGTILAG) RO
IRFY R Fas—Bicnt UTHEFERAZ RS D72,
Foo NULTUBEF NI LDV O BAICLE
ZRIZE D57,

16.5 HEittt

RN (FH586H) 12 L RF 5+ 4 4250~5000mg)
ZZEEREICHERRORS L & &2, #548KMEZE T
BEBIINT ZRPPMEOPHMER. REEELT
56.3~65.3%. ucb L057& LT17.7~21.9%TdH > 7=,

HHE NBRERRA B AN 4C- L RF T+ ¥ A500mg % B
EREOHREG L& &0, HE548RHMBEETITREED
92.8% DA BENRF D 5. 0.1%»PEH A SEIRS Nz,

BE5ASR IR F TOREGRITNT 2 IRPPRIRIE, REL
fA& LT65.9%. ucb LO57& L T23.7%TH > 7z,

LT T8 L OPRIHTIERERE S it K R E BRI

ucb LOS7ITI3REkME 238 & REFIHIRME 2 WA E LT\ 5.
) BN TRBS NI-AA Ol HEEi58133000mgTh 5.
16.6 HEDERZHT 2FE
16.6.1 BEEEERE

EWEDOREDRLZ HMAHHEE Z RIS, LRXFTL
YLAEHAEROKSE L X, RArdoesr7) 75y
23 BHEREIEH# (CLer ¢ 280mL/min/1.73m?) & ki
LT, BEMKTE(CLe : 50~<80mL/min/1.73m?2) T
340%. PEEMHEFTHE(CLcr: 30~<50mL/
min/1.73m2) ©52%. BEEEK FEH (CLcr : <30mL/
min/1.73m?2) T60%MHE T L7z. LRXF St % L Euch
LOS7TOB 7 U TSV AR VTFZ 7T IV AER
EICHE LA, [7.2, 9.2.1. 9.8, 16.6.4 &[]

i BHEEDTRE
I TE | BE | hEmE | GE
(N=6) (N=6) (N=6) (N=6)
CLcr
(mL/min/1.73m2) >80 50-<80 | 30-<50 <30
K58 500mg | 500mg | 250mg | 250mg
LRF T L
Crax (¢t g/mL) 22.8£6.3|16.0£4.1|11.0£2.2| 9.5+£3.0
tmax (h) 0.5(0.5-2.0) |1.0(0.5-2.0) |0.5(0.5-1.0) | 0.5(0.5-1.0)
AUCo+(pg - h/mL) |167.9£27.9]250.5£41.0/171.2+27.8|215.3+41.0
ti2(h) 7.6+£0.5 |12.7£1.4|15.7%£2.6/20.3£5.5
CL/F
(mL/min/1.73m2) 51.7£4.1/31.2£4.8|24.9£3.9|20.6£4.0
CLr
(mL/min/1.73m2) 32.5+83|15.7+£4.1/10.0£2.4| 6.6 2.7
ucb LO57
Cinax (¢t g/mL) 0.36+0.03]0.77+0.17]0.58+0.17]1.10+0.36
tmax (h) 5.0(2.0-8.0) | 8.0(6.0-12.0) | 12.0(8.0-12.0) | 240(12.0-24.0)
AUCo+(pg+h/mL) | 5.9£0.6 |24.0+7.6/20.7+10.0/66.5+45.8
t12(h) 124 19.0 20.3 26.8
(11.3-15.3) | (17.3-19.9) | (19.7-23.6) | (17.2-33.3)

CLr
(mL/min/1.73m2) 251.4£35.8|111.8+43.9|88.8+44.1|31.3+11.6

FIME+SD. tmaxB Uuch LO57Dti/21& R fiE (e Mill- e A fiE)
CL/F: RATJORHE7VTI YA ClR:BI7IUTIT VA

16.6.2 MBERZZFTTNBKREE

REEERE

MEENT 2 Z T T2 RKEERERE ORARSREICL
NF F 1 & L500mg 2 BT Rsh44 R E AT B ERE O RS
L7z &, LRF T LDIEENEEDOHERF RN IX
34 TR T H o Jo i, B2 3R AN L. LA
F Ity LK Ouch LOSTOBITIC L HBRERRITE L

81%KUVB7%TH -7V, [7.2, 9.2.2, 13.2 B3]

EYEEIST A —% LRFF+% L | ucb LO57
Cmax (¢t g/mL) 18.7x1.6 | 886x0.63
tmax(h) 0.7(0.4-1.0) [44.0(44.0-44.0)
ti2(h) 34.7(29.2-38.6) -
AUCo4am(pg - h/mL) 464.6+49.6 | 231.0+£18.0
CL/F (mL/min/1.73m?2) 10.9(9.4-13.1) -
AT T4 H —DREZER(%) 81.3+£5.8 86.9+5.9
M BT O KR (h) 2.3(2.1-2.6) | 2.1(1.9-2.6)
MPENT 7 V77> A
(mL/min/1.73m>) 115.7+£9.3 | 123.1£8.6

N=6. *Ft3fE+SD

tmaxs ti2v CL/F. HLWREMNTH DI RIS AR08 (/) Ml- i

KiE)




16.6.3

FrgseE=EaE

B K O B (Child-Pugh A K U'B) O B AP BE
BERHFICULARF T LEZREROKRSE LI X, LR
FIEYLDEE T VT 5V ABLEASN 5T,
EZ (Child-Pugh%EC) O FFEEE TE TIX. 257
75 v ADMBERADKS0%E 7% -5 7212 (SHEAT—%)
[7.3. 9.3.1 ]

LB E
NG A—%

AR &
Child-Pugh
B
(N=6)

TR A
(N=5)

Child-Pugh
DA
(N=5)

Child-Pugh
AFC
(N=5)

CLcr

93.1+13.8]120.8£11.9{99.6%£13.2|163.5+13.5

(mL/min/1.73m2)?
LRFFH5 L
Cmax ( jus g/mL)
tmax (h)
AUC(pg - h/mL)
ti2(h)

CL/F
(mL/min/1.73m?)
FH5fE£SD
a) LRF T L#%E5/OME

16.6.4 SknE
BHBREBICBIBZLARFSEY LOEYFHEICONT, ¥
L7 F= 27075 AN30~71mL/minD#5E 164
(FFER61 ~881%) 2R & L CEHIE L7- 4558, mE Tl
HELEHPSW40%EE L. 10~ 11K & 72 - 7219 (4%
EAT—%). [9.8. 16.6.1 Z[&]

16.7 EYHEE(ER

16.71 Jx=Z kA
T b VOBANGETHSICTIY PO =L TERL
AR TR LRERRREEEET DA T
A ABEF ZRNRIC, LAFFE 4 43000mg/HZ
BRBEG L X, 7= b OIMBEHEESENSH)
FEINTG A —FICHEBE RIS R o720 T2 M 1 VD
LRF Yy LOEYEREBICHEL RIS L7219 (4
EAT—%),

16.7.2 /N)L7O8F MU DL
REERA L6625t RIc, N TaiEF U 7 AOFEER
BRICBVWTLRFTE 5 L%21500mgHBEIREORS L
Tele&, NLTUBEF VY TLAIRLARFSEY LDEY
BRBICHE R NI S hDP ol LRFITEFLENLS
O MY ADOEMEEICHEL RIS LH 57219 (4
EAT—%),

23.1£1.2
0.8+0.3
234+49
7.6x1.0

63.4%£9.7

23.6£4.9
0.6%0.2
224+25
7.6+0.7

62.5+8.7

24.7£3.3
0.5+0.0
262+58
8.7x1.5

55.4+10.5

24.1+3.8
1.6£1.5

595+220

18.4%7.2

29.2+13.5

16.7.3

16.7.4

16.7.5

BOBTR(TFZIVIA NS IFT—ILRUO LK/ IV R
~LUILDEHI)

TR A1 8A 2 R Ic, RBOBHEE (ZTF =)L TR b
V4 —=10.03mgk VLA LT A L IL0.15mgDE
HlzZ1H1E) RO LARF S5ty L%1E500mgl H2[E21
HEREZEORELI-EE, LRAF T LEBIFZL
IANSIVF =LK LAR I LA R N LILOEYEHEIR
SR—FIIHEBRRITE RN, BHBEOMF 70
FATF0 YR OBERTR AR ILE S EE RS CHB L,
BILEEEOEMICHEL KT S o /o FROBEITE
. LRF T LOEYFHRICHEEZ RIS B,
72O SNEAT—%)

S S
BERALLFIZHNRIC, YTF2 > (1H0.25mgz1H1
[E) L ARF S5t A 1E1000mgl H2[E7HEREZ
5 L&, LRFIEILRIITFT L OHEYH
BTG X—FICHERZRTE R oTz, VOIFT VB L
RFTX 5 LORYHBITHE L RITSRDP - 7217 (4 E
ANT—%),

oWI7ruUY

7Ju bur e REOEBAZE L (INR) % B ZE o i
PICHERI T A &S, TILT7 7 05 %#EEICZ T
TVAHRERA2661ZRIC. TIVT7 7Y (2.5~
7.5mg/H) KU LAFF+£ % 41E1000mgl H2[E7 HRE
REROBREGLEZEE, LRFIELYAEITILT Y ¥
BEICERELZRITEST, Jotor P UBRLEELT
Fhahotze TLT 7 0HLRFSEYLOEYBRE
ICHEBAZRFS B> HEAT—%),

16.7.6 TORZY R

TR A 2301 &3 R, Faxx > F(1E500mg%1H
4[\) R L RFF+ & A1[E1000mgl H2[E4 H [ R ERE
O%EG L&, TaxXRY FIVRF T LOEY
BRI EE RIS a5 20 ERBEIuch L0570
BT T AZ61%BE TS HEANT—%).

16.8 ZDfth
16.8.1 £YZ2HNEEM

R A26BIC L RF T 4 A500mg( K54 > ay 7
50%% 1 gX13500mgst % 1§E) % ZE R ER 5 L7z & &
LRF Tty LADMBEHIREHER KO ERIST X —
FEUTOEBY ThHo7ze KT 0y F50%E
500mgsEid EMEMICA%ETH 5 2 L AR S NI,

(ug/mL)
35

R D\ A D, ©BEE

—— 54 >uyF50% --o-500mgdE

3 6 9 12

LARESEESIOE S A Sty

15 18 21
PG

24 27 30 33 36(h)

gpme | Forvnyy| gl | SimOL#
KA—% | (N=26) (N=26) | ST
(90%fEHEIX 1)
20.9 19.6 1.0680
Crnax( 11g/mL) [24.5] [28.1]1 | (0.9689, 1.1772)
AUCox 149 151 0.9871
(1g - h/mL) [15.6] [15.2] | (0.9701, 1.0044)
o () 0.500 0.633 B
(0.233-1.50) | (0.250-2.00)

Crnax 2 AU Co-t\ 2 E ETCV (%) ]
tmaxtd I RAE (F/IMB- i K AE)
a) R 51 ¥a v 750%/500mgst

17. ERFPRRIR

17.1 BNERUREECEY B
(CADAEBEDEDFIE (CREERERIEZZD))
17.1.1 BN MAEEER (A, BEIEE)

RRETANPA LRI SN EDHEEZET 516U LD
BEEMNRE LT, RAI1000~2000mg/H (1000mg/
HzE#HEGHICREN A5 N125E132000mg/ HICHER)
2123000mg/H (BfEOHEEIC b 5. 3000mg/H
ICERHEE) 2 BRI CRO®SEG Uiz & &, FEFMIER
Td51000~2000mg/HEO R FHEHARICH T 267
ARMFIEEREZEOEIA X, 73.8%(45/6141) TH o7z,
1000~ 2000mg/ H # 0 &A% 3 i & < 0 1 EE TR
BEOEHEIZ59.0%(36/6161) TdH -7, F7.
3000mg/HEEICB T 26 » AHKEEEREZOEH &I
22.2%(2/901) . 1FHRIEHAEZEOH A1X11.1%(1/9
Bl) Td - 722V,

BRI FBIBAE 1354.9% (39/7161) TH - 7z. ERRIfE
FISMEAR32.4% (23/7161) ThH > 7z. Fizy HRREEE
B (BIMER) &, ALTEEIN1.4% (1/7161). v-GTPHEAN
1.4% (1/7141)  #FHREREOA 1.4% (1/7141) . R4 b
ARBFELA% (1/7161) TH > 7z,



17.1.2 BN I/ N8R (A, HEEL

A#11000mg/H. 3000mg/HR V75 ¥ & % 1 2E -
05 (BGEOHTANAEZEONE) L Ba, EEF
iEE TH 28720 OFBFFIEBRIBIRADRITTED &
BOTHY. 7T AKEEEAHEE(1000%03000mg/
H) 3 O AHI 1000mg/ B BED R THEMHEN 2 A B
R 5N (Z2NFNp<0.0013TFITp=0.006. 58
AHF. BRI 2R L AS 72 0 08
FEEMEHERE T AR . nH. FRICBY
550%L AK> F—L— b (BB 7 0 O FAEE R E
R & HAT50%0 LTk L BEOEIE) X, 7ot
ARBEL3.8% (9/6501) . 1000mg/HEE31.3% (20/6441) .
3000mg/ H#£28.6% (18/63fl) TH - 1222,

b7 ORARIEE | 75 0B SROH
a) 0,
B e v e 0 [SﬁBEFH]

TIvAR#| 65 | 2.73 | 2.67 | 6.11
1000mg/ 18.8

B 64 | 3.58 | 2.25 | 19.61 20.9 [6.0, 29.9]

[10.2, 30.4] | (p=0.006)

3000mg/ (p<0.001) | 230

A 63 | 3.44 | 2.08 | 27.72 [10.7, 33.6]

B R ORI O 7 — 5 778 - T BRI

g

AR LR EICE D < DR
BB ERT. BIEHMICB U 2 NEERLEH -0 DS
RiEEfzHER & 208

IR N ORI R O Bl I SRR 12 1000mg/ H %
ERT56.9%(41/7241) . 3000mg/H# 58 T54.9%
(39/714) Td > 7zo F2EIEMIZ1000mg/HES5H T,
fEAR13.9% (10/72f1) . RIRZEAR8.3% (6/7261) . 1FE)1E
HFEW8.3%(6/72f). 3000mg/ H ¥ 58 THHIR.9%
(7/7161). BIAFEZ8.5% (6/7161). FEHkD F115.6%
(4/7161) TH -7z

BN IEER (A, HARE)

A#I500mg/H. 1000mg/H. 2000mg/H. 3000mg/
HEUT IR % 1 2ABREOREG (BRFEOHTAP AR L
OPtA) L7154, sHEHRIC B T 2 BEHE» 50D
720 O FEAEEERAD L (R RAE) 1. FhZ2Nn12.92%.
18.00%. 11.11%. 31.67%K%U12.50%TH 1. FEFF
ffizEE <& 54K 1000mg/HEE. 3000mg/HEER VT
Z & ARBEOIFER T OFHMHAK I 35 ) 5 BRI A S 0
H1= 0 OEFRELMBORDRIC, MEFAHLEEZITT
» 5N -7z (p=0.067. Kruskal-WallistiE). % 8.
BEBHIIBITB50% VARV S —L— b, TIRE
11.6%(8/6941). 500mg/HE19.1% (13/684l) .
1000mg/HE17.6%(12/68%1). 2000mg/H#E16.2%
(11/684). 3000mg/HEE33.3%(22/66fl) T - 722,
B e OVEHIE B B O BIE FR F RS 13 . 500mg/H
BE58#60.6%(43/7141). 1000mg/H#EE5861.4%
(43/70f1). 2000mg/H#&E5H58.6% (41/7041) .
3000mg/ H# 5864.3% (45/7061) TH - 7z 2 EIE
FIZ500mg/HIE 58T BIAEZR14.1%(10/7161). R
#19.9% (7/7141) . ZEED £ 117.0% (5/7141) . MR
7.0%(5/7141) 1000mg/H#EE5H T, RIFAE218.6%
(13/7061) . 1EER10.0%(7/7061). 2000mg/H#k 58T\
ERR17.1% (12/70f1) . EIAFEAX15.7%(11/70%1). #
B7.1%(5/70f1). 3000mg/H%5# TEIWIEH21.4%

17.1.3

(15/7061) . {EER17.1% (12/7081) HFHEREEA7.1%
(4/7061) TH -7z,
17.1.4 BEARERGIRSHER

ENE I/ IAHRER (B DFREE) 258 7 L7 8151
Bz x5 & LT, AAI1000~3000mg/H % 1 H2[EIC5y
FCROBE L7z & 20EMARENBIELTOEBD T
Ho7z2,

AREICBMU-WBRED S 5. 760 B ZD%EHES 1
TR BRI AT LA 28T L7 (33~36 5 A T14l.
36~48n ATA7HI. 48 » HLIRET28M) .

()%

=
o
3

(29) (ZfJ a3)
(‘;ﬂ

AT S S S i o &
,,,,,, S ;o“"w K9 et ">\W & *@

PN SN

72 ) DEYFE(EE B O PR fE
(5810053 f e F5 30U 53 (i)

e S —|
Tt {1 |

o
=1

(151)(150), ~
(135 135)(117)(103) (96) (41 (89) (86) (85) (81) (78) (77) 75y (50)

0.00
R g g P

‘%@"*naw
Gy AN

AR

HIEFFIHSEE1392.1% (139/15141) TH > 7z, E7xHE
R X BAIESE 455.6% (84/15141) . HE5%24.5%(37/151
). EER22.5% (34/15161) TH > 7z

B DB (VB

BEOHTADP AETHF2REMFIRIRPEFE SNV
BAFEEBT HARU L16EBREO/NETAD»ABE
73F % MG E LT AFIA01260mg/kg/ H ({RE50kg
LI _E122000%133000mg/ H) % 1 H2[E12 5313 ¢ 1438
BOBRES (MBEORTAPAELEOMA) L&, FE
FHIEIEE T d 5 BIEIAM A & O# B 72 0 O3 FlEREEL
BAROHRIME (95%FFXME) 1E. 43.21%(26.19%,
52.14%) TH V. BEFHEORIDIRD Sz,

£ 7. INRT A A BEESSHIC | AT DL b AHI20 ~
60mg/kg/H ({FE50kgLl L i21000~3000mg/H) %1 H
2NV TGRS L7z & Z O FIEREULDIR O &
BOTH- 12,

17.1.5

()P

(73)

(73)

S 72 ) DI FAEER ORI
(BB1IS3 (s, HE3MAALE)

o N b o ®

(55) (50) 53) 29) (14)

WM AR kSRS MRS MRS MRS RS

(148) 1H~37A 3~64A 6~9rHA 9~1257 12~157 1

BIERI SIS 1358.9% (43/7301) TH > 7= E7EIE
R 1EIR42.5% (31/7361) Th 57z £z, BRRIEE
EEH BIEMH) & BB 1.4% (1/7361) . B MER
FOEIN1.4%(1/7361) T > 7=,

DA TADAETTDBIIRIEBD SNBLTADAE

BEOBEBMARIEICHT M CANAREDHAEE)

17.1.6 ERRHESS B8R (BA)

BEFEORTA D AET T RIEMFIRIRFF o NV
MEMARREEEET S 168U O TA»ABE251H1(H
KN4z &L) zNRELT, AHL000E LL IF
3000mg/H (1000mg/HA» 552 L. #58H%
TICRIENH SN 7HE R 2EMET1000mg/HT D
3000mg/ HICH#E) Xid 7T & R % 28 EMZ 1% 5 (BEE
DHTCANPAZEEDOHH) Lz &, ZEFMEETH2
BEHE D 5 DD 72 0 ORERAFEEE LD RIET
KOEBOTHY., 7T REEAABROB THREIAN

BERENTRD 5 (p<0.0001 . BESBRUEEET-
BB 5T 55 7 D ORE ML A SR
N e T

b7 D ORERMRIIER | 75 & AR E DB
a) % %
PR g st | ok (%) wa%ggﬁ]

Tt ARE| 109 0.83 0.65 19.64 56.13

[44.02, 68.24]

AEEE | 117 | 0.89 0.16 76.98 (p<0.0001)

a)Full Analysis Set

b) st

OREGHKVEZRE T BIEHEICE T 25720 ORE-AFE
ez HER &9 2 H a8

BRI FIRSEE 1323.8% (30/126M0]) TH > 7z, FE 7 EIE
FMERR2.4% (3/12661) T > 720 F iz, EREKREE
EEE BUER) &, RPEABE7.1%(9/12661) . I/
AR 4.0% (5/12661) . 1F BRI 3.2% (4/1264)
TH-7z0



17.1.7 BAE IR (N\R)

BEORTAPARTH RREEMFERIRSESLEZ L
MEMRREELAET 248U L16ERBO/NETANA
BELMIEZ[RE LT, KAI40X1E60mg/kg/H ((kH
50kgll_E132000X1%3000mg/ H) % 2438 EfF O 5 (BE
TFOFMTADPAEEDMH) L& &, EEFEIEE TH
ZBIEHAM D S D# D 72 0 OMRERRFEIERERD RO
FORE (95%EHEX M) 1&. 56.52%(-15.74%,98.18%) T
Ho7227,

BIEHFEBSEE 1238.5% (5/13f1) TdH > 7z, BITEFIIHE
AR23.1%(3/1361) . EEIFRIET7.7% (1/1361) . FEE7.7%
(1713%1) . FHI7.7%(1/1361) TH -7z Fiz. KRR
EERE BIER) . DEXNQTEET7.7%(1/1341) T
Ho7z

17.1.8 REARGER SHER (MARONE

| PR 6] 25 TAHERER S U < 13/ NREINSE MAHRER 252 7.
SAFE R RS MR 2 R A7 D 7208520 L,
BEicrIE L7 HARNBFZEAAH 2R E LT BRA(165%
DI E) TIEARAI1000~3000mg/H. /NETIEAAF20~
60mg/kg/H (A%50kgbl k121000 ~3000mg/H) % #%
O LZEE, BEMREERBEIDLTOEBD T
%") 7:28)0

1.4

’ (O ):Hi%
12 (43)

1.0

3) (19)
08 (€2)

0.6

(:
“n - g - 22 19 12
0.4 (22) ) (12)

(BB 1P AL B3 s

M 72 Y OFRER I EE RO R E

& & ¢ S &
%ﬁ %’3@ X swﬂn;ﬁmf
FIEFFEBISARE 1238.6% (17/44M)) TH > 7=, E&EIE
FZMERL1.4% (5/440)) TH - 120 T, BRMEHRE
H(BWER) &, DEBRQTEEAS.5%(2/44%1), 75=>
T3 MNTVAT 2T —EHM2.3%(1/4461). 7 AI8F
FUBTIJ) NI AT T —YEMN2.3%(1/444)
C-RIHEAREM2.3% (1/44%1) . {AEHEMN2.3%(1/44
B TH o7,

18. ENEIE

18.1 {EEER
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V& L Tdmg) & #EE& T HERELRG L7z & & oMb
MR EZXIIR L, YR ST A — & 2 RITR L7z, MR1%
04g L FEAMgII AW EIZHSETH 5 2 L DR S 1729,

(ng/maL)

200 - (Gemt)

200

BEE

e %0 4 (n=21)

150 -e- Edmg (n=21)

=
3

- £ L AN
wn
(=]

?'2 _ ]2'0 I4I4 I(;B
g )
TERER N LR I 5- U 72 & & o IE v REHERS

FOHBREOHRG LcL SOEYHEST X -5

0 24 48 96
[#)

w Cmax tmaxa> AUC (0-168h)
e %

ol % (ng/mL) (hr) (ng * hr/mL)
HRL1% " 0.75 .

04dg 21 152+283 050. 300 5770+ 1340

" 0.75
$E4mg 21 154 +426 050. 200 5620 = 1600

(Mean+SD.)

a) LBcHILE, T BGiRIME.,

16.1.2 R{E#E
HARMNERE AT > 8% )V 2mg%& 1H1EI14 H M i3 2mg %
1HIR4 H MO S%124mgx 1 H 1 R4 H RO 5% L
7ok ED, 2mgh Pdmgt 5-FMGH#14H 12 B 1T 5w HRE O3
WEhRE/ ST A — LT L BY TH DY,

& RERORG L7l 2oEEREOEYBEE ST X — 5

LN

5= % Cmax tmax®! AUC (024nr)
(mg/H) (ng/mL) (hr) (ng * hr/mL)
1.00
2 18 224 +554 075. 300 3670 £ 1040
4 9 433127 100 6850 £ 2290
0.75. 3.00
(Mean+SD.)

a) FECHILiE, TECR/ME. fORME
) KRB SN ARFOLHPE G232~ 12mgTh 5o
16.2 ORYR
16.2.1 BEDOHE
(1) MEHE AN244412%F 2780 v Img % AT J OB AR Hia|
RS- Lo &, BETTIRMEET LR LRT V5
VD CrmaxtZ40%MET L tmaxlZ2FFRHIRIE L 7245, AUC oo
R TH- 729 HHEAT—%),
(2) R 1641272 F v 78 R Vbmg % A NIZIE AT HA
RS- Lol &, HATTIIMAET LI L T »3n
VD CrnaxtF289AKT L\ tmaxl IWFHTRILE L 7225, AUC (024n)
R TH 720 HHEAT—%),
16.3 970
16.3.1 MAEE M AR (in vitrov & MILEE, #1220~2000ng/
mL) 1395~96%Td - 727,

*%16.3.2 7 v MIIT 83 )0 (UCHEHEE) 1mg/kg % BEMEEL

Peh L7z &0 MR aREiE 11T & A O TG 1K
MBI ESMEZ R L, B5LAMBZE T L AL OMRRTE
R & o 7205, KENIR Tl 538 MR ICB W T
G £ & MR ORATRED e S 7zd,
16.4 154

RT UNPNVOELBREBEITIE ) VB, XUE VR, N
S MNDIIBRIZBU ABALRIL & 2k HERSTH 5o B
LS ICBS-§ 5 £ F b 7 10— AP4504 F-FEIZCYP3A T3
Bo T NIV TIIREIEE L CHEEST B2 9,
[10. =]

16.5 Bttt

fEERER N B8 (24~495%) 1ZMC-RT ¥ 783 )V #dmg % Hila]
RO G- L7z & &, 57276805 M £ Tl 51 g 0 28%78
JEH 5 69%A3 2 5 IS 722 BHEIANT— %),
tHTHEE
16.6.1 BiEEEEERE
77 b RRIEHEE TR VSRV 12meg/H T TOHEZ KRG &
NHARNZ &L AT GoslEOTmE ) 2 5L
L 7o FHEFSEM BN REMAAT I B\ Ty T VISRV DORPIT D 7
V7R VLTF =27 T v A (#iPH:38.6~160mL/
min) DA FREEIIED SN h o720,
16.6.2 FFipEEEBE
¥R (Child-Pugh A#E) K UWEEE (Child-Pugh BEE) oA
DORFFERERE EBH ZNEN6BIIZRT /8 Vv ImgZx B AL T H

16.6 HED

BIRET Lo e & TN OpEE

He 5
A=

EI=E=N
H

VRIS 2 MR A

AN L CIEEAR AT V2V DAUC (inp 1 ZFNEFN
81% [ UN228% M. AT D 7 ) T 5 v Z1345% K% N T0%E T
L 720 tolZEREE I OV R ER BE O BF R BERE 55 U5 © 2 -2 13061
i e ON2951RE [T, oI & 70 2 fEE RSN T2 L2 L1 2515 [ O
139 TH D . WHREREEEZF CERNER N, EE
(Child-Pugh CH#E) OJF#feRi B E R R & L 2R X
FEhi L TWARWwD (MEAT—%), [22, 73, 931, 932 &

]
RN O R RE R E B E OB R ST X — ¥
POy
BT 8| e e f”ff_j jf’\
1%L I D YINRIVD ) t12
Crnax AUC (0-inf) a) a) <hr>
(ng/mL) | (ng - hr/mL) CL/F
(mL/min)
. 544+228 388 =249
8 b) + +
[ 359N 6 | 20.1+537 492 339 125+£56.2
i I .
ek E B 6 | 153864 11185 35'8 2201;81 17 306 + 275
. .
+ +
R A | 6 | 210592 52'i2 536'7 487392338 139+ 145
rf &5 R
BeiElEE| 6 | 163340 | ML1E206 | 121180 [0y
wy 9T 139 120
(Mean*SD.)

a) BRI I E R §

b) BEEEIFREAERE & EE SRR T 5 R 0 S TR

o) HEERERT R R R

16.6.3 SipE

(1) fEE=EESSY (65~T761%) 12T ¥ /34 V2mgx i T

ﬁ‘[ﬁl%%]j?i%—‘ Lf: (‘: g NI ‘//\"Z\ }l/@Cmaxx AUC (0-inf)

B Ot D3I F N EN73.6ng/mL. 3570ng - hr/mL
JLO1108E [ TdH - 7219 AEIANT— %) [981 £H]

(2) 7T ARHBHBT AT 282V 12mg/HEF TOHE L
HENHARANEETI2~T4R DO BE 0535
ISR A& e L7 BHERER BT IC BT, X
T YRRV DIRIPNTD ) T T v ANEROA E R
RO LN o,

16.7 EMHEEER
16.7.1 MTADLAE

(1) EHER 14412 BT, AN E ¥ »300mg% 1 H 2/ 5
ER R G RT V8V 2mgh BRI G L 72k &
P 5B & L TRT V28R VD Craxs AUC (0inp) 2
Dt1olZ ZNZN26%MI T 67%H A % U56%5H4 L. Ah
oz )T T A1E203% ML 72 (AEAT— %),
[7.2. 84, 102 &&]

% % (2)

FRE \IHERE B 2 ohIs S 7z A

RESRFIBEWBIREMAT 2B\ TL T V8ROV D ERIRIED
A HRRFE BT S MOPT A D AFEDO R,

K O

PUC AP AZEOMBETIEEEIZ KT T T 2784 )L D5Z 8
L:OU\T*ﬁﬁT L7
ERIIKRDOLEBY TH D,



FE PTADPAIKE OMAESEHO—EF

KT UINAID MTANPAED

PTAD»AHE MAE R BT | MR I T

TLCAPAEDORE | T I8 ) DR
HIINT LY 66% T <10%ME
7 TN L B L <10%ME T
72 5 VAN BRI L MR L
FEN)F B L <10%ME& T
LANF T v s A B L B L
T )NV EY —) 18%fX BT L
= N 49%K BB L
S —} 18%MF BT L
AV A= W L <10%fE T
V=3I K W L WL L

a) FHEREEYEIREE 7L 2 5 O T HE

16.7.2 5/ baAFvJ—Jb
TR AN26%12B\WT, 47 b a5 —v400mg/ H % SAERE
PEGHEZRT V8 v Imgw B OG- L7z & &, Bl 5.
Br el L CRT 28R IV DAUC (0inp 1Z20%3EI0 L . ti2id
15%@& L f:o Cmaxb:%éééﬁl‘;ci%ugb ﬁ) ﬂ& ip/) 7:15) (9*}\7_)"—
%) [102 ]

16.7.3 34V T LA
JERE 35412 BT, T v 8% Vemg/H & RIS
B2 4V T Admgx BRI G- L 72 & & Bl G & b
LTIV VT ADCraxlT 15T L. AUC (0inn 1E13% 754
L7210 (MAEAT— % )0

16.7.4 #OBEE (TF-IIXAMSTF—IL30ughVLKR/
JVAEZ R LIV150 u g &)
fRERE I N 285412 B W T, T 784 )Vv8mg/ H & FARFKEI]
PG ISR IREAT e 2 B e L 72 & & B S & Jhi L
TIZFZNVITANTVF =V ROLEKR VT AN L IVDCra
AUC (o) (ZHEBUIRRD SN o720 2T 734 )V ]12mg/H
% AR IR G R AR L & 3 G- L 72 & & Bl S
BB L CL AR VT AN L VD Cmax e FAUC (02000 D37
NZNA3%IE T K 41% Y LTze TF VT A TV —)
D Crmas DT IEIZ20% A5 TH D . AUC o2unn) 1 FEZ T 72
o7z MEEEM N LCVE24402 B\ T RELREIE3E % SUIE % 5
12T 28 vbmgx HRE O $ G- L7z & & Bl G5 &
L TR V28RN D Cmax S NAUC (07200 1 ZHEEITRAD S 1L
o 7210 (EINT— %) [102 Z]

16.7.5 7JLa—Jb

TERER A 35512 BT, T v 5% d~12mg/ H % HIERE O

PHEEC, TV a— VR BRI S- Lz &, 7 a— LH

Fhpe g & i U OB IR RE O T 2580 b7z, fEHER

A2 BT, XT84 )v12mg/ H % FAER #5127

VA= VR RS Lo s &, 7V a— VHEMF G L

OB T L. &0, RELLUHI) DIZHE L

7218 EANTF— %), [102 2]

16.7.6 CYPOFERUHE

EMFI 78V —=AI1ZBWT, RT 27840)11E30 u mol/LO i

ECCYP2C8 K NUGTIANZ§ W FHEREZ /R L7z, & MR

AR BV T, CYP2BBIC R L TR ¥ /83 Lid30 1

mol/LDERE T, CYP3AIZXF L T3~30 u mol/LDiEEHiFHC

FHWEFEREZ R L7219 (4 vitro) o

17.1.2 EEEFRS NHRR (HRES)

12D O %E (RN ERILEEE2 &) 2535 TA
PAERETION (5 B HAAN24560) % 6rRI2AKFH4mg/H .
8mg/H. 12mg/H XI1Z 7" F & K% 1958 Bk i 1 ke 4% 54
L OEERILEERE (oPTAD» AL O R %9k
L7z ZOfE%R, FEFEMIEL T 2280 & 72 1) OERSISVEHE
JERAFIIREO LB THY, 77 LR L KK 8mg/ HEE
T O 2mg/ H#ECREIFN R B EEZDRBO LNz, b, &8
BT B50%L AR & —F (28H &H72 1) OFSERIEAHEIZH
EIRTH0% L FeisE L - BEOEE) X 77 v RHE19.4%
(34/175%1) . 4mg/H#23.0% (40/174%61). 8mg/H #36.0%
(63/17561) . 12mg/ H #£43.3% (78/18061) Td - 720

T e R L
e | w7 CTHED i
g () v| TAEOE
[95% AR L)
7T K| 175 -10.76 -
. -5.09
4mg/ H 174 -17.32 [14.112. 4519] 0.2330
. -16.45
8mg/H# | 175 -28.95 [25683. -7.951] 0.0003
-24.95
12mg/H# | 180 -38.03 [-33.878. <0.0001
-16.235]

a) ARNED R RN G & L7265
b) HEC B 2280 W& 72 1) OFSVEHEE O BIZI A 5 DAL
(L)
¢) Hodges-Lehmanni: 20 & &
d) GEEM O HIE A K-, AR OBISHIZ BT 5280 &
720 OFAEHHE % AR & L Zzrank ANCOVAIZHD SH
L 7zpfi
F7o. HEMOD L IcRK12me/H T THRY LR, Akt
R (RAR75EM) 12hz ) RSz,

D Ry FEA AR A b

oLl | dME, RRfE
(Eas ] 529 -26.57 -100.0. 8094
59620~ 238 H 440 -36.72 -100.0. 5851.9
e Hah24~2998 H 434 -43.26 -100.0. 2055.8
e fHaR30~478 B 407 -46.15 -100.0, 1367.1
5B a48~551 B2 338 -53.85 -100.0. 700.8
5 4R56~63:18 H 121 -40.00 -100.0, 657.9
B 5-BlR64~T75 H? 114 -38.28 -100.0, 521.1

a) HGRBHELEEME & L TR

b) RHRINZFEEERE (T 23RV Th o 72615
AFN DT & 722 A VRN 0 GHEFIS31 B 5\ T BITEH
1357.6% (306/53161) 258 H M7z ARGREC B 2 F 7%

17. BRERRHR

171 BEIHROREMICEAT 2558
EBI#E (ZRELBIEREEETD))
17.1.1 EEERS TR (BEEEE)

125 DL o 5EE (UM aiibitE 2 &8) 263 5 KiA
FEDTADPAEESIT () B HANLIM) %5 FISAH4~
8mg/ H % 268 B B AT 1 AE 14553 2 I E Mbe lEtER (B
FgE) 2FEML 7o TORER. HNEOEE LB RIS
W, ERRHIEH T & 2 4mgiaBE R 2638 1 12 35 15 5 5
FAEH T 2 AR REIE L, 63.0% (46/7301) TH -7
F 72, BRKEHGIE H T d 54303 8mgir I HEFHYI 268 1 12 517
BEITFEAEIT T B A S L EI AL, 740% (54/7361) T
B o Tzo KNG &N T2 VAT SIEFIBIFIIZ 5\ T\
RIFEHIE56.2% (50/89%1) |ZR8&o bivize EZREIVEIL, F8)
TED 11 AH732.6% (29/89%1) . MHIRATLL2% (10/89%]) TH -

7220,

RIFEFIE . SRBOPED £\, IR, B, . ST
do 1220,
R KA
B | (i HW]8me,/ B | lmg/ 0F| &0F
(n=176) | (n=175) | (n=180) | (n=531)
Wi 52 81 97 128 306
DRI | (295%) | (460%) | (554%) | (711%) | (576%)
RN 8 39 19 73 161
HEV | (45%) | (222%) | (280%) | (406%) | (30.3%)
R 17 27 30 30 87
- (97%) | (153%) | (17.1%) | (16.7%) | (164%)
1 7 7 6 20
PRI | 060 | wow) | 4o%) | 33%) | (38%)
— 5 3 10 3 16
S (28%) | 17%) | 57%) | (17%) | (30%)
- 3 3 5 8 16
@) | %) | (29%) | (44%) | (30%)
o 3 5 5 13
BEE 0 ) | eo%) | 8% | (24%)
J— 2 1 3 8 12
PORE L o) | 069 | o) | 4a%) | @23%)
R 4 3 4 11
R0 e | 7% | 22w | 21%)




17.1.3 EEEFASE TR (NENR : gHREES
4 E12 A0 3 > b a— VAR5 /NR T A D A 180
BIE (5 B HARNGH) 2 RRICKRA (FKl2mg/H) %238
ML AR 3% 54 2 FEEMRIER RS (oL TA D ASE
L OB REML . TOME. HARNEMESHIZ BT
B28HEH 72 ) OB SEMHE LR O R R IX, -36.97%
(95%ETEIX [ © ~52.55%. -2548%) T o7z Fiz. 4
F1148%112 313 528 H [l & 72 ) OFR4TSSVESHEEZEAL R o rh g (il
13-40.11% (95%E X [ : -52.55%. -31.38%) T o720 A&
FI A G- S 7z %2 PRI o SUEBII80BI 12 BV T BITER X
68.9% (124/18081) (238 b7z, FARIEM I, BIRAS
222% (40/180%1) . ZEIVED F 1 1A%12.8% (23/180%1) . Sl
PEAS11.7% (21/18061) . K EEEAT94% (17/180%1) T - 7222,
) W EE (SRS &) IR A E %
BT DHTADPABEDNGE S, BARNTIEERSZEME
(TR EE LR E 2 &) BT 5 TAPABREDRD
KR E SNz,
(RERRHEE)
17.1.4 EEEESE IHERER
12 Ll L OSRIE B R BEIEE AT 5 CAPAEELAR (5B H
RN ZRRICAF (RAk8mg/H) XiE7 I+ R%17:H
FIRLEERT AR 3% 54 2 ZHEMRILEGEER (b T A ASE
L OBEFRE) RERL . ToMR, TEFHMEEE TH 528
H® 720 OB MAIEHERDVEITEOEBYTHY ., 7
T2 R & RBNHECHETFN R EEZDRO LN, BB, &
HIZBIFAH50%L AR Y =% (28HH 72 ) OFRMERHATRILE
& HRT50% L EesE L - BE0HEEG) X, 79K
395% (32/8141). A#NHE64.2% (52/81f1) THh -7

SRR A (USSR BE 2R bR
IR | SRR 77 LRRLED el
% ﬁf(gﬁ | o B
[95%fE X [H] ]
7L AR 81 -38.38 - -
-30.81
ARFHE 81 -76.47 [-45.490. <0.0001
-15.244]

a) ARMED EELRITSR E L7 BE
b) HEENC BT 2280 72 1) OFNEEE OBIZ 2 6 DAL
()
¢) Hodges-Lehmanni: 25 & 5
d) HER O & KL AR OIS B 528H M
720 OFSVESHE % AR & L 7zrank ANCOVAIZHED ZH
L 7zpfHi
T2, HEW O LI R12meg/ H E TG L7oRE. Aaht
FEH GRRL2THEM) 1I2b7: ) MRS 7z,

) i e P AR TSR A
i | MEL ROKME
GHM] (R sl ) 68 -74.60 -100.0. 140.0
R HEHERD) 68 -82.50 -100.0, 183
e fHaR18~23:8 H¥ 68 -93.09 -100.0, 166.7
¥ 5-Fhh24~3634 H 66 -84.75 -100.0, 1179
% 5-fn37~498 B 64 -87.36 -100.0, 66.2
#5450 ~62:8 H 58 -85.52 -100.0. 231
5463 ~758 He 30 -100.00 -100.0. 231
5 ah76~88:8 H 30 -100.00 -100.0, 33.3
e 5-f4689~10138 H) 14 -100.00 -100.0, 51.1
B 5MG102~1148H2 | 13 -100.00 -100.0, 219.8
5 FlR115~1278 HY 4 -89.74 -100.0. -66.9

a) ¥H5FMBHZIARMH & LTS
b) #EFEHETGEINCRAT L 22 0 ) BRI EERE (T v
INAOVEE) TH o 712615
RFN AP G- S N7 VERHT R SOEFSIBIZ BV Ty BITEHIX
69.1% (56/81%1) TdH-7zo KA GHIZB 2 ERENERIL.
FEIED F o JEY . B, SR, RS CH - 7B,

B 75 REE (n=82) | AHE (n=81)
W OEIVEH 37 (45.1%) 56 (69.1%)
RS v 5 (6.1%) 24 (29.6%)
% 2 (24%) 9 (11.1%)
BH A 6 (7.3%) 4 (4.9%)
Sl 1 (1.2%) 7 (86%)
fBF R 3 (37%) 7 (86%)
gz £ 2 (24%) 6 (74%)
Mg It 0 4 (49%)
REHIN 2 (24%) 5 (6.2%)
L 2 (24%) 5 (6.2%)

18. ZEhEEE

18.1 fEFAHF
N ANV IE, vF T AKREICEE L THEET 5 AMPA
(@ -amino-3-hydroxy-5-methyl-4-isoxazolepropionic acid) 2"
VT I URZHRIGEIRN 2 IER SRR &L L TIITADR A
TER %5 T 5 LHEESN TV LY,

18.2 iEE1EA

18.2.1 ¥ 7 A2 BT 5 Haf Sl MRS & JIH) L 722,

18.2.2 ~ 7 AT BT B fe K B 2 ] L 72200,

18.2.3 YV AIZBIT BN F L VT b TV — VB & H
L7220,

18.2.4 A b I A7 — Vit fzPE R #i%1EZ v b (GAERS) Tid.
FARIHIE 2 7R S o 722,

18.2.5 AfEX N v /=7 AIZBWT, F¥ FY Vv 7EED
JRAE J OV A FE FE OB ARE0 H 722,

18.2.6 RIkEZEF > FV) v 7 F v MIBWT, RESEMED LA,
TR IFEIRERRE I 0> 45 M ONEAE T B ORERATRESD H L7290,

19. BRSICEAY 2E{LFRAR

— W T A OVAKAY  (Perampanel Hydrate)

L4 © 2-(6-Oxo-1-phenyl-1'6-dihydro[2,3-bipyridin]-5-yl)
benzonitrile 3/4hydrate

3F3 0 CesHisN3O - 3/4H20

rf- s 362.90

K RT ORI A B~ TGO R TH D K
WEN-AFN2-¥T ) FAZETRTL, 72 M= MYV
IZRREITIZC L, =8 7 — b (995) IZHEIFI2< <,
KIZIFE A EBEIT R\,

A 180T
SECHREL  log P=286 (1-4 727 % 7 — IV/KR)

21. &M
FEEES ) A 7 A % R ED L, BUNIERET S &,
22. ‘G

(7 1« A/ 8E2mg)

565E [1488 (PTP) x4], 50088 (K M, /NF)
(7 1« A2/ 8E4mg)

565E [14%E (PTP) x4]. 5008 (K by, /NF)
(7 4 A2 IR %)

100g (K b))

23. B

1) #EPERL - HARNH A3 5.3 (201643 H 28 H KR, CTD
2.76.10) [FYC-0001]

2) AEAER - v AT v 2 EER (20164E3 H28 H &2, CTD
2.7.6.40) [FYC-0002]

3) FLPERL MR & SEH) o A WA R S R (20204E1 A
23H#&:E. CTD 2.76.1) [FYC-0443]

4) FLPUERE  AARNRERE S 8 (2016453 H28 H %72, CTD
276.13) [FYC-0003]

5) tHPERl - R (2016453 H 28 H KR, CTD 2.76.1)
[FYC-0004]

6) FLNEEL - BRI OG5 1 3 v IET B (20164F
3H28H#:8. CTD 2.76.2) [FYC-0005]



7) NGRS - RT UISA VD vitrot IR EF

(20164E3H 28 H #&RE. CTD 26.4.4.3) [FYC- 0006]
&) KGR 1 T v MIRT VSRV F KA L7 & & ok
o34 (20164F3H 28 H7K#E. CTD 2.6.4.4.1) [FYC-0007]

9) HWNEE 1 T ISR IV Din vitrofCH (20164E3 B 28 H KGR
CTD 2645.2) [FYC-0008]
10) ﬁl’\]%*ﬂr CEESE S BT B N5 E (20164F3 F 28 H A
2. CTD 2.76.14) [FYC-0009]

11) %J:V\] WD 7T AR R T H AN % A ORI LR
EHRFEEL2ET L TAPABRE R L L - BHEMEYE)
REMARAT (20164E3H 28 H A&GE. CTD 2.7.2.2264) [FYC-0010]
AEAER TR RERE E BRI BT 5 BB RERER (201643
H28H#&:E, CTD 2.76.15) [FYC-0011]
13) *PER - WM AR (2 )V x<XE YY) (20164E3H
28 H7&:E, CTD 2.76.17) [FYC-0012]
14) HWEE © 7T RS HRB TR BEEZ AT L TANAR
HERMRE LRI B AT (2016453 H 28 0 K&RE
CTD 272226.3) [FYC- 0013]
15) #PoERl - WM AR (7 b3 =) (20164E3H
28H#&7E. CTD 2.7.6.16) [FYC-0014]
16) *L:PER - WM EERRE (247 24) (20164E3H28H
738, CTD 2.76.18) [FYC-0015]
17) #EPIE R} - SR AR AR GRECEEARSE) (20164E3H 28 H
7:E, CTD 2.7.6.20) [FYC-0016]
18) *L:PIER - WM EAEHFEE (7)Vva—)) (20164E3H28H
738, CTD 2.76.26) [FYC-0017]
19) #ERF © RT VINR IV Din vitroftBEAEH (201643 H 28 H
7:E, CTD 26453) [FYC-0018]
20) #EPVER D BARANE GLHSRER BT 5 RIGED TANA
BEZRGE L HAEO # T EER (202041 A 23H &
2. CTD 2.76.3) [FYC-0444]
21) HNER  BRANE GG ME 2 ET 5 CAPABE TN
G L7z MARER (201643 H 28 H &2, CTD 2.76.33)
[FYC 0019]
22) HNER  BAANE &G I Y b a— VRT3 % 8558 X
BRI ISR 2 ) NB T AR ABRE (4D klzﬁﬂ%(ﬁ@
gl Lo MAHSER (20204E1 H23H #%&F2. CTD 27.64)
[FYC-0445]
23) HNEE  HAANZ GORERAEEZ HT 5 TA»ARE
g b LowMAMAHHE (201643 H28H &, CTD

12

=

2.76.34) [FYC-0020]

24) #PVEE  AMPAREROIEBABEHUEM (201643 H 28
H#&#. CTD 2622.1) [FYC-0027]

25) FLNER - E IS T AR (20164E3 H 28 H AR
CTD 26.224.2) [FYC-0021]

26) ALPVERE L IRRTEEEELER A VB (20164E3 H 28 H KR
CTD 26.2243) [FYC-0022]

27) FEPVER - R F LU T b T = VSRR A
(20164E3 H 28 H 732, CTD 26.2.244) [FYC-0023]

28) #LNEEL : GAERSIZBUF A1E/M (20164E3 H28 H #&E2. CTD
26.224.7) [FYC-0024]
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=23y ha—JIHEICBWTIZ, oz e il T,
AR OFERICHES OBOBHOFERY 27 E W EDOFERIE
Bontunizwn, KERAEDO T — 51X, SHIGFAEERD
RREERHDO) 271209 2ERHOFLEIZOWTEHMET 5
DIZ+7bDOTIE RV,
B (T ) ICBVWTARIOREANDOBITFRD SN &
DFENH S,
B AR VAR BERERICB W BT ERIEER
SN o7, RENZ Y FOEREETERICH LFWIHE
EEAZET H720., FRTICAH 2H5 L2584, BES
EE2FHRTHEERESZIONS, £/-. Tv N TR MEKR
& 7Td5400mg/HDO. 1250l Lo 58 [(AREBERE
(mg/m?) 1ZEDL] 1B\ THEYO—FREDE L I BEE
L7 RAEOKE. BREZAE - lREFETEREOSEERKO
D, REERERORBSEEEN. HAERICB I 5 HET
BN EE. HAERRBINE (FEROE,SHERZHEL, 5
FURICRBEBREANICHERZENRET) OK TN UIHE
BOEFERERAS ANz,

9.5.2 HIRIC X D ARAID M RECIRENRICHEN A SN SA]
BEEN D D720 (ERFICEAFIOMAEENMER Lz E WS R
EWH D). RIS LARI R ST 255101 BEOKRES
I+ EFERT BT &,

9.6 1ZZLIE
KA ERIIFAEZRIFSEL &, KFNZE MATHEABT
L. BAFOARICBI AIMFPEEIL. BAFOLEOMFE
EDORARKIS0BIE L EOWENH B, £z, BAShTWL
HFAER. FRICBVT, EIER, HR, AEENAREZE
ZFEPFEIN TS,

9.7 INR

GheEHIE)

9.7.1 BEERKEEEORRKRIL, NAICBLWTEWI EARSE
NTWn5s, [1.3. 8.1%0]

9.7.2 NRIZBWVWT., EEZOHABEIIBERLEZINPLTVO
T RAEESHARAER DI FRIE K ORAFEOERP TR L
BEICIIRFICERT A &,

(BETADADEE)

9.7.3 EHAMAKER. #HAER. ARXIL2FRBMOL R, KOTER
RABFAELIGL O BAEIE IS0 2 ENERRRERIEER L TWie
W, [7.5208]

(RREBZICHIFI DRI IEY — ROEH - BEMIIE)

9.7.4 NER VIS ARMOBE ZNRE U BERREBIIEREL T
V7L,

9.8 SE
BEOREZEHE LAV OEERICKEST S, —fikic, £
BREME R LT W5,

10. #8E{EA
FEMIFUREE LTV 0 BREREER (EICUGTIA4)
TR#EE N2, [16.45H]

10.2 HEER HAICERTSRIE)

HAIZE FERTEIR - EAE |BF - GRET
NV TaES b R OEIEEI 2SR BT 5 7L
VN ERTHEDOHRENH S, |70 v BEiaED
[7.2. 7.3, 16.7.1. BaY 5.
16.7.2208]

AEID 7V 7 a v g ARE O EESE RS FFicB g 2 4R5
e xHET 2HA] |5, YA
A= N G0 marEEsh
HILNTEE %o
T )N)ILEY —
L
FYIRY
7y ¥y
o> -y ok
F U ILEEH]
[7.2. 7.3, 16.7.1.
16.7.25:H8]
THYFFEIL+Y MTYFFELKRTY b FE FFICB T B8R
FEIL VAl EREZHRA L0770 v
[16.7.228] BEICARAIOMAEED faa P EES N
ERLIZEDHEDHD. | Do
AAEMERHERSHICT
YHFFENLEY b FEIL
RSG5
T HBEICIE. KFIOH
BHRMEERT S L,
FANNTEE KAENE A NN XY Y D|HEFAH
[6.20] HRICED., HF W, &
#. EH. BEH, BRE
MWHFIL LW HED
HO. BE. INSDE
RIZANUNT LYY D
BEICKDEET 5,
JARY Ry AR EY AR R YO HFAH
[16.7.2%H08] ARFICIE. TNZFhol
M ESEICHE LT, |
ROMENZ WV EDFRE
W5,




A7 E BRARAER - SBESE | - ERET

BOEEEE (YPRE A
LVEY - BERARILE
VEAEA)
[16.7.2%08]

KEELF=ZILITALS
TF =)L LRI AN
VIVEEEAIE O ICH
W, URO®RENH S,

1) AFNOMAEELFEA1) B34
LicEOWRENDHAHD| Hlorvra
T, AAfERARRS] CBAaeY
ISR L S BESNS,
BRI 5 FRIET 5
eI REIORE
A ERT 5T &

2) LRI AN LIL2) BEARH
D IMAHEE DA U

meBEfE AL E >
(FSH) T O E KRR
ALVEY (LH) #L
HL. ZTANFDF
—VLEMPICERL

T EDH|ENDH B,

1. 8ER
WROBWERD S 6bNBZENHBHDT, BEETTITITN,
WEROONTGE

1.1 EXGENER

*11.1.1 thEMREIRFEFAFAE (Toxic Epidermal Necrolysis :

TEN) (BEEAH). BEHSIRIRMEIREE (Stevens-JohnsonfE(R
) (0.5%). ZWAIBE (BHEAREA)
FE, RN, BEOBEE. O - OFEESEROUS A
ERRREOKE, K3, WIEE, €58, 2588850 E
EAROON-BEICIIESICREE2HIEL, B RABZT
ST &, [1.2, 7.1, 8.1%H8]

11.1.2 FRIEBSAEEIREE (S0 REA)

B, BEEPTHICASNDE I ENDHD, BT VI SHIEE.
PRI, MEEE (FEMEKEL. gmekiEm. 22y 2ok
OHH) ROMESRESE (FERERES) ofr025ERNH
5B ENH D, HEMERBBOEREREOBIEIER? &
EFMEICHIT 5. EAIERBBUEEBEFOBIENRD 55
HiZE, AR OHEEZESICHIEL, BYZLEEZITS 2 &,

F72. B bAURZT AL R6 (HHV-6) D7 A L A DOEIEME
{LEMES 2 ENZL, BEFILBLRE, BRI FHRERESED
TERPEBRD 2 VGBS A DD B, kB, BEGREDOH
TERIE. BEEEDLEVWIELHEDT. FELINOIER (FEh
) VOSEIERS) OHBICHERPBETH S, [1.228]

11.1.3 BETRMEEM (BHEARE), FMERRL (HEERER), 5§
SERIEREE (BHEREH)

11.1.4 MIXSRAEIREE (BEEAH)

FE, B, MER. BE. ) OoSEER. MRS, &7
TYF VM. &Y Z XY RME, FAEERE. Mg
BESOEEIPRDONIIFHICIE. BEBICHESEFILEL, E
PRMEZITH> L,

11.1.5 FER. FFREEREERUEE (0.1%)

11.1.6 BEMEEIERN (FHEARH)

HEHEE., FEH EE. ED - EEEEREBRSOERE M
HSEEHMUEMERSH S5 DONE I EN DB, REOEKRSICED.,
SHOICEELERE S BEEHEASHEGZT ICHFE L
LOWENDH 5,

11.2 Z0ftDEIfER
5%L1 1

B

B
12352 HIb T 22 EBYRNEZITO I &,

1~ 5% | 1%
BiE

7 K
SR
HEEE,
B, SOH.
Rk, K
Bt

SEEENA

B &
eHER

fERR (15%)-
HFEWN

HE. A
R AL
BER A
B, CAD
AFELEEIEL
DIEM

TEEE., T
DEZINE 1IN
N—=F Vv
SR o EAL
HEMRSLEEREAR
BRWRT T b

-, BE

FEER

SRLLE [1~5%] 1%5h | HERH
g B & E RN
WiE |(ES - IR
B, TR
R ERE
T mm
LS L a
% P PN R
Wb, | SERRE
" o |BR. &
Mg
o & 5.
E R g
Zof tﬁf}ﬁﬁ

* %13, BEKRS

13.1 fER
QRSEEDEBEMSHESN TS, AR FREOI0~20EEICK
DERIR. KHH. BHEEE. ARERE, EBEZOEROREAN
WESNTWS,

14. BRALOZER

14.1 EHIRZMEOESR

14.1.1 PTPRZEOHEANIPTPY — F2SWMDH L TRAT 5 &5
B89 5. PTPY— FORKICK D BN FAE D RIERS
JEATIA L. BITIZEEL B LU THRIFEREOEE 2 &0HE
THHETLIEDPDH D,

14.1.2 FAIBADEOKEHRICZOEERAT 5. H5WIZHEEX
B ELFEAINRSEEODEOKITED LTRAT S &
SEET LI L,

15. ZDMDEFE

15.1 ERFRERICE D<K 1R

15.1.1 B TERSNZKHZ ECEBOMTAPAREICB T
B, TADA., BREBS 2R E L1990 75 & AR K
HBEOMEERICBNT, BREEEVERERIOFETRDY) A
IW. MTADPAEDRAR TS It RBE B L TR2MES
(HCTADPAZEIRFRE : 0.43%. 75t AREE:0.24%). HLTAD
AZEDORABETIZ. I RBEEHANI00AHZD]1.IAZNE
HESN (SREEXM :0.6-3.9). /2. TAPABED
PTTN—TTIE, T RBEHRI0AH 7z V2.4AZ 0 E
SEENTVAS, [8.2-8.4. 9.1.12/]

15.1.2 AANZ Vb FOERBRTERICH LB WEEERAEET %
7=®, BEHREICKVERRBLZIEET 2P D 5, 2B,
b MBI AEHHRSOREICB VT, REIEEBE TCEAEY
OVY A, FHRMERER. Mg R Ok Bk o SR 1 2 12
BHELZERIZRDSNT ., /-, HE5SFEEF ORI OLER
BEICEELREIERD SNLD 5T,

16. ZYENRE

16.1 MoRE

16.1.1 fERRAEA
BEEERA6GIIC T E ) F225~200mgx HERFEORE Uik, %5%
1.7~2. 5B TCmaxIZ#E L. 120135931 ~388 I Td > /2o Cmaxk®
AUCo-» 3 EBOEMICEVEA L, /2. BEBRABICTENY
¥ 50mg#x | H2E0H B REZR OIS Uk, mEEFRS € b)) FBE
I35 6HE ICEREREBICE L,

(ug/mb) 4
o - 25mg(n=6)
o & 50mg(n=6)
P A 100mg(n=6)
S @ 200mg(n=6)
',
|I; S il + REUE(R 2
+
o 1
»
=4
0 T 1 T T
0 12 24 36 48 60 72
BFRE (hr)
B fEERRIAICSE bUF25~200mgZ BEROKRS U ciFomiEd
IREHER



=1 ERBRAILSERUFU25~200mgZEEROKS LEDSE

U OFEYEEINS X—9

AUCrw
(ug + hr/mL)

CLt/F Vd/F
(mL/min) (L)

Tmax tia
(pg/mL) | (hr) (hr)

b= il Cmax

(mg)

25 0.338£0.0311.7+0.8(37.9+11.1] 15.2£4.9 ]29.77£9.12|91.0+8.1

0.718+0.049]2.5%1.2| 35.0+4.7 | 33.745.9 [25.33£4.09|75.2+4.8

6
50 |6
100 | 6]1.488+0.261]2.3£1.4]30.5£3.3

59.9+412.128.7945.65|74.2+9.2

200 |63.0754+0.336/2.5+1.0] 32.4+5.5 | 136.1+33.2 |125.6445.69]69.8+9.3

P fE + R R

* %16.1.2 ThHhAEE

BRATADABEZNRE L-EINERREBRICB LT, RA200mg % %5
LBl S £~ FUEEIZ, NLTOBF N LA ZFR L. K
DI Ta G EFET 23 M L 0iEE139.6ug/mL. N
Taigr ) LEFRET. AR OV 0 BiasEFET 2
BER L 72854132, 2ug/mLTdH > 7z,

A NRTADPABE 2GR E L-ERBERRKBRICBW T, BEOHR
TAPAEDOFEEZZITTVWAEEICSE N F U 2HELZBOEER
BICBITAIMHTE M) FUBE, BOIRARNETAD»AEEZ T
KELHBERAERBICBWT, UTAPAEZHAL P o BOHAK
ANEHETOEFREICBIAMFSE N FUEELZLTICOR L. G
MTADPAREICEY FEN) XU OMBRARIIELRSD, RO MAEE
BRENTZ, Fiow TE M) F U OBSHIHTHAR TAD»AEOIMAE
EICEEE G EIRO O NED 5T,

K2 BABECBIFBMPREE

TR
SERIEY[FEL IRV E|FELYF S
L Y L E LT I il (e
F MU YL A ST BAEL AT | (mg/) Sl
THEHE | WHTAPAE
BrR I BRI 3.25
PR emm | gm0 00 (o)
BRI IZ 2.81
JEGEA HHE SEGH 200~400 | 60 (99) (0.32~7.28) =
N 4.12
o | wem | wm |~ | 505 | M

El) AUNTEEY, Tz NLEY =)L, T
H2) HRE (B/ME~fAE)
H3) MHTRRRETH > 1219 > T EBRL

IRV, Tz Y

%3 NREECHDBImERE
LidiE S
FEMNIFV|TERNIFVE|TENIF 5 ES
N»fn@@7»7uy@%%ﬁﬁﬁyﬁﬁﬁéfﬁgfggigfi;;
F R UYL |Beias s 8| FAE S AT | (mg/kg/H) -
FHHEAY | WHTARAR
3.85
pr | R o] 173 (18 T
B 2.32
s - I~5 (48 00 |0l
Jefi x 3.30
B |\BRREER) 5~15 | 30 (54) | o0 o)
6.53
FEGEH FEOEH FEGEH 2~10 | 12 (12) (2.70~13.90)
ED) AUNATEEY, 72 ) NLEY =), FYIRY, T b

1E2) FRME (F/ME~ &ATE)

TN o0 L BEREREFET AN TCAPAREEZHALEOSE N F
OtAIKBERITH -7z GHEAT—%). B, HEANERKRAINLT
OiEs b ARG LZEEO T E MY F 2 Ot I 708K TH - 729,

16.2 ORUR

16.2.1 BEDXE
TRRRERLAL2BICT € M) F 2 150mg % B R ORZICHERROHS L
7ol BEREES TIEZEERICHAMEEF T E M) F 2O TmaxI3BE L7
M. AUCICEBRZRRO D> GHEAT—%).

16.2.2 &E4FHFIFAE
TR ASHIIC T E b ¥ 2 75mg % BENR S U7z B =2 FIF R
1397.6%TH -7 HEAT—%).

16.3 9%
In viroTOIE Y F > (1~10ug/mL) Ok b IMAEEAREERIFS3.1
~56.2%TdH -7,

16.4 X3
FEM)FUEEE LTIV 0 BEBESR (FICUGTIAY) R
Eha, e MFAICTZ I MY TFY Y. 7aFE8Aa, haRY F—
Ly b Lidu st Ns (BRMEFRE) FERTIC-FENYF U2
WUzl S RNYFU-N2-Z 7 u Vv EEIEEIED AR A7~ 29%(E
TRULAO, [10.208]

16.5 HEtt
FRRA6HIICHC-FE MY F2240mg (15uCi) % BEFROHS U 72 B,

BERI68RF R TICEPITHI2%, RAFISKM%DHRtE S N7z RPN

6_

FICTEM)FU-N2-Z LT u vBfasEk (]971%) & LTHRttsh, DL
TARZEE (10%). FFFYF-N-7 U270 rEEiagd (5~10%) &
CFE M) FU-N2-XF UK (0.14%) DIETH -7z GFEAT—%).

16.6 JHEDHREFITDES

16.6.1 BikEEEEEE
BHEEEEREDM (L7 FZo 7752 A L FH13mL/min) &
UBETEEN (MiE7 L7 F = FH854umol/L) IZ5E Y F>
100mg# BEREOHRS LzBE. 5F MY F L otaddBRRADENZN
K165 R UKI2. 20518 HE L. AUCIE B EERERE 1.8 Il L
7o F-MWGEHNT ZARMEM L 25 E&. ANICEETSIERUF VO
F20% D BITIC K D IRES N WEAT—%). [9.2.15H]

16.6.2 FFtkaEEEEE
TR L2061 R ORFREZS B 240112 5 € bV F > 100mg 2 BERREO#H S L
IO TE N T OEYEREIST XA =5 2L NIOR Uiz, FEEEE
BEICBLWTCMaxDERBAHAS NI L DD, D/8T X — % TILERR
NEDRICTEE B A ONE D > Tz, BEFELEE CIIEBERA L
L CCmaxKk U0 TmaxbAD/8 5 XA =7 1I2EZ B H 5N, AUCo«K Ut
WEREK 7 Ueho2fs, BEKd D TS L. CL/FIZfEK7Z LT2/3, I8
Kb Tl/3ICED LZD (SHEAT—%). [9.32H]

=4 FFREEEEEEICSITZSENUF Y OREYERE/NS X—9

e LET: 4 EENEERY
(et HEEE) RiiEaE fE7K7Z L KD D
(1251) (12f) (741) (54)
Child-Pugh
P - A B C
Cmax 1.61 1.34 1.48 1.65
(pg/mL) | (1.14-2.53) | (0.99-1.81) | (1.22-2.26) | (1.12-1.84)
Tmax 1.00 1.00 1.00 2.00
(hr) (1.00-8.00) | (1.00-4.00) | (1.00-4.00) | (1.00-9.52)
tie 32.16 35.99 59.68 110.13
(hr) (22.27-49.29) | (30.16-89.08) | (34.79-145.12) | (50.11-158.14)
AUCo-= 69.07 70.60 110.72 248.86
(ug - hr/mL) | (38.77-98.09) | (47.86-215.75) | (73.53-225.35) | (73.72-368.62)
CL/F 0.338 0.312 0.237 0.103
(mL/min/kg) | (0.267-0.593) | (0.165-0.443) | (0.114-0.356) | (0.061-0.260)
FRofE (#iE)
16.6.3 St

EEEL2E (65N E. ZLT7F=r 27U T T2 A L F1961mL/min)
127 MY F150mgx BEREORE LK, 7E~YF > DCmax.,
AUCoe 12Xk OCL/FOFHE (FRHERZE) 134642.35 (0.40) ug/mL.
93.8 (21.0) pg - hr/mL. 31.2 (5.4) fE%00.39 (0.063) mL/min/
kgTh o7 Insix, BERMABEICTE MY F 2 150mgz BERD
B5 L7zBOCmax. AUCo, t12% U CL/FOFE (FEERE). &4
2.45 (0.18) ug/mL. 117.30 (24.61) pg - hr/mL. 31.2 (6.4) R,
0.313 (0.087) mL/min/kg& BEREZ L, o7z HEAT—4),

16.7 EYHEE(ER

16.7.1 AFIDTILT OVEAAS TSI 2 HARRIDORE
(6., 7.2, 7.3, 10.250#]

KElE Vo a B AE o7V ayBEias | AElo 7Ly a s BEiadg

AEPHET HEA | ((RE) I8 ICHEBERITS RLE
VAV, Avaui 5all YRy N vt Sl N G0 FIUETS5I -
HILNTEY FI
Tz ) NLEY—) V=% 3K
TRy HNRYF >
V77T VAFTY

oSl - Y R FEL
B erAl
FEHFFEIL+ R FEIL

rEITT—b
FLHNY
VF7 L

IFNVIANT VA —
U LARIILT A LI
BoerAl (RRCEEEEE)

LARFFTEH A
RS 2SI
JaY IR

16.7.2 {th#l & DB FAFER

(1) NLTOBEFNUD LA
A BNV a i) Y 7 4500mg (1H2[E) &AAISOmg.
100mg K U'150mg (1H1E) % RKEFHLALRKDOTE N F > 0RyEk
ZLTRICR Ue ERACKAO A% RERORS Lz oEe
N, NV FaEEF ) AHHBEOTE M) F L oupd2EN EThH D,
CLUFIZ1 2T TH o 7zo F/oy MEBEFNLTOBEEICESHIEASN
b DOO—EDEMIEASNT . ZOEMWEEEZHERL T GHEA
F—%)o [7.2. 7.3, 10.2%H]

x5 ERBRAICNILVIOEF NUDLAESERMNIFYZHALRERDS
ENUFYOEYEEB/INS X—9

A i Cmax | Cmin | Tmax tv AUCss CLYF Vd/F

#58| | (ug/mL) | (ug/mL)| (hr) (hr) | (ug - hr/mL)|(mL/minkg)| (L/kg)

50mg | {3.45%0.61|2.53£0.46|1.83+0.98| 75.3£14.1| 66.7£10.9] 0.17£0.03 |0.94£0.10
100mg|18]6.78+1.13|5.02£0.97 | 1.9£1.00 | 69.6£14.3 | 132.5+22.6 | 0.17£0.04 |0.88+0.09
150mg| | 9.44+1.71]6.48%1.52|2.02+0.96|69.6+14.8 | 178.2+37.1| 0.20£0.05 |1.03+0.18
FHME R



(2 yorvEYY
BEBRABEICY 77 > Y 2600mg (1H1E) Z25HE®S LA-BHIC
AH25mgZ HEREORSG LZBOIENYF L ORPTFOIY T IR
B O3 N2 N5 13L/hr R 4. 1R Cd > /0. AHIEMIZS (7
Z L ARSHE#RES OB HICAAI2Smg% BEEO#KS) LzBEOA»ITO Y
V75 AMER P ldZF N N2.6L/hr kU3 8B THD, V77
VUDRHREICED TS ENIFUOANPTDOZ ) T Ty AMEIZERICHEM
U teldBRICER LY WEAT—%). [6.. 7.2, 7.3, 10.280E]

(3) OEFE - U MFEIVESE
BFERAZNRE LICEHERICBLT, AFléaFel - ) b ELES
BlEDOHAZEIZED. TE N F U OMAEENIS0%E TR L2 (4F
EATF—%). [6.. 7.2. 7.3, 10.22H]

4) 79YFEIL+URFEI
RERABEZMRE L-#BRICB LT, A& (100mg) &7 7HF L
(300mg). V hFEIL (100mg) D3FNZHAHES LIzEOTE Y F>
DAUC, Cmaxid, &A| (100mg) #HEHE LI-REHELTZENE
n32%. 6%E TR L (AEAT—%). [10.250]

(5) UARU RV
TR A Z R E LIZBRBRICB VLT, AA (400mg/H) ORERZSIEY A
A RUHEEGE (2mg) ORVERBICEKNICRIEE 2 2E 84252
BhoTze YARY Rr2mge T b F U O SH. 14612601 E
RAHSNTze TF ) F VB EHCIIMEROME 1E2 < YARY R
> B S CIR0BIFRLFIER S A 5N HEAT—%). [10.2308]

(6) BOBIFE (TFZIVIRAPSTA—ILI0UgRU LR/ ILFRNLIL

150ug=H)
TEEER A ZC IS AR AI300mg & AR CBIESE 2 0T L 72 B, MEEHSE U F
> DAUCo-2K% U Cmax iE AR O B 58 D 2 2 n48% K% U61% T &
D, ROBIEEEOMFICK D MR T E MY X VBEIZHSPIETL
oo ARCIBITEEMRSEHIRD (7HRE) TId. RAIOMAEEDSHR A ICER L.
PREEAL T RIS AR B SRR A HARS &l U Ok & e o 720 720
LA VA A N UL D AUC2K P Cmax 3 & s TS B R 5B 0 Z h
FN8IBKUVE% TH>T2e — . TFZINITANTIF—ILDAUCo4
13 LR S B IR 5 D93% TH > 7225, CmaxiZBEWIRASNZE A -
7z WEAT—%). [10.2808]

7) #55EY
fEEER A BHICAH200mg (1H1E) &5 > FEr15mg (1H1E) %2 RE
BEL-BOEERE G6HE) ICBIF5FE M) F 2 DAUCHKCmax
13T E N F VBB SHROZNENTO% R U80WBIME R LIz, £2F7E
XU HREEROL S Y OAUCHu Kk O CmaxD & EIX A 5
UHEVEMEERERIEE TH - MEAT—%), [6.. 7.220]

(8) YZU=R
TAPABEICBVLT, KA (150~500mg/H) &V =%3IF (200~
400mg/H) Z35HMEMHA LR, ZE M) F U OEYERICEEL S5 2
o7, (6. 7.2208]

9 ANRVYFY
AR BT OARRFN & HNRYF > QUG %2 123400 T AP ABEIC
BIFAHL FAART T 4 THHFICEUE, ANRYF VR TERNIF L OH
PIDTIVT Sy AEEREZ -7z HEAT—%). [6.. 7.228]

(10) FEST—hH
TANPABEZEIIBOLT, Rl bETv— (F&&E :400mg/H) EDOHH
X5 M) FUOEFIREROAUC, Cmin. CmaxiZEEE2E5X %05
720 (HEANT—%). [6.. 7.22H]

1) LRFSEIL
TANABEICBNT, FAIELARF St 424 (1000~4000mg/H) &
OBt HEOSEMBRICHEL S5 a7 (HEAT—Y).
[6.. 7.2%08]

(12) RSVIN=RIV
TAPABEIIBWT., KEIERT V8L (12mg/H) ZHAKS L
BOTERNIFUOAPTOZ )T T2 Ak, RT VISHIVIEGAR & H
LTI 3%DEMEEES N, EELEIAONEP > SHEAT
—%). 6.\ 7.220E]

(13) 3=k
TAPABEICBOT, REIEZIV IR (200, 400mg/H) ORI, M
ST N F UV EEICKER S a1 GHEAT—%). (6. 7.2508]

(14) FLAHANUY
AF (100~600mg/H) % HEHTHIRHEG L TWETAPABEICT LA
NV »200mg (1H3[E) % REZORS Lk, FLANY VIZEFR
BICBIAMEFRSE M) X VIRE (T T7E) CEEEREX L o72P)
HNEAT—%), [6.. 7.22H]

(15) Y AXAFIY
TR ABEICY XF 2 400mg (1H2[E) #5HMEES LB HICAA
25mg#x BERR G U7 B E AR B S (7T RSHERSOZHIC
KEI25mgZ BEREOHE) L0 E N ¥ OENEE/ST A —5
ICHEEREIHRONEZP 1Y WEAT—%). [6.. 7.28E]

(16) UFIL
fERRABIEICAA00mg (1HLE) ATV HEYF 72428 (1H
2M]) #6HERERORE L BRIV VY 77 LB SO
U F 7 LAOENBRENT A —FICEEREIASNE P52 (GHEAT—
%)o [6.1 7.250H]

17) 7VEFSY-=IL
AAEN00~400mg/H & HEFHE G L T L 2 BEREREICBWT, 7V
Y75 —10~30mg/HZHAKS LizkE, E M) F 2 OCmaxK T
AUCIEHIN0%ET L7220 (SEAT—%). [6.. 7.22]

16.7.3 In vitrost8&
SERNIFVRERNFAL IS AR—F— (OCT2) %24 LI-BRM
ERWEHET SR RES RSN,

17. BRIRAE

17.1 BN UREEICE T BHER

(BETADIADEE)

17.1.1 ESHESEMARER (A, BHEEE)
BN BT 2o HEIBERRFEZET HH-ICZHs iz TAD
ABERUBEFLIZTAPAEE (RiBE) 6501 (HAEAIMI) 25
1o, BARUEEICS W CIEBIFERRET 2 EE L. HyAEE
200mg/H &7 £ D FGE L CHEM L7z FIERBIOMEREER (Wi
HTHD 524HM) 1B 2RIFEHRMRRIT, TROEBV TH -7z,

P S HIEHE FEEHIAERFRT (%)
ik HEFF [95% 5 FEIX ]
I RTOFSER 65 28 43.1 [30.85,55.96]
Cmanfe | s | 2 | 20.0 [27.02,54.09]
FRIE T 10 8 80.0 [44.39,97.48]

F) MERPEREENICFEMRE AP HER & NI EFIEY AR AIR SE I

MR SRR T Lo 58 (48R) 1[2B1) 2 FEHAMERE
3. FROEBVTH-o7z. 5HB. MEHSHIIERDATERS N7,

I W[ SEfEEE | SEREAMERED (%)
i HerE 1 [95% 2 B ]
INRTDFAER 19 16 84.2 [60.42,9.62]
L EasEE ] 2 N— 12 ] 92.3 163.97,99.811
RERAFE 6 5 83.3 [35.88,99.58]

) RGeS FIRHAR THER & NI RE I AR A S RE I

FBIEFFEIRSEEIL, 31% (20/6561) Th o7z, ERBIEAIEL. FZE15%
(10/653). B85, HF\ RUBBEEE3% (2/650]) Tho7l (KB,

17.1.2 EEHESEIAERER (MR, BRIEES)
NRICBI 2 ERREFIEERET HH 7 ICBM S NIZAR P S5 12RO TA
mAEE GRIBK) 2000 (HARALGH) 23RS, HAKUEEICBWLT
HARRSIC X I BIEE MRS 2 EMH L. ERARIIFEEDOIRE
PR EERLTL.2~10.2mg/kg/HXi2400mg/H (WInrEnH
&) P OEANTHEBA S Lz,
MEREEIIR TH GERPEEIICB Y 5 12088) I2BWLWTHV-EEGIZLD
TERYRANFENE DR TERR S N7 BRE B GBI SE G206 75
THY. ZOEE (95%EHEXM) 13, 35.0 (15.39~59.22) % TH -7z,
MERPEEI AR T L7 Ok S 28R ICB W T HV-EEGICK D E
BURMFEEDOIHR DI TER S N BB RIS, RGBT L 27hIH6
e, Zo&ElE (95%EEXME) 1385.7 (42.13~99.64) % Td -7z,
BIMEFFBESEE L 35% (7/2061) TH -7z TOWTIE. FE25%
(572081) . FFHREMEERE R OBERES% (1/206]) Th-o7 (KiK.
F) NROERRMFEIHT T B RE S M- AR O BHR S OMR AR

1H1~10mg/kg. H&AK200mgTa %o

17.1.3 BSEMAERER (NERUBA. BEIEE)
BAFRENIREBRREEL BT 2B SN TAPABRERD
BRLLTADPARE (KRiGE) 34360 (12~72/) 2RI, AN
T URBIEERRERY 2 £ L, ARIOMERFE%100mg/HX &
200mg/H EBIE L7z, MFHYGH GHEig TR 5 248H) 1802
FEHEMERRIZ, TROEBV TH -7,

AAI100mg/ HE | AA1200mg/HEE | AV BB
FH 51 45 115 111 117
FEVEIHRAERF ] 59 67 64
FEIETESAEREED (%) 51.3 60.4 54.7
[95%fE#HX ] [41.81,60.73] | [50.63,69.52] | [45.23,63.92]

F) MERFR S EICFEMRE R PHER & NI EFIEY AR AIR SE I

ARABHIC B S BIMERFBERE L. 26% (58/22601) TH -7z,

17.1.4 ERSNAEHER (RA. HARED
FRAIC BT B E 7 RAER O 2MRFEIEITN T 2 Add-onf 51 & 2 S MARK
B (CEEMHERER) 0 2EHE Lz, ARIOHEBFHEIZ/ LT Ok b
VY AGEREEICIZIS0mE, NIV T aBET MY Y AFEHFEEICIE300mg.
Hefee BRG] & BE U CHEM L7z AT SRIEFNC BT 2 Rifs
RSIEEROCEREMICB T 2REERSABZIILTOLBD TH -7z,

L EN G oo
CC AT EX N . WE |,
* s & s AE | Bt P Wilcoxon
i 0] 20 | 16| 2% | 12| 3
TERVEVE S 196) | 23%) | (189) | 30) | (143 | ) |
. 8 | 13| 9 |34 ] 3] 2 |[PTOUD
TTERE |8 | 0 | (15%) | (10%) | (38%) | (26%) | (2%)




= 5| o S| 5 | |
1 N N | S | B R
S BB 0o | o & | g 1| SE

E & B
. SENUFUBE66] 6 |17 9 ]22]10] 2 [23 (35%)
# sl TR RBE |66] 6 [12] 7[20/20] 1 |18 (27%)
X SErUFVEE| 703 2]1]1]0]3 3%
BEMRRE s e ([ 1 7 1]0] 2 (8%)
Lennox-Gastaut|ZE M) F B 11| 1 [33]2]21]0 |4 36%)
FERBEOLMRFE|] 75vA8 |16/ 1[0 |1[10]4 0] 1 (6%)

REIBEIC BT 2 EIEFRFEBUERE L, 37% (32/87#l) TH -7z, EXEIE
FIE. ERR20% (17/87H1). iFhitEw £1013% (11/8761) . SEmE R UHER
#5% (4/8761) TH o7z,

17.1.5 ERSIAEEER (R, HARD
INBICB T B D FAE R AR FIE IS T 5 Add-onf 512 & 5 55 AR
B (HEMRHEGRER) 2 2EM L, AEIOEBHARINNILT Ok b
U AR ERE ISR ~5me/kg/H SV OEEF kYU L &G L.
TV ru rEiaGz R 2EA 2 EMHAOEE I ~3meg/kg/H)
NVTaEEF N LI BEICI3K5~ 15mg/kg/H . HER RS
JERE & BE U CHEME L7z ARMEITNSAENIC B 1 5 Rk 2RI T
UEREEUICB T 2 REEMUEFEFIUTOLBD TH -7,

Bk emEE .
BB O FE | L | R0 | o | my | DE |
i NE s | Bt P Wilcoxon
_ 22 18189 |3
TERVEVE 80 | om) | 1%) | 21%) | (10%) | (3%) |
p=0.0009
Jewsrm| g | 2| V[V [2 03
) (4%) | (21%) | (21%) | (27%) | (24%) | (4%)
e I Y
) wow (0|5 E5|EIEIE| s
g™ = i
- FEMUFVBE33]5|7]17]9[5]0 /12 (36%)
# sl VI FEE|39]3 1198|6214 (36%)
SERYFVBE[17)3 9121112 71%)
BERRRE oy v (2] 0134410 1 6%
Lennox-Gastaut| 7€ M) F B33 3 (11| 8|6 |4 |1 (14 (42%)
FEMEREDSMRFEE| V=W INEE 34| 05| 6 |11]12]0 |5 (15%)

AEIBC BT 2RIEARBESEEIL. 43% (37/87#l) TH-o7-. E2EIUE

FAld. EFR26% (23/87f1). ZBitEw £\17% (6/87fl) TH -7z,
17.1.6 BSMRIREER (A, HAZEED)

A B 2 EDFHEICHT HAdd-onfk5IC L2 ZEEHR 70 A4 —N

— B AR L7z, ARIOMERAE£400mg/H NV T aigs

MU LAIEGER) . MERFHEHARIOERM & 3E UCEM LR AAIBEIC

BULREHEERLRIIT I ARBEHBLTERICEP > 2.

KA SN BT 2 REIERARBLEE X, 70% (66/94F]) Th-o7z. E

BRI, FEIED £1030% (28/94%1) . £7827% (25/94f) . ##718%

(17/9461) TH -7z,

T/, AAIOHERARZ300mg/H NV 7 aEET b U7 AJEGHA) X

150mg/H VLT uBd b A0F) . MERFR R 2EM & 8E LT

s U7zAER ARIBHC BT 2R EHEERDRIE ST ABEHEBR LT

BIZED» o7,

KA SENC BT 2 REIERARBRLEE L. 71% Q9/416)) Th-o7z.

EIERIE. FEED EW17% (7/4141) . FD15% (6/414) . FEfRE K UM%k

FE12% (5/4161) TH -7z,

k58 FEBIEL FEIESH B g™
400mg 88 25%* **
150mg™? X13300mg 41 26%* **

*l) SIREDZE
¥2) NLTUEEF )T LRSS
*E* 1 p<0.001

17.1.7 BHOERREER (R, HAEX)
INRIZBT BB FAEICN T B Add-onfR 510 & B B E TR HoE
HER 2ERE L. AAIOHERHEZ VLSO M) Y AGRBREICE
#¥5mg/kg/H (BA250mg/H). /NIL7algS ~ Uy AIEFFREE K
15mg/kg/H (BAR750mg/H). #ERe AR AR 1258 & 30E U CER L 75
B, KEBHCBU 2 REEERDRIZ T T L R B L TERICEP 572

58 FEBIEL FOEFEE R E PR E
SERUF B 98 36%"*
75 u AR 101 7%
+:p<0.01

KREIBICB T 2 RIEFRFEIRAEE X, 65% (64/98%1) TH-7z. E%EI
ERE. HEER18% (18/98f) . 1ZEIMED £ 11 15% (15/9841) . KFH10%
(10/98f) TdH -7z

17.1.8 JBNERREER (NERURA. HEAEE)
Lennox-Gastautfief@#f (3~25m%) I8 22 MF(EITNT 2 Add-on
WEIC K 2 —EERAITRMLEERY 2 £l L. AAOMERAES
NV aBF b AGHEEICIEKSme/kg/H (BAR200mg/H) . N

LFOEF b LIEGHEE 3K 15me/kg/H (BA40meg/H) |

8_

FABHMI0ERM & 8E U TER LR, AAIBICE U 2 RESERD
RRITITARBEHB L CHRRICED, 272,

B5R SEBIE SRR RE
SEYF R 78 32%*
75X R 89 9%
*1p<0.05

RABEIC BT BEIEFFTSRE X, 30% (24/7961) THotz. E2EME
Flx, F958% (6/7961) MR, BEORORHAEZ4% (3/7961) TH-71zo
17.1.9 BSMRREER (NERUBA. HEAZE)

WERRFEEME 2~55M) 10T 2Add-ontk 5.1C & 5 “EE ML TR
BB 2 L. ARIOMRAREZ VLT OBRS MUY ARABRET
13 2~ 12/%IC13K93mg/kg/H (Bk200mg/H). 124%#81213200mg/Hy /3
LT O b LIEFRBE Tl 2~12/IC1d12mg/kg/H (Fk400mg/
H). 125%#81013400mg/ B HERsFE AR 12380 & 3E U TS L 22 #5R.
KABHCB T 2RI RDRIL T S L ARBE B L CERICED o 7z,

w58 SERFIEL FIESE R R P RE
SEUF R 58 82%**
75 A EE 59 43%
%1 p=0.006

REIBECB T B EIEFRAFBUEE L. 22% (13/58(1) TH -7z, EREIE
FiE. ZEES F v, BEREOCELES% (3/586l) TH -7z,
RUBBEREZ(CSIF BRI IEY — ROBES - BIANE)
17.1.10 EASE I/M48:R88 (FA)
TURITIEE 2769 5 8% (21561) 2xRic, HEUHE 8~16HE[M) LT
FEEM T TARA200mg &5 L, #2M Q6#ER) & LT, ERIREL
BEEARRICT T RARMBT > 7 LB PILRE 2 ERLz. E
EEHHIEE < b 5 2 A S 1REEE L - BET 5 TOHIR (Time
to withdrawal from study : TWS) &, TRIEOEBHTHD, AN
Y IHEBEETORMIE. SENIFUBTR I ERBEEBLTEL.,
HatEMAEREI RO 5Nz (p=0.010, BT Y I7RHE),

10 =
—— SELUFW
T 7SR
o 08
#
§ os
& 049 e .
- R
02
T T T T T T T T
0 28 56 84 12 140 168 196
THEEBRMIBILAR Y S O WM (H)
75 EREE 58 38 32 28 25 20 16 0
SENFE B 45 38 34 3 2% 2% 23 0
E1 55 1/MAERERICSH T2 TWSDKaplan-Meier Bz
=1 S1I/MBRRICHSIFBTWS
75 KR FEMYF B
A 5152 5861 45451

AR NFEIFEE
TWSHERE [95%(EH XA (H)
7R E O HEE

n/c @ BHAEE

) assrUME
BIEFAZBSEE X, 34% (74/2150) Tdh o7z, FEIERZ. FET%
(15/215fl) . SE#E4.2% (9/215(1). BREREE K OMERS3.7% (8/2154)
Tho7,

17.1.11 ENREHRSHER (RA)

55 11/ TARGRBR I kGE U CSEHE L 7252BR 0 IEERERSRERICB LT,
BERZRIC X DM LB R OHE (50~400mg/H) TAFIZ#S LT
WERIZ, TEOEBVTH- 7,

74.1% (43f1)
67.5 [32.0,127.0]

53.3% (24f)
169.0 [111.0,n/c]
p=0.010

CGLS™ HAM-DI7® YMRS®
RORR | st | miem | ass | BiE | Aus | B
PEAGHAARE | 92 [2.9%1.1] -  |9.74#8.0| - |3.0£5.5 -
6iE 84 12.2£0.9/-0.7£1.0]4.3£4.9|-4.7£7.2|2.6£4.4|-0.3£5.9
168 78 12.1£0.9/-0.7£1.2|5.2£6.0|-3.8£7.5]1.7£3.0|-1.3%6.1
2838 77 12.1£1.0)-0.7£1.2]4.5£5.1|-4.5£7.7|2.0£5.2|-1.1£5.8
408 70 |2.1£1.0]-0.6£1.2]4.7£5.5|-3.9£7.7|1.7£4.0|-1.1£6.7
528 68 |1.8+0.8/-1.0£1.1]3.9£5.3|-4.4£6.9|0.8£1.7|-2.1£6.0
FASET{ES ™ | 92 |2.141.2|-0.8+1.2|5.547.3|-4.3+7.2|1.945.6/-1.1%7.1
Tl +

Hl) WRERBOBEREE

F2) NIV bS5 OREIHERE (1715H)

H3) Y ERHERE

##4) LOCF (Last Observation Carried Forward) 12T /REIE %
& HAM-DI17K% U'YMRSIZ DWW T IE914]

REARGHEBRICEIT LIEMICHE T 2RISR, 21% (19/92f1)
THolzo EREHERIZ. BBEES.4% (5/9261) TH-7z (KEK).



17.3 Zoftt
17.3.1 ERERREERICHIT ZAEDEVIC LB REFDREREDFHIRE
(N0 U D LHAZE)

ARAE WHARRCZOROENEAR) JVEVHETRSELZERN
BRARAEE (VLT uEEd b Y LGHEE) TOREZEORMEEEOHKR
#1310.4% (18/173f) ThHo7zDiZkt L, NLTuEEF MU T LANHE
FIZBVWTAEHE CRE LB IEER R TlE2.9% (3/1026)) <&
o7 [7.1. 8.1Z%H]

B FEFIE | REFOREREORIFIE (FHFE)
AR CRE L )
. 102 3 (2.9%)
AiRHELVEVWHET
s | EP B 173 18 (10.4%)
17.3.2 BNERREERIC BT B RFSHEIRARAEIREE (Stevens-JohnsonfElR
) OREXR

BARNETAPABEEZNRE L2 THEOEIHEERREICS VL
T 5471936 (0.5%) 1R EAGAEARIEERE (Stevens-JohnsoniE(REf)
BROON, WINRLNALTOEF MUY LZHAL. KEHE (WA
BROZOHOUIERE) KVESVHEZERELIDETH 72 (A -
335514 (0.3%) . /N - 21260726 (0.9%)). [7.1. 8.1%0&]
17.3.3 JBNERTRICBII 2 EERHEBEZORIEER (NERUBA)

TADPABERMRE LizAdd-on& 512 & 5 ZE B EREBSRERIC
BILEELREREORHARIILUTOEBD ThH o7z, [1.3. 8.1%HE]

BELEEEEORRIH (RRE)
HER NLFags N LT aEs b pen
N PR Y

% 0/16 0/30 0/46

AREEY TH5LE | A (0%) (0%) (0%)
VI ER RSB /I 0/8 0/4 0/12

Rl (0% (0%) (0%)

Wl 0/27 4/605 4/632
EZRARIVEVHETERS | A (0%) (0.7%) (0.6%)
L 7= gd i et B~ -0 [T 3/05 2/82 5/177
Rl (3.2%) (2.4%)  |(2.8%)

A ZE 4/635 4/678
e AL (0%) (0.6%)  |(0.6%)

a A 3/103 2/86 5/189
Rl (2.9%) (2.3%)  |(2.6%)

) EREAERE MEAEXRVUZOROWHERR)

18. EEIE

18.1 {EFERF
Na'F v 3L &2 SEEARTF I > DBAUREFRICHIH 4 2 2 &1C & - THiEE
ZEEASE VY I VBREOREEMEEENEOERZ M2 2
LICKVIEREER AR T EZEZ SN TLED 2,

18.2 HUREHER
BECAPAFNET VICB W THREERZ RS CEPMESN T 2,

18.2.1 ¥ ARV T v FOBRABREEZIH T2,

18.22#Y (RVFLYFFIY—=L, 4-73I )Y I VR
6,7-dimethoxy-4-ethyl-B-carboline-3-carboxylate (DMCM)) I &
D ACHERES NS MEMEELIH T 599,

18.2.3 T v b RUA XDOWBEBITB T 5 BLHEFARLHL 2 M3 5%,

18.2.4 RIMEROBRF Y RU YT Ty MCBWT, ¥R Y IREL
MEL . BAEFRFREEEZERT 279, £, BT MY V75
v MZBWTIEF Y R ¥ ZORMZIHIT 59,

18.2.5 SEEBECHTAPABMET IV BEREEFREYY AKRVT v b EL
<7 A, lethargicv ™ RA) OTADAEREZIHT 295,

18.2.6 7 v MIB I A EESREEERIITH < WEGEH (HAEES
& # R g EDsof/FUREIEFH OEDsfED ) &, 72 =+ A 22 IT7H
NLXDBEWEZRTY,

19. BRRSICRET 3 BEZENHR

: € MY ¥ (Lamotrigine)

: 3,5-Diamino-6-(2,3-dichlorophenyl)-1,2,4-triazine
: CoH7CLNs

1 256.09

N
cl
H:N \N NH:
HE~MEOEOHRTH S,
0.4 (pH1.2\ -4 2% ) =)L/ KZ%)
8.0 (pH6.0. 1= % ) — /KR)

3 NS
7 B R

21. EERSRM
E#m) 2 7 EHEHEZ FED L BUICERT S &

2. a9

(3= T9—IVERINER2ME)
1408% [1488 (PTP) x10]

(G =T 9—ILERINRF5ME)
1408 [148% (PTP) x10]

(5= 79—)L§E25mg)
1408% [1488 (PTP) x10]

(=79 —ILEE100mg)
1408% [1488 (PTP) x10]
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KHEFREEHIZD? © TAPAWIE. 2008 5 25 & 425-440
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Schapel GJ, et al. 1] Neurol Neurosurg Psychiatry. 1993 ;
56 : 448-453
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24. XEERERUEVEDES
TS5« AR A URRE
HAER B X RIR]-8-1
HAYT— 7 -t —
TEL : 0120-561-007 (9 : 00~17 : 45/ H#H R OMHAREH 2k <)
FAX : 0120-561-047 (24852 4t)
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26.1 BHERRSTIT
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* % 202347 HET (38 3 /)
* 2021412 A BET G

ERE © RIERE BREERROEES

B - 34 871139, 871179
T 3 A SR BEILy L= YA

AnEERS MCTANAA] BR - BIRREGER]. FaRm oAl

BARZEFA /NLO8F U D LEE
F)Pr s 100mg
F)Prst 200mg

Depakene Tablets o0 s
FERES | 22400AMX00867 | 22400AMX00868
F)EE-EMEOMFEICXVHERTSZ & AREEEIE 198149H 197543 H
e e 6. FARURAE
%;ﬁ?ﬁg (;A@%%k FBEURBLTE) (EECADABEUTADA LC1¥5 MASTEIREDLRE. B
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HR5E 4 7784 >~ $£100mg 7784 V48200mg {157k, BEOREZ+DICBETZZ L. 0%
% () 5.2 9.2 ﬁi@?ﬁi?ﬁ?ﬁﬁﬂmzﬂ?%ﬁﬁﬁﬁ%ﬁﬁ ZENEE L,
/& (mm) 4.2 4.9 8.2 BT Y ESTIES S BHEENH 5 bNEZ ENH
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3] Q Q 8.3 M I ELINIC B RERE, MKREZT> 2 LrE
F LW, [11.1.3, 11.1.58H]
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9. HEDERZE I 2EEICHATIEE
5. FEEXIFRRICEET BF =2 9.1 AHE - BIEFEZEDH D EE
(K EBERFAED RN (GhEELtE)
5.1 AAIZ. HEBREEOREIEEO A TIEAREEEICK 9.1.1 EYBBEDEZEDS 3 EE

Bx X7 LTWBBEICOREET S L, 9.1.2 BRCROBERVERIEBOSH BEHRRZVES DR
5.2 AHNIHB L BRI ERT 288 T3 B L O T, DIREEDEE

A 5 TR E AR L -8 8 I IR EIC)S U CHR ERERPERSRIE(LT 282 NAH 5, [15.15]

FRIFGEEAEASE &, BEFICCOI L5 BE 9.1.3 REYA I ESENTEONZEE

KA HEBELTBL &, LIRD &> nBEICBNTIE. ARIRSHICT 3 BN

FEOMEEZZERT HE LI, REHBEHIZ, TUEZT

RBHFE



EOEBICER L., +oRBgEeITH> L. BEEGET ~

EZTMENHS5DNDZBENTFH S, [11.1.25H]
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9.1.4 [E55&

BEE2PIET 258103 RAIOEET 20 ERICERT

%2 &, [8.55H]

* %9.2 BHEEEEERE

9.2.1 BikHEEEEE
BEEREROBETEOERIC LY, HEEERERYEE DS LR
TEBZENDH 5,

9.2.2 MFKERESE
MBI K AAFOBREPLEAMAREOEIC KV Bk
RISEMIBESERT 2BENDH 5,

9.3 AFieEE=EE

9.3.1 EERHEEZENG2EE
BELEZWZ &, HBRENRLS HSONEFENICESBZ
nAbH5. [2.128]

9.3.2 FFREEEN (G Z DEFEED & 2 BE (BEERIFES
DNHDEEZIRL)

s REEESTRL H S5 bNEBFNLH 5, [11.1.15H]

9.4 &R EH T D&

FRT A REMED B A R IHITHER T 558101, KA X
HEEFFEHICOWTHFICHA L. AFIOFERASEYTH
HEEICHNTT S 2 &, RFITERESEEIDDSA T
%, [9.5.4, 9.5.8%H]

9.5 iT®

(FEERRIEDFIEINS)

9.5.1 HF IR L TV A REE D H 5 ik icid, &5 L
rWZ E, [2.4381R]

(BETHADABIUTADAICHES tETEIREE
IR LU D DIRDIRIREDBR)

9.5.2 HFIFITR L T WA A REED H B tEic ik, BELE
BV EHKShBIEAZRE, BELENI L,
9.5.3 IHRFICR L EZB/IARFN 25T 5154, WRERIRD
B 5T 52 EAEE LV, OB TADPAFIERICHIL
NTYEY) LRI, TEE2ET 2R %2HE LLFIDAR
FIBHI G & B L T2V EDBERNRABTREN H 5.

(GhEEHE)

9.5.4 "B MER A2 HE Lo, KEIORS 2 IE iR
NS SNBSS BB L D 20\ & OB ZNFHERE
BHO. Tz, KEORDEZHRSSNBHIC. DEDRE
RIBEDDZEL SIEME, OB, RE THSEDOINELDE.
ZOMDOFEEET A2 REHBE L EOREDNH S 72,
BAOES (MEREH. mIRERE. BRET. EEL
A, HWOB%) 2632 R2HELZEOREDSDH
%, [9.428]

5.5 HRMOBEIC XD, FERICERESE, FRE, K
T4 7)) = IE. ARIEE. EEER (HRGRE. &
BE. B, EH)SESHobNEEDREDSDH 5.

5.6 N TE S NIZBIEMFTICB VT, HIRFICHTA
PAEZZERE SN TAPABE D S OHAIR2246 % XF
RICOBBEOHBEIE R (IQ) [TFH9ME (95%FHEX ) | % L
LI-iR, KHZ2BRESNETAPABREP SOHERD
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9.7.2 NEEANRE LI-AWEROREE2IBIZEE L2
PRERBRITFEM L TV 72,

9.8 BiE
GREFLE)
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ITNHHEARE)
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BEDPEMTH oI ETHMEN D S,

14. EALOZER

14.1 FRFARFOER
KANI—RLFHRA 2T 5 Z & [20.2]]]

14.2 ZRIZHFOER
PTPRZEDEAIZPTPY — b2 S5H O L TIRAYT 5 &
SIEETHI L. PTPY — bORMAICK D, B HAK
PWEEREARIA L, EICIIZEL 2B 2 U THRRAED
HELGAGHEZHET LI LN DH 5,

15. ZDMDER
15.1 BRRERAICE DB

WBHCEBSNIARF 2 ECEBOTRTAPATRIIBT
2. TADP A, BHREZEEZWNRE L2190 7T K%t
MERRRBOMERRICB VLT, BRSERVBERERD
HEOVRAID, FUTAPAEOIRABE TS It REEL
K L@ < UTADP ARERAR £ 0.43%. 77t
KEE10.24%) MTAPAKDOIRABETIE, 77K
EHART,000AH7=D1.9ANZ W EFRE SN (95%BFEEX
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16. EYEpHE
16.1 MAEE
16.1.1 BEOkS
[REERRASHIIC 7 $ 4 > 82600mg (200mg # 1 [B1362) % BEIE 125
U7z & & DIMmEH/ N L7 OB E OHER R CEMBIE S5 A — 5
BUFOEBDTH -7 [16.2.281]

(ug/mL)
60

&)
o

—e KRS
o—o RS

7 26 6 i B
w S
S B

N
o

0 10 20 30 40 50 60 (B57)
FEEERIC B %S U7z & & O IiE I EH#ER
TR BERE O3S U & & OEMBIRE NS A —%

tmax Chax AUCo- tie CL® vd
(h) | (ug/mL) | (ug-h/mL)| () | (LK) | (L)
0.92 | 59.4 %4 9.54 9.67

gz
EEMRST | 57| ve7 +236 | +2.07] 07 | £1.07
. 3.46 | 50.6 868 7.92 9.09
BERS | Lo66| +4.2 +195 | =1.78| 083 | 0.4

E)Vd, Kel&k h&EH

16.1.2 JU7SVR
PNIVTOBEOTINRZI0%EREL-EE, 27T 5V A
SLE B A (16~ 605%) T6~8mL/h/kg. SHENNETADA
H#& (3~168%) T13~18mL/h/kg & DEEHN B %Y,
HNEASHETIZ. 28270750 AIMAEZIZ LW, B
BOZ) 75 AIMERT 2 LOHMENH 2,
NLTaBORE 7 )75 AREIHEEZ ) 7 I v A&
EAIEEAROREL2Z T 5510,

16.2 IRIY

16.2.1 NAAT7RASEUFT «
NLTOBONAFTTRASE) F 4 BAFEOEVICK S TH
100% & DIENH 5V,

16.2.2 BEOHE
TERERR 8B 7784 > $#600mg (200mg % 1 [B138F) % ZERERG K OV &
BICHERFORG Lz e &, BERRS S ERTRBRES TR
HEEB KV Crnax DERZE T, trax DAERGERFRD SN
727, [16.1.15H]

16.3 70

16.3.1 {FEB~DH
F v MIHC/NVILTaBEF b U A (100mg/kg) ZRFEOHREG L7z &
&, B5305 % ORI ODEIEE > /NG > I > Kig > B i
> fifi > B > D > BAL> B OIETH - 7212,

16.3.2 MK —BxREFT@iE
FHHT O/ E AN IES BEZEIFI NI TaBEF ) 7 A (600~
1,600mg/H) 2#5 Lz & &, MAEEIX. MEHEED6.8~
27.9%TH - 7=,

16.3.3 I8 — BAAEREPTE:E 4
FRR O T AN ABEMNN LT aBEF Y ™7 4 (600~1,200mg/
H) ZRO#5 Uiz & &, BEmMPEEE. BARmEFRgEol. 76
TH-7-19,

16.3.4 BIHNOBITHE
O BE 2NNV T T b Y7 4 (1,000~1,400mg/ H) %
BELzEE, BIAEEL. MAEED3I~6%TH > 72,

16.3.5 BER~DBITH
TADABEIGNCT IS V82 BORS Uiz & & BEEHIEEL.
MEFEEDI2%TH > 7219,

% %16.3.6 BEBER

NV FOBOMEEAKERIZNBETH D, RINFEHEE, B
K Z100pg/mLYL LTS RMT 5 L OWENH B 117,
EEBARMETRLZGA. EHRETIRFERMEFEEIIET
FTHEEZIONDN, FOEHEREIIET LA E SN TNE0E),

mean=*S.D., n=8

EAESHE (in vitro)

WRIREL 20 50 100 150 200
(pg/mL)

oo | 9139 91.36 88.63 85.52 80.03
HEEN 10,72 +0.20 +0.72 +0.74 +0.37
FEENTIEIC K S mean=S.D.

16.3.7 DHBHE
NIV OBEOSAERZ0.1~0.4L/kgTH 0« 1 ZIFTHIAIS A
LI BEOHENDH DY,

16.4 Xz
NLFABORPIFETRE SN, e bTIEEIL, Voo EEa
A BBt w. wRkUCw-Bt2ZT5Zer@mBEsnTna,
59 5 RBBEEOLAIEF b 70— L4P-450(CYP) 2°10%. 2L
7 ua VBB EER (UGT) 2°40%. B-FE{bA30~35%EETH S Z
LB EshTna,
4-enfADAERRIZIZFEICCYP2A6, 2B6. 2C93 TN, NIV Ok
DIV a Y EBEREEOERICBUGT2BIS FEAEE YT 52 &
PHRESNTWB2 (n vitro).

16.5 Bttt
TRERRRA6M 2 X RIC T8 > $E 2 600mg L EfE O#5 Lz & &,
PRI OB X3 555 H DI 52 05560% (VL Fa gy
B)ThH-ol. IRPAIZEI3-ketofd& LTHEE N, DIFRALS
ago sV a g Ek, 3-OHiA. 2-propyl-glutaric acid.
4-OHfA. 5-OHfE. 4-ketoff. cis-2-enfk. trans-2-enfADJET
HO. REAE, 3-enfk. 4-enfkidiE & A EHRIES N2 5722,
BB, NV TOBOREEO RPHEERIZ]~3% & DS HH 52,

16.8 ZDfth

16.8.1 BRIMEE

(BRECANDNABIUTANAICHES EBITHIRZEDEE

(M ABRIMAFEEIZI0~120ug/mMLEFHE SN TS D, FEOME
MWH0. ZOTRRIZS0ug/mLERET 5HEP LRIZ1500g/mL
LT rHELH D,

(IR KUE S DIRDBEIREEDAE)

() AZh MR 1340~ 120ug/mLERE SN TV B A, FEOHRE
BH0. ZOTRRIZS0ug/mMLERET %L ERIZ150p0g/mL
LT oHELH L. AEHBEEZENE LTV, JFAIKIC
MAEEE=SY > ZIERAETIRZ WA, AHIO 8RR I
RREOEILDT B > 256, FHLUILREDRESB SN WS
AEIIE. RBEISCIMPEBEE=SY > 72T\, AEART
HTENEELL,

(FEBRRFAEDFAENH)

G)EHIMHEEASEREIC L > TWianizo, [RAICHEEE=
Z VY ZIENETIE WA, ARF O BRI KRB OB
BH-oIBEFIE. REWKSCMPEEE=5Y > 72TV,
HEFABTHZENEET L,

7. BRPRRIAE
17.1 BWERURLSIICHET BHR
(BETADABEUTADAICHES HHETEREDSERD)
17.1.1 ENERER GF. YO0y FICk3)
FIPI51F 5 20 — BE MBI & THRRBIRICE LT, R
HFER R, 301 COMEREOBELL RO LB T 752,

CAD AT - %3&%@%% " ﬁﬂﬁﬂjﬁﬂwu
W (ERB/AEGIE) | BRI ERG/REFIE)
ERTADA 87.7%(128/146) 69.1% (414/599)
BAYTADA 75.7%(28/37) 65.4% (134/205)
Z D™ 80.4% (37/46) 70.5% (189/268)

EVRAFE. WMIEEE. TADPAIESER - [TEIREE. BERERREES
GRIRD KU S DIRDIFIREEDEE)

17.1.2 ;BN _EERHEGER
KET, AEHEREERELITH 2RI, NLTOE. UFTLY
X7 REJBRBRET 2 _—EESHREBRRBAERE N, 20
R, FHIHNE (BREMRE T % < & B50% M k) 2R L
ToEIEE. NV T OEEEEA8%. U F I LABAO%TH Y. NIV T O
BEROVFILBEELICT T RBEBBICHNERICENL T W,
BERRIIOVWINLVSOBETEZ L RE L BRI, EHED
ER/OARTH 72,

17.1.3 ;B _EERHEGER
KRET, UFTLICRIELEWHDDH S WIZEEMED %1365 D
WEREREICOVWT, 7R 2RHBINLV I OBOREEE
BN —EERLEERBRIC L ORET s N, ZTOBR. TEE
SR IE E T 2 B Al R A R R E O B L O EIF 13N
LT OBERET54%. T RBETS%ENILTUBEH CERICEN
TWize T RBICH ANV TOBBETERICERSEE SV
BEHRIIDO SN2 727,

18. FERpERIE
18.1 {ERRR

KEIDOFGIC &L D MAGABARE., NI VREOEFREEHIC,
tu b= URBEPEESNEENROSNTVD, TNHDOH
EN S, KHOHTAD AERIERREZEMEOIEA Z T U7l
WNOMHROBIEERICE DL LHEESN TN DY,
FUER(E X OV R SR AR D FEREINHI R 12 D\ T GABARIHRAR
EBEEAPHS LTV AN EZ 5N TWE2Y,



18.2 FIR(ER

18.2.1 JEFEREZ(ICTNT B1EH
BRARBREE (T A, Iy b UHF), AP Fo—3EE (T
TA), ¥ru bFvroRE (e R), BERESY b)), EEBH
BWR(T7 ), RUTF IV —LEZE(TT A, THF), XXT
A NEHE (v R) 2 HT 5%,

18.2.2 2 TAHLAEFTILICHT B1EH
2 TAPATTVORGZREE (L), BEREE(TYR) 2N
$U@‘é31’33)0

18.2.3 BR TAHLAEFTILICHT B1EH
WA TADPAETNOKindlingfE# (1 2) 2 MifHF 23,

18.2.4 BEEBNER VORI OREEREBICRIFTHE
BEBMER RO RIEERE 2 IH T 2 (759 F)%,

18.2.5 chRSHBERIAFIRIC & 2 BHMHIIREI DIBIEZIRICRIF T RHE
AR A RIEIC K 2 5 PO IR B o B sl SR & S0 I 9 5
(79F)%,

18.2.6 BIRDEMITTIVICH T B1ER
BROBMETIVEEZONS, THFY 72y IvE&ruuy
TERFY REDHABREICE VAU EREHUEEHZER
IHHIT B (w7 X, v B)P,

19_.ﬁ§§bﬁiﬁ(:5§§”éﬁ1 EZRHIFIR

JNLFafgF b 4 (Sodium Valproate)
==

Monosodium 2-propylpentanoate
AFR

CsHisNaO:
DFE

166.19
e

COyNa

HsC

(E27N
HEOKEEOHERT, BEZICBLAH D, KIIbIPITE L,
KITHD THE TR T TH J —IL(99.5) ILEEER (100) 175125 1,
IR T H 5 (1 TRBHED R BRHP TR 2 ICHIRT %),
DERER
logP" ocT=0.26
(RIEE: : 75 2aY A F 27 n-* 7% ) —)\V/pHT . HEEER)

20. BHRWL EDFE
AANIEE SO T, RAERME TPTPY— b2 oW HS &
WZ & FVREFEICBUTPTPY — M 2B LW &, [14.128]

CHs

2. &
(FINT V82100mg)
[PTP]100$ (108E x 10)
(FINT V§8200mg)
[PTP]100%E (10$E X 10) . 1000%E (108 X 100)
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1) Bowden CL, et al. : JAMA. 1994; 271: 918-924
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4) Christensen J, et al. : JAMA. 2013; 309: 1696-1703
5) Delgado-Escueta AV, et al. : Neurology. 1992; 42: 149-160
6) Riva R, et al. : Clin Pharmacokinet. 1996; 31: 470-493
7) RHBARIED : TADARFFE. 1988; 6: 196-203
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22) Gugler R, et al. : Eur J Clin Pharmacol. 1977; 12: 125-132
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23)
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20)
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28) BBMERARIEAY : KRTFERE. 1969; 20: 317-325

29) ARGERIEH  WRERE. 1969; 60: 806-809

30) FEBERS—ZA ¢ DS, 1970; 4: 937-949
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24, WEEERERUBEVEDEE

A ) S HREAE <90 HEkED

T100-0004 FEHEHFRHXAFHITI-9-2

EEE  0120-850-150

ZHIE 9:00~17:30(% - H - fEROWRKE £ <)

26. BEHRTTRES

26.1 S&5ERTTT

SR S S E=h
SERAT REKAFE-9-2



CG



w3 20224E 11 HELET (45 6 i)
* 20214 5 HSET (45 5 M)

& BT

«HTAVEIR 361 )]

C LSy | GHIHE | A5 N lTHE
n R 100mg 200mg
5 g—(&&;ﬁ A#ﬁ:l‘ll . AT | 30200AMX00047 | 23100AMX00019
iE z . sHz O 7%
15:#:%5%; WFEht | 20204671 | 20194 31
~ K

09

H A 1 it B
871139

EL/N\YF=5533100mg
EL/NYF=5::200mg

VIMPAT “FOR LV. INFUSION

1) ER-EMSFOMTEIZ X VT2 L

2.2 (ROBHICIIBELEWVWI E)
2.1 REN ORI UBBOE O BEAEE D B % BE
2.2 RO ED D 2 59,3, 1, 16.6.3 BIR]

3. fHRL - MK
3.1 %R

W 58 4 |EAs8y PAUERHELOOmg | € A28y bR #HE200mg

o oL L) 134 7)1/(10[1’11‘)’43 154 7V (20mL)EF
BOr - T S g Fl00mg | 739 3 F200mg

wom Al iR

) AHOLEBEOTTARIIFREL DS FoRBEZWRTT
LICRDLETH D,

3.2 RE DMK
W 56 % | EA%y DEEEHEI0mE | ¥ A28y b EEHHE200mg
T 2N It N O
pH 38~5.0
B T 1 (BRI 2 1)
AR SE S

—BFICROBS P TEEVEEICE TS, TRRDAE

ICX9 2739 I FEOMFOREEE
OTADABEDIIRE (CRMLBERIEEED)
Ot TAPAETHRIBHIRIPEOShEVWTA
PABEZDRERRREICHTIRTAPAEED
HrREEE

.FRERUCHAE

F a3 FOROEG2ORFNY D B2 254 ¢
M. 7aY I MRS LR T 1 H =L OHS-
BTy 1 [l % 3045 2 56053 AV T i IR N 4 -
T 5o

F a3 FORUOEGAE b ARR 253 5054 ¢
WA EE, RAIZIE T 3% FE LTI H100mg &
DGR L. 2ok 1 EMMUEORMEZ 1T TH
BL, MEFHEZ 1 H200mge§525 Wy 1 H
2 NSy 1 a2 30437 56045 20 T LRIk Y
595,
N EE. 4D oIk arI veELT
H2mg/kgk W52 L. €% 1EMLLOMN
a2yl HAREE LT 2mg/ked oiE L, Hifr
JH & 2 R E30kg A O /MBI IE 1 H 6 mg/kg, AHE
30kgll ES0kg At o/NEIZiZ 1 H 4 mg/kgd 350 W
b 1 H 2B, 1 %305 7% 5605 2205 T
PUHEIRNTRG-§ 50 72720, (R#ES0kghL Fo/NET
F. AR UHE - HEEHWwS 2 &,

WINOYLAICBWTH, ERICE ) EEEKTE S

A 1 HigE#Gm L OMe B ToLs) L 32

Zk,
BN BATIE T H i P G- 13400mg % 2 2w 2
L, WMEX1HEAMD LoMEZHITTI HHEE
L CT100mgPh F 42479 o
NI 4R E /N 9 BARE30kg A O /NE Tl

1 H12mg/kg. AR H30kgll F50kgA i o /MNETix 1
H8mg/kgZ Mz vz &L, W31 HAMM LD
MEZH T TIHHEE LT 2meg/kgll F¥2479,
7272 L. RES0kgl Eoo/NETid, BAEF U 1 Hi
G E RO RREETAI L,

7. BERUHAZEICEET 2EE
(hEEE)

71 7L 7F=r 27975 Y AH30mL/minbh F o &
B ORI RE R E 0 & 5 BEIIE, AL 1 B
JHE%300mg. /MEIE T HigmHE%25%mE s 35
B EHEBICHS T L, T2 MEENZ2Tw
HEETIE. 1T HHREIIMA T, MEEN%ICRKT
1 HEO REOBMESG 2 EET S L, [9.2.1,
9.2.2, 16.1.2, 16.6.1. 16.6.2 K]

7.2 BRI GRS E O TR REREE O B 5 B E (Child-
Pugh/r AN OB) 121k, AR 1IARSHE %
300mg. /NI 1 H iR H & 2 25% & 55 7 &E
WICHLGT5 28, [9.3.2, 16.6.3 BIK]

7.3 AAID 1 HigmEHEIAREkgRKFHO/NETIZ 1 H
12mg/kg. & H30kgll F50kgA i o /N Tl 1 H
8mg/kgTh b, AH% 1 H8mg/kgZitBzx T L
T A IRE30kg A O/NEAS, BRIV E IR
EAHBOkgLL bk & 7 o 2254121, BFEOIRELZ 5012
BIL, RLOEERORBZEE L) 2T, @
Y HEZHRET 528 b, BMRmREIZET S
&

7.4 EREEIRPIE G- SRS ) B 2 BB
RGO RER ORI, mlEiRNES- &R E 1T
BEOEGH#RETH L,

7.5 SRR G BRI 2 o 723 A3 e M c 7 a3 F
BBAHICY ) B2 52 L, [ENAOEKRRERIZ S
WC, 5 HIE A Z 72 sl IR G- O il AR BRI 20 ]
(RERRFEE)

7.6 AH it AT L TR 23854121, ik
DYTADAEEPHT L2, [HRREIZBWT,
SR G ISR R 3 2 AH) B 5. C ool BRI 7
‘/\o]

8. EELEANEE

8.1 MHIZ BT 285D AWM &R % LG IR
ZE D, TADAFEORE L TA D AERIRED
HOONDLILPHLOT, 7343 FoFh ik
FTHEEITIE Db LML EAT TR A 12
WY AR EHEIT) 2 L

8.2 Wk T\ B IR TEETT - H£77 - KA
TEFREN GO T AL Z 5 2 LAH 5 DT, KHIPS:
O BFIITHBEE OIS, Lz ) RO #E
WREFEERVEIERT LT &,

8.3 PRMIRDILE D H 5 DN D Z L35 DT, AHF D
BHHIEE L EoEE T Oy 7 HICHE S SR
CHUIRS DRI IRATANEE, BEER S 5 5 5 I S,
B BN ORBUERET L L. ARloES
T2 D &) RIERD B b b a2, EoZ
BEZTD L) BHEROCORESEIHET L &,



Mz BB T OB COEZE S DA 42 5)
DODEHDOH B EH. F MU AF X RVRE (T
YREEIESE) OB EYE, PREMOEEZ R TH%
NOHHHEAZ AL TV EBESTIE, ARG
TG L OV 5-Hd DB Z 1T 2 & BHED
RERORREOEALZ EERERBISRT L2 L,09.1. 1.
10.2, 11.1.1 ]

8.4 LMW IE, A, BURMEZEORHEIRY D 5 b,
HBRAEKICELZ LB HHDOT, KAKGHIZEELED
REROWEOEL 2 EEEBIET L2, [8.5.
15.1 ]

8.5 MH KU Z DOF IR\, FB A X% O R
RIEBOWEMEIC O W THaHM Z 47V, PR & 8%
WA &9 L) iRET 52 L, [8.4.15.1 BHH]

8.6 M., BMEDOIRMEEDEL A WHEMENH 5 DT,
DEMICVREEICOWTHB 21T ) SEE L BT
RO LN B R 21T ) 2 . [15.2.1 BH]

LEHENERZEI2REICEHT IR
9.1 AHHE - BIEREDH 5 BE
9. 1.1 MEERERPEEDOKE (OBHBEEXIOR
2%) OBEFEOH2328E. T hUILF v RIVEE
(FIVHFTEREE) DHDEE
AHOPREBEREEMICE DV EE T 0y 7553568
THLBZENNH D, [8.3, 10.2, 11.1.1 ]
9.2 BHREEEEE
9.2.1 EEBREREEDLH S EE
[7.1. 16.6.1 &M®]
9.2.2 MKEN%Z T TV ERP\BHEEREERE
[7.1, 16.6.2 &)
9.3 FHggeESRE
9.3.1 EEDHREREDH 52 BE
BHLawZ &, AHOMARENR EAT2EBEN
Ndrbo [2.2, 16.6.3 BH]
9.3.2 BEXIIHEEDIHEEREEZ D & % 8% (Child-
Pugh%¥8A X U'B)
(7.2, 16.6.3 &M®]
9.5 11i@
TR SRR L T 2 TRtk & 5 ikicix, i
DR BB LR S B EE IO
5452k,
T MIBWTIHREBITEDSRO 5N Tn 5,
*%9.6 RILIF
G L OF MR O RFEOH WS EZZERE L. #3L
OB T IEE T 5 2k,
b FHLIFHRABAT T A LB ST WA,
9.7 NEZE
9.7.1 IRHAEAER, HrAal, AT 4mRiGOL)
W A AR ABRIZ SR L Cne v,
9.7.2 /NEBE O FARI 5 5 WAL ICHE T %
[ ERERIX I - L L I T TwW iRy,
9.8 EfE
— IR IR LT 5,.(16.6.4 &

i)
10. A E{ER
10.2 HFAER (BFRICERT S L)

A B - T | B - b T
PRI OIE 5 & & 2 | BB 70 v 2 %495 | B 11 1< & D PRI
THZNODHWA | BT 5 BLND 5o | WL A
[83.9.1.1.11.1.1 & MRS B B
1] Nd %,

1. BI{EA

ROBWER DS S5bNDE I EDVH LT, BlEE 5
TV, BEDRD LN EI3 &G 2Pk 4 7% &
YR ALE 2475 2k,
1.1 EXLEEMEA
.11 BE7Oy 7, &k, k@ (WFhd 1%k
PREIMBOILEZ R IBENIH 5, [8.3.9.1. 1,
10.2 ]

N2 hEMKXEERBMIE (Toxic Epidermal
Necrolysis : TEN). R & 5 R RAEfR 3F (Stevens-
JohnsonfEf&EEE) (V3711 HEAH)

FsEh, RLBE, AU OV S A 25 3, IHEE, BTSN,
CIN 245 D B A8 b N2 B4 12138 5 2 ik
L. YL@ 2479 2 &,
1. 1. 3 EAIMEBBEEERE BUEA)
WHEIR E UCTHE. BED ARSI, TR GER:
g0 CONHIEIR, FMmEkBIN, AFEREkiE L, R
U Y ORERBAE 2L D BT o HE 2 mEoE kA H
LbNAZENDH DL, BB, B IAVRAT A VA
6 (HHV-6) %0 4 LV ADOFIHEHALZES & &%
% Pk b B, S IFRERERE E 55 o
%ﬁﬁ%%éw@EEWTé:tﬁ%é®T&%?
é: t o

1.1, 4 EFERBE (BUEAW)

1.2 ZDOEIER

AE] 3%BLE | 1~ 3%k 1%k | BEEAW
B E | MR E | 5 oW KII] H T
W (17.8%) | R W B | SORPE. WO KR . %
g R | e WICHURE, 35 | A5
RIE, BRI
. i
", e
HiEER b, IR
s IR H
FHBEE TR,
Y LY S
IFr7u—x
AWETADA
™ R B
. LR
=~
o B | T AR, [
Wi PIREAR. B,
R
s LA | LB
B FFHRE SR
RO AR
e
695, BRI AN
B 75 ¥k
PR LB
05 1 ]
—_ TCECHET
o, TE | AT R E. | B SR, | W B %,
FRAKCRE | SHRUBCHE | 2. SMWAUE | % 5 v 40
%, sk, M| K. i
Zol 0. BRRTRG | B 6 A
B,
5§ 1
Ok
) ERERRE GELIAD 5 Al ~0Y) ) % 2 ) TR
b & LRI
13. BEHRE
13.1 fFER

RS (rK12000mg) 12X Y 3B SN E iR
& TEMED F o, B FUE (R AR
TADAERIRE), MoBRE, ¥ a v 7 KLOEE
Thotle T2 3% 3 F7000mgx —FEIZHRA L
BT ME SN T Wb,

13.2 @
ARANZMBENT I L D EEERETH Y, BBL w5
SEROFEPENIS U T EN O Eix ZRT 5 2 L,
[16.6.2 ZH]

14 BHEDZFE
14.1 EXANBEOTE
1411 RANZA N2 L TG TE 5, AT 5854
AR, 5% 7 N RSN LR v
WVTHT 5 2 &o ML, LI T 5
&,



14.1.2 Bk, ZEIOIEHTIC R 2RO 556
L aWnwZ &
14.2 EHEBRSEHOEE
AR ORI EERET 5 2 &0

15. ZDMDEFE

15.1 EEPR{ERICE D 153
WAL CHEME SN BOMTAPAIEICB TS, TA
A AR BSE RS E L1990 7 5 £ R R I
RRBOMEFERIC BT, BRSERTHEMENO
BHDO) 2705, PLCTAPAEROIRARETT I R
I L TR 2 EE < BUTAD ASEIRTHE £ 043%.
7T R 1 024%) . PTADAEDORARETIZ, 7
I 2 RBELHERIOANDH 72 VIINZ W EFIHE SN
(95%IZHEIX I : 06-39)0 F72. TANPABEDOTT
TN—TTiE, T EREEE HARI000AH72 0 24N%

LRI Twb, [8.4, 8.5 ]

15.2 FEEREPREAER (ICE D 53R
15.2. 1 JEERSEW B RERERICB W, 3943 Fid

v N OKEKITE G350 B £ THAE L 72A5
7 v b 0)26i)ﬂf'a‘3}§i01041@f"11i{§1’“5+&fiui%fﬂﬁ
RO SN, 4 X OS2 B S AER G-
%wafﬂm¢®ﬁﬂu RO LN drolze #
. BHEOIICET 2REHOEHERIET 7R
FEX D < 163 B PG H i L[ 45 AR ER > 7
Z L RBETIZLO6%BICK L, 7 24 3 F200mg/H &
T49%. 400mg/H#:T122%. EM#K% 5 TIE55%T
HY . W AR (BEEE) o7 I REET
1344%2 % L. 7 2 % 3 F200mg/H B T89%.
400mg/ H £ T18.0%. 600mg/ HEET305%Tdh - 720
(8.6 &)

15.2.2 RAWFEIEETFT NV THHWAG/RijZ v + (3,
10K U30mg/ kg% BEIENIES) ROA T A7 =)V
MEERAMTA»AT v b (156% 081.2mg/kg%
PP 5) 12 B TR A E O BT D3R H 7z,

\h

16. 4 EHHE

16.1 MAEE
16.1.1 KA

HA N AZ 7 T4 3 F200mg % 3045 [ X 1360
ST ERIR NG OERE I G- L s &0 T a3y
I FOIMBE R REHER KOS EIE ST X — 512D
TOEB)Tholze HOAKGRELILEEL T, MiH
IR P G- DAUC, M UC lEHREE TH - 72,
B, 7a%s Fiﬁ’z@ﬁ@ﬁ/“’f FTRAFTE) T4
ZIFIZ100% TdH - 727

) GEASEI Ml + 95% (R IIX )

(ug/mL
10 (ug/mL) o0 7 4 3 3055 A MR P
10 0007 2 3 KRR
94 It 97
B 3
8 '_1; 74
6.
o7 3 51
s 3 4
H6 k34
7 i 2
70 s
o4 00 05 10 15 20 25 30 35 40(h)
B 5
% 3

T T T T T T
0 8 16 24 32 40 48 56 64
PG IR H]

(ug/mL) (REBTTH( = 95% I 1)

10 (ug/mL) o0 5 14 3 FG055 I L IR 45 -
104 000 J 24 3 MRS
94 1L 94
i 8-
8 74
29
o7 54
3 T
6 F 31
’ Bz
- = 1
;E‘é 44 00 05 10 15 20 25 30 35 40(h)
& B B
i
1 -
O.
(') ;3 1I6 2'4 3'2 4'0 4IS 5IG 6I4 7I2(h)
B IR
AP G RO SR B E ST 2 — 5
S 30454 60551 o rs
Pyt miE | e | Y
B%L 23 24 24
AUC, (ug - h/mL) | 110 [156] | 111 [162] | 106 [15.7]
C e ( 11g/mL) 847 [253] | 7.99 [167] | 7.60 [286]
s 05167 1.000 0.7500
(0500-8.00) | (1.00-127) | (0.233-2.98)
ty2(h) 121 [166] | 123 [184] | 123 [158]
B [CV (%)]y toa TSl (FEPH)
I S Bk RATTI O IE
ISTA=T | R | 90%IS X
30431t AUC,, 1.037 1.010, 1.064
FEL B Conax 1110 1.019, 1.209
6043 A EHE: AUC,, 1.043 1.017, 1.070
RELIEES- Coe 1.052 0967, 1.145
16.1.2 /R
FEE M3 B O EE M L RBRIC BT 6 4 AT

M H17HE TORRTAD ABEA146] (H A 46
BlEat) »oEonzmiEh s a3 Nz H
W CRHE ISR B AT & 1T ANEICBIF S T 3
F I FOEYBEE T A — & g LIz AIEHIC
BUIAIa¥ I FofkSH132~18mg/kg/HZ 1
H 2 [ # 5 (K E50kgbh I o>/ T o 5 i i i 13
600mg/H™) THot2o BT OSMER (VI/F)
Lmnum\E#H@Aﬁﬁu77/x<am>
AR E L ORISR A L. R ELSkgd 4 7%
0.88L/h (0.058L/h/kg). wi%@@8mﬁfu&/
h(0.047L/h/kg). KEAOkgD 12/ T160L/h (0.040L/
h/kg). HE50kg?16/% ) T1.83L/h (0.037L/h/kg)
i E Y, [7.1 ]

TED AFNE 4R NI L CEAE A LTV 5.
1E2) AHIOKB S 7z 1 BT, WA Ok E50kg

U E @/ RI213400mg, A FE30kg bl F50kg A i 0 /s

W2 1x 8 mg/kg, AR E30kg A il /N 12 1X12mg/kg
Thbo
16.3 9%
FERRE R AN 246012 39 3 F200mg % 3043 [ C Hi ] ri i

@%W?%Lf&g\“ﬁﬁﬁ(vw F3LILTH Y,
7 a4 3 F200mgx BRI 5- L2 & &0 B o
AR (VAd/F) 1£328LCTHh - 72,

in vitro (7 3% 3 F15~60ug/mL) K Wex vivo (5 3
B3 F07~55ug/mL) REEOKER, 7343 Folfil
BRI A ERIE 5% AR Td - 727,

16.4 54

7 a3 MISEPER S OGN X D RNA ST L7z,
in vitroiRBR DA, SEAINIATFNE 2 TRBW TH
B0~ A FIVARE RN FICH L3 2CYPoH 1A
CYP3A4, CYP2COK UFCYP2C19CTH - 72



16.5
16

16

16

16.6
16

Bttt
51 R AR 5 B [MC]-T 24 3 F100mg
(40 u Ci) % BRI 8 5 % OF 1 B[] C 4[] 5 i 7
RN G- L7z & &, Be5-1% 1685 F Tl JRAFICH
L 094% [ 97%A3HE = 41, P~ O PRI 20.5%
KiliTh otz RBNETIHIF (F930~40%)
O-ii * F vk (#930%) . ABVEW 4 (§920%) & O
MR 223 (05~ 2 %) & LCHEI X 7" (4}
EATF—%),
V5.2 ERER A BT a9 3 F100~400mg % Hila]
B G L7z b &, 5720 M %  To Ryl
. 7 3H 3 F29~33%. O-Fi A F VK10~15%T
& o7z MEEHO-BL A F VKD AUC, (FIf i 5 o
F3I FOMI0%TH - 727,
5.3 MEHERL LS T 3 X F200mg % 3055 [ T ML 1]
BRI S- L2 5, 4827075~ A (CL)
Z178L/hTH Y. 7 24 I F200mg % Bl 55
L7z &, Ardosy sy rs 2 (CL/F) &
1L.84L/hTHh - 7=7,
BENDEREHT 8L
.6.1 BipeEEERE BOFICH T 2RBEE
EREREDFEE DR 7 B R ABERE 2T 29 3 F100mg
ZHMEEOHRG Lzt &, AUC, |3 B HEpE IE &
(CLeg:280mL/min) & Hi U C AL T % (CLloy:
50~<80mL/min) Ti27%. HEEEETHE (Cle :
30~ <50mL/min) T22%. & FEAL F % (Cleg:
<30mL/min) T59%5 < v Cou TR D & HEE D
FEHEAC T 3 CTl0~14% 5 o 720 BRIED L EEDOH
BRI T B2 31T 502 F L kD AUC, 1S B HERE
EHFEDIS~46H5TH 7Y HEATF—5),
[7.1. 9.2.1 &)

Wil 5 DI BYRE S5 R — &

EhkRE % WRREIT | AR | R
gL 8 8 8 8
CLeg (mL/min) >80 | 50~<80 | 30~<50 | <30
_ 470 596 576 748
AUCu(ug-b/mbL) | o5y | [175] | (1901 | [269]
269 295 306 302
Coax pg/mL) (3501 | [207] | [100] | [233]
i 10 05 05 10
0520) | (05-10) | (05-10) | (05-15)
o 132 182 154 183
% [76] | (1871 | 11891 | [278]
213 168 174 134
CL/F(L/b) (2081 | (1751 | 11901 | [269]
0590 | 0354 | 027" | 0143
CLe(L/h) (3791 | [513] [24.4] [318]
ST [CV (%) ], AUC (3 0 ~96MFFIME. t,, & oefii (FEpH)
CL: B2 YT 9%
a) 76l

16.6.2 MKRENZ 2T TV B RABREREEE (B

OB 1T % HERRE)

MLENT % 0T T B KRB R E o AR S
o FEENT IR L ONENT BHAR25IE AT IC T 3 3
100mg % LA G- Lz & &, JEENFREIC X4
[ 0 BT F2 I TU1E T a9 3 FOAUC,, 1346%i%,
L. B X ABRERRIZT 343 F57%. O-Nii
AFNVARE3%TH ), BN 7V T T AETaH3
F140mL/min (840L/h). O-Fii x F )V {K149mL/
min (894L/h) TH - 72" FEAF—%). [7.1
9.2.2, 13.2 ]

B $2 G- R O SE g T A — &

LSBT JEEAT IR 4 TRE ] AT I
B 8 8
FaA¥IF

AUC,(ug + h/mL) 432 [202] 232 [15.1]
Coas ( g/mL) 3.18 [224] 279 [22.1]
i () 0.50 (0.5-4.0) 0.75 (0.5-2.0)
ty2(h) 195 [194] 192 [26.8]
O-Jit * F L1k

AUC, (ug + h/mL) 6.63 [74.3] 343 [685]
Couas ( g/mL) 048 [695] 0.22 [69.1]

A FIIME (CV (%) ]2 AUCy4E 0 ~24WF I, t,. & oefili (FEPR)
16.6.3 FFEREEEEE BOAICH T 3 HEBRRE)

FFBRRE 2SR A5 B I T L 72 A (Child-Pugh4-JB)
27 34 3 F100mg/Inl 2 1 H 2 [l 5 H [ B #T
B Lz & BERACEXRTT Y I FOER
IR HE DAUC 2 OC,. 03 7 1L 2 161% I U°50% 15
75‘0 7‘:0 i f:\ 'ﬁgi "C“jiti%'ﬂ: L f: %#H‘E&@AUCOI%
Je OSC ol & B NAT% M O37% 5 7> o 720 T JE T
HeREE = % (Child-Pugh%¥iC) ToOEYTHHEIL
B LTwnw BHEATF—%), [2.2.7.2,9.3.1,
9.3.2 ZH]
SERRIE DY BT R — 5

I H e I Child-Pugh?3#iB
Bl% 8 8
AUCyz,(ug * h/mL) 53.3 [17.3] 859 [21.7]
Cinax (1g/mL) 583 [13.3] 875 [18.7]
tex (B) 15 (05-2.0) 15 (05-2.0)
ty2(h) 14.8 [19.7] 241 [235]

BFEME [CV (%)) tpabdHUefiE (FPH)
16.6.4 SEpE (BOFICH T 3 HEBHRE)

657 LI 0D v I L 190 B OF s i ik P 128801 5
3 F100mg/IFl% 1 H 2[5 5 H B ARG Lz &
X, AU T ORANB 260 & ik LT, Sy
BROLHICBWTT a4 I FOEFIREDAUC, 1,
EZFNZI33% % U50%15 < v Crudd Z 12129% )
U53% 20> 720 F 72 RETHEEI L 72AUC 1,
VRIS B O RIS B T E L 26% M 1°23%
o2 BHEAT— %) [9.8 ZHE]

16.6.5 CYP2C19 &z F % (BOAEIC T 2 HERRR)

H A N R OV AR 1 N B3 P 4418451 % . CYP2C19
BRI AUBHE A EIC X . B tEe s
(UM : CYP2C19%1/%17) 1MI. wmfCi#tfes (EM :
CYP2C19*1/%1) 1761, v [ A% & & (IM:
CYP2C19*1/*2, CYP2C19*1/*3) 1081, & Okt
AeeE (PM : CYP2C19*2/*2. CYP2C19*2/*3) 8
B2, S OEFICT 24 3 F100~400mg% Hi
FfECRG-Lize &, a4 3 FoLGRE L OEKE
TH:HEAL L 72AUC,.. 12, EMIC H R TPMT24%,
IMT10%E5 205 72"

16.7 EMHEEER
16.7. 1 EYHEERAR

Z aH 3 NI, IR LA b R B 3 TCYPLA2,

2B6. 2C9, 2C19M UBA4IZHK L CFEEH 2R &
9. CYPIAL, 1A2, 2A6. 2B6. 2C8. 2C9. 2D6,

2E1. 3A4K UBASIZH L CRLEEH 2R S hdr o7z
7% CYP2CIZH§ A FEMEHAVRIR S 7.

7 a% 3 Fid, P-HisE T H o MR 2 S Tl
<V PHEELEICY LTHEMFHEZ RS h oz

(in vitro) o

16.7.2 BRAREMAEERASR BOXCH T 5HR

5% )

1) AT EES
R R AN BB E19B0C, 7 a4 3 K (200mg/ [l
1H2MR) OFFIREBIZBWT, MWCYP3AH
AT Ot R OCYP2COFEEILTH B A VN~
Y ¥ (200mg/ll, 1 H2M) %§:HRKER”RD
BHLEEE, AU EY VIETaH I FOE
”,%“,H(EE‘O)AUCOI%& UCmaxb: WEENIZE o



720 MREBER A B EISFINC, VN ¥ E ¥ (200mg/
[\, 1H2M) OEFREBIIBNT, 343 F
(200mg/Inl, 1 H 2 ) %P EROES L7
L&, a3 FiﬁWAvht/®%ﬁw%®
AUCOIZh&UCmax ’E/§%& iéf‘ﬁ‘o 7’;_. (%[il
ANF—%),

2 #XTZJ—=I
FEEER AN B MESAFIZ, 5 a9 3 F (300mg) DH
[EREITH 512 B VT, J9WCYP2CIMESRTH 5
F X 75 —)v (40mg/lFl, 1 H1[E) ZHHK
BEROBG L& £ ATV — VT a4 3
FOAUC), K OC (M B % RITE B o 72

CYP2CI9ECTH A+ A 75V =)V (40mg) D

HERO%5ICB VT, 9333 F (300mg/ Ml

1H2M) #BHKERITES LS, Fa)
I A AT TV = VDAUC, S UC,, %

Wl & hdro 72" BHEAF—%),
@) 34V L

e AN B 33BN, CYPSARE THHIFT YT
2 (75mg) DHEFEIFRGIZBWT, a4 3
F (200mg/Inl, 1 H 2) % ff A RKAERE DS
L7zk& a4 3IFIEIFYILD0C,,.%230%
BN & @72 ASAUC, (2R RIT S o 72" (O
EANF—%),
4 779>

T A B PEL6HIIC, S-T v 7 7 ) ¥ HCYP2CI
WETHLTINT 7Y v (25mg) O HEFFELIH
HiZBWw<, a¥ 3 F (200mg/Al, 1 H 2MmE)
EOHRERORG Lz &, Ta% 3 FIESk
UOR-T V7 7 1) ¥ DAUC, M UC (B % BT
I3 BN s B N w IV SV 53 DS RO A w B N w IV i (2
Mo E A, (INR) O KA K TAUC, 165,08
WERRZE D72 WEATF—%),
16.7. 3 BEMEYEERER EOFICH T 2 HBRRE)
HARN K OHE A DA S O D T A DA BH D
SESNIMER S 3% I FiEF— 5 2 HWwT
FEEE SR B RE SN 2 47 o 720 T OFEH, CYP#HE
TEMZ BT LM CTANAETH L H VST EE V|
Tz My UE 7270y — VOB EHIC X
D, 3% I FOEFIREOAUCIE., BALO/NG
Ty %% 25% K O17%A L7221,

17. ERPRAIR
17.1 AHURCREMICET 2B
(BARME (CRULBILREESE))

17.1.1 EREIHEKR (@OJH»5
BZHR. RA)

st (keI EE &) 2 A T5HAK
AOBATADPABL I EFEE LT, Ta%3
F200~400mg/ H OO 5 oA F## L LTS5 [
F o MEEHEICY ) B2 -8 &8s o 8 AR (U
TTRBOZIIFHGH) LT, 1HH720) 0%ME
BB 53AT & FEAEENZ @ 2 o 727

FE SEBUBE13222% (2/960. 34) <. Wi
111% (1/9%1), {ESERMALBEILI% (1/9#1).
WL X AEELLI% (1/961) Thotz

17.1.2 EEHEFAFE THEGR (BEBEE. RA)

BN LI EOE CADA LSS N8558 (.
WHEERALIS e Z &) S RHH O S Pk i e 1
A AT 216U EOBHEZMRLELT, 72
3 F200~600mg/H™ iz H Vo< ¥ ¥ ViRl
$& (CBZ-CR) 400~1200mg/H ™ % H.%I 12 CTHII
P L7 & &, FEFIEH T % Kaplan-Meierik:
WX DR Uit i i S B % 6 » H MFE1E
WHERIITEOEBY TH D, B DIS%IE X
[0 FERAEIE T O E SN2 IELERRME (-12%)
% Bl 7:2 &, CBZCREED 6 » H B 1EN Je
WX % BER = DOB%EFHIX M o FERAEO . (FHxf
7)) 13 PO E L2 IES R YE (-20%) & >
722 &M B, CBZCRIZKW T 55 a4 3 FoIELH
MR E N,

ESHEAOHY

e | FEVEZE | RERE
L o | VR o) | (%) |t
MR | BB R LISER ropo | [ososfe| (9%)°
Sl (#E (%)) IZI;:E?H) Bﬁgﬁm °
o rem| g | 327 898
77T M 75e) (rses. 0281 Ly
s IR o1 |1-55.281 0
CBZCREF| 442° | (5o7)  |[882, 940]
oo m| a0 | 307 915
A R I N [
o S| 28 o8 |[53.271 7
CBZ-CREF| 397 | (718)  |1900, 955]
a) Kaplan-Meierik|Z & 23E5E Mt GB2: 3 » M OZ/ERE (2 0]

VI, 3mPE) #J& & L CMantel-Haenszeli#: 12 & 0 %)

7 aY 3 FREONJH-CBZ-CREF O S5
TH R E ORE M 22 D 95915 X 1 T Bl / CBZ-CRAF OH 5%

x 100

Full Analysis Set

Per Protocol Set
HARNEER 7 Bl % e
HANERIL36 % & &
HARNAER) 6 B % &t
HARNFEGI 260 % & s

B, FRHREMERICE ST 39 3 N T400mg/
HBNOBE RPN L 7 o 72 BE E R RA 06 &
L CHo 72556 OFASIZ BT A F1EAH R L2 B H
BO(E4A (%) 13308 /444%5) (694%) TdH .
Kaplan-Meieri# 12 & 0 #fEE L 7238 EH 3 [95%15
X ] 1384.1% [80.5, 87.6] TH - 7z0

FIVER BB I, 9 a9 3 FHEC372% (165/444
Bl) ThHotze EREMMERIE. FEIED FW79%
(35/444%1) . 9% 575.6% (25/444%1) fER4.5% (20/444
) THotzo

1) ARFOKE SN2 1 HE R 13400mgTH 5 o

H2) WS EE RBEEIA TIRAR I N TV AR,
#:3) 200~400mg/ H#5- TR I L 72 BE .

17.1.3 ENFE THERER (BREE. KA

1 A DEAE DB T AP AFEZFG LT W B16m 0 -
DI RNERHT D CALABE R R LT, T
a9 3 F200~600mg/ H ™ & M# 512 & 2 HAIHE
T 2L &, 60 ARIBENEBREOME
13462% (6 /13B1) THhotzo BB, FHREAN L L
T400mg/ HBA~OH RPN EE L 7o o 7 BHE R
BEaL LTl 72880, 6 4 ARSI
FOEEE308% (4/136)) ThHo 72",

AUV S BB 1, 842% (16/1981) Tdh o720
ZElVER L. 2B $421% (8 /1961), Mk
316% (6/1961), [EYED v, B A %105%
(2/1961) TH -7

1) AR QKBS N7 1 HEERIZ400mgTH 5.

17.1. 4 EEERFETHER (FFAEE. RA)

A DOPLTADAIETT 5 R BERHIRI RS 5N
BRWEGIAE R AT S 16 DL 0 B AR N B O EL A
DTADPABENATE (HARNEZ1L2002 5) %
WML LT, 3% 3 K200, 400mg/HXZ7 7 &
RE16E MRS Ao TARASE]L ~ 3#
&O)ﬁfﬁﬁ) L7-& &, FEFHITEHE TH 2 BIg M

3P 9 A HERHIE 028 H & 72 0 o FE eI 2L

wIITROEBYVTHY, 7R MELTaIHNIF
ZOOmg/H K O400mg/ H B & O B CHEHAICEE
LENRBOONT, BB, HHITBI550%L A K
Y& —L— b (28H D70 OB FEVE M EABILE
& J_TH0%LL Ees Lz BEEoHEE) & 75
+ R#19.7% (36/183%1). T 2 H I F200mg/ H #f

385% (70/18261) K ¥ 9 2 4 3 F400mg/H B
49.2% (88/179%1) T -72'%,
BET AL 7 5 KB AT
e | WA | i | R
OB [959% =X ]
Fo KR | 183 122
200mg/HEE | 182 333 |<0001 | 1829';*8_7]
400 - 396
mg/HE | 179 150 [<0001 | 30 o

a) Full Analysis Set
b) i



©) AFHES L =M 028 H & 72 1) O SRSV R R SIS HL,

e GBS O & NP, RO L 7= BIE I 028 H & 72 0 3

SRRV & 2625 R & 5 B 23T

d) IS EOIT & e S TN R TI A S L 225

PERIERA S (%)
BIVEH S BIIE 1Z, 9 a4 3 FBET47.7% (173/363
Bl) THotzo ERBMEMIZ. FHTED F229%
(83/363f1)  MHIRS.8% (32/36311) ., BitH4.4% (16/363
Bl) THo7z,

17.1.5 EREFRRHAMEREHR (RA)
B IE [ 45 TGRSR (BRI 252 T L2z HAR
O E O BEAT36 (HARNEE12360 % &) & X}
%L LC. 3% 3 F100~400mg/H % 1 H 2 [
SVTTRIRES Lz e & (RS, mRE767H %
5oL AT B o B 2 5 0280 & 72 ) O
FEAE T BIR A D it 13.55.23%. 50% L A K > & —
L — MI356.3% (265/47161) TdH -7,
BIVEH S BUBIE 1Z, 2 24 3 FEET429% (203/473
Bl) THotzo ERBMEMIZ. FHTED FV178%
(84/47340) MEMRS.7% (27/47340) ., i 3.8% (18/473
Bl) THoizs

17.1.6 BHEMAERER (IR)
BEAE DB T A AT 5 R AR R 25 & 1
BWIROFAEE AT 5 4l E1TE R o /NETA
PAEBEMB E R E LT, a3 F (KE
30kgA i D B #F 1 8 ~12mg/kg/H. A E30~50kg
Ko B #H 1L 6 ~8mg/ke/H. KHES0kgbh b o
F13300~400mg/H) XIx7 7 &K %2 1638 B 1%
5 (MO TAD»AHEL ~3HIE D) Lk
&, FEFHMBIEA Td 5 LIRS B MR
D28H B 720 OB FEEMBE LRI TROEBY
THY., 7o KEELSa% I FEEL O THEE
WIS R EDTRD S,

28H&H7-0 D 7T 2 KRB R
B | HAGEIERE | piEY | 3 MR
DALY [95% 15 #EIX [
75 AR 170 -155
s e ~ 31.72
FaFINEE| 170 3.05 00003 | (1634 44277]

a) Full Analysis Set

75 KB 2 B, MR O SSER BT — & R (AR

ﬁlﬁ;‘%ﬁ HD10%#) 3d 572720, I EO R o7

i[5

In (X+1) (XIZEBAFEMERED) TR L 72 54 56 I B %

v, 5B Bhe Lo R 2 AT L. Wi L

gﬁ?%%w%ﬂ%tDW%ﬁ%WWﬁ%ﬂﬁitLtﬂ%ﬁ

d) 77 RBCHT 205 (%)=100% {1-exp (/b FeFH 0

SaH I FHET T EREDM)|

BIVE M ZEBBUL 1, 5 34 3 FEET33.9% (58/17141)
Tholzo FREWEMIZ, WIR14.0% (24/17151).
FEIED £ 88% (15/171) THh - 720

17.1.7 EEEFRSE I HRGBHERSHEBR (IR)
4D ST DO EFEFR I N7/NBTAD» A EHL36
Bl (HAA46H, HHELA0MBI) Zhf5HE LT, 92
¥ 3 Nl2mg/kg/H (fRFE50kgPL b o E#13600mg/
H®™) $T%1H2MZ0TTROKS L2k &,
IR 2 & OATRBI N 3B1F 5 5453606 Il B2
LD YLE1E-52.73% (HARANT-27.63%. ZHEA
T-6056%) Td - 72"

EIVEH S BUBE &, 56.2% (77/137H1) TdH - 72,
FAREERNE. REED F11204% (28/13761), 1E
819.7% (27/137%1) . #&i%8.0% (11/13761) Td - 720
15) AKORES N 1 HREAREE, B OREOkg

PLEO/IZ13400mg, AR HE30kg L 50k g A /N
121% 8 mg/kg. HE30kg A O /NEIZIZ12mg/kg TH %o

CGEERRHEE

17.1.8 EREEFRS THEREBR (RARVNMR)

BEAF OPLT A AT 43 B S IBI RS 258 & h
HWIRE A EE AT 5 AU EDOTADARE
24200 (HARNBE3B Z &) 2RHELT, I3
I F (RE3OkgAm O /N EH X 8 ~12mg/kg/
H RTE30~50kg Adii 0 /NEEHEIX 6 ~ 8 mg/kg/H.
P50k g BL_E oD /1N % OSB AHE#13300~400mg/ H )
XE 7T REREC2BRMFROHKRS (BEAFOPT
AWAHET ~3KEDHH) Lz & FEFHHE

o
~——

HCd %248 O HEHIRNC BT 5 2 6l H o 5a i
RFEVEDVFBT 5 £ TORMIIFEROTRHOL B
DTHY, 7ILRET IV I FEL OB THEE
VA B TR 225300 B 7™,

AN Sepa) N :/.,]\ %ﬁ‘ib)’é INH— Fﬂ:d )
EIR | bt | o | PH
o — N 770

77ERE 121 90 1280) 0510

: <0001
v r - (0377, 0774] | <O
5 a4 3 FEE| 118 410

a

b

-

(R) DESWEH

ifi

) Full Analysis Set

5 a3 FEEO LHNII25ED 4 X b 2RI L 72 R IR

LB S 7z7z0, 2 BG4 R O FEHE R O VS B

SN oiztzd, RITICED ko7

Kaplan-Meieri% 2 & % 248 B O HH W IC B % 2 [0 H o i

BRIEMED B T COREH OHEEM (HhYefiH)

(-] a9 3 FECIE2GAM O BEHANEIC 2 1 B o i R

FEVEDS0% L EDFEBINZFRD & N 7p i o 72 7 O HEEATE

) BEMMIC B 5280 & 72 ) oihiE FA SO BELA 2 BT
D/AR, 2T OBA, 2HEONE IR A% EE L7
CoxIBI N — FETFNIZHED L, WaldiEic Xk Wl s

N2

100
7 aH I it (N=118)
N - 77X KR (N=121)
80+
60
e
40+ T
&‘--" — —p D
20 [at risk 2
34 3 FiF 96 84 73 70 67 62 56 52
77 90 71 58 53 47 44 35 31
0 " L " L " L " L " L " L " L " L "
0 20 40 60 80 100 120 140 160
FUEDIT 5 F TOMM (H)
WM BT % 2 0 H O RE HACEELEBL T % £ TORHO

Kaplan-Meier Hii

EIVERIZEBIME RS X, 7 a4 3 FEET46.3% (56/121%1)
TH o720 FREWEIZ FEITED F11174%(21/121
Bi) . fEIR132% (16/12141), M.074% (9 /121%1)
T&) ) 7:0

17.1.9 ERERRBMGEHREHR RARVNME)
FEIR LW 48 TAHAER (AR OVNE) 258 T L2
B O E BT oW IR 0 9 B R A s
[ 5D e D B2 72 & T o 72 2396 (H A
NEZIH R EE) 23R LT, a4 3IF (ki
50kg i O /NEEHE 1L 4 ~12mg/kg/H. R HE50kg
BLE /N BB #13200~600mg/ H o B A 3 13200
~800mg/H™) % 1 H 2 W25 TRIOH#ES L7
L& (P, RENI6HES), BirEBo#
M 2 5 ORBEHIIC BT 528H & 72 1) O5RiE [
I ERIBZEAL R D Yeii13-8852% T d - 722,
BIVE S BUS S 13, 34.7% (83/23961) Tdh - 770
FARRWERZ. RIS F10109% (26/23961) . 1
£5.9% (14/23961). [l PE ® F v K OV 03.8%
(9/23961) TH -7z
126) A OKA SN 1 B HRIE, BN R EOkg

PLEo/NEI213400mg, AR HE30kg L 50kg A ) /N JE
1213 8 mg/kg MREI0kg A miD/~NRIZIZ12mg/ kg TH 5,

17.3 Z Ot

17.3.1 DEBRICH T 228 (EOXICH T 5 R
e A 2146012 Z 24 3 F400mg/ H. 800mg/H™
NiE7oxR%E1H 2B T6 HEEROR
H, LFEF70F% ¥ 2400mg/HA2 1 H 1M
SHBMERIOKS Lz &, 9393 FidQTcH
fRARIER L 27z 7 3% 3 FEEOPREEOY
ZAbiI3 45 6 H H oS 1RMBIcRA L BY, 7
Z £ REE L DF#£IE, 400mg/H T7.3ms. 800mg/H™
T119ms TH - 722 HEAF—%),
H7) AAOKBS NS 1 HEETRIZ400mgTH %o

18. FERhZETE

18.1 {fEA#E
7 a3 FIZEMARLEF ) 7 A F v AV OfkiR%
AL & SR e L A RTB IC & 2 kil
Nz 2B b 82 2 LI & o THUTF W AMEH &R



FEEZLRTWEY,

18.2 TADARIEICHT 21/EH
Fa% I FIERERE~YY A, RlEE > F) v 7
e~ A, WEF Y P U RES v by 6HzTA
WAFNER T AR IR KBERAY 3 v 7 56/E (7 X,
Ty M) OB R O S L -8 e 7
WA BTHRMEZ I L7225

18.3 M CA P AEMIER
RSN E Y FY Y 7Ty M2BWT, U F
) ¥ IR L 722

19. B2 ICEET B IB(LERIFR
—#%% 1 3% 3 F (Lacosamide)
1b&:44 © (2R)-2-Acetamido-N-benzyl-3-methoxypropanamide

i
HaC
o
mc/o\/>\ﬂ/N
o)

%T‘I& : C13H18N203

Tt 250.29

B 140~146TC

MR A~k OMERTH D, VAFNVELVLT
SFXEAY ) —WVICETRT L, T b
132-7 178 ) = VIR REBEITFR T L KRR
T F VIR REITICCL. TR M= MY,
57— (995) i bz itz L,
ANT 7 NNTEA BT R,

SEAREC: log P=025 (1-+ 2 % 7 —) /K%, 20C)

21, KGR
PR3 A 7 WHET A RO I, MYNIFEET S T &,

22. ‘A&
(E LNy b &iEERE100mg)
534 7V
(E L/Ny b EiHEEEE200mg)
584 7V

23. EE Xk
DIEAG7 B4« EERIEHRERNIS Y = 2 7 )b $EHI7E
R S i T
2)SEHTE A A BRARAS A RE 2018,21:1223-1234
FPVERL : HARAN R OYHE NN EF BT 5 BHER
K EEAEAT (201948 1 H 8 HKGE. CTD 27.2.2.3)
4)Cawello W, et al. : Eur J Drug Metab Pharmacokinet.
2012;37:241-248.
5) MR il © JEHE & R 2015:43:1307-1316
6)Cawello W, et al. : Clin Pharmacokinet. 2013;52:897-
906
TIALNERL © SHE BB T Z IS BT 52 73 ¥ 3 Fo
HTRE (20164E 7 H 4 HAKGE, CTD 2.7.64.5)
8)Schaefer C, et al. : Clin Drug Investig. 2015;35:255-265
9)Cawello W, et al. : ] Clin Pharmacol. 2010;50:459-471
10)Cawello W, et al. : Clin Drug Investig. 2014;34:317-
325
IDHPREER: 35V 54 L 0RYH LR (20164 7
H 4 H&KE, CTD 2.7.65.9)
12)Stockis A, et al. : Epilepsia. 2013;54:1161-1166
1)HPER 1 T aH 3 PSS 5 REE RIS B RE AT
(20164E 7 A 4 HA. CTD 2.7.2252)
14) #E PR - B0 53 JE 0 L 98 o0 [T s L ] 92 3 k) HE G
L
15) 4N &R © R FEVEDE - I 2 S AR A~ O ) 1)
B 2 iR
16)#E R - HAR K O ENC BT 5 5855 F8 Ve B F 2 12
D7 T R IR (20164F 7 H 4 H & .
CTD 276.7.1)
1) AENE R - HAR K O ENC BT 5 5855 F8 Ve 2 1
O £ WAk e e 55 ER (20164E 7 B 4 H & #2. CTD
27681)

I

1) R AN 2 b G & L 72580 Fs Ve O F 8
D7 7 R BILE R (2019451 A 8 H &K FE.
CTD 276.3.1)

19) PR - NREE 2R & U720 5D F ko
Rk 5-308% (20194F 1 A 8 HZKFE.CTD 2.7.64.1)

2004 RL ¢ A R OV E A xS & LAz AR
AR E O BB ILE 75 € R I aEE (20204
12H25H &7, CTD 276.1.1)

2D APE R A ROV H A xS & LAz iE AR
FEAE DR i oo Bk e 4 G- 3l (20204E12H 25H
7k#. CTD 276.2.1)

22)Kropeit D, et al. : Acta Neurol Scand. 2015;132:346-
354

23) Errington AC, et al. : Mol Pharmacol. 2008;73:157-169
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Hek 20244 4 HolET (38 6 i)

* 20234 6 HelE] (55 5 . AEHBEZE)

HAEHE R im0 B S
BmE © EIRRTE 871139
BHHEAR 1 304 A
ARRES | 22600AMX00747000
T D AE HR7ERse | 20154F12H
UDZE 17 Sl
LRF T &4 LESE

-7 25 .KiEs#T500™

E Keppra’ for I.V. infusion

) ER—EMFOMGEIC KD ERT S &

=1

ERRDFBEICIFRE LBV L)
AHRIOR DY N > FHERIT UBBUE O R
BOBH%EE

3. #HAL - K
3.1 #6%
W74 1 =7 77 Fil#EES00mg
R4 - 58T | 1NA 7U(5mL) L ARF T+ & 4500mg

: MAAYEIN TRl N 2aVE,
WAL sk

) AROEBOFECARIERRLD 2L . BRBERIT
BHILEHPETDH 5,

3.2 WEIDHER
[ 1 — 7 75 FURERES00mg
BR | REEHOR
pH 5.0~6.0
SBER W3 EBAEEICHT A H)

4. FHREN [EZHER
O —BNICROBSH TERVEEICHTS. TEDBEE
(X 2 URF St LEORFOREBEE
* T ABEDERDFEIE (CRIEERIEEIFZSD)
- fEDIATANAETTRBIIRNIBH SNIBVNTADA
BEOBERNREEICHT R TADAREDHAEE
O ThHhAEEIRE

5. MREXIFHRICEHET DR
(CADHERREE)
BIRITA R TA4 0V 2BEE L, KAOKRSHEY) &k
SNBEBEIKRETH L,

BENUHEE
(—EBMICROBRSHITERVEBICBIFIURFSEI
LRORE|DREBEE

[ERDFAE (ORISR ERIEESD) ]

LARF St LOROAKRED AR OB 254
BE LRF I LARO#KS5 LR CIHHAERUESE
BIZT, 1EIREZ 15901 TEEHIRNIZS T %,

LRF Ty LAOFROREGICHEN B AR 25T 254 ¢
B EH. RAIKIELARF S+ L ELTIHIOO0mE
Z1IH2ENZFT. 1EEZ2 15900 TRIERIRNERE T %,
NR (g6 ADLE) EE. Ef6» AN Eo/NRIZIZL
RF T+ LELTIA20mg/kg#z 1 H2EICS T, 1EE
153D T EMEEBIRNT ST 5. 7272 L. {KE50kglL
Eo/NRTIE. RAERICHE - AEZHAWSZ &
WNR(E®%L AUl E6» ARG - @%E. £%1» AN E
67 ARBO/NRIZIELVARF Ty 4L LTIHI4mg/kg
ZIH2ENCT . 1EHEZ 150 P THEEIRNZRET %,
WTNDBEICBVTH, ERICK VD EEHIERTE 575,
IHEEHREEROHEEFEEIMTOEBDET R L,
FRA AT HREHS81E3000mgz#Brinwl &
L., MEBRE2ERN LoBE2H I CIHHEBELT
1000mgLl "3 2175,

*6.

NR(E#O67 AME) @ £%B6» AU EO/NETIEIHES
BE5RIZ60mg/kgEBA W L& L, #REIT2EMY -
OfEZH I TIHHAEE LT20mg/kgbl KT D75, 72
72U, AESOkgl Eo/NRETIE. A LR LS5 E%H
WwnsZ&,

N (ERLH AL E6H ARE) @ £#%1x A E6n AR
WO/NETIXIHESHSEIZ42mg/kgrlr Nl L &
L, HEE2EMY FoMBE2HJCIHARBE LT
14mg/kgbl N9 2175,

[RERMCHE]

LRF T4 LOFROARGH SARFNEIDEZ 558 ¢
BE. LAF Iy LBO0K%KE5 LR CIHHARRUHRSHE
B]I2T, 1EIRZ 15521 CEEEIRNES T 5.

LRF Tt ¥ LOROREICHNL B AH 2 /5T 255
B EE. RAICIEZLARFFTE L& LTIHIOO0OmME
Z1H2[BNZ5 . 1EE % 15520 T EMEFRN S 3 .
NRGELE) EE 4R ED/NRICELANF TS A
X LT1H20mg/kg# 1 H2ME 253, 1ER% 155713 T
SEEIRNI S %, 7272 L. {RES50kgl Eo/NRETIE,
RALEUCHE - HEZAVwS I &
WITNOHBEICBWTY, ERICKDEEBERTE 20,
|HEEHEGRAUHEBAEEIUTOEBD ETHT L,
FRA AT HESHSR133000mgE @AW &
L., BER2EMMY FoMEzH» T CIHAHBELT
1000mgBl R g 2475,

NRARUE) (4B EO/NRTRIAREHRSER
60mg/kgzBrE\W\WZ & & L, HEEIE2EBU EOREZ
HITIHHAEE LT20mg/kgbl R D75, 7272, &
BES50kgl EO/NRTIE. BRALFECHESEEZHAVWSZ &
(CThHAERIREE

BHE. BRAIZELARFFE4 4 &L T1E1I000~3000mg
Z RN S (% 558132 ~ 5mg/kg/ D THEIRNIZRS) 9
27 1 HEARERIZ3000mgE T 5.

FERUREICEET iR

(GhEEHE)

71 FENE. FIRLUTHLSEBET S &, [14.1.1 2E]
*7.2 BHEERELET HIRABRE ICAFZ2EE5T 55481,
TRIRT VLT F o775 AMERZSBEZE L TAR
FloBSERUOBREHBEZHATM TS L. £z, MEE
MEZTTVWABRABETIE. ZLT7F=02UTT Y
ZMEICIS Uz 1 HARBICH A T BN 2 i L 724
AR DBIHREG2ITH>Z . "B, TITRLTVS
FAERVHBIZY I 2L —Ya VRRICEDOLDLDOTH
HT e, BECELICEEICHE LY S, AERY
HEZHfids L, £/, BHEREZET H/NEE
FHIZOVTHBHEEDRE IS LT, AFlOBEER D
BRERE2AGT s CEHEICKRSET S &, [9.2.1,
9.2.2, 9.8, 16.6.1. 16.6.2 Z#&]

7.



JVTFZY Eh0 M EHT
JUTIVA| 280 |250-<80(230-<50| <30 m$é$%?§@ﬁﬁi
(mL/min) R H&

| A5R 1000~ | 1000~ | 500~ | 500~ | 500~

3000mg | 2000mg | 1500mg| 1000mg| 1000mg

1E | 1@ | 1@ | 1[E 1[e]
WERESEY 500mg|500mg|250mg | 250mg| 500mg | 250mg
1H2[a|1H2[6 [ 1H2[E|[1H2[E| 1H1[E]

1[H] 1m | 1E | 1 1[a]
RE#58Y|1500mg|1000mg|750mg| 500mg|1000mg| 500mg
1H2[E| 1 H2[6 [ 1H2[E|[1H2[E| 1H1[E]
a) TADPAERIREE IR <

73 BEDOHKEREDDH H2BETIZ. HFETOI LT F
BEEMENLTBY., JLT7F=0 70T T AEDPS
TIEBHREREDOREE %8/l I 2 fEtE L d 5 2 &
»o. KDEHAEDPSHBT S EEDIC, BEIEREZ
BR LIPS HERCHEZHAM TS &, [9.3.1,
16.6.3 2]

(—RENICEROBSH TCERVEEICHBIFBRURFS =Y
LROMEIDREEL)

7.4 RE|ZREMARFEEICN U TERT 28481213, okt
TADPAREREGRHT 52 &, BERRIEIEICHT 2 4RH
B 5 CORRRBRIEFER L Tz,

7.5 SHEEBRNES > 5RBOKS IV E 2 5BoRO#%SE
ORERUHEIZ. SHEBIRANKZESEEFRICIHHAERY
BEEHETH &

7.6 BOKENRICE S LIGEIEEPPICLRF T H L

BOMFNCIOEZ S &, ENNOBERERFICBVLT.

SHE LD SEEIRAS S I ER L TWh iz,

8. EEREAIEE

8.1 HAMRICBII2BREENDAMZEE LWV LEEHIEIC K
D, TAPARIEOEENIITANPAERREN OO
NBEZERHHDT, LRF T ¥ L0HFEG5%2HIET 5
BEIE, D 2 MU EN T THRAICEET S
R EEBEICITHIE,

8.2 R HRET - &) - KEHEFRENEDETAHEZ 5

ZENFBHLZDOT, KRR ESHOEEICIIBHHEDERLE,

fElf 2 tE D MOBIEICRE S LWL OFERT S L,

8.3 S, $EEL. MR, HE, HBEFORBEERY D
S5bhbh, BRENICESZ L HLHDT, AAIKRSFIZ
BEOREROREOELZ2ERFEIBRI S L.
[8.4. 11.1.6. 15.1.1 &H]

8.4 BER VT OFREHICNEME., HRERIZEOREHERRE
HOMEEICOVWTHaREEZT V. B & BEICEE
EFHOAS &SI B, [8.3, 11.1.6, 15.1.1
]

0. BENDERZEITHEEBICHT I FE

9.2 BruEEEERE

9.2.1 BiEEEEDHHEE
[7.2, 16.6.1 ZHE]

9.2.2 MFBINZZ T TV D KREABHEEIEZEDH D EE
[7.2, 16.6.2 E]

9.3 FrHeEE=EEE

9.3.1 EEITKEEEZEDH % EBE (Child-Pugh248C)
[7.3. 16.6.3 2M&]

9.5 iT®

9.5.1 IR IXIEIRE L T WA RIREE D H A& icid. DIRD
£ %Y AT EEEUIBELOARENEREZ EE
BEHMEINIBEICOAKETH L,
B MIBWVT, BIRHRICLARF T & LADIMFEEH
BRLEEDOHRENHD., HW3IMY ARy —HIICE
<, BRTHIERIO60%EE 57 EDRENH 5.
Ty MIBWLWTREBITEIZED LN TS,
cEBMIERBRICBWT, Iv FTIEE bAOBREBE LR
B EOBRE TERERKUREOBKEE O,
REEZE. BOFETREMASRD 5. 7 F T,
t FDOBRBED4~S5EDOBBETHEIE. BIREED
EIEUOHEOEMARD 5TV 5,

#2952 KR #2H&E5 Li-iF@r o HAELZIRICBWT., itkR
EYBEBUEIRBES H 5bNB I WD 5,

9.6 RAMR
HELOERERUOBARBOAREZEZE L. HAD
Mt I 2 METT B 2 &,

E FAHRABITT A EPRESN TV S,

*9.7 INRZE
EHAAER, #FER, AR, 48RO RICHT 2
E PG R IZEM L TV, &L » B EL6MSE
W TOENBERRBEIIBROFNCRS NS,

9.8 S
JVTFZUIIT I AMERSEICRERE, REHR
RHEEITAGEEEIRET A2 L, ElE TIXEHKEE
PERLTWVEZENEZL, [7.2, 16.6.1, 16.6.4 &
H&]

11. BI¥EA
ROBWERNH 6bNDZENHHDT. BER 7T
W, BENPROSNIGEIEREE2FIET 5% Stz
WEZITH T &
11.1 EXEWER
MATPESMRFIRFEMBEIE (Toxic Epidermal
Necrolysis : TEN) . BZE#5RRERAEIREF (Stevens-
JohnsonfEIRE) (W3 h & SHEEREA)
FE I, K - S AL ZOFE. IHIER. ARFTIM,
ONREOBREFRD 5NIGHICIIHREZFIEL,
B R MBEITH T Lo
11.1.2 ZRIMEBEUVELEREF SHEARHA)
FHER E LTRE. RED A O N, BICHISRERE .,
U 2oNEERR, HIMBREN, FEERES, BRI X
KBS 2 S BREOEE LBEIERPH 5 DN S
ZENDHB, BB, & EANILRZT ANV A6(HHV-6)
FOTANAOTERL 2D 2 ENEL, BE5 IR
BROIE. FE IFREREZEOERPERS 20
BEATHENHEOTERT S LY,
11.1.3 EERIMARES (SEEAH)
PLMERIA . BEERIIRAE . H KB IR
M/NMRED DD 5B LD %,
11.1.4 FAR2. R0 EEARR)
FRE, FRECEBLIRENHSDNDL I ENDH 5,
11.1.5 BEX BHEEAHH)
WUV, &, BR. BHREFORERSH b
0. BEREO LRPRD SNIGE TG 2 HRIE
L. BELREEZTS &,
11.1.6 W%, BFRER(WIND 1%KH)
RN $EEL. IR, EE, WEBMEZEOBURERY
hobh, BRERKICESZ b H D, [8.3. 8.4,
15.1.1 H&]
11.1.7 tEEUEHRIARIE (SHE )
HARE. B& CKER, MARPRPIAFTae
Y ERENH S bNIGE IS ERIEL, Ek
WEZITH &
11.1.8 2MBES GHER)
11.1.9 BMAEIRSE (BHEAEA)
FE, FRAl. MECK LA, #k. MEOEE), &
HMEE, BTRZ. AMIROEMENH 5 bhizGa
IS ERIEL, FRHE, KOG, FREESO
B R MEZTH L, 2y IATOUEVREZHES
BREDK RIS ALONDZ ENDH S,



*

11.2 ZDfthDEIER X/ 3%LIE | 1~3%Ki| 1%KH | SHEAH
EH/EE| 3%LIE | 1~3%KHE| 1%KM | SEEAH BRI, FE|IMF b)) 7\ E . E|BRICKD
FEEOT V| RE SRR (BB . B ELIRE. B RER) LY FHE|B REEE NG (KRE
(104%). B 72 .5 FEHABE. K57 A EEER . MR B FURER 2GS
F(11.8%).|iR8. ZH & & . L\, ik ZOM |G RRE. EAEEMN  |REEM
AHRAE, JEERE M . R\E. EEEER. A% g 858 {7 &
(27.9%) B Moo |2, REREE. B i TEHER
F . O REH TE . {7 fERE
HOEZREBE 7 T
. PR — Y E 13. BEERS
E, REAE . EBER. 13.1 fER
LBE. BE|TADPAHE ANEOHRBREICBVT. LRXFTLy LE—FICIS
S T8, R, mak ~140g/RA L7=fA a3 O . EHR. HBk. KR, =
- HERE | EE LARULVOETR, R R O EESRE S N TS,
xo, YA 13.2 A&
FARY - AANZMEENIC E DRETRETH D FHEL TV DEE
NE, ARAL ROBEEZIGEL TMKRENOERZEZERT 5 &,
RSN [16.6.2 8]
i AR B
B BB M O 14 @REEDER
i R 14.1 ZRIFRREEOER
e, 3 14.1.1 AFO1E#% 58 (500~ 1500mg) % 100mL O 43 £
= v 7 Wi, AR 7 IV XIE5% 7 R 7 EEEHE TH IR
e, = T5ZE, MNRTIR. RATOFRREEZHRICHR
HE, KEEEE. B HEOBEL2EEIT S &, [7.1 2]
% JEF . R 14.1.2 B, FRPIERT R L,
HR SpEp. & 14.1.3 W, ZEUERTICRY % R0 252 3 L
KiE rWZ e,
SRFE D
Shicad oF- PR 15. ZOMOER
"REHE 15.1 BEFRERICE I B
. M. /R 15.1.1 BN TEE S N AKA Z ETEBOTITAPAEICE
LS B B F3. TADA, BHEBEEHRE L1907
g T R RRBRORIRERICB VT, HRSERY
. BB HBRERORERDO) 27, i TAPAEOIRART
A 75 R B B L THRI20ER < (HLC A A SEIRA
i DEXQTHE BE:0.43%. T AREE:0.24%) HiTADPAED
ERE B =mE IRABETIE, 75 RBEHANI000AH70 1.IAE
FA L WEEHE SN (95%EHRM : 0.6-3.9), F7z. T
B JERE BT R, ADABEDT T I —T Tk, 75 RBEEHA
. BB, EER, EwE WIEIE. & 1000ANBH72D24NZVWEETHEHSINTWS, [8.3,
s |57 A 8.4, 11.1.6 ]
% . TG 15.1.2 SHEARA T A D ABE1208F 2R E LTI E
b HH R PR AR O BF S ARITIC 5\ T JERTHIRIET B
i AL R EROBEIR (LRI, W, B0, F%, B,
BEREZ . SRR BEANRE. 15D, BEAKE, WME. EFEZ, ZH
g R v g HUtE, AEBE, MHHE. AREE) O FTRITAH
B BT13.3%. 77t RKBT6.2%TH -7, FREIC.
IR - e mﬁ%,}% o HAENNETAPABEZ (4~16%) 198f1 &2 MH & L
¢EE%@\ 7= 7t R HRE RRERIC B 2 YA EEROHR
[y, RIIAKIBETI7.6%. 7T L RBETIBO6%TH > 120
LB ARE S % (B R 7o, SEANRTA D ABE (4~ 16) 98012 1%
(30.2%) %M. £ L RARER TR 2 B 5 TS 575
RS . AR KBS LT BRI LM TH 5,
AYES J:%‘fajzf)%‘; jé PRy 7T AREEE B L TRBNITE OB RB I Nz,
e DI S AN 16. EHEHRE
N LY 16.1 MehiRE
RARUFE BEAIR 16.1.1 BA
2z BEse. T BEIE. B2 AL (1) BERSRUORERS
% 9%E\3§%AwNZ\m%ﬁﬁ@ R AIC L ARF S+ % 41500mg % 1551 T BE S
7. S mwmREE. TEIRNT 5 % O] H 2045 H R E iR 35 Uiz
SpRES LE LRF T LOEYHEIST A—FIZBTOL
B B, BASEER. BOTH-72Y,
. BER R Bih
R BE. BT
YA
RE AR HIg [mER s F




ERME) & HO#5 RIE#S.

INTRA—% (N=16) (N=16)
Cmax(g/mL) 108.7[17.5] 109.0[17.3]
tmax(h) 0.25(0.25-0.25) 0.25(0.25-0.25)
AUCo-12n(pg - h/mL) - 390.8[10.0]
AUCo-(pg - h/mL) 437.3[11.7] -
t12(h) 7.21[11.9] -
CL(L/h)® 3.43[11.7] 3.84[10.0]

BATEEMEICV (%) ] tmaxld HRAE (F/MBE- B A fH)
a)BiﬁiﬁEﬁi??bi(:Lx

Crmax * B IFEE  tmax -

e 0 R B IR

AUC : A3y - IR Tty @ R
CL:&5797I A

(2) mBEIRAIRS RO S DR

fRERR A 256112 L RF F X & 41500mg % 1553 i
RNFBE IR OBE L&, LRF T F LDIM4E
FEEEB R OCEYFHENTA—F I TOEBD T
Hotz., MOBEREHEL T, SHERAZSED
Cnaxldf1.6MZ5E< . AUCK U238l TV, 28,
LARF Tt 7 LROKEROEMZOFIHRIZF100% T

Ho7zY,

(ug/mL)
1104

100

(R fT A £95%fE 1 X )

RERE DN e D, T

—o— sUERIRNILE -o- O8RS

T T
16 20 24

B

By E ) MHERNRS | BORE By )
INT A—% (N=25) (N=25) (90% 5 HEIX )
Cmax(pg/mL) | 97.0[27.6] 58.9[37.0] |1.64(1.47-1.83)
AUCo+
(stg - h/mL) 472.3[15.4] | 487.4[15.9] ]0.97(0.95-0.99)
tmax (h) 0.25(0.17-0.27) |0.75(0.50-3.00) -
t12(h) 7.11[11.7] 7.23[12.7] -

AT ICV (%) ]\ tmax TIEHPRAE (B/ME-F A fHE)
a) B IR S/ R L 5

16.1.2 B

* (1) INRTADAEE

INETADABRE GH  E£5%1 5 AN EAFRATL 74,
AR LI L1678 ARME3I26) P SIE L LRF T ¥ L ETH
BIRNRSHEOMBER L RNF Sy LEETFT—F 20
T\ BEQIEYBEBIT2ToER, 287075
AR U CTHAE R OB HBEERAE .. SHAARICH L TR
EOSREENICER R FE LTHESNZ. 72,
HEFEYBETTIVICE D EER] 5 AL AR RO/
BERETOLRF T L1573 EEEIRNKR S5O
WIS XA — 7 ZHE LRI TOEBY TH-
S HEANT—%),

B Hln AL | ER6H AL 2l kB
/\0_7}_‘§ 67 FAR i 27R AT AR
(N=6) (N=4) (N=7)
Crmax(ptg/mL) 15.4+3.3 20.0£6.7 25.5£5.1
AUCtaU,SS
(g - h/mL) 78.8£9.0 77.0+23.6 96.6+17.5
FHEESD

AF D1 E G 8 E%RO» AR 7mg/kg. £#&67 AL EE
E50kgARii310mg/kg& L7zi5 & OHEEE

* (2) EIEEERMENRERRAT (ROAICH 1T SERAIE)

/NR

tNR(4~167%) RUHA (16 ~551%) DT AP AR

EhrofBonlcmFERLRF Iy LRET—F2HL
T BREEAEMBEBET 2T -7/, TORR. CL/FICH
UTHRERUHATTAPAZE, V/FIIN L THREDKR
FHEEMICAERE P DBARNICEROSH HHT & L THEES

—4—

Nio NERRUOBATADABEZEOIMIERIEYEE % >
Salb—varyUliER MNETADPABRZEIZIO~
30mg/kg#x 1 H2[M#% 5 L 7R M FERE X, BRA
TADABFHIZ500~1500mg 1 H2ME#S L7z & FEk
EFHIE NI,

%l A~16BONEANTAPABRED» B LN
PHLRF Sy LBET -y 2HWT., REFENS
R 21T o720 ZOKE. CL/FICR L TKE. HHRH
TADAEROERICHED < BHEERBE. V/FITxL
THRERCESBIREHENICERRRTFE LTEES N,
H4%1 7 AN EISHBRBOTAPABRE P B LN-IN
FRLRFITEIYLBET -y 2HWT. BREFEYH
RRETNVICEDEEZ]L » AU E4S R R4S E18
BARED/NETADPABEDEMIIEINT X —F DHEE
HEIZLTOEBYTH -7,

songye | E% L7 ALLE 662 ALLE|  48LE
e S 6 AR AR 18k T
(N=7) (N=31) (N=84)
16.0 18.2 19.3
Crax(g/mL) | (1507176) | (14.7-25.1) | (15.7-29.2)
AUCruss 101.0 1185 1415
(ug-h/mL) | (88.5-123.5) | (80.0-218.0) | (108.0-264.0)

PR E (/I ME- Bk fE)

ARAO 1B G 8 %4561 AKRMIE7mg kg, H£%6 5 AL L&
HE50kgAKiE10mg/kg. AES50kgll £iIZ500mgE L-HEd
HRE

16.3 71
TR AIC LARF 5 ¥ % 21500mg % Bilol s i BRIk % 5
L7z & 2O MABEOFHEIZ35.8L(0.54L/kg) TH D3,
ENFBKTEBIEWVETH 72, in vitrokPex vivoik
BRODIER, LRF Iy L ROEREY TH Suchb LO57
OMiE- AFFEERIE. 10%KRHETH 5.

16.4 X4
LRF Ity Lid. FFF b7 a0 —LP4AS5S0RRBEEERE TIER
#anwv, TELRERBRI7ZE N7 I NEOBRNM
KDBETHD ., TNICEDERESNSDIIEREIDuch
LOS7(HIVARFVIR) TH 5. 8. RHWICHEER
Wm0,
in vitros#EBIcBW\W T, LRF Tt ¥ AKDuch LO571
CYP(3A3/4, 2A6. 2C9. 2C19. 2D6. 2E1XU1A2).
UDP-Z )7 ua v EER (UGTIAL R UUGTIA6) KU
IRFYRe R —VIc U THERRZRE LD -7,
T NULFOBF MY LDV a rBBAAICLHE
BRIEE R o7,

16.5 HEtt
A LARF T ¥4 £1500mg % Hml s HEER NS
Lz Z2D257) 75 Y ZADFHfEIZ0.87mL/min/kgT
H-o7z3,

R (£ 5866]) IC L RF T+ ¥ 14250~5000mg
ZZEER I BERR G Lz & X9, B 548H%E T
BERBICNT 2 RPHHEROPIHEIZ. REAKELT
56.3~65.3%. ucb LO57& L T17.7~21.9%TH > 7=, 4+
E AR A B AR 19C- L R F T+ ¥ 1500mg % BilH
BOKE L& &8, HE5481/1% E TICHRE5ED92.8%
DOMEHRENIRB P 5. 0.1%»Ehh» 5EI S Nz, %548
BR% E TcoRSRBICNT BRPHRERIE. REMEE L
T65.9%. ucb LO57& LT23.7%TdH o7 LRFFt ¥
L OHRIICIESRER IR 2 8 K O FRME FHIRINAS. ucb L0571

3RIBR(E 2 & BEEIRI IR E TS LT\ 5,
1) BN THRR SN AF O HEE#RE521E3000mgTH %o
16.6 BEDERZHIHEE
16.6.1 BiEEEEEE ROAICH T 2 HERME)
BHREEDREEDORL ZAHHRE RIS, LRXFTL
YLEHAEROKESE L X, Rrdoes sy 7oy
AL BEHEEIEH & (CLer : 280mL/min/1.73m?2) & H#k
LT, BEMKTE(CLe : 50~<80mL/min/1.73m?2) T
340%. PEEMTHE (CLer: 30~<50mL/
min/1.73m2) ©52%. EEMK F#H (CLcr - <30mL/
min/1.73m?2) T60%E T L7z,
LRFZt&LEuch LOSTOBEIZ VTV AEZ LT F

=Y TITVAEFERICHBE LY, [7.2, 9.2.1.
9.8, 16.6.4 2]



o BREORE
I TE | ®E | hEE | &

(N=6) | (N=6) | (N=6) | (N=6)
CLcr

(mL/min/1.73m?) >80 50-<80 | 30-<50 <30

w55 500mg | 500mg | 250mg | 250mg

LRFIEF L

Crax (¢t g/mL) 22.8£6.3|16.0£4.1|11.0%£2.2]| 9.5£3.0

tmax (h) 0.5(0.5-2.0) |1.0(0.5-2.0) |0.5(0.5-1.0) | 0.5(0.5-1.0)

AUCo+(pg - h/mL) |167.9£27.9(250.5£41.0/171.2+27.8|215.3£41.0

ti2(h) 7.6+0.5 |12.7+1.4|15.7£2.6|20.3£5.5

CL/F

(mL/min/1.73m>) 51.7%£4.1|31.2%+4.8|24.9£3.9/20.6£4.0

CLr

(mL/min/1.73m2) 32.5%£8.3(15.7£4.1|10.0%£2.4| 6.6x2.7

ucb LO57

Crax (¢t g/mL) 0.36£0.03|0.77£0.17{0.58+0.17]1.10+0.36

tmax (h) 5.0(2.0-8.0) | 8.0(6.0-12.0) [ 12.0(8.0-12.0) | 24.0(12.0-240)

AUCo+(pg-h/mL) | 5.9£0.6 [24.0£7.6/20.7£10.0|66.5£45.8

t1(h) 124 19.0 20.3 26.8
(11.3-15.3) | (17.3-19.9) | (19.7-23.6) | (17.2-33.3)

CLr

+ + + +
(mL/min/1.73m2) 251.4£35.8|111.8443.9|88.8+44.1|31.3+11.6

FAIEESD. tmax & Tuch LOS7 Dti/21d I AE (B M- A fH)
CL/F: BPIoeg2r79 77> A Clr:B7IVT7IA

16.6.2 MREHZZIFT TV DR BERERESES (BROFCHT
ZHBRR)
MEEN 2 Z T T 0B RABHRERE OBRAREREIC L
NF Tt ¥ 5500mg % BT FAA4R RRTIC B R O RS
L& &, LRF I L0IEENROHERFRM X
B4 TR T B > 73, B2 3R ICREM L7ce LA
F 7+t %5 LKk Fuch LOSTOBENIC L HBRERRITE L
81%KU87% T - 719, [7.2, 9.2.2, 13.2 BH]

ERRIST A —F VARFI+¥% L] ucb LO57
Crmax (1 g/mL) 18.7+x1.6 | 8.86%£0.63
tmax (h) 0.7(0.4-1.0) |44.0(44.0-44.0)
ti2(h) 34.7(29.2-38.6) -
AUCo-44n(pg - h/mL) 464.6£49.6 | 231.0£18.0
CL/F(mL/min/1.73m?) 10.9(9.4-13.1) —
AT T4 Y —DRENE (%) 81.3+£5.8 | 86.9£5.9
IMEENT DT AR (h) 2.3(2.1-2.6) | 2.1(1.9-2.6)
MBI VT Z > A
(mL/min/1.73m?) 1157+9.3 | 123.1£8.6

N=6. ‘F43fE +SD
tmaxs ti2v CL/F. MEENT A OISR 13 SR8 (R MiE-
KAE)

16.6.3 FHaEREERE (ROFCH 1> 2 HBRAHE)
B K OHEE (Child-Pugh 2 BA K O'B) O BRI # RE
BERELCLVLRF Iy L2BAROKSG LIEE, LA
FIXILDORET VT T ALELEHESN LD ST,
HZ (Child-Pugh/#C) OFEEETE TIE. &8
T T Y APRRRADKS0% E % > 721V (AEAT—%),
(7.3, 9.3.1 ]

A REIR TS
#yERe | f@EEARA | Child-Pugh|Child-Pugh|Child-Pugh
ISSGR—% (N=5) A 3B HC
(N=5) (N=6) (N=5)

CLer 93.1+13.8/120.8£11.9|99.6+13.2|63.5+13.5
(mL/min/1.73m2)? ) ’ ' ’ ’ ) : )
LARF S5t L
Crmax(ptg/mL) [23.1+1.2[23.6+4.9]247+33[24.1+£3.8
tmax (h) 0.8+£0.3 | 0.6+0.2 | 0.5+0.0 | 1.6+1.5
AUC(ug-h/mL)| 234£49 | 224+25 | 262+58 | 595+220
ti2(h) 76+1.0 | 76+0.7 | 8.7+1.5 | 18.4+7.2
CL/F
(ml/min/1.73m) | 63:4%9.7 | 62.548.7 554£105|29.24135
SEH(E £SD
a) LRF Sty LA E%OM

16.6.4

SE (ROFCH T 2EERME)
BBEZEICBITALRF Ty LOEYEEICOVT, ¥
L7 F=ro 775 AN30~71mL/minD#ERE 164
(FEfR61 ~88i%) Z R & U THHE L -5 58, EifE Tl
THEL R ARA0%ERE L. 10~ 1 1 & 72 - 7212 (4
EAT—%), [9.8. 16.6.1 BH]

16.7 Z4EEIER

16.7.1

16.7.2

16.7.3

16.7.4

16.7.5

16.7.6

T I Z b Y (BOFNCHIF 2 HERRR)

T M VOBABETH I bR —LTE RN
HAREX IR ELBRLRERREELZETH2HRAT
ADABEOHIZMRIZ, LARFFE 4 £3000mg/H%
PHABEGL-EE, 722 M 2 OMIEFIEEE Y H)
ST A—FICHELRTS o/ T2 =ML VD
LRF Ty AOEYBIREICHEL TS h 7213 (44
EAF—%),
NILZOEBF MU D LA @ROBICH T B HERE)
BERAL6HlZMSIC, NLFafF M) ADEFR
EBTICBLTLARFITEF L%]1500mgHERROH#ES L
X NLTOBF Y TLIRLARF TR Y LDOEY
BRICHEEZRIFS D572, LRFSEYLHENLT
O v L OEYBEICEE Y RIS - 72149 (4}
BEATF—%),
BOBAR(IFZIVIRASSIF—ILRUOLUR/ILTR
MUILOEE]) EOFICSH T 2 HBRE)

TR AL SH 20 RIC, BOWEHE(ZTF =LA b
V%4 —=N0.03mgKk VLR IS A N LL0.15mgDE
FlZ1HLIE) RTLXRFFE 4 L%1ES500mgl H2[E21
HEREROHRE L-EE, LRFSEIYLFIFZL
IARTIF—ILROLERIIVA AN LILOEYERE S
SRA—FIIHERRITE BN, BBEEOMb O
FAT A Y ROEBTERRAILE VEE I REE TR L.
BOR TSRO EE RITS a5 7o, FEOBEH
. LRF S I LOBYBBICHELRITS B>
2B (HEAT—4),

I+ RROFCH T BEERRE)
EFRRALLIFIZHRIC, YTF2 > (1H0.25mg#1H1
m) R LARF S5t % L1E1000mgl H2[E 7 HERER
5L &, LRFFTEILIZTIFY VOENF)
NG XA —F B2 RIS e o7 VIFT VB L
RF T 5 LOEYBREIE % RIT S 20 5 7210 (SLE
ATF—=%),

JIL7 7 U @OFICH T B HERMIE)

7u b uy e RO E R T (INR) % B A% E o #i B
NICHEFE T A& D, LT 7V OBRESZHKGENICZ T
TWAHRBBEBRA26612RIC, VT 7Y v (2.5~
7.5mg/H) KR LARF S5+t % 4 1H1000mgl H2[E7 H &
REZOBGLZEEZ, LRFSEYLIETILT 7Y Y
BEICEELZRITET, oo P UBHLEELS
Faholze TLT 7Y Vb LURFTLY LOEYHRE
ICHERZ RIS RS HEAT—%),
FORZRY R EOFCHIF 2 EERRE)
TERRRR A 2361 2 R ic. a3 R (1EI500mg# 1 H
4[H) KO L ARF Tt & L 1[E1000mgl H2[E14 H R ERE
A5 LizEE, TaxX:Y RIILRF 5 LDHEY
BRI E L2 RIZTS L o 72h ERBFPIucb LOS7D
BIVTITVAROIBE TS (HEANT—%),

17. BRERALAR

17.1 BMERURLECET 55HR
(T AEBEDE D FIE (CREERIEREIFZZ D))

17.1.1

17.1.2

EAEE D185 ROZID SIEFRINDY) ) & X H5R)
HARE2 BT 516U EOTAPABRELOHIZRRIC,
LRFF+t 4 241000~3000mg/HZZEOHREH» 5155
MM EIRNE S (4B, 1H2ED DAz %,
ROBGR RO REBRIRNESRICE TS 1HH 720 0
Sy FEAEEIEL O H o (58 1 PH 53 AL s — B8 3T A3 ) 13
0.59(0.04-1.12) [0} 1*0.38(0.00-1.00) [0l Td - 7219,
Bl A B 1 18.8% (3/1661) TH o 7. BIMEFHIE.
EFHEBALRAES.3% (1/1661) . EFHHEBAIERE6.3%(1/16
Bl) . FEEHERALIEE6.3% (1/1661) TH > 7z,
EASEMEEER (WA, BEFEE)

RIETANA LIS NS HEEZET H16RU LD
BEZEZNRELT. LXFFL4¥L41000~2000mg/H
(1000mg/H % # 5HIZFEN A 5 N 72455 132000mg/



ICHIER) X33000mg/ H (BEQEEIZ b 5T,
3000mg/ HICHHE) = BANC TROKS L & &,
FEFMIEE T3 % 1000~2000mg/ H # 0 & & 71 A
BICBIT56» AMBIEHEHEEZEOH EGE. 73.8%
(45/6141) TdH > 7z, 1000~2000mg/ H B D F A& 5Hiffi
FETO1EMBIEHRBE OEA1359.0%(36/6 1)) T
Hotze T, 3000mg/HEEC BT 267 ARIRIENE
BEOEEE22.2%(2/961) . 1 FEREIEHELEEOH &
1311.1%(1/961) Td - 7220,

BIVE R B 1354.9% (39/714]) TH - 7z, E7=EIE
FVAMEAR32.4% (23/7161) TH o 720 F7z. EEMEME
BH (BIER) & ALTH#HN1.4%(1/7141). v -GTPH#M
1.4% (1/7141) . FFHERERA1.4% (1/714610) R4 b
ARRGHEL.4% (1/7161) TH - 720

17.1.3 BN I/ MAEEER (MA. HERE)

LRF 5t % 241000mg/H. 3000mg/HREVT TR
Z12EMBOREG (BFEORTAPAEREOHA) L7215
A FEFHMEEE TH 2 72 D O FEAERBHD R
BREOEBYTHY, TITERBELRF T Y LE
(1000%0*3000mg/H) iz L RFF 4 £1000mg/
HEOHM THRIZNEAERESBD O (ZThZTh
p<0.0013£¥1Zp=0.006. % 5BE#ET BEMMICH
JANBEMRLUIGED -0 ORI FHERREZRERET
RGN . 5B, BEICBIT D50V AR —
L— b GH# 72 0 O FEAEEE A B IARM & HT50%
DlEMEL-BEOLE) X, T ARR13.8%(9/65
fl). 1000mg/HEE31.3%(20/6441). 3000mg/H &
28.6% (18/63fl) Td - 7z21,

W72 Y OEBFIEEED | 77 AR DRI

a) W= 03
PR ma| g oo | O BEE
Tt A#| 65 | 2.73 | 2.67 | 6.11
1000mg/ 18.8
AR 64 | 3.58 | 2.25 | 19.61 20.9 [6.0, 29.9]
[10.2, 30.4] | (p=0.006)
3000mg/ (p<0.001) 23.0
R 63 | 3.44 | 2.08 | 27.72 [10.7. 33.6]
) BB ORI O 7 — & 750 - T L BRI
b) sk
) FBUL BT 35 < Wb
DB EBEET. BRI 5 MR L lld 7 D O

FEIEOE 2 R LI 25T

B IR N O R B R O Bl F SRR 12 1000m g/ H #
5#T56.9%(41/721). 3000mg/H# 58 T54.9%
(39/7181) TH - 7z EEIEAIZ1000mg/HIEEE T,
fEHR13.9% (10/7261) . BWREEZ8.3% (6/7261) . 1FETE
OEWV8.3%(6/72f1). 3000mg/H#5# THHEE.9%
(7/71451) BAMAEEZ$8.5% (6/7161) . Z#EH 1D £ 115.6%
(4/7161) Th > 7z
17.1.4 EASEMEEHER (RA. HAEE)

LRFF5+4% L500mg/H. 1000mg/H. 2000mg/H.
3000mg/ B R VT 5t A % 1 28R 5 (RO T
ADAZEEDHR) LicHa. FHEHREICE T 2 BEHME

» 5 DB 7Y DR FAEEBRDR (FRE) 1. £h ®*17.1.7

ZF1n12.92%. 18.00%. 11.11%. 31.67%K%112.50%
THO. FEFHHEEHTH S L XF Tt 241000mg/H
B, 3000mg/HEER U7 5 & REEO3RER T 0 S A RS
2B 5 BER Y 5 DED 72 © O FAEEBR A R
2. METFM L ERZIRO 5N - 72 (p=0.067.
Kruskal-Wallist&7€). %8, FEICBIF550%L AR
V=L — M, FTITEREEL11.6%(8/694) . 500mg/
H#19.1%(13/68f1). 1000mg/HEE17.6% (12/684)
2000mg/HE$16.2%(11/68f1). 3000mg/H#E33.3%
(22/66f) Td - 7222,

BB R &% ORI A R o BRI SRS 1L, 500mg/ H
BE58#£60.6%(43/7141). 1000mg/H#&EE5861.4%
(43/70f1). 2000mg/H¥#%5858.6% (41/7041)
3000mg/ H# 58£64.3% (45/7061) TH - 7z E2EIME
FIZ500mg/HIE 58T BIAEZR14.1%(10/7161). R
#19.9% (7/7161) . 2D £ 17.0%(5/7141) ., {6EIR
7.0%(5/7141) 1000mg/H#EE5H T, RIFAEH218.6%
(13/7061) . 1EER10.0%(7/7061). 2000mg/H#k 58T,
fEAR17.1%(12/7061) . EMHEEZ15.7% (11/7061) . #

—6—

#7.1%(5/70f1). 3000mg/ A58 TRIKFEA21.4%
(15/7061) . 16EAR17.1%(12/7061). 1FHEREHD7.1%
(4/7081) TH - 7=,

17.1.5 BRI IR SEER

EANE /IR (RA. GEAEE) 258 T L2 E&151
BledReE LT, LRFFE4 L1000~3000mg/H %1
H2ENZ 3 TROKEG L7z & & Oy RERBIZLLT D
EBVTH-7,

KHEBICSM U7 WERE DS 5. 7667 D%ETH S 1
7o Rk I RAT UARERBR 248 T L 72 (33~36 7 A T14l,
36~48n ATATHI. 48 HLLK&ET284) o

6.00

()%

o
1=}
3

»
o
3

w
=Y
3

=
o
=3

(29) @

—t—y T

) (13)

Wl 12 Y DERGYFE(EEIFLD R fiE
(B 1PU53 (5 530U 3 155)

|

°
=3

(151)(150)
(135)“22)(“7)(103) (96)

jﬂ

(©1) 39 (86) (85) (81) (78) (77) (70y (50)

0.00 (39),

@@ 0 8 88 R R 8 f\f @

R R i
Eiibil]

BIVEFFEIRSEEE1392.1%(139/15161) TH - 7z, F7xHl
ER X BAIESE 4$55.6% (84/15141) . 5E5E24.5% (37/151
)\ ERE22.5% (34/1516) Td - 7-.

B MBS (B, 4mllL)
BEFEOHFTADP AETHF 2 RIEMGEIRIRPE SNV
HaFEEZAET HARU E16ERFEO/NETAD» ABRE
T3FRFHE LT, LARF T 15 £40%1260mg/kg/H
(fkE50kg bl 132000 213000mg/ H) % 1 H2[E 12533
TI4EREOREG (BFEORTAPAREEDOHH) Lz
&, FEFHEIEE Th 2 B » & O#BH 72 D DS
FAERBR D RO R RAE (95%F X)) X 43.21%
(26.19%, 52.14%)TH V. RIEFEORD VRO 5Nz,
$70. NET AP A BESSHI | HAMEES LAF 5 5
£20~60mg/kg/H ({A850kghl L1000 ~3000mg/
H) % 1 H2[ENZ3 T TRk S L7z & & O RIEEEIE
LTROEBYTH>72,

20
18

() B

o

(73)

B 72 ) OERGY FEEEEL O hIAE
(BB, H3MS AR
S

(55) (54) (53) (29) (14)

o N b o ®

BB RN kRS MRS AkRS ARG ARG
(148) 1H~37A 3~67H 6~9»H 9~125H 12~15s A

BIVE S IRSEE1358.9% (43/73F) TH > 7= E%EUE
FE. HER42.5% (31/7361) TH o7z, Tz BEREE
EEE BIEM) &, FREREORAD1.4% (1/7361) . AmBk
BHEN1.4% (1/736) TH - 7=,

EANE MEHER (B, £%1 1B E4AERTE)
WOaREZAET 54515 AN E4ABRRBO/NETANPA
BE3’FERNFE LT, LRF Ty LEEHRLH AL
ton AkEOEZICIZ14~42mg/kg/H. %65 AL
b4 BEIC1Z20~60mg/kg/H % 1 H2EIC 5
TROKE (BEOH TANPAEEDHHAITEA) L
EZORMER ORI L7z,

idaEk-3eR

O TADAETHS 2RI RSB SN0
Ha¥EE BT H/NETAPABREI2fZ MR E LT,
LRFT14 LEGEBREORSG (MEFEOIRTAPAEEL
) Lz & & FEFMAEE TH 2 HEH -0 OS5 FHE
BIEDONR—=ZF A 2H 6 DFDROFIRAE (95%1E FHIX
B)1x. 24.24%(-25.48%,51.85%) TH V. T DI5%IE
FEX O RIRMEIIERNCHE L72BELS% & 0 KA -
Jzo T2y HE6EBIZBY 5EH 720D OB FEERE D
SERHEFIOEE (R—=ZAF A > h 5B 70 OIS FHE
EEAT100%ID U 7z #iBE O EIE) 1315.6% (5/32f) T



BIVEFHF BB 1343.8% (14/32f) TH O . F 2 EITEH
1EAR21.9% (7/3261) . #826.3% (2/32f) TH - 7z
B

BETAD A EZKSNINRTAD ABERZ R E
LT LRFT15 LZ6EBBANC TROKS LzEE
DEFSIFIERBDNR—=ZF A 25 OFDEOHFIAEI,
51.10%Cdh o7z Fiz. 67 ARRERE L CRIEHEELE
75 o T4 BRE OEIA1333.3%(2/661) T - 7229,
BIVEFRISHEIZ16.7%(1/661) TH O . EIVEFH IZHBE,
BRTH o720

*17.1.8 BASMABEER (VT £#21 1 B EARRE)

BEFEORTAD AETHI 2 RIEMEIRIRIE S kv
WAFlEEET 2451 2 AU EASKRBONETANA
BEZWNRELT, LRFFTEFY DI TTRZ1H
2ENC I CSHERORS (BEEOR TAP AL OB
) L7z & &, EEFHEE TH250% L ARy ¥ — L —
~ (1 B3 E R BN & A T50%8 B L
TBEOEHE) X, LRF T LEE43.1%(25/58%1)
T RETI9.6%(10/514) THD. LRFTEH L
BT RBEOBICHIENEREIRAD SN
(p=0.013. Fisher®FmE)20,
BERRBSEE L. LRF Ty LEHET21.7%(13/60
Bl) TH o 7z. EixRIERIXEARS.3% (5/60f!) K U5 H
#ES.0% (3/60%1) TdH - 7z,
E)ARBICBWC, LRF Ty A3ERL AN L6
AR TIE20mg/kg/H 685 2MB L. #%52H
Hi240mg/kg/ HNHEE U7z, 4146 1 AL 4R
Ti325mg/kg/HAr o5 2MB L. H52HEIC
50mg/kg/HAERE L. YFHEXRCHER. BN
THARSNIABEROCHRE IR LS,
DI TANAETTRIBHMRIEBH SNBVTADARE
FOBRE-FEIEICHT M TANAREDHBEE

17.1.9 ERHEESS MAEEER (BA)

MO TADPAET T RBIEMFEIRIRASE S Nz
BERREEZET 216U EOTA»AEE2514](H
AN % &) 2HRE LT LAFFH 5 410005
L < 133000mg/H (1000mg/HA 5% 5% Ba L, &5
S F TITFAEH 5 M 12 & 13 238 T 1000mg/H Y
©3000mg/ H I8 8#) XiE 75+ A % 28 BRI 142 5 (B
TFEORTADPAEEDOHA) Lz & &, FEFHEEE TH
SEZHE D 6 OME b 72 D OFERERRFERIBR DR IL
TEOEBVTHY, TILARBELRFTL & LBED
R CHEEM A AR 5Nz (p<0.0001. &5
EROEZR?. BIEREBICB Y 285720 OMERH
RO 2 H 25 8 & 9 2 Ha B 27,

17.1.11 REBETR SE8R (MARUVIVE)

[ B [E] 58 AR GBS L < W/ NEERNEIMAERBR 2 T
X AL [F] 5 MAHE SR 2 2 R_A+ 73 D 720 #5208 DL
BEicik L HARANBE 4G 2545 & LT A (L65%
B E) T LAF 5+ 4 41000~3000mg/H. /NETIE
LARF 5+ 520~60mg/kg/H (fkE50kgLl 11000
~3000mg/H) Z&O#% 5 Uiz & &, RERMRFEERE
BEUTOEBY TH - 1229,

()
(43)
1.2

1.0

(43) (19)

; 08 €2

= 06

(36)
(4D (3g) (22) (19) 12)

a7 D ORERRIEEERO PRAE
(55 17953 (e, 5300 53 50)

AR

BIVE R R ISEE 1338.6% (17/44M) TH > 7= FEIE
FMER]1.4% (5/441) TH > 7=o F7-. BFRGEHERE
W (BWER) &, DEBRQTEE4.5%(2/44%1), 75=>
T3IJ) NIRRT 25 —YHEMN2.3%(1/446). 7 A5
FUBTI) NI URAT T —YHEM2.3%(1/440]) .
C-RIGHEBREM2.3% (1/4405]) . AEHEM2.3%(1/44
B TH o7z

18. FEhFIE

18.1 {EFARF

LRF Ty Lid, EEZERRTFERELZA X F ¥ 1)L
EIFREE LaLANY MK D T F TR/l AHE2A
(SV2A) & DfEE303D  NEICa2+F v 2 ILFHED, gk
CaZ D ENHE3Y . GABAKRUZ ) ¥ AE#EERICHS
A7 UATY v ZHEOMG . w R o #H 72 [F
{LDIME3 72 EAFEZRENTWVWAB, SV2AICKT B EEH
MEEEETADPABYET NICB 2 FEMEIER L O
RIS IZAERD RO 5NB T END. LRF T L ESV2A
OFEED. FEMEERICES L T0EbDEEZ 5N 539,

18.2 TANAFRIEICHT B1ER

HHME A7) =V TEFILTCHABABEITIVNAET
LVROBARYFLYT IV = LFEHKITFTONAET LR
ETIE. TONAWHEERZRS 22272300, ARER
FEF Y RY TR, RUFLYTF T —)LF
KUY Z2 23D, ¥ahleryXEhA = vBzi50
Ty k3D ANT AT VEBEERMTAPAT Y

e (GAERS)™). MIRHERE(E= " 239 & EDBATEHF, LA
e LD OREMEAEE |77 & 4 & D35 P T LT A ABIIIE 7 LIS 500 T« SEMERIITE
s e ok | o ERLE,
- 18.3 T AP ARIHER
TR0 0B 06 86 e RIRBEARINE > K0 > 759 EBLT, 5 Ky >
vy LB 117 | 0.89 0.16 | 76.98 (p<0’0001) TR M L7240,
, : 18.4 PIAERIZITT 5 T OHOIER
Eigli{%nalym Set 7k OMorTis /KRB RIS 35\ CRRAMAEI B BT

S, -4 —uy FREBTIHESKEICEEELRTS
B0, o MRMEBIREEZ v MCB WL THEH
fatRFEER 2R L 724,

19. BT (CRET IE(EZHAR

CREHKUEZREF. BEHHICET 2 EH -0 OMRERRFE
{EE 2 L2 &9 208t

BIEFFEBEE1323.8% (30/1266) T > 7. ELEIE

FAIRMERR2.4% (3/126f01) Th > oo Fiow FERRRE

ERF (BIER) & RPEABIE7.1%(9/12661) . /)

MBI 4.0% (5/12641) « TFHREREED3.2% (4/126/1) ﬂiia’-—“]t % I (Levetiracetam (JAN) )
THoTz0 b2
17.1.10 EAE MABEER VR ;3 :
BEG O 30°C A7 AT IR RASE & L7 a2 Oropymolidine-Tylbuyramide
BMERRRIER AT 548 E16BRBEO/NRETADA o
BEIMFENRE LT, LAF T+ ¥ L401260mg/
kg/H (1A E50kg bl E 1320002 23000mg/ H ) % 2458 s NH,
BOEES (FEORTANARLOMA) Lz %, FH Ky o
SHTIEE T b 2 BELE D S OB 7= » ORE BRI (_/\/
[ A RO fH (95%FHEX ) 1&. 56.52% (—
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WIS A, FIELEERhRIZIT & A EZ T WD 5,

(ng/mL) (ngimL)
- i1 700 —— 3057 [E S iE SRR S
EE 700 3 600 12 mg (n=19)
7R 600 ~2 500
H > 40 —e- $E O 5 12 mg (n=20)
‘::?' 500 )/\“300
5, * 5
Zooi  puf
¢ 300 -3
* 200
-
= 100
L A S — —
0 72 144 216 288 360 432 3504
LES] (h)
‘mL ng'ml) .
(ag/ml) i 0 —— 603y S ERRRRFIE S
[ 500 Eg 12 mg (n=19)
i e - #2015 12 mg (n=19)
#1400 7 300
~ ; 200
= E
:'i' 300 ;; 100
2% 200 E g
3
L 100
=
JE D os T T T T T T T
0 72 144 216 288 360 432 504
BFR ()]
/ (ngmL) .
egul) = —— 9043 ] & R IRFTIR S
[ 500 ) 12 mg (n=6)
% -Viii 3% 5 12 mg (n=8)
FE 400 T8J
Ly
300 % o |\f 0 T
v
2% 200
2
JL 100
A S T S
E 0 W T T T T T T Ll
0 72 144 216 288 360 432 504
A& ()
(Mean+S.D.)

SLTEERIR A5 SO RE T L7z & & oSE i e

£ AUEEIRAER G OIS L7z & S OFEWERE T A -5

OUST ( B Cmax tmax® AUC oo | tie
BB BSRR | mD) | () (g homl)| (h)
e | R 477 053 25100 | 133
ﬁ%@;} iz || +158 053, 075 9550 | 5607
||| 2% 100 26600 | 129

+999 |053, 400| +11000 | +524v

e | LR 368 103 22600 | 116
ﬁ%%;; iz | 2| +576 |075. 103| =7550 | +4669
" g0 B 125 24300 | 124
+703 050, 300 9380 |+4639

oosriy |FAMERIR | 354 153 22900 | 9738
s | P +717 |125. 153| 10000 | +686
v |gops|s| 390 0.88 26000 | 111
+847 050, 202| +14600 | +652
(Mean+SD.)

a) FECHILiE, TECR/AME. fRME
b) n=15. ¢) n=18. d) n=17. e) n=5. f) n=6

o S B E AATPIEO L (%)

IS8T A =5 | pIHEENE | 90%fE X

3055 ] R IR 4 - Crmax 161.25 | 136.54-19042
/RS- AUC @0 91.79 85.80-98.20

6055 [ SR FHIR N9 5- Crnax 13515 | 122.82-148.72
/RECHRS- AUC oo 102.93 97.33-108.84

9073 [ LT IR A9 5 Crnax 106.43 88.12-128.55
/RS AUC oo 101.10 86.10-118.72

16.1.2 B#ORE b 5 X HFNDOE) V) £ 2 HER

12 D E 0B 51E (CRM e b8 %2 &) JEshmE

AT HARNTADPABE2B ZHRIZED RT3

A NV8~12mg/ H % #1357 5 3047 [ o L # RN S (4H

M. THLIED 1280 2 72 & DCraxk TR L7219,
FRII B 55 & MR E RN G~ ) B 2 72 & & DOCrnax

#£ &
e Crmax (ng/lpL) )
(mg) B | #E 5 3043 [ s FHIR N 5
Day -1 Day 1 Day 2 Day 3 Day 4
8 11 |574+375|609+ 303|614+ 315|557 + 301 | 554 + 300
10 50 | 528 +228 591 172|520 = 184 | 547 £ 169 | 541 + 209
12 5 |678+293|837+282|760=261|815+276|841+312
(Mean=SD.)

a) n=4 (Day 2~Day 4)

1) AH % PG L7 HRE OEIIZ18~62 Th - 720

16.3 9%

16.3.1 HA AN Z ST @EERAIZ T ¥ 784 L 12me % 30455 T i
FEIRNIE G- L7z & & mFQERMEO S s o4 (15
%) 13952LCdHh - 72,

16.3.2 ¥R A A= (in vitro. & b IIEE,
mL) 1395~96%TCd - 722,

16.3.3 7 v MIZRT /8% )V (MCEGRAR) 1mg/kg % HiIARE
U728 &0 MR 112 & A O TS 1
MBI EEAR L, 5 ARKZE TIZIZ L AL ORMRTE
B NRAG & o 72h% KEIR TS 3 % ICB W T
Gl 14 & AR E o Rgtie s it S v/,

16.4 X34
RGUNRINVOERBEKIIEC) VB, RyEVE, Ry
Z MU NBRIZBIFABLS & FIUCHCHAENSTH b0 ik
LSS S92 E7%F b 7 0 — AP4505 FHE1ZCYP3ATH
Do XTIV TEIREEE L THEET Y 5,
[10. ]

16.5 HEstt

16.5.1 HARN & &L EFR AT 784 )L 12mg % 3045 [ T A
HEIRAEG- L7z &, &5 2075 A0FHEHE (154) 1%
0.605L/hCT&H > 72V,

16.5.2 fEHER NS 1484 (24~495%) 121C-<T /84 )V #4mg
FHEREOKRG Lo &, 54768 M ¥ <o 5 Mgt
D28% MR 25, 69% A FH A 5\ S 725 (FEEIAN T —
)

#£20~2000ng/



He 5

16.6 HENEREHTHBRE

16.6.1 B¥fEEEEE @ORFCH (T 2HBRMRE
75 b R ERHETRT V83 v 12mg/ A TOHEE RS
ENTCHARNZ HELEE GO re 0 LmE s IE) =4
Gb L REREBEY BT ICB W T, XT Y ISR LD AM
o) T IR VTFy )T T A (HEPH 386~
160mL/min) OF B4 CEIIRO 5Nk Do 720,

16.6.2 Fr#aefE=EE BORAFCH (T 2 HBRARE)
B¢ (Child-Pugh A#) & OWEZEE (Child-Pugh BH#E) DKk
AN D RFERERE B H 2 N2 N6HIIC )T Y8t Vv ImgZ EET
HEAGRO% G Lz & &, 2NN oWEE 8o d 5
BERN & L CIERE AT T R IV DAUC (oinp 1ZFNZF
N81% K U228%34 N, AT D7 )T T ¥ Z1345% % 1870%
T L7zo trold R R N EEF o fFfE R EEE cE T
306 [ & UN2955 [ A & 7 2 RN Tl Z 211258
BRI CTh 1) . FFHERERE RS CIEES WO Nz, &
B (Child-Pugh CH#) OJFHEfEmERE 2 MR E L 2R AER
FEBL TRV FHEATF—%), [22. 72, 931, 932
]

F R O RER =B OB BIRE/ ST X — &

/‘ﬂ:L\ﬂ
e T A e
T L I A I SV B
Crax AUC (0in @ 2 <hr>
(ng/mL) | (ng * hr/mL) CL/F
(mL/min)
_— 544+228 | 388+249
T + +
TERERLA 6 | 20.1%537 499 339 125+56.2
[E i . L
HEMEEE 6 | 15.3+864 1118; 25'8 2201g8117 306+ 275
o .
+ +
HEFER Y| 6 | 21.0£592 52'%12 56'7 487392338 139+145
S T
BeiehiE| 6 | 1630340 | MIT206 1212180 |00, g
e ST 139 120
(Mean+S.D.)

a) FEAGRMPFIHEE RS

b) BREEATHEAERE B TR ST 5 A o e S AR A
c) HEEEENTHERERE £ R SR T 5 A e S AR
16.6.3 SHE (BORFCH T 2 HEBRHRE)

(1) fEFEEIESY (656~T761%) 12T /8 V2mgx i T
i@ﬁéu?&%‘tf: 2: 3\ N7 ://\0;{" )I/ODCmaxx AUC (0-inf)
T Ot 2D FI3ME I ZF N NT73.6ng/mL. 3570ng - hr/mL
K108 CTH - 728 JAEIAT — %) [981 Zi]

(2) TR TRT V8%V 12mg/HEF TOHEL I
BENTHARANE ELI2~T4% 0 BE Gl F81E AL ME
MIC3ETE) xS & L7z FHE SR BREMAT I BV Ty )
T YRR DBERPITD ) T T v AN OATE R
OSSN ro729,

16.7 EMHEEER
16.7.1 ITALAZE BORFICET 2 HBEE)

(1) M A4 IC BT, NN EE »300mgk 1 H2M K
RO GIRC T V83V 2mg % MR e 5- L 72 & &
HORe o & i L TRT V28RV D Crmaxs AUC (0inn K
WLt ZNEN26%ET . 67% 1A T N56% 74 L. A
PO Z )T T A1FE203%8IN L 729 (WHEAT— %),
[71. 84. 102 &MH&]

REEFEEMIIREMBATIC BV T, T YRV ERIRFED
MBI RZTHOP T A ATEDFES | T Ofho
PLCADAEDMBERIREIZRITT T V8 R )L D FSHEI0
[ZOWTHGET L 72,

WRIITHROEBY TH S,

FE PITADAEE OMEEHO—EFY

(2

~

RZ VI D MCAPARED

FLCADAHE MEP R TS | MR I T

PLCADNAIEDORZEE | T NI D522
HIVINT XY~ 66%fX T <10%fEF
7 TN L B L <10%fE
VA D VAN WEL L WL L
FEN)F W L <10%f%F
LNFFt8 L BT L BB L
T )NV EY —) 18%X T WL L
A= N 49%1K BT L

R UIRFIVD HLCADPAHED
MTA» AWK MRS BT | MR I 3T
CANPAEDTEE | R VISV OFEE
FPES<—} 18%fX B L
IV TR R <109%f%F
V=3I K W L WL L

a) BHEREEYEIREE 7L 5 5 O TFlE

16.7.2 7 baF V=)L (BORAICH T 2 HEBREIE)

TR 264412 BT, 7 b3V —v400mg/ H % KR
PEGHEZRT VAV Imgw HIRREOHS- L 7z & &, Bl 5
B L L TRT YRV DAUC (inn 1X20%IEI L. t1202
15%HER L 720 CrmaxlZ EBIXFRD SN H o 7210 (WHEIA 7 —
5)o [102 Z:HE]

16.7.3 34V 5L (RBOKHFICEH T 5 HBEE)

TR 354412 BT, T v 8k V6mg/ H % AR S
FFI2 X 4T Admgh HIARECOR G- L7z & &, Hp 5 & I
LTIV T LDCaaxld15%IET Ly AUC (0in 1313%784
L7212 (BEAT =% ),

16.7.4 FOBEE (TFZNIAMSIIF—IL30ughL K/
WWFEZ M LIL150 ugsRl) (BOREICH T 5 EERRE)
RN 28412 B\ T, T 8k V8mg/H % AERET
BEGHE RO & W n P 5. L7z & &, Ul 50 & i L
TIFZNVIZANTTVF—=WVEOPLR I VAR LIV Crax X
UAUC i) (ZFBUIRED SN o720 2T 734 )V ]12mg/H
% AR G R IR & M3 G- L 72 & & Bl S
L L TLAR I VT AN LIVDCrax L NAUC (02100 D3F
NZENA3%IKT R P41%WA L7z TF =NV AT VF— )b
D Crnax DT MREIZ20% K05 TH D . AUC o2mn 1B Z 2T %
o 7o MEERACE244 12 BTy LIRS % AR 516
12T 28 )emgx ARG L7z & &, Bl G & b
L TRT VI8N D Cmax X NAUC (0720 IZFZIZFED SN
o2 (EAT— %), [102 2]

16.7.5 7JLa—J)L (RBOKHFICH T 5B
B354 IZB VT, T 3% bd~12mg/ H % B EFE ]
PHGHRC, TV a— VxR BERECRS- Lz &, 7V a— )V
P G & LI L R AERI R RE O ATRRD S 7z, K
AN2Z12 BT, T /383 )V12mg/ H % KA 5K ICT
Va— )b BRI G- L7z &, 7va— )VEMEE 5 L I
T L COREEE AR IR T Ly &0 RELKL O D I3 L
720 (BHEANF— %), [102 ZH-]

16.7.6 CYPOFEE R UHE
EMFIZEY—=212BWT, RT 780130 u mol/LOi
FECCYP2C8 [ NUGTIAZH W IHEE M # /R L7z & ML
BRI R IZ BT, CYP2B6IZH LT v 7842 L1330 u
mol/LDEE T, CYP3AIZH L T3~30 1 mol/LOiEJEFi T
GYWITRERE AR L72Y (i vitro) o

17. BRERAAE

171 EIHROCREMICET 555k

ERHME (CRMLBIEREEZETD). BERKEME

17.1.1 ERE LHERER (BORAD S EHFNOY Y E 2 HER)
12D EoER 51 (RS RAL S %2 &) JUEsRmE
BIEEAETHHERNTAPABE2G % RIZED | T 28
P V8~12mg/ H % #1#% 52 & 3045 [ o i iR 5 (4H
M. THLED) 1280z 72 & &8 %5 - H_TIH &
720 OFAERIEUE N o 720 RRIDHRG S N4V R
MRS SHEBI21B012 BT BFEHIZ61.9% (13/2161) 12580 &
Nrzo EREIWERI. FEIED F0h3286% (6/2161) . HIRAT
14.3% (3/21%1) Td -7219, [83 BIR]
1) ARHNZ PG L -8R E OERIZ1I8~62% THh - 720
H2) ARHOBGHEEIX33mL/ 5 (T VSRV E L TIRAT

04mg/45) TH -7,

18. ZEphEEIE

18.1 fEFRA#RE
NG UNPIIE, VF T ARBEICEE L THIET H5AMPA
(@ -amino-3-hydroxy-5-methyl-4-isoxazolepropionic acid) 2"
W I VRZARIGERN 2 IER AR &L L TIICTADR A
VEH #5554 B LB SN WAL,

18.2 iEE(EA

18.2.1 ~ 7 A2 B % T ef A s MR & ) L 72190,

18.2.2 ¥ 7 A I BT A I KT B 2 ] L 7219,

18.2.3 ¥V AIZBITHRYF L VT b TV — VB ISR % P
L7220,



18.2.4 A I 7 A7 — Witz X#h5{EZ v b (GAERS) Tli.
FARIHIER 2 7R S e o 722,

1825 X K v 7= 2IZBVWT, F¥ Y v 7EED
JRAE J OV A FE E OB IE AR H 722,

18.2.6 Rtk > KU v 7 F v MIBWT., BRIEFEMED L5
T2 BEHRR e IR ] 00 SR i OV A% FE B ORISR & 722

19. B2 ICREY 2L ERIENR

— W% R Y AOVAKATY)  (Perampanel Hydrate)

1524 @ 2-(6'-Oxo-1-phenyl-1'6-dihydro[2,3-bipyridin]-5-yl)
benzonitrile 3/4hydrate

373 0 CesHisN3O -+ 3/4H20

T 362.90

PR AT RNV E~FE OB K TH Do Al
BN-AF V22T ) FUZETRT L, 7P MYV
IZRREITIZL, 27 7 =)L (995) 1ZETFICL L.
HKIZITE A EEIT v,

Ao 180T
SR log P=286 (1-4 2 %/ —V/7K%)

20. RV EDEE
SR RIOEEE D RAF T2 2 Lo

21. &SBEM
3G A 7 HEETH A2 KD B, #EYIEET A2 L,

22. A%
2mgX6/34 7V

23. TEXH
1) FEPVER  SERNCR T 2 EHFIONA T RA T T 145
B (20244E1 A 18HKER. CTD 27.6.1) FYC-0650
2) FNER  RT UISKR NV Din vitrok ISR RS R
(201643 H 28 H %438, CTD 26.4.4.3) FYC-0006
3) ARG T Ty MIRT VSRV E BRI L7k X O
3AG (201643028 H 4K FE, CTD 2.64.4.1) FYC-0007
4) FENER D T UKV Din vitrofSH (20164:3H 28 H K
Z8. CTD 26452) FYC-0008
5) fEPER - v AT v AER (201643 H 28 H &GS, CTD
2.7.6.40) FYC-0002
6) FLNERL - 7T L AR IR T H AR N & &0 58 LR
ERAIFEZH T TADPARE G L L RHE S E)
REMRMT (20164F3H 28 H&ER, CTD 27.22264)  FYC-0010
7) FEPER © RFEEGERE ST S BT A s EhRE R R (20164E3
H28H&#., CTD 2.76.15) FYC-0011
8) ALK - v E BT S HAE G- (201643 H 28 H &
28, CTD 276.14) FYC-0009
9) HPIERL MM E R R (v~ E YY) (20164E3H
28H&zE, CTD 2.76.17) FYC-0012
10) ¥AER 7T L RNRABR TEHO TR BT 5 TADAL
HantRE L RN B AR AT (201643 A 28 H KGR
CTD 27.222623) FYC-0013
11) fhpssl - SEMMEEM SR (7 b3V —)v) (20164E3A
28H &8, CTD 2.7.6.16) FYC-0014
12) #LpEk - SRR (359 4) (20164:3H28H
7 ZR. CTD 276.18) FYC-0015
13) *EPER - SRR E MR GRIGETEE) (20164E3H 28H
7. CTD 2.76.20) FYC-0016
14) ALpEk - SEHE R (7 va—)V) (20164:3H28H
7ZR. CTD 2.76.26) FYC-0017
15) #HNEE © T SR IV Din vitrod HEAEH (201643 28 H
7ZR. CTD 2645.3) FYC-0018
16) *NER - TADABRE TS & LRI 2 & FEHHIA~
DY B2 ETHRE (20244E1H18H KR, CTD 2.7.6.2)
FYC-0651

17) #NEHE 1 AMPASZ RO A MREHLER (20164E3 H 28
H&#., CTD 26221) FYC-0027
18) ALAE R © SS9 A /B (20164E3 H 28 H K72
CTD 262242) FYC-0021
19) #LAERE - KBRS 20 2/ (201643 A 28 H AGE.
CTD 26.2243) FYC-0022
20) HENEE : Ry FL YT N TV = VRS I B
(20164E3 H 28 A #&5E, CTD 26.224.4) FYC-0023
21) #EPIER - GAERSICBUF A1EH (20164:3H28 H #&FE. CTD
26.2247) FYC-0024
22) ALPVEH AR v R v 2z AEH (20164E3H 28 H
JkEL, CTD 26.2245) FYC-0025
23) HPIER MR v By v ISk AR (20164E3H 28
H7&ZE. CTD 26.2246) FYC-0026

24, XWFKRERCHEOEDES
T—HA Rt hhedky bF 4~
T 112-8088 HLHUHS L AIX /NG )114-6-10
7)) =84 Y 0120-419-497

2. WEHEEES

26.1 BUEHRT
I—HA%RARM
SERECRENE4-6-10

—-6— CODE DI-T-FYC202



%k sk 20244F 2 AUET (55 4 1)

% 20234E 1 HekET (45 3 hi)
BEE - ST
BRNER - 448

HlFLNAE
Bl Tz /NNIWEF—ILF MU D LREFZIEEE

H ARG i 0
871139

GRS | 22000AMX 02374000
WoE A 20084124

pEeEE® _)=NJV) =)V 58EH 250mg

MFFEERER T
EDER—EHED Y
E2)ER—EMFOM G RIZ X VT A L

NOBELBAR® 250mg for Injection

2. Z2(RODEEICEFERSULEWVWT L)

2.1 RF OB IF NV ey — VRGN L ik
JEDEEED H % B#H

2.2 ZVERRMERL T 4 ) VHEOBHIEL T4 Y YAk
DSEGM U SERPEALT 5 BENDD 5]

FRaB KV IF VN, 55T T 4 (WS S &
FTHWE), YT UI Y, TUVNREN, TS
LEN, FAHAZLOl, TIVTATIV - VAT 7V
M)V, FIFEN TV RY Y~ FFE)
YVEEY v, AT aFy =y AR 37
JYVAMY - IVTOBAM=, Z VT HMLILE
V) RFEL, YLEEY Y - F KN T35
TJzFIFR-ZAMYIFIEY, ¥ZFTS5E -
IAN)IFEY - T I)FREN TTFTT72F3IF, ¥
VFEN - a¥CIYAY Yy M- ZAIN)TVIEY - T
JEREN TF77xFIF, INVETFTTITEN -
VAZ R ZAMNYTIEY - FI)EREN TS
TJxF IR, VERATE - XJUXF A )V, N
FZIEN - YNEEY v, ARTFTITITENERE
hoEE 101 2]

3. #8Rk - IR
3.1 #Hrk
BRI T x ) NVE Y —VF M A274mg
ISA T (72250 % — )L LT250mg)
Rl L
3.2 HEIDMIR
PEIR HA OB I - HORE RS
pH 9.2~10.2(1.0g% /K10mLIZ i)

#125~2.6(1.0g% 7K 10mL A2 A RF)
(A BELTIEHIS N5 % 1)

4. e IF TR
OFFERIFLNA
OTADOAEREIREE

5. EEXIIHRICRHET 3=
AN, EHSBELS, ERBEHMNIET A2 05,
TANPAERREOBE TIE. ARIEOSEH %25 —RIRE L,
AFNIEH RIS 2 Z 2T Lv, [181 BE]

6. HiENURE
GRERIFULNAY
WEHEG 72 2N VE Y — )L & LT, 20mg/ kg% Bk
MG T D, TOhAPRITI Y bE—VTEL
WA, BEOREIZE L. Mk =%
B2 WP CH R Z FE L. FRIRPCEN
%595
MEFF G 72 7 N VE Y — )k LT, 25~5mg/kg#®1
H1EEIRNT 53 %0

REE L

(THAHAETRIREE)
TNV EY— ek LT, 15~20mg/kg% 1 H1[H#IR
NG %

7. BERUHAEICEET 5FE

(RheEE)

7.0 BERkEEE, MEKT. FREHID Sbhd 2L 03dh 5
DT, HEREZ@EYIAT D 72012, ARHK oAb B
EERAIT)TENET L, [97. 1116, 131 2]

GRERIFLNA)Y

72 HERTIE, 5~105» 0 TREICES T L, 1272
L. BEORBIIGL., XVBBICHEGTHILIEE
FTHZ L, o BIMELG R BICIE. BEoRESY
BEEL, PG 2S5 ot 7z T £ty
5Tk, [1711 ]

(ThADOAEEIRE)

7.3 MRECHATIE, 105D e TRIEICERS T2 L,
72720, 100mg/ 7O GHEXBR 22 &,

8. EENERNIEE

8.1 HE5 2T AHEICI1E, HAICIRET 7% L HEEIAT
)Tl AHPIIBIFAHEG RO RV LIS
OPIFIZEY, TAPABMIREND S DNDLZ LD
%o [911. 98 ZH]

8.2 A ML E MM - Bhme, MMA%4TH 2 &AM
FLwve [92, 93, 11.14, 11.15 ]

8.3 AKHI¥% G-t o M F 213 BB 0 liis 7 & b A& ) B
OBRAEICRHFSERVEIEET L2 &, IRA, EE
)y )y - REREEREI SO TARI L 2 0B 5,

9. HEDHERZRIIBREICHIIER
9.1 GHHE - BIMEEEDH D BE
9.1.1 E55&
MR 2R 3 2 Ehh 5. [81, 11.1.6 ZHH]
9.1.2 [FIREEDETLTVSEE
IR 2R3 2 &E2H 5. (1116 2]
9.1.3 FEERSHESEEREN (31T U e EIRIE LIEEDBE
FHNDVEM DR HODNDZ LD H 5o
9.1.4 DEEDHDEE
M TR OB 2R IS BZNDND %,
9.1.5 7 I—-ILHhEDHDEE
HOA PRI E F 238 R S B o
9.1.6 EMEKFDIRRIRIFELEEDS 2 2E
FEAMEAT R S AT 2R 2 & Hd B0 [111.3 B
9.1.7 ERGHEEDERE
AR BT D 5o [111.3 ]
9.1.8 RAIRIKEER MEDEBE
FIRBAERE DR 2 S 72T BEZND D %o
9.2 BHEEEEERE

HERDEAL, T2MPRELADBENDH 5. HHKE

FEERE T AR E LA R R 2 REE L2

R FENE L T, [82 B]



9.3 FieERREEERE

FERDEAL, ToMPRE EADBENDD 5. KRR
BB 2R E LA etz i e Lz
RRBUEFEIE L T e, [82, 1115 Z|]

9.5 iR

9.5.1 I IR L TV B W REE D & 5 KEIZid, h L
DA (BEDOTADPAFIERIEZ &, T8 2 1K
FIRE D 5455 %) Hifabatt e Ll 2 M S h a6
DHILG S H T o HARPISAH 2 Bl SL

HBEN-BEoOmIZ, [TVEZ,

[RE-£ NN NIV

IR AEIESE 2 AT 2 R E ME LB LV DR
HARERE D D % o
9.5.2 IR DI G & 0 FrA I Mg, IR A
PRSI END D
9.5.3 HLHIIEE L7z, e Sl AR SIS BEBUEIR (Z2 50,
i, DCHTTHE, BERF) DD O DNDE T LD D .
9.5.4 IR DG IZ L ). BERIEKT2AEL 5 L OHEDV D

;&)6>O
9.6 H3E

BAZ#MIISELI L, & MEARARITL. HAENR,
FUBICMEIR, Wil T2 3 ehn s,

9.7 INR

RIS AEAE R L O AE R TR REE= ) V7
ZEET A ENET Lo FHOFZAHRIZAERLO
H~20HIZ5EH S % L OWEDDH 5%, [7.1 ZH]

9.8 S

DR OG- ERGT AR SHEEICRG T L. BB,
P2 PR A0, R4 SR T 5 % SEEICAT
9T ko WU, EAE, H9 o, SiEErH sbhR

v, [81. 1113,

* % 10. HHE{EA
S BERCYPIALOFEH 2 AT 510,
*10.1 HAZRWHALEWLWI L)

% 3k

% sk

1116 /]

A

MR RAEIR -+ HE 5 12

Wy - fabA ¥

AYary—y

(74 7xVF)
75574V

(it v MR 7 a8 & 3
A T RYVA)
RYT YV
(F7A3Iv )
TIIVNA Y )
(V)
7Tl
(7r59F)
FATLal

(7o) %)
TFTNVFAFI - VAT 7
MG

(7 Ay MELASE)
FIVFVE I - 2T R
VAN
(Fvryavyrz 2l
&)

FvEy v
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