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Bs—Ex

IPF Idiopathic pulmonary fibrosis 36 M AR ME ST

SSc-ILD Systemic sclerosis-interstitial lung disease B MR BUE LA O - MR &

ILD Interstitial lung disease R M i

DPLD Diffuse parenchymal lung disease OVE AR

PF-ILD Progressive fibrosing ILD HEATHERRAE L & O FHYVELPE it FR

uIp Usual interstitial pneumonia 0 P PRV R A

QOL Quality of life BEOATEDOE
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CLERS —BHESTH
% #FF (Child Pugh A)
150 mg : DR ED & 5
=T H =T BEOHEME 1 [
LT 150 mg % 100mg % 1 H 2 [a], )
CLERS 12 FEEMR TR %I
HARET 5,
BIERZBIREZIE, 1
1] 100 mg > 1 A 2 [A]
Be G~ —HEH) 728
B 5T e
R, IG5k
sz &,
AF T O IR LART
12, FPHERERRE K UM
IRRE % FhE 95 =
L,
- 201943 A | - Ofev IZ&&H M | AKITOIEHBHLART
7 H/20194E FREEICFES M | 1, BEEEICITHEE
9H 6H BRI AR | RAEEZERL, R
T HRE DO | RER LM TR IR
HEEDIR TG | BEEERT 52 &
ZARE - R L | (BEEFTOR)
T 5%+ —El
EHRITHD
- 201949 H | - Ofev IFH#EITH: | -
9 A/20204F A L A 5 [
3A9H EYENEE B OTR
WA ThRE - R
LI —+%
FHEAITH D
2. NEIZEITHRAXE
2.1 tE¥hiT—42— bk (CCDS: Company Core Data Sheet)

¥ —4% v — b (CCDS) Z¥fI+4 2% [CTD1.6-02] .

2.2 BRI DR X E
BRI DFAT S B OFR

1|

I

RO 2 UsfH3 % [CTD1.6-03] .




Nippon Boehringer Ingelheim Co., Ltd. Page S
1.6 SHEIZR T DERRILEFICET 28R SVFH T E U ANR R

Proprietary confidential information © 2020 Boehringer Ingelheim International GmbH or one or more of its affiliated companies

2.3 KEDHRMXE
KIE DU SCE K OFRER O 2 4195 [CTD1.6-04] .



COMPANY CORE DATA SHEET

I I

I I

I .o

Drug substance nintedanib esilate

B B

I
I N



3-51

BOEHRINGER INGELHEIM GROUP OF COMPANIES Page 2 of 51

- I

ccos No. [ - K



teradair
Text Box
非開示情報のため、3-51頁削除


goooboogoobgzosednon

ANNEXI

SUMMARY OF PRODUCT CHARACTERISTICS


非開示情報のため、2～56頁削除


HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use OFEV
safely and effectively. See full prescribing information for OFEV.

OFEV® (nintedanib) capsules, for oral use
Initial U.S. Approval: 2014

RECENT MAJOR CHANGES

Indications and Usage (1) 3/2020
Dosage and Administration,
Testing Prior to OFEV Administration (2.1) 9/2019
Warnings and Precautions (5) 3/2020
INDICATIONS AND USAGE

OFEV is a kinase inhibitor indicated for:

e Treatment of idiopathic pulmonary fibrosis (IPF). (1.1)

o Treatment of chronic fibrosing interstitial lung diseases (ILDs) with a
progressive phenotype (1.2)

o Slowing the rate of decline in pulmonary function in patients with systemic
sclerosis-associated interstitial lung disease (SSc-ILD). (1.3)

e Recommended dosage: 150 mg twice daily approximately 12 hours apart
taken with food. (2.2)

e Recommended dosage in patients with mild hepatic impairment (Child
Pugh A): 100 mg twice daily approximately 12 hours apart taken with food.
(2.2,8.6)

e Consider temporary dose reduction to 100 mg, treatment interruption, or
discontinuation for management of adverse reactions. (2.3, 5.2, 5.3, 6)

e Prior to treatment initiation, conduct liver function tests in all patients and a
pregnancy test in females of reproductive potential. (2.1, 5.2, 5.4)

e DOSAGE FORMS AND STRENG THS---nmmmmemmmeemmmmeee
Capsules: 150 mg and 100 mg (3)

CONTRAINDICATIONS
None (4)

e WARNINGS AND PRECAUTIONS—-meemmmeemmeeeeee

e Hepatic impairment: OFEV is not recommended for use in patients with
moderate or severe hepatic impairment. In patients with mild hepatic
impairment (Child Pugh A), the recommended dosage is 100 mg twice
daily approximately 12 hours apart taken with food. Consider treatment
interruption, or discontinuation for management of adverse reactions in
these patients. (2.2, 2.3, 5.1, 8.6, 12.3)

e Elevated liver enzymes and drug-induced liver injury: ALT, AST, and
bilirubin elevations have occurred with OFEV, including cases of drug-
induced liver injury. In the postmarketing period, non-serious and serious
cases of drug-induced liver injury, including severe liver injury with fatal
outcome, have been reported. The majority of hepatic events occur within
the first three months of treatment. Liver enzyme and bilirubin increases
were reversible with dose modification or interruption in the majority of

cases. Monitor ALT, AST, and bilirubin prior to initiation of treatment, at
regular intervals during the first three months of treatment, and periodically
thereafter or as clinically indicated. Temporary dosage reductions or
discontinuations may be required. (2.1, 2.3, 5.2)

o QGastrointestinal disorders: Diarrhea, nausea, and vomiting have occurred
with OFEV. Treat patients at first signs with adequate hydration and
antidiarrheal medicine (e.g., loperamide) or anti-emetics. Discontinue
OFEV if severe diarrhea, nausea, or vomiting persists despite symptomatic
treatment. (5.3)

e Embryo-Fetal toxicity: Can cause fetal harm. Advise females of
reproductive potential of the potential risk to a fetus and to use highly
effective contraception. As the impact of nintedanib on the effectiveness of
hormonal contraception is unknown, advise women using hormonal
contraceptives to add a barrier method. (5.4, 8.1, 8.3)

o Arterial thromboembolic events have been reported. Use caution when
treating patients at higher cardiovascular risk including known coronary
artery disease. (5.5)

e Bleeding events have been reported. Use OFEV in patients with known
bleeding risk only if anticipated benefit outweighs the potential risk. (5.6)

o Gastrointestinal perforation has been reported. Use OFEV with caution
when treating patients with recent abdominal surgery, previous history of
diverticular disease or receiving concomitant corticosteroids or NSAIDs.
Discontinue OFEV in patients who develop gastrointestinal perforation.
Only use OFEV in patients with known risk of gastrointestinal perforation
if the anticipated benefit outweighs the potential risk. (5.7)

ADVERSE REACTIONS
Most common adverse reactions (>5%) are: diarrhea, nausea, abdominal pain,
vomiting, liver enzyme elevation, decreased appetite, headache, weight
decreased, and hypertension. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Boehringer
Ingelheim Pharmaceuticals, Inc. at (800) 542-6257 or (800) 459-9906 TTY
or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS
o Coadministration of P-gp and CYP3A4 inhibitors may increase nintedanib
exposure. Monitor patients closely for tolerability of OFEV. (7.1)

e Lactation: Breastfeeding is not recommended. (8.2)

e Renal impairment: The safety and efficacy of OFEV have not been studied
in patients with severe renal impairment and end-stage renal disease. (8.7,
12.3)

e Smokers: Decreased exposure has been noted in smokers which may alter
the efficacy profile of OFEV. (8.8)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.

Revised: 3/2020
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
1.1 Idiopathic Pulmonary Fibrosis
OFEV is indicated for the treatment of idiopathic pulmonary fibrosis (IPF).

1.2 Chronic Fibrosing Interstitial Lung Diseases with a Progressive Phenotype
OFEV is indicated for the treatment of chronic fibrosing interstitial lung diseases (ILDs) with a progressive
phenotype [see Clinical Studies (14.2)].

1.3 Systemic Sclerosis-Associated Interstitial Lung Disease
OFEV is indicated to slow the rate of decline in pulmonary function in patients with systemic sclerosis-
associated interstitial lung disease (SSc-ILD).

2 DOSAGE AND ADMINISTRATION

2.1 Testing Prior to OFEV Administration

Conduct liver function tests in all patients and a pregnancy test in females of reproductive potential prior to
initiating treatment with OFEV [see Warnings and Precautions (5.2, 5.4)].

2.2 Recommended Dosage
The recommended dosage of OFEV is 150 mg twice daily administered approximately 12 hours apart.

OFEV capsules should be taken with food [see Clinical Pharmacology (12.3)] and swallowed whole with
liquid. OFEV capsules should not be chewed or crushed because of a bitter taste. The effect of chewing or
crushing of the capsule on the pharmacokinetics of nintedanib is not known.

If a dose of OFEV is missed, the next dose should be taken at the next scheduled time. Advise the patient to not
make up for a missed dose. Do not exceed the recommended maximum daily dosage of 300 mg.

In patients with mild hepatic impairment (Child Pugh A), the recommended dosage of OFEV is 100 mg twice
daily approximately 12 hours apart taken with food.

2.3 Dosage Modification due to Adverse Reactions

In addition to symptomatic treatment, if applicable, the management of adverse reactions of OFEV may require
dose reduction or temporary interruption until the specific adverse reaction resolves to levels that allow
continuation of therapy. OFEV treatment may be resumed at the full dosage (150 mg twice daily), or at the
reduced dosage (100 mg twice daily), which subsequently may be increased to the full dosage. If a patient does
not tolerate 100 mg twice daily, discontinue treatment with OFEV [see Warnings and Precautions (5.2, 5.3, 5.5,
5.7) and Adverse Reactions (6.1)].

Dose modifications or interruptions may be necessary for liver enzyme elevations. Conduct liver function tests
(aspartate aminotransferase (AST), alanine aminotransferase (ALT), and bilirubin) prior to initiation of
treatment with OFEV, at regular intervals during the first three months of treatment, and periodically thereafter
or as clinically indicated. Measure liver tests promptly in patients who report symptoms that may indicate liver
injury, including fatigue, anorexia, right upper abdominal discomfort, dark urine or jaundice. Discontinue
OFEV in patients with AST or ALT greater than 3 times the upper limit of normal (ULN) with signs or
symptoms of liver injury and for AST or ALT elevations greater than 5 times the upper limit of normal. For
AST or ALT greater than 3 times to less than 5 times the ULN without signs of liver damage, interrupt
treatment or reduce OFEV to 100 mg twice daily. Once liver enzymes have returned to baseline values,
treatment with OFEV may be reintroduced at a reduced dosage (100 mg twice daily), which subsequently may
3
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be increased to the full dosage (150 mg twice daily) [see Warnings and Precautions (5.2) and Adverse
Reactions (6.1)].

In patients with mild hepatic impairment (Child Pugh A), consider treatment interruption, or discontinuation for
management of adverse reactions.

3 DOSAGE FORMS AND STRENGTHS
150 mg capsules: brown, opaque, oblong, soft capsules imprinted in black with the Boehringer Ingelheim
company symbol and "150".

100 mg capsules: peach, opaque, oblong, soft capsules imprinted in black with the Boehringer Ingelheim
company symbol and "100".

4 CONTRAINDICATIONS
None

5 WARNINGS AND PRECAUTIONS

5.1 Hepatic Impairment

Treatment with OFEV is not recommended in patients with moderate (Child Pugh B) or severe (Child Pugh C)
hepatic impairment [see Use in Specific Populations (8.6) and Clinical Pharmacology (12.3)]. Patients with
mild hepatic impairment (Child Pugh A) can be treated with a reduced dose of OFEV [see Dosage and
Administration (2.2)].

5.2 Elevated Liver Enzymes and Drug-Induced Liver Injury

Cases of drug-induced liver injury (DILI) have been observed with OFEV treatment. In the clinical trials and
postmarketing period, non-serious and serious cases of DILI were reported. Cases of severe liver injury with
fatal outcome have been reported in the postmarketing period. The majority of hepatic events occur within the
first three months of treatment. In clinical trials, administration of OFEV was associated with elevations of liver
enzymes (ALT, AST, ALKP, GGT) and bilirubin. Liver enzyme and bilirubin increases were reversible with
dose modification or interruption in the majority of cases. In IPF studies (Study 1, Study 2, and Study 3), the
majority (94%) of patients with ALT and/or AST elevations had elevations less than 5 times ULN and the
majority (95%) of patients with bilirubin elevations had elevations less than 2 times ULN. In the chronic
fibrosing ILDs with a progressive phenotype study (Study 5), the majority (95%) of patients with ALT and/or
AST elevations had elevations less than 5 times ULN and the majority (94%) of patients with bilirubin
elevations had elevations less than 2 times ULN. In the SSc-ILD study (Study 4), a maximum ALT and/or AST
greater than or equal to 3 times ULN was observed for 4.9% of patients in the OFEV group and for 0.7% of
patients in the placebo group [see Use in Specific Populations (8.6) and Clinical Pharmacology (12.3)].
Patients with a low body weight (less than 65 kg), Asian, and female patients may have a higher risk of
elevations in liver enzymes. Nintedanib exposure increased with patient age, which may also result in a higher
risk of increased liver enzymes [see Clinical Pharmacology (12.3)].

Conduct liver function tests (ALT, AST, and bilirubin) prior to initiation of treatment with OFEV, at regular
intervals during the first three months of treatment, and periodically thereafter or as clinically indicated.
Measure liver tests promptly in patients who report symptoms that may indicate liver injury, including fatigue,
anorexia, right upper abdominal discomfort, dark urine or jaundice. Dosage modifications or interruption may
be necessary for liver enzyme elevations [see Dosage and Administration (2.1, 2.3)].
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5.3 Gastrointestinal Disorders

Diarrhea

In clinical trials, diarrhea was the most frequent gastrointestinal event reported. In most patients, the event was
of mild to moderate intensity and occurred within the first 3 months of treatment. In IPF studies (Study 1, Study
2, and Study 3), diarrhea was reported in 62% versus 18% of patients treated with OFEV and placebo,
respectively [see Adverse Reactions (6.1)]. Diarrhea led to permanent dose reduction in 11% of patients treated
with OFEV compared to 0 placebo-treated patients. Diarrhea led to discontinuation of OFEV in 5% of the
patients compared to less than 1% of placebo-treated patients. In the chronic fibrosing ILDs with a progressive
phenotype study (Study 5), diarrhea was reported in 67% versus 24% of patients treated with OFEV and
placebo, respectively [see Adverse Reactions (6.1)]. Diarrhea led to permanent dose reduction in 16% of
patients treated with OFEV compared to less than 1% of placebo-treated patients. Diarrhea led to
discontinuation of OFEV in 6% of the patients compared to less than 1% of placebo-treated patients. In the SSc-
ILD study (Study 4), diarrhea was reported in 76% versus 32% of patients treated with OFEV and placebo,
respectively [see Adverse Reactions (6.1)]. Diarrhea led to permanent dose reduction in 22% of patients treated
with OFEV compared to 1% of placebo-treated patients. Diarrhea led to discontinuation of OFEV in 7% of the
patients compared to 0.3% of placebo-treated patients.

Dosage modifications or treatment interruptions may be necessary in patients with adverse reactions of diarrhea.
Treat diarrhea at first signs with adequate hydration and antidiarrheal medication (e.g., loperamide), and
consider dose reduction or treatment interruption if diarrhea continues [see Dosage and Administration (2.3)].
OFEV treatment may be resumed at the full dosage (150 mg twice daily), or at the reduced dosage (100 mg
twice daily), which subsequently may be increased to the full dosage. If severe diarrhea persists despite
symptomatic treatment, discontinue treatment with OFEV.

Nausea and Vomiting

In IPF studies (Study 1, Study 2, and Study 3), nausea was reported in 24% versus 7% and vomiting was
reported in 12% versus 3% of patients treated with OFEV and placebo, respectively. In the chronic fibrosing
ILDs with a progressive phenotype study (Study 5), nausea was reported in 29% versus 9% and vomiting was
reported in 18% versus 5% of patients treated with OFEV and placebo, respectively. In the SSc-ILD study
(Study 4), nausea was reported in 32% versus 14% and vomiting was reported in 25% versus 10% of patients
treated with OFEV and placebo, respectively [see Adverse Reactions (6.1)]. In most patients, these events were
of mild to moderate intensity. In IPF studies (Study 1, Study 2, and Study 3), nausea led to discontinuation of
OFEV in 2% of patients and vomiting led to discontinuation of OFEV in 1% of the patients. In the chronic
fibrosing ILDs with a progressive phenotype study (Study 5), nausea led to discontinuation of OFEV in less
than 1% of patients and vomiting led to discontinuation of OFEV in 1% of the patients. In the SSc-ILD study
(Study 4), nausea led to discontinuation of OFEV in 2% of patients and vomiting led to discontinuation of
OFEV in 1% of the patients.

For nausea or vomiting that persists despite appropriate supportive care including anti-emetic therapy, dose
reduction or treatment interruption may be required [see Dosage and Administration (2.3)]. OFEV treatment
may be resumed at the full dosage (150 mg twice daily), or at the reduced dosage (100 mg twice daily), which
subsequently may be increased to the full dosage. If severe nausea or vomiting does not resolve, discontinue
treatment with OFEV.
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5.4 Embryo-Fetal Toxicity

Based on findings from animal studies and its mechanism of action, OFEV can cause fetal harm when
administered to a pregnant woman. Nintedanib caused embryo-fetal deaths and structural abnormalities in rats
and rabbits when administered during organogenesis at less than (rats) and approximately 5 times (rabbits) the
maximum recommended human dose (MRHD) in adults. Advise pregnant women of the potential risk to a
fetus. Advise females of reproductive potential to avoid becoming pregnant while receiving treatment with
OFEV and to use highly effective contraception during treatment and at least 3 months after the last dose of
OFEV. It is currently unknown whether nintedanib may reduce the effectiveness of hormonal contraceptives,
therefore advise women using hormonal contraceptives to add a barrier method. Verify pregnancy status prior to
treatment with OFEV and during treatment as appropriate [see Use in Specific Populations (8.1, 8.3) and
Clinical Pharmacology (12.1)].

5.5 Arterial Thromboembolic Events

Arterial thromboembolic events have been reported in patients taking OFEV. In IPF studies (Study 1, Study 2,
and Study 3), arterial thromboembolic events were reported in 2.5% of patients treated with OFEV and less than
1% of placebo-treated patients. Myocardial infarction was the most common adverse reaction under arterial
thromboembolic events, occurring in 1.5% of OFEV-treated patients compared to less than 1% of placebo-
treated patients. In the chronic fibrosing ILDs with a progressive phenotype study (Study 5), arterial
thromboembolic events were reported in less than 1% of patients in both treatment arms. Myocardial infarction
was observed in less than 1% of patients in both treatment arms. In the SSc-ILD study (Study 4), arterial
thromboembolic events were reported in 0.7% of patients in both treatment arms. There were 0 cases of
myocardial infarction in OFEV-treated patients compared to 0.7% of placebo-treated patients.

Use caution when treating patients at higher cardiovascular risk including known coronary artery disease.
Consider treatment interruption in patients who develop signs or symptoms of acute myocardial ischemia.

5.6 Risk of Bleeding

Based on the mechanism of action (VEGFR inhibition), OFEV may increase the risk of bleeding. In IPF studies
(Study 1, Study 2, and Study 3), bleeding events were reported in 10% of patients treated with OFEV and in 7%
of patients treated with placebo. In the chronic fibrosing ILDs with a progressive phenotype study (Study 5),
bleeding events were reported in 11% of patients treated with OFEV and in 13% of patients treated with
placebo. In the SSc-ILD study (Study 4), bleeding events were reported in 11% of patients treated with OFEV
and in 8% of patients treated with placebo. In clinical trials, epistaxis was the most frequent bleeding event
reported.

In the postmarketing period non-serious and serious bleeding events, some of which were fatal, have been
observed.

Use OFEV in patients with known risk of bleeding only if the anticipated benefit outweighs the potential risk.

5.7 Gastrointestinal Perforation

Based on the mechanism of action, OFEV may increase the risk of gastrointestinal perforation. In IPF studies
(Study 1, Study 2, and Study 3), gastrointestinal perforation was reported in less than 1% of patients treated
with OFEV, compared to 0 cases in the placebo-treated patients. In the chronic fibrosing ILDs with a
progressive phenotype study (Study 5), gastrointestinal perforation was not reported in any patients in any
treatment arm. In the SSc-ILD study (Study 4), no cases of gastrointestinal perforation were reported in patients
treated with OFEV or in placebo-treated patients.

In the postmarketing period, cases of gastrointestinal perforations have been reported, some of which were fatal.

6
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Use caution when treating patients who have had recent abdominal surgery, previous history of diverticular
disease or receiving concomitant corticosteroids or NSAIDs. Discontinue therapy with OFEV in patients who
develop gastrointestinal perforation. Only use OFEV in patients with known risk of gastrointestinal perforation
if the anticipated benefit outweighs the potential risk.

6 ADVERSE REACTIONS

The following adverse reactions are discussed in greater detail in other sections of the labeling:
Elevated Liver Enzymes and Drug-Induced Liver Injury [see Warnings and Precautions (5.2)]
Gastrointestinal Disorders [see Warnings and Precautions (5.3)]

Embryo-Fetal Toxicity [see Warnings and Precautions (5.4)]

Arterial Thromboembolic Events [see Warnings and Precautions (5.5)]

Risk of Bleeding [see Warnings and Precautions (5.6)]

Gastrointestinal Perforation [see Warnings and Precautions (5.7)]

6.1 Clinical Trials Experience

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

The safety of OFEV was evaluated in over 1000 IPF patients, 332 patients with chronic fibrosing ILDs with a
progressive phenotype, and over 280 patients with SSc-ILD. Over 200 IPF patients were exposed to OFEV for
more than 2 years in clinical trials.

Idiopathic Pulmonary Fibrosis

OFEV was studied in three randomized, double-blind, placebo-controlled, 52-week trials. In the phase 2 (Study
1) and phase 3 (Study 2 and Study 3) trials, 723 patients with IPF received OFEV 150 mg twice daily and 508
patients received placebo. The median duration of exposure was 10 months for patients treated with OFEV and
11 months for patients treated with placebo. Subjects ranged in age from 42 to 89 years (median age of 67
years). Most patients were male (79%) and Caucasian (60%).

The most frequent serious adverse reactions reported in patients treated with OFEV, more than placebo, were
bronchitis (1.2% vs. 0.8%) and myocardial infarction (1.5% vs. 0.4%). The most common adverse events
leading to death in patients treated with OFEV, more than placebo, were pneumonia (0.7% vs. 0.6%), lung
neoplasm malignant (0.3% vs. 0%), and myocardial infarction (0.3% vs. 0.2%). In the predefined category of
major adverse cardiovascular events (MACE) including M1, fatal events were reported in 0.6% of OFEV-
treated patients and 1.8% of placebo-treated patients.

Adverse reactions leading to permanent dose reductions were reported in 16% of OFEV-treated patients and 1%
of placebo-treated patients. The most frequent adverse reaction that led to permanent dose reduction in the
patients treated with OFEV was diarrhea (11%).

Adverse reactions leading to discontinuation were reported in 21% of OFEV-treated patients and 15% of
placebo-treated patients. The most frequent adverse reactions that led to discontinuation in OFEV-treated

patients were diarrhea (5%), nausea (2%), and decreased appetite (2%).

The most common adverse reactions with an incidence of greater than or equal to 5% and more frequent in the
OFEYV than placebo treatment group are listed in Table 1.
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Table1 Adverse Reactions Occurring in >25% of OFEV-treated Patients and More Commonly Than
Placebo in Study 1, Study 2, and Study 3

Adverse Reaction OFEV, 150 mg Placebo
n=723 n=508

Gastrointestinal disorders

Diarrhea 62% 18%

Nausea 24% 7%

Abdominal pain® 15% 6%

Vomiting 12% 3%
Hepatobiliary disorders

Liver enzyme elevation® 14% 3%
Metabolism and nutrition disorders

Decreased appetite 11% 5%
Nervous system disorders

Headache 8% 5%
Investigations

Weight decreased 10% 3%
Vascular disorders

Hypertension® 5% 4%

2 Includes abdominal pain, abdominal pain upper, abdominal pain lower, gastrointestinal pain and abdominal tenderness.

® Includes gamma-glutamyltransferase increased, hepatic enzyme increased, alanine aminotransferase increased, aspartate
aminotransferase increased, hepatic function abnormal, liver function test abnormal, transaminase increased, blood alkaline
phosphatase-increased, alanine aminotransferase abnormal, aspartate aminotransferase abnormal, and gamma-glutamyltransferase
abnormal.

¢ Includes hypertension, blood pressure increased, hypertensive crisis, and hypertensive cardiomyopathy.

In addition, hypothyroidism was reported in patients treated with OFEV, more than placebo (1.1% vs. 0.6%).
Alopecia was also reported in more patients treated with OFEV than placebo (0.8% vs. 0.4%).

Combination with Pirfenidone

Concomitant treatment with nintedanib and pirfenidone was investigated in an exploratory open-label,
randomized (1:1) trial of nintedanib 150 mg twice daily with add-on pirfenidone (titrated to 801 mg three times
a day) compared to nintedanib 150 mg twice daily alone in 105 randomized patients for 12 weeks. The primary
endpoint was the percentage of patients with gastrointestinal adverse events from baseline to Week 12.
Gastrointestinal adverse events were in line with the established safety profile of each component and were
experienced in 37 (70%) patients treated with pirfenidone added to nintedanib versus 27 (53%) patients treated
with nintedanib alone.

Diarrhea, nausea, vomiting, and abdominal pain (includes upper abdominal pain, abdominal discomfort, and
abdominal pain) were the most frequent adverse events reported in 20 (38%) versus 16 (31%), in 22 (42%)
versus 6 (12%), in 15 (28%) versus 6 (12%), and in 15 (28%) versus 7 (14%) patients treated with pirfenidone
added to nintedanib versus nintedanib alone, respectively. More subjects reported AST or ALT elevations
(greater than or equal to 3x the upper limit of normal) when using pirfenidone in combination with nintedanib
(n=3 (6%)) compared to nintedanib alone (n=0) [see Warnings and Precautions (5.2, 5.3)].

Chronic Fibrosing Interstitial Lung Diseases with a Progressive Phenotype

OFEV was studied in a phase 3, double-blind, placebo-controlled trial (Study 5) in which 663 patients with
chronic fibrosing [LDs with a progressive phenotype were randomized to receive OFEV 150 mg twice daily
(n=332) or placebo (n=331) for at least 52 weeks. At 52 weeks, the median duration of exposure was 12 months
for patients in both treatment arms. Subjects ranged in age from 27 to 87 years (median age of 67 years). The
majority of patients were Caucasian (74%) or Asian (25%). Most patients were male (54%).
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The most frequent serious adverse event reported in patients treated with OFEV, more than placebo, was
pneumonia (4% vs. 3%). Adverse events leading to death were reported in 3% of patients treated with OFEV
and in 5% of patients treated with placebo. No pattern was identified in the adverse events leading to death.

Adverse reactions leading to permanent dose reductions were reported in 33% of OFEV-treated patients and 4%
of placebo-treated patients. The most frequent adverse reaction that led to permanent dose reduction in the
patients treated with OFEV was diarrhea (16%).

Adverse reactions leading to discontinuation were reported in 20% of OFEV-treated patients and 10% of
placebo-treated patients. The most frequent adverse reaction that led to discontinuation in OFEV-treated
patients was diarrhea (6%).

The safety profile in patients with chronic fibrosing ILDs with a progressive phenotype treated with OFEV was
consistent with that observed in IPF patients. In addition, the following adverse events were reported in OFEV
more than placebo in chronic progressive fibrosing ILD: nasopharyngitis (13% vs. 12%), upper respiratory tract
infection (7% vs 6%), urinary tract infection (6% vs. 4%), fatigue (10% vs. 6%), and back pain (6% vs. 5%).

Systemic Sclerosis-Associated Interstitial Lung Disease

OFEV was studied in a phase 3, randomized, double-blind, placebo-controlled trial (Study 4) in which 576
patients with SSc-ILD received OFEV 150 mg twice daily (n=288) or placebo (n=288). Patients were to
receive treatment for at least 52 weeks; individual patients were treated for up to 100 weeks. The median
duration of exposure was 15 months for patients treated with OFEV and 16 months for patients treated with
placebo. Subjects ranged in age from 20 to 79 years (median age of 55 years). Most patients were female (75%).
Patients were mostly Caucasian (67%), Asian (25%), or Black (6%). At baseline, 49% of patients were on
stable therapy with mycophenolate.

The most frequent serious adverse events reported in patients treated with OFEV, more than placebo, were
interstitial lung disease (2.4% nintedanib vs. 1.7% placebo) and pneumonia (2.8% nintedanib vs. 0.3% placebo).
Within 52 weeks, 5 patients treated with OFEV (1.7%) and 4 patients treated with placebo (1.4%) died. There
was no pattern among adverse events leading to death in either treatment arm.

Adverse reactions leading to permanent dose reductions were reported in 34% of OFEV-treated patients and 4%
of placebo-treated patients. The most frequent adverse reaction that led to permanent dose reduction in the
patients treated with OFEV was diarrhea (22%).

Adverse reactions leading to discontinuation were reported in 16% of OFEV-treated patients and 9% of
placebo-treated patients. The most frequent adverse reactions that led to discontinuation in OFEV-treated
patients were diarrhea (7%), nausea (2%), vomiting (1%), abdominal pain (1%), and interstitial lung disease
(1%).

The safety profile in patients treated with OFEV with or without mycophenolate at baseline was comparable.

The most common adverse reactions with an incidence of greater than or equal to 5% in OFEV-treated patients
and more commonly than in placebo are listed in Table 2.
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Table2 Adverse Reactions Occurring in >25% of OFEV-treated Patients and More Commonly Than
Placebo in Study 4

Adverse Reaction OFEV, 150 mg Placebo
n=288 n=288
Diarrhea 76% 32%
Nausea 32% 14%
Vomiting 25% 10%
Skin ulcer 18% 17%
Abdominal pain® 18% 11%
Liver enzyme elevation® 13% 3%
Weight decreased 12% 4%
Fatigue 11% 7%
Decreased appetite 9% 4%
Headache 9% 8%
Pyrexia 6% 5%
Back pain 6% 4%
Dizziness 6% 4%
Hypertension® 5% 2%

2 Includes abdominal pain, abdominal pain upper, abdominal pain lower, and esophageal pain.
® Includes alanine aminotransferase increased, gamma-glutamyltransferase increased, aspartate aminotransferase increased, hepatic

enzyme increased, blood alkaline phosphatase increased, transaminase increased, and hepatic function abnormal.
¢ Includes hypertension, blood pressure increased, and hypertensive crisis.

In addition, alopecia was reported in patients treated with OFEV, more than placebo (1.4% vs. 1.0%).

6.2 Postmarketing Experience

The following adverse reactions have been identified during postapproval use of OFEV. Because these
reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably
estimate their frequency or establish a causal relationship to drug exposure. The following adverse reactions
have been identified during postapproval use of OFEV: drug-induced liver injury [see Warnings and
Precautions (5.2)], non-serious and serious bleeding events, some of which were fatal [see Warnings and
Precautions (5.6)], pancreatitis, thrombocytopenia, rash, pruritus.

7 DRUG INTERACTIONS

7.1 P-glycoprotein (P-gp) and CYP3A4 Inhibitors and Inducers

Nintedanib is a substrate of P-gp and, to a minor extent, CYP3A4 [see Clinical Pharmacology (12.3)].
Coadministration with oral doses of a P-gp and CYP3 A4 inhibitor, ketoconazole, increased exposure to
nintedanib by 60%. Concomitant use of P-gp and CYP3A4 inhibitors (e.g., erythromycin) with OFEV may
increase exposure to nintedanib [see Clinical Pharmacology (12.3)]. In such cases, patients should be
monitored closely for tolerability of OFEV. Management of adverse reactions may require interruption, dose
reduction, or discontinuation of therapy with OFEV [see Dosage and Administration (2.3)].

Coadministration with oral doses of a P-gp and CYP3 A4 inducer, rifampicin, decreased exposure to nintedanib
by 50%. Concomitant use of P-gp and CYP3A4 inducers (e.g., carbamazepine, phenytoin, and St. John’s wort)
with OFEV should be avoided as these drugs may decrease exposure to nintedanib [see Clinical Pharmacology

(12.3)].

7.2 Anticoagulants
Nintedanib is a VEGFR inhibitor and may increase the risk of bleeding. Monitor patients on full anticoagulation
therapy closely for bleeding and adjust anticoagulation treatment as necessary [see Warnings and Precautions

(5.6)].
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7.3 Pirfenidone

In a multiple-dose study conducted to assess the pharmacokinetic effects of concomitant treatment with
nintedanib and pirfenidone, the coadministration of nintedanib with pirfenidone did not alter the exposure of
either agent [see Clinical Pharmacology (12.3)]. Therefore, no dose adjustment is necessary during
concomitant administration of nintedanib with pirfenidone.

7.4 Bosentan
Coadministration of nintedanib with bosentan did not alter the pharmacokinetics of nintedanib [see Clinical
Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Based on findings from animal studies and its mechanism of action [see Clinical Pharmacology (12.1)], OFEV
can cause fetal harm when administered to a pregnant woman. There are no data on the use of OFEV during
pregnancy. In animal studies of pregnant rats and rabbits treated during organogenesis, nintedanib caused
embryo-fetal deaths and structural abnormalities at less than (rats) and approximately 5 times (rabbits) the
maximum recommended human dose [see Data]. Advise pregnant women of the potential risk to a fetus.

The estimated background risk of major birth defects and miscarriage for the indicated population is unknown.
In the U.S. general population, the estimated background risk of major birth defects is 2% to 4% and
miscarriage in clinically recognized pregnancies is 15% to 20%.

Data

Animal Data

In animal reproduction toxicity studies, nintedanib caused embryo-fetal deaths and structural abnormalities in
rats and rabbits at less than and approximately 5 times the maximum recommended human dose (MRHD) in
adults (on a plasma AUC basis at maternal oral doses of 2.5 and 15 mg/kg/day in rats and rabbits, respectively).
Malformations included abnormalities in the vasculature, urogenital, and skeletal systems. Vasculature
anomalies included missing or additional major blood vessels. Skeletal anomalies included abnormalities in the
thoracic, lumbar, and caudal vertebrae (e.g., hemivertebra, missing, or asymmetrically ossified), ribs (bifid or
fused), and sternebrae (fused, split, or unilaterally ossified). In some fetuses, organs in the urogenital system
were missing. In rabbits, a significant change in sex ratio was observed in fetuses (female:male ratio of
approximately 71%:29%) at approximately 15 times the MRHD in adults (on an AUC basis at a maternal oral
dose of 60 mg/kg/day). Nintedanib decreased post-natal viability of rat pups during the first 4 post-natal days
when dams were exposed to less than the MRHD (on an AUC basis at a maternal oral dose of 10 mg/kg/day).

8.2 Lactation

Risk Summary

There is no information on the presence of nintedanib in human milk, the effects on the breast-fed infant or the
effects on milk production. Nintedanib and/or its metabolites are present in the milk of lactating rats [see Data].
Because of the potential for serious adverse reactions in nursing infants from OFEV, advise women that
breastfeeding is not recommended during treatment with OFEV.

Data
Milk and plasma of lactating rats have similar concentrations of nintedanib and its metabolites.
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8.3 Females and Males of Reproductive Potential

Based on findings from animal studies and its mechanism of action, OFEV can cause fetal harm when
administered to a pregnant woman and may reduce fertility in females of reproductive potential [See Use in
Specific Populations (8.1), Clinical Pharmacology (12.1), and Nonclinical Toxicology (13.1)]. Counsel patients
on pregnancy prevention and planning.

Pregnancy Testing

Verify the pregnancy status of females of reproductive potential prior to treatment with OFEV and during
treatment as appropriate [See Dosage and Administration (2.1), Warnings and Precautions (5.4), and Use in
Specific Populations (8.1)].

Contraception
OFEV can cause fetal harm when administered to a pregnant woman. Advise females of reproductive potential

to avoid becoming pregnant while receiving treatment with OFEV. Advise females of reproductive potential to
use highly effective contraception during treatment, and for at least 3 months after taking the last dose of
OFEV. It is currently unknown whether nintedanib may reduce the effectiveness of hormonal contraceptives,
therefore advise women using hormonal contraceptives to add a barrier method.

Infertility
Based on animal data, OFEV may reduce fertility in females of reproductive potential [see Nonclinical

Toxicology (13.1)].

8.4 Pediatric Use
Safety and effectiveness in pediatric patients have not been established.

8.5 Geriatric Use

Of the total number of subjects in phase 2 and 3 clinical studies of OFEV in IPF (Study 1, Study 2, and Study
3), 61% were 65 and over, while 16% were 75 and over. In the chronic fibrosing ILDs with a progressive
phenotype clinical study (Study 5), 61% were 65 and over, while 19% were 75 and older. In SSc-ILD (Study 4),
21.4% were 65 and over, while 1.9% were 75 and older. In phase 3 studies, no overall differences in
effectiveness were observed between subjects who were 65 and over and younger subjects; no overall
differences in safety were observed between subjects who were 65 and over or 75 and over and younger
subjects, but greater sensitivity of some older individuals cannot be ruled out.

8.6 Hepatic Impairment

Nintedanib is predominantly eliminated via biliary/fecal excretion (greater than 90%). In a PK study performed
in patients with hepatic impairment (Child Pugh A, Child Pugh B), exposure to nintedanib was increased [See
Clinical Pharmacology (12.3)]. In patients with mild hepatic impairment (Child Pugh A), the recommended
dosage of OFEV is 100 mg twice daily [see Dosage and Administration (2.2)]. Monitor for adverse reactions
and consider treatment interruption, or discontinuation for management of adverse reactions in these patients
[see Dosage and Administration (2.3)]. Treatment of patients with moderate (Child Pugh B) and severe (Child
Pugh C) hepatic impairment with OFEV is not recommended [see Warnings and Precautions (5.1)].

8.7 Renal Impairment

Based on a single-dose study, less than 1% of the total dose of nintedanib is excreted via the kidney [see
Clinical Pharmacology (12.3)]. Adjustment of the starting dose in patients with mild to moderate renal
impairment is not required. The safety, efficacy, and pharmacokinetics of nintedanib have not been studied in
patients with severe renal impairment (less than 30 mL/min CrCl) and end-stage renal disease.

12

Reference ID: 4572087



8.8 Smokers

Smoking was associated with decreased exposure to OFEV [see Clinical Pharmacology (12.3)], which may
alter the efficacy profile of OFEV. Encourage patients to stop smoking prior to treatment with OFEV and to
avoid smoking when using OFEV.

10 OVERDOSAGE

In IPF trials, one patient was inadvertently exposed to a dose of 600 mg daily for a total of 21 days. A non-
serious adverse event (nasopharyngitis) occurred and resolved during the period of incorrect dosing, with no
onset of other reported events. Overdose was also reported in two patients in oncology studies who were
exposed to a maximum of 600 mg twice daily for up to 8 days. Adverse events reported were consistent with
the existing safety profile of OFEV. Both patients recovered. In case of overdose, interrupt treatment and
initiate general supportive measures as appropriate.

11 DESCRIPTION

OFEV capsules contain nintedanib, a kinase inhibitor [see Mechanism of Action (12.1)]. Nintedanib is
presented as the ethanesulfonate salt (esylate), with the chemical name 1H-Indole-6-carboxylic acid, 2,3-
dihydro-3-[[[4-[methyl[(4-methyl-1-piperazinyl)acetyl Jamino]phenyl]amino]phenylmethylene]-2-oxo-,methyl
ester, (3Z)-, ethanesulfonate (1:1).

Its structural formula is:

H,C, J{///\N/CH

Nintedanib esylate is a bright yellow powder with an empirical formula of C31H33Ns504-C2H6O3S and a
molecular weight of 649.76 g/mol.

OFEV capsules for oral administration are available in 2 dose strengths containing 100 mg or 150 mg of
nintedanib (equivalent to 120.40 mg or 180.60 mg nintedanib ethanesulfonate, respectively). The inactive
ingredients of OFEV are the following: Fill Material: triglycerides, hard fat, lecithin. Capsule Shell: gelatin,
glycerol, titanium dioxide, red ferric oxide, yellow ferric oxide, black ink.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Nintedanib is a small molecule that inhibits multiple receptor tyrosine kinases (RTKs) and non-receptor tyrosine
kinases (nRTKSs). Nintedanib inhibits the following RTKs: platelet-derived growth factor receptor (PDGFR) a
and B, fibroblast growth factor receptor (FGFR) 1-3, vascular endothelial growth factor receptor (VEGFR) 1-3,
colony stimulating factor 1 receptor (CSF1R), and Fms-like tyrosine kinase-3 (FLT-3). These kinases except for
FLT-3 have been implicated in pathogenesis of interstitial lung diseases (ILD). Nintedanib binds competitively
to the adenosine triphosphate (ATP) binding pocket of these kinases and blocks the intracellular signaling
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cascades, which have been demonstrated to be involved in the pathogenesis of fibrotic tissue remodeling in
ILD. Nintedanib also inhibits the following nRTKs: Lck, Lyn and Src kinases. The contribution of FLT-3 and
nRTK inhibition to nintedanib efficacy in ILD is unknown.

12.2 Pharmacodynamics

Cardiac Electrophysiology

In a study in renal cell cancer patients, QT/QTc measurements were recorded and showed that a single oral dose
of 200 mg nintedanib as well as multiple oral doses of 200 mg nintedanib administered twice daily for 15 days
did not prolong the QTcF interval.

12.3 Pharmacokinetics

The PK properties of nintedanib were similar in healthy volunteers, patients with IPF, patients with chronic
fibrosing ILDs with a progressive phenotype, patients with SSc-ILD, and cancer patients. The PK of nintedanib
is linear. Dose proportionality was shown by an increase of nintedanib exposure with increasing doses (dose
range 50 to 450 mg once daily and 150 to 300 mg twice daily). Accumulation upon multiple administrations in
patients with IPF was 1.76-fold for AUC. Steady-state plasma concentrations were achieved within one week of
dosing. Nintedanib trough concentrations remained stable for more than one year. The inter-individual
variability in the PK of nintedanib was moderate to high (coefficient of variation of standard PK parameters in
the range of 30% to 70%), intra-individual variability low to moderate (coefficients of variation below 40%).

Absorption
Nintedanib reached maximum plasma concentrations approximately 2 to 4 hours after oral administration as a

soft gelatin capsule under fed conditions. The absolute bioavailability of a 100 mg dose was 4.7% (90% CI:
3.62 to 6.08) in healthy volunteers. Absorption and bioavailability are decreased by transporter effects and
substantial first-pass metabolism.

After food intake, nintedanib exposure increased by approximately 20% compared to administration under
fasted conditions (90% CI: 95.3% to 152.5%) and absorption was delayed (median tmax fasted: 2.00 hours; fed:
3.98 hours), irrespective of the food type.

Distribution
Nintedanib follows bi-phasic disposition kinetics. After intravenous infusion, a high volume of distribution
which was larger than total body volume (Vss: 1050 L) was observed.

The in vitro protein binding of nintedanib in human plasma was high, with a bound fraction of 97.8%. Serum
albumin is considered to be the major binding protein. Nintedanib is preferentially distributed in plasma with a
blood to plasma ratio of 0.87.

Elimination

The effective half-life of nintedanib in patients with IPF was 9.5 hours (gCV 31.9%). Total plasma clearance
after intravenous infusion was high (CL: 1390 mL/min; gCV 28.8%). Urinary excretion of unchanged drug
within 48 hours was about 0.05% of the dose after oral and about 1.4% of the dose after intravenous
administration; the renal clearance was 20 mL/min.

Metabolism

The prevalent metabolic reaction for nintedanib is hydrolytic cleavage by esterases resulting in the free acid

moiety BIBF 1202. BIBF 1202 is subsequently glucuronidated by UGT enzymes, namely UGT 1A1, UGT 1A7,

UGT 1A8, and UGT 1A10 to BIBF 1202 glucuronide. Only a minor extent of the biotransformation of

nintedanib consisted of CYP pathways, with CYP3A4 being the predominant enzyme involved. The major

CYP-dependent metabolite could not be detected in plasma in the human absorption, distribution, metabolism,
14
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and elimination study. In vitro, CYP-dependent metabolism accounted for about 5% compared to about 25%
ester cleavage.

Excretion

The major route of elimination of drug-related radioactivity after oral administration of ['*C] nintedanib was via
fecal/biliary excretion (93.4% of dose), and the majority of OFEV was excreted as BIBF 1202. The contribution
of renal excretion to the total clearance was low (0.65% of dose). The overall recovery was considered complete
(above 90%) within 4 days after dosing.

Specific Populations

Age, Body Weight, and Sex

Based on population PK analysis, age and body weight were correlated with nintedanib exposure. However, the
effects on exposure are not sufficient to warrant a dose adjustment. There was no influence of sex on the
exposure of nintedanib.

Renal Impairment

Based on a population PK analysis of data from 933 patients with IPF, exposure to nintedanib was not
influenced by mild (CrCl: 60 to 90 mL/min; n=399) or moderate (CrCl: 30 to 60 mL/min; n=116) renal
impairment. Data in severe renal impairment (CrCl below 30 mL/min) was limited.

Hepatic Impairment

A dedicated single-dose phase I pharmacokinetics study of OFEV compared 8 subjects with mild hepatic
impairment (Child Pugh A) and 8 subjects with moderate hepatic impairment (Child Pugh B) to 17 subjects
with normal hepatic function. In subjects with mild hepatic impairment, the mean exposure to nintedanib was
2.4-fold higher based on Cmax (90% CI: 1.6 to 3.6) and 2.2-fold higher based on AUCo-inf (90% CI: 1.4 to 3.5).
In subjects with moderate hepatic impairment, exposure was 6.9-fold higher based on Cmax (90% CI: 4.4 to
11.0) and 7.6-fold higher based on AUCo-inf (90% CI: 5.1 to 11.3). Subjects with severe hepatic impairment
(Child Pugh C) have not been studied.

Smokers
In the population PK analysis, the exposure of nintedanib was 21% lower in current smokers compared to
ex- and never-smokers. The effect is not sufficient to warrant a dose adjustment.

Drug Interaction Studies

Potential for Nintedanib to Affect Other Drugs

Effect of nintedanib coadministration on pirfenidone AUC and Cmax was evaluated in a multiple-dose study.
Nintedanib did not have an effect on the exposure of pirfenidone.

In in vitro studies, nintedanib was shown not to be an inhibitor of OATP-1B1, OATP-1B3, OATP-2B1, OCT-2,
or MRP-2. In vitro studies also showed that nintedanib has weak inhibitory potential on OCT-1, BCRP, and
P-gp; these findings are considered to be of low clinical relevance. Nintedanib and its metabolites, BIBF 1202
and BIBF 1202 glucuronide, did not inhibit or induce CYP enzymes in vitro.

Potential for Other Drugs to Affect Nintedanib

Nintedanib is a substrate of P-gp and, to a minor extent, CYP3A4. Coadministration with the P-gp and CYP3A4
inhibitor, ketoconazole, increased exposure to nintedanib 1.61-fold based on AUC and 1.83-fold based on Cmax
in a dedicated drug-drug interaction study. In a drug-drug interaction study with the P-gp and CYP3A4 inducer,
rifampicin, exposure to nintedanib decreased to 50.3% based on AUC and to 60.3% based on Cmax upon
coadministration with rifampicin compared to administration of nintedanib alone.
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Effect of pirfenidone coadministration on nintedanib AUC and Cmax was evaluated in a multiple-dose drug-drug
interaction study. Pirfenidone did not have an effect on the exposure of nintedanib. Concomitant treatment with
nintedanib and pirfenidone was also investigated in a separate trial, which was an exploratory open-label,
randomized (1:1) trial of nintedanib 150 mg twice daily with add-on pirfenidone (titrated to 801 mg three times
a day) compared to nintedanib 150 mg twice daily alone in 105 randomized patients for 12 weeks. Similar
nintedanib trough plasma concentrations were observed when comparing patients receiving nintedanib alone
with patients receiving nintedanib with add-on pirfenidone.

Healthy volunteers received a single dose of 150 mg nintedanib before and after multiple dosing of 125 mg
bosentan twice daily at steady state. Coadministration of nintedanib with bosentan did not alter the
pharmacokinetics of nintedanib.

Nintedanib displays a pH-dependent solubility profile with increased solubility at acidic pH less than 3.
However, in the clinical trials, coadministration with proton pump inhibitors or histamine H2 antagonists did
not influence the exposure (trough concentrations) of nintedanib.

In in vitro studies, nintedanib was shown not to be a substrate of OATP-1B1, OATP-1B3, OATP-2B1, OCT-2,
MRP-2, or BCRP. In vitro studies also showed that nintedanib was a substrate of OCT-1; these findings are
considered to be of low clinical relevance.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Two-year oral carcinogenicity studies of nintedanib in rats and mice have not revealed any evidence of
carcinogenic potential. Nintedanib was dosed up to 10 and 30 mg/kg/day in rats and mice, respectively. These
doses were less than and approximately 4 times the MRHD on a plasma drug AUC basis.

Nintedanib was negative for genotoxicity in the in vitro bacterial reverse mutation assay, the mouse lymphoma
cell forward mutation assay, and the in vivo rat micronucleus assay.

In rats, nintedanib reduced female fertility at exposure levels approximately 3 times the MRHD (on an AUC
basis at an oral dose of 100 mg/kg/day). Effects included increases in resorption and post-implantation loss, and
a decrease in gestation index. Changes in the number and size of corpora lutea in the ovaries were observed in
chronic toxicity studies in rats and mice. An increase in the number of females with resorptions only was
observed at exposures approximately equal to the MRHD (on an AUC basis at an oral dose of 20 mg/kg/day).
Nintedanib had no effects on male fertility in rats at exposure levels approximately 3 times the MRHD (on an
AUC basis at an oral dose of 100 mg/kg/day).

14 CLINICAL STUDIES

14.1 Idiopathic Pulmonary Fibrosis

The clinical efficacy of OFEV has been studied in 1231 patients with IPF in one phase 2 (Study 1
[NCT00514683]) and two phase 3 studies (Study 2 [NCT01335464] and Study 3 [NCT01335477]). These were
randomized, double-blind, placebo-controlled studies comparing treatment with OFEV 150 mg twice daily to
placebo for 52 weeks.

Study 2 and Study 3 were identical in design. Study 1 was very similar in design. Patients were randomized in a
3:2 ratio (1:1 for Study 1) to either OFEV 150 mg or placebo twice daily for 52 weeks. Study 1 also included
other treatment arms (50 mg daily, 50 mg twice daily, and 100 mg twice daily) that are not further discussed.
The primary endpoint was the annual rate of decline in Forced Vital Capacity (FVC). Time to first acute [PF
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exacerbation was a key secondary endpoint in Study 2 and Study 3 and a secondary endpoint in Study 1.
Change from baseline in FVC percent predicted and survival were additional secondary endpoints in all studies.

Patients were required to have a diagnosis of IPF (ATS/ERS/JRS/ALAT criteria) for less than 5 years.
Diagnoses were centrally adjudicated based on radiologic and, if applicable, histopathologic confirmation.
Patients were required to be greater than or equal to 40 years of age with an FVC greater than or equal to 50%
of predicted and a carbon monoxide diffusing capacity (DLCO, corrected for hemoglobin) 30% to 79% of
predicted. Patients with relevant airways obstruction (i.e., pre-bronchodilator FEV1/FVC less than 0.7) or, in the
opinion of the investigator, likely to receive a lung transplant during the studies were excluded (being listed for
lung transplant was acceptable for inclusion). Patients with greater than 1.5 times ULN of ALT, AST, or
bilirubin, patients with a known risk or predisposition to bleeding, patients receiving a full dose of
anticoagulation treatment, and patients with a recent history of myocardial infarction or stroke were excluded
from the studies. Patients were also excluded if they received other investigational therapy, azathioprine,
cyclophosphamide, or cyclosporine A within 8 weeks of entry into this trial, or n-acetyl cysteine and prednisone
(greater than 15 mg/day or equivalent) within 2 weeks. The majority of patients were Caucasian (60%) or Asian
(30%) and male (79%). Patients had a mean age of 67 years and a mean FVC percent predicted of 80%.

Annual Rate of Decline in FVC

A statistically significant reduction in the annual rate of decline of FVC (in mL) was demonstrated in patients
receiving OFEV compared to patients receiving placebo based on the random coefficient regression model,
adjusted for gender, height, and age. The treatment effect on FVC was consistent in all 3 studies. See Table 3
for individual study results.

Table 3 Annual Rate of Decline in FVC (mL) in Study 1, Study 2, and Study 3?

Study 1 Study 2 Study 3
OFEV Placebo OFEV Placebo OFEV Placebo
150 mg 150 mg 150 mg
twice daily twice daily twice daily
Number of analyzed patients 84 83 309 204 329 219
Rate® of decline over 52 weeks -60 -191 -115 -240 -114 -207
Comparison vs placebo
Difference® 131 125 94
95% CI (27,235) (78, 173) (45, 143)

2Randomized set in Study 1; treated set in Study 2 and Study 3
°Estimated based on a random coefficient regression model

Figure 1 displays the change from baseline over time in both treatment groups for Study 2. When the mean
observed FVC change from baseline was plotted over time, the curves diverged at all timepoints through
Week 52. Similar plots were seen for Study 1 and Study 3.
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Figure 1 Mean (SEM) Observed FVC Change from Baseline (mL) Over Time in Study 2

5 - #- Placebo——MNintedanib 150bid|
E 25
2 10
¢ 51
F-] =20 -
s .35 -
L=
s -50 -
g -65 -
s -80
g -85
T 110
T 125 4
% 140
2 155 - T
s o R -
) -185 - - - :
= 200 - @
3 215
= 2304 =
T T T T T T
KA z 2 3 &
2, ¥ &, £
oo 0, e o, e, b, b,
Ty ) k) )
MNumber of Patients
Flacebo 202 198 200 194 192 187 165
MNintedanib 150bid 303 201 298 292 284 274 250

bid = twice daily

Change from Baseline in Percent Predicted Forced Vital Capacity

Figure 2 presents the cumulative distribution for all cut-offs for the change from baseline in FVC percent
predicted at Week 52 for Study 2. For all categorical declines in lung function, the proportion of patients
declining was lower on OFEV than on placebo. Study 3 showed similar results.
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Figure 2 Cumulative Distribution of Patients by Change in Percent Predicted FVC from Baseline to
Week 52 (Study 2).* The vertical lines indicate >0% decline or >10% decline.
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*Missing data for change from baseline at Week 52 in percent predicted FVC (due to death, lost to follow-up or censoring before
52 weeks) was imputed using the worst decline from baseline at Week 52 observed among all patients with available data, regardless
of treatment.
bid = twice daily

Time to First Acute IPF Exacerbation

Acute IPF exacerbation was defined as unexplained worsening or development of dyspnea within 30 days, new
diffuse pulmonary infiltrates on chest x-ray, and/or new high-resolution CT parenchymal abnormalities with no
pneumothorax or pleural effusion, and exclusion of alternative causes. Acute IPF exacerbation was adjudicated
in Study 2 and Study 3. In Study 1 (investigator-reported) and Study 3 (adjudicated), the risk of first acute IPF
exacerbation over 52 weeks was significantly reduced in patients receiving OFEV compared to placebo (hazard
ratio [HR]: 0.16, 95% CI: 0.04, 0.71) and (HR: 0.20, 95% CI: 0.07, 0.56), respectively. In Study 2
(adjudicated), there was no difference between the treatment groups (HR: 0.55, 95% CI: 0.20, 1.54).

Survival

Survival was evaluated for OFEV compared to placebo in Study 2 and Study 3 as an exploratory analysis to
support the primary endpoint (FVC). All-cause mortality was assessed over the study duration and available
follow-up period, irrespective of cause of death and whether patients continued treatment. All-cause mortality
did not show a statistically significant difference (See Figure 3).
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Figure 3 Kaplan-Meier Estimates of All-Cause Mortality at Vital Status — End of Study: Study 2 and
Study 3
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14.2 Chronic Fibrosing Interstitial Lung Diseases with a Progressive Phenotype

The clinical efficacy of OFEV has been studied in patients with chronic fibrosing ILDs with a progressive
phenotype in a randomized, double-blind, placebo-controlled phase 3 trial (Study 5 [NCT02999178]). A total of
663 patients were randomized in a 1:1 ratio to receive either OFEV 150 mg twice daily or matching placebo for
at least 52 weeks. Randomization was stratified based on high resolution computed tomography (HRCT)
fibrotic pattern as assessed by central readers: 412 patients with UIP-like HRCT pattern and 251 patients with
other HRCT fibrotic patterns were randomized. There were 2 co-primary populations defined for the analyses in
this trial: all patients (the overall population) and patients with HRCT with UIP-like HRCT fibrotic pattern.

The primary endpoint was the annual rate of decline in FVC (in mL) over 52 weeks. Other endpoints included
time to first acute ILD exacerbation and time to death.

Patients with a clinical diagnosis of a chronic fibrosing ILD were selected if they had relevant fibrosis (greater
than 10% fibrotic features) on HRCT and presented with clinical signs of progression (defined as FVC decline
210%, FVC decline 2 5% and <10% with worsening symptoms or imaging, or worsening symptoms and
worsening imaging all in the 24 months prior to screening). Patients were required to have an FVC greater than
or equal to 45% of predicted and a DLCO 30% to less than 80% of predicted. Patients were required to have
progressed despite management deemed appropriate in clinical practice by investigators for the patient’s
relevant ILD.

Patients with IPF, relevant airways obstruction (i.e., pre-bronchodilator FEV1/FVC less than 0.7), or significant
pulmonary hypertension were excluded from the trial. Patients with greater than 1.5 times ULN of ALT, AST,
or bilirubin, patients with a known risk or predisposition to bleeding, patients receiving a full dose of
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anticoagulation treatment, and patients with a recent history of myocardial infarction or stroke were excluded.
Patients were also excluded if they received other investigational therapy, previous treatment with nintedanib or
pirfenidone, azathioprine, cyclosporine, mycophenolate mofetil, tacrolimus, oral corticosteroids greater than 20
mg/day, or the combination of oral corticosteroids + azathioprine + n-acetylcysteine within 4 weeks of
randomization, cyclophosphamide within 8 weeks prior to randomization, or rituximab within 6 months.

The majority of patients were Caucasian (74%) or Asian (25%). Patients were mostly male (54%) and had a
mean age of 66 years and a mean FVC percent predicted of 69%, and 49% were never-smokers. The underlying
clinical ILD diagnoses in groups represented in the trial were hypersensitivity pneumonitis (26%), autoimmune
ILDs (26%), idiopathic nonspecific interstitial pneumonia (19%), unclassifiable idiopathic interstitial
pneumonia (17%), and other ILDs (12%).

Annual Rate of Decline in FVC

There was a statistically significant reduction in the annual rate of decline in FVC (in mL) over 52 weeks in
patients receiving OFEV compared to patients receiving placebo. The annual rate of decline in FVC (in mL)
over 52 weeks was significantly reduced by 107 mL in patients receiving OFEV compared to patients receiving
placebo. Results in the subpopulations of patients with HRCT with UIP-like fibrotic pattern and patients with
other fibrotic patterns (Other HRCT) are included with the overall population in Table 4.

Table 4 Annual Rate of Decline in FVC (mL) in Study 5

Overall UIP-like Other HRCT
Subpopulation Subpopulation
OFEV Placebo OFEV Placebo OFEV Placebo
Number of analyzed patients 331 331 206 206 125 125
Adjusted annual rate of decline over -81 -188 -83 =211 -79 -154
52 weeks
Comparison vs placebo difference® 107 128 75%
95% CI (65, 148) (71, 186) (16, 135)*

*Comparison based on the Other HRCT subpopulation was not included in the multiple testing procedure. Values shown here are
for descriptive purposes.

“Based on a random coefficient regression model with fixed categorical effects of treatment, HRCT pattern, fixed continuous effects of
time, baseline FVC (mL), and including treatment by time and baseline by time interactions
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A post-hoc exploratory analysis by ILD diagnosis was performed and is shown in Figure 4. Treatment
response across ILD diagnoses was consistent for FVC.

Figure 4 Annual Rate of Decline in FVC (mL) over 52 Weeks based on Underlying ILD Diagnosis in

Study 5*
N analyzed Estimate [95% CI]
Placebo Nintedanib 150bid
Overall population 331 331 107 [65; 148] —o—
Underlying ILD :
Autoimmune ILDs 88 81 103 [23; 182] I—Q—|
Hypersensitivity 89 84 72 [6; 139] —e——
preumonits 5
Idiopathic :
nonspecific 61 64 145 [34; 257 —
A ; —e—--
interstitial (34; J :
pneumonia
Unclassifiable !
idiopathic interstitial 50 64 64 [-49; 178] ———e—
pneumeonia :
Other ILDs 43 38 189 [60; 318] —: ® {
I I I | I 1

-60 0 60 120 180 240 300
Favors Placebo - Favors Nintedanib 150bid

Nintedanib 150bid - Placebo difference in adjusted
rate of decline in FVC [mL] over 52 weeks and 95%
confidence interval

ILD = interstitial lung disease; Autoimmune ILDs: includes rheumatoid arthritis-associated ILD, mixed connective tissue disease,

systemic sclerosis-associated ILD, and other terms; Other ILDs: includes fibrosing ILDs not categorized under autoimmune ILDs,
hypersensitivity pneumonitis, idiopathic nonspecific interstitial pneumonia, or unclassifiable idiopathic interstitial pneumonia. The
three most common ILDs in this category are exposure-related ILD, sarcoidosis, and pleuro-parenchymal fibroelastosis.

*These results are from a post-hoc exploratory analysis. Values shown here are for descriptive purposes.

Figure 5 shows the change in FVC from baseline over time in the treatment groups. When the mean observed
FVC change from baseline was plotted over time, the curves diverged at all timepoints through Week 52.
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Figure 5 Mean (SEM) Observed FVC Change from Baseline (mL) Over 52 Weeks in Study S
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Percent Change from Baseline in Forced Vital Capacity
Figure 6 presents the percent change from baseline in FVC in mL at Week 52 for Study 5. For the majority of
patients, the decline in lung function was less on OFEV than on placebo.
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Figure 6 Histogram of the Percent Change in FVC (mL) from Baseline to Week 52 According to
Treatment and Percent Increments or Decrements of 5 (Study 5)?
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2 Patients classified as having missing FVC data at Week 52 are those with no FVC assessment between Day 310 and Day 373.
bid = twice daily

Time to First Acute ILD Exacerbation

Acute ILD exacerbation was defined as unexplained worsening or development of dyspnea within 30 days, new
diffuse pulmonary infiltrates on chest x-ray, and/or new HRCT parenchymal abnormalities with no
pneumothorax or pleural effusion, and exclusion of alternative causes. Acute ILD exacerbations were not
adjudicated.

The risk of first acute ILD exacerbation did not show a statistically significant difference between the OFEV
group compared to placebo (52 week treatment period: HR 0.72, (95% CI: 0.38, 1.37); whole trial: HR 0.63
(95% CI: 0.37, 1.07)).

Survival

Survival was evaluated for OFEV compared to placebo in Study 5 to support the primary endpoint (FVC). All-
cause mortality was assessed over the study duration and available follow-up period, irrespective of cause of
death and whether patients continued treatment. All-cause mortality did not show a statistically significant
difference (52 week treatment period: HR 0.94 (95% CI: 0.47, 1.86); whole trial: HR 0.78 (95% CI: 0.50,
1.21)).
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14.3 Systemic Sclerosis-Associated Interstitial Lung Disease

The clinical efficacy of nintedanib has been studied in patients with SSc-ILD in a randomized, double-blind,
placebo-controlled phase 3 trial (Study 4 [NCT02597933]). A total of 580 patients were randomized in a 1:1
ratio to receive either OFEV 150 mg twice daily or matching placebo for at least 52 weeks, of which 576
patients were treated. Randomization was stratified by anti-topoisomerase antibody (ATA) status. Individual
patients remained on blinded trial treatment for up to 100 weeks. The primary endpoint was the annual rate of
decline in FVC over 52 weeks. The absolute change from baseline in the modified Rodnan skin score (mRSS)
at Week 52 was a key secondary endpoint. Mortality over the whole trial was an additional secondary endpoint.

Patients were diagnosed with SSc-ILD based upon the 2013 American College of Rheumatology / European
League Against Rheumatism classification criteria for SSc with onset of disease (first non-Raynaud symptom)
of less than 7 years and greater than or equal to 10% fibrosis on a chest high resolution computed tomography
(HRCT) scan conducted within the previous 12 months. Patients were required to have an FVC greater than or
equal to 40% of predicted and a DLCO 30-89% of predicted. Patients with relevant airways obstruction (i.e.,
pre-bronchodilator FEV1/FVC less than 0.7) or previous or planned hematopoietic stem cell transplant were
excluded from the trial. Patients with greater than 1.5 times ULN of ALT, AST, or bilirubin, patients with a
known risk or predisposition to bleeding, patients receiving a full dose of anticoagulation treatment, and
patients with a recent history of myocardial infarction or stroke were excluded from the study. Patients were
excluded if they had significant pulmonary hypertension, more than three digital fingertip ulcers, a history of
severe digital necrosis requiring hospitalization, or a history of scleroderma renal crisis. Patients were also
excluded if they received other investigational therapy, previous treatment with nintedanib or pirfenidone,
azathioprine within 8 weeks prior to randomization, or cyclophosphamide or cyclosporine A within 6 months
prior to randomization.

The majority of patients were female (75%). Patients were mostly Caucasian (67%), Asian (25%), or Black
(6%). The mean age was 54 years. Overall, 52% of patients had diffuse cutaneous systemic sclerosis (SSc) and
48% had limited cutaneous SSc. The mean time since first onset of a non-Raynaud symptom was 3.49 years. At
baseline, 49% of patients were on stable therapy with mycophenolate.

Annual Rate of Decline in FVC
The annual rate of decline of FVC (in mL) over 52 weeks was significantly reduced by 41 mL in patients

receiving OFEV compared to patients receiving placebo, corresponding to a relative treatment effect of 44%.
See Table 5.

Table 5 Annual Rate of Decline in FVC (mL) in Study 4

OFEV Placebo
150 mg
twice daily
Number of analyzed patients 287 288
Adjusted rate of decline over 52 -52 -93
weeks
Comparison vs placebo
Difference® 41
95% CI (3,79

*Based on a random coefficient regression model, adjusted for gender, height, age, ATA status, FVC at baseline, FVC at baseline-by-time
Figure 7 displays the change from baseline over time in both treatment groups. When the mean observed FVC

change from baseline was plotted over time, the curves diverged at all timepoints through Week 52. Separation
of the mean values is seen after 12 weeks of treatment.

25

Reference ID: 4572087



Figure 7 Mean (SEM) Observed FVC Change from Baseline (mL) Over Time in Study 4
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In two pre-specified subgroup efficacy analyses, the mean treatment difference in FVC decline at 52 weeks in

patients were examined by region and mycophenolate use (Figure 8).

Figure 8 Subgroup Analyses of the Mean Treatment Difference in FVC (mL) Decline at Week 52 by
Region and Mycophenolate Use (Study 4)

Region
Asia
Europe
Canada and United States
Rest of World

Mycophenolate use at baseline
Yes

Mo

ALL
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Percent Change from Baseline in Forced Vital Capacity
Figure 9 presents the percent change from baseline in FVC in mL at Week 52 for Study 4. For the majority of
patients, the decline in lung function was less on OFEV than on placebo.

Figure 9 Histogram of the Percent Change in FVC (mL) from Baseline to Week 52 According to
Treatment and Percent Increments or Decrements of 5 (Study 4)?
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2 Patients classified as having missing FVC data at Week 52 are those with no FVC assessment between Day 310 and Day 373.
bid = twice daily

Modified Rodnan Skin Score

No benefit in mRSS was observed in patients receiving OFEV. The adjusted mean absolute change from
baseline in mRSS at Week 52 was comparable between the OFEV group (-2.17 (95% CI: -2.69, -1.65)) and the
placebo group (-1.96 (95% CI: -2.48, -1.45)). The adjusted mean difference between the treatment groups

was -0.21 (95% CI: -0.94, 0.53).

Survival

No difference in survival was observed in an exploratory analysis of mortality over the whole trial (OFEV:
n=10 (3.5%) vs. placebo: n=9 (3.1%)). The analysis of time to death over the whole trial resulted in a HR of
1.16 (95% CI: 0.47, 2.84).
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16 HOW SUPPLIED/STORAGE AND HANDLING

150 mg: brown, opaque, oblong, soft capsules imprinted in black with the Boehringer Ingelheim company
symbol and "150". They are packaged in HDPE bottles with a child-resistant closure, available as follows:
Bottles of 60 NDC: 0597-0145-60

100 mg: peach, opaque, oblong, soft capsules imprinted in black with the Boehringer Ingelheim company
symbol and "100". They are packaged in HDPE bottles with a child-resistant closure, available as follows:
Bottles of 60 NDC: 0597-0143-60

Storage

Store at 25°C (77°F); excursions permitted to 15° to 30°C (59° to 86°F) [see USP Controlled Room
Temperature]. Protect from exposure to high humidity and avoid excessive heat. If repackaged, use USP tight
container. Keep out of reach of children.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).

Elevated Liver Enzymes and Drug-Induced Liver Injury

Advise patients that they will need to undergo liver function testing periodically. Advise patients to immediately
report any symptoms of a liver problem (e.g., skin or the whites of eyes turn yellow, urine turns dark or brown
(tea colored), pain on the right side of stomach, bleed or bruise more easily than normal, lethargy, loss of
appetite) [see Warnings and Precautions (5.2)].

Gastrointestinal Disorders

Inform patients that gastrointestinal disorders such as diarrhea, nausea, and vomiting were the most commonly
reported gastrointestinal events occurring in patients who received OFEV. Advise patients that their healthcare
provider may recommend hydration, antidiarrheal medications (e.g., loperamide), or anti-emetic medications to
treat these side effects. Temporary dosage reductions or discontinuations may be required. Instruct patients to
contact their healthcare provider at the first signs of diarrhea or for any severe or persistent diarrhea, nausea, or
vomiting [see Warnings and Precautions (5.3) and Adverse Reactions (6.1)].

Embryo-Fetal Toxicity

Counsel patients on pregnancy prevention and planning. Advise females of reproductive potential of the
potential risk to a fetus and to avoid becoming pregnant while receiving treatment with OFEV. Advise females
of reproductive potential to use highly effective contraception during treatment, and for at least 3 months after
taking the last dose of OFEV. Advise women using hormonal contraceptives to add a barrier method. Advise
female patients to notify their doctor if they become pregnant or suspect they are pregnant during therapy with
OFEV [see Warnings and Precautions (5.4) and Use in Specific Populations (8.1, 8.3)].

Arterial Thromboembolic Events
Advise patients about the signs and symptoms of acute myocardial ischemia and other arterial thromboembolic
events and the urgency to seek immediate medical care for these conditions [see Warnings and Precautions

(5.5)].

Risk of Bleeding
Bleeding events have been reported. Advise patients to report unusual bleeding [see Warnings and Precautions

(5.6)].
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Gastrointestinal Perforation
Serious gastrointestinal perforation events have been reported. Advise patients to report signs and symptoms of
gastrointestinal perforation [see Warnings and Precautions (5.7)].

Lactation
Advise patients that breastfeeding is not recommended while taking OFEV [see Use in Specific Populations

(8.2)].

Smokers
Encourage patients to stop smoking prior to treatment with OFEV and to avoid smoking when using OFEV [see
Clinical Pharmacology (12.3)].

Administration
Instruct patients to swallow OFEV capsules whole with liquid and not to chew or crush the capsules due to the
bitter taste. Advise patients to not make up for a missed dose [see Dosage and Administration (2)].

Distributed by:
Boehringer Ingelheim Pharmaceuticals, Inc.
Ridgefield, CT 06877 USA

Licensed from:
Boehringer Ingelheim International GmbH

OFEV is a registered trademark of and used under license from Boehringer Ingelheim International GmbH.

Copyright © 2020 Boehringer Ingelheim International GmbH
ALL RIGHTS RESERVED
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7oo REPERREEIZE O BEMMEEEE 2 x5 & Lk B 4) 2B\ T, Bl OFEV
FET32%, 77 BARRET 14%I23RD b, TR OFEV BT 25%, 77 BAREET 10%I23885 5
nic [AIEH 6.1) 2], 1L AEOBETIE, FROEEEIIRENLPEECH -2, F
FEPERRRHEIE B 2kt g & L2 B GRBR 1, 3Bk 2 L OWER 3) I2kBW\W T, &Gkt o7-
LT OFEV BET 2%, %G1k & 722 o 72IErEIE OFEV BE T 1%I238® b iz, HITHRHEL 2 1
O MEMEMERBRBRE Z G E Leali GRS IchW\WT, &GHIk &> 72BN X OFEV T
1%, BEEGH IR & 72> - IRM-I1E OFEV BE T 1%IZERD B LT, SEPEIREEICLE 5 MMl
BABE G L Ll BBk 4) 1280 T, &H5FIEE 72> 280X OFEV BET 2%, # 5+
1k & 2p o 72MEM- X OFEV BE T 1%IZF80 BTz,

HIH-F IR % 8 0 T B 22 HERRIEIC © 230 B 3 L X XE M- 23 Bt 3 5 351X, OFEV ©
WE IR e 52 & 5 - Ha 23) ] . OFEVIZ X AT O HRIE 1 [F] 150 mg
D 1A 2EFEEEE L 11 100mg @ 1 H 2 [\B#E S TITY, 0%, REIZSTT1E
150mg ® 1 H 2 [FE G ~OHEZRGFT 5 2 &, BEEOELXITRMENE 3 5354513 OFEV (I
LB WEEEPIETHZ L,



54 & - JRIR~DFM

) & F O T2 IR IR AR M O OIERRS I IC D &, OFEV Z4ligic e 5325 &, IRIRICE K
WL LT REER D 5, “ﬁ%&%®7/b TN DR B R HELEH & (MRHD) @ 5 %A
% ?%%Lﬂsk@ VTR =T ERGTAE, Ty AT FXFOK - BRI T K OIERE

TS Ulz, I 3hE ST A fERIEIC OW TR 5 2 &, MR FTREZe PRI

omvmiéﬁﬁ$@ﬁ%%ﬁi,omv&5$xm%%&5@wﬁ<k%swﬂﬁi?ﬁ@@
TH BT EZIRD L OETH2 L, =0 T X =T NRLE VBIEEOEIERET S
HNE D MTBR S TRIATH A0, HIVEUEEERAZFEH L WA M2, N T7iEAB
MT2 L5859 52 &, OFEVIZ L AIREZRGT 2 R1LONEERIZ, SLEIZE U ChERRTEE
BHERT D& [FFEEEF~DRYG 8.1, 83) KUHFLFELE 12.1) ZH] .

5.5 BhifjRiieIELDOES

OFEV R 1 B3 CEIIRIMAR ZERR D FHL M STV D, FrRMIRMEERE 2 x4 & LR
Bro GRBR 1, 3R 2 R ONRER 3) 12\ T, BIRMAeZE/E DFSRIT OFEV BET 25%, 77 ARt
Tn%iﬁmﬁ%ﬂko%%m@%@@$ﬁ®5%bmﬁ%ﬁw%%ﬁ%ﬁ@ﬁwﬁW%f
OFEV #£T 1.5%, 7 7 BAHREET 1%AMICA B iviz, SEITHERRHE L 2 £ 5 RV IR RS & %t
%&Lkﬁﬁ(ﬁ%s)K%mf,@%ﬂ@%@@%&iﬁ%%ﬁk%l%%ﬁ IHBIT, D
FEZEIX, WHREREE b 1% RIS A DT, EEMEREIEICE S MEMEMEERE Z RIS L Lz
AER GRBR 4) TiE, MBEGHEOBRED 0.7% CEINRIMRFERERNRE SN2, DPEET
OFEVEET ORI, 77 BREETO0T% TH -7,

HEEARREOBIED & 5 BE 2 Z o LMERY A7 OmWEEIITEET D 2 &, AL REL
DEPTEIR D3 22 H I % A IZ6F LTI OFEV IT X D IRIE DT A a4 5 2 &,

56 Wi Y X7

OFEV OfER#FF (VEGFRBLE) (M-S, OFEVIIHMDO Y A7 % ER G2 AHREMENH D,
R MERTARMEE B 2t g & U7-ikBh GRBR 1, R 2 K ORRBR 3) 2B\ T, HimF5%i: OFEV
FET10%, 77 EARFETI%ICHA LTV D, EITHRRKEL 2 1F O FEMEMRBEE 25 & L
tﬁ%(ﬁ%&)m%wf,mm%%HOEVﬁ?@n%,fﬁtfﬂTm% 2B, &
PESREIEICAE O MIEMEME BAF A xR L Lol G 4) 2\ T, Hid4:% OFEV #£ T
n%,fﬁtﬁﬁfﬂ%mﬁghfméo%%ﬁ&@kmf,ﬁ%g<ﬁ%ht$%iﬁmmf
Holz,

MR ICHFEE R OEE R HMERRO b, TOFIIIBEIEN 2l b o7,

mm@ﬁﬁ@@%5$% 2% LTI OFEV (Z L DI OFIRMEN GRS EE 25 &k S 58
WZDHFHTDH T L,

5.7 HILEZTL

OFEV O{ERAEFICIES &, OFEV IZIELE ROV 27 % LR S E D RN S 5, KeFs
MRAERE S 2ot & L7ty GRER 1, 38Rk 2 R ONAER 3) | %wf HILE 22 FLI% OFEV BET
1% ARG IR BTN, T T B RBETIZR LN R o T2, EITHERRME 2 08 5 RV MR BB %
ﬁ%&bkﬁ%(ﬁ%S)K%wf,%m%%%imfh@%ﬁﬁ AN WA RSN = 5
SREZAEICRE O RV MEMIR BB 2 xtge b Lok GRBR 4) 1B\ C, OFEVEEL UV 7 B AREE
DV HUT b IHLE ZBALOIEFNTEHRE Sz o T,

MR LB 2R AL N s S, T O PIITBEERN 2616 & - 7z,



HESS DAEHIALE D Bt DRERE, BSEEOFROH 585, 2/vF a3 27 a1 KT NSAID
ZHERALTWAEEL, FICEBEL ARSI L, MEEZILNRE L7-BE TIX OFEV IC &
LHiREEHIET 5 2 L, MILEBILOMERIED & 5 HBEIZX L CiL OFEV IZ X 1B O A IEMEN
falgtEZz EEl2 LM SN D580 EETDH L,

6 BIVEA
LLFORWERICOWTIE, AXEOMOE 7 > g o THERENTWS ¢
SR B M OSSR [ ZAR OMEH FortE 6.2) 2F]
BWGbEE [ZEk OMEH FotE 6.3) ZH]

IR« BRI ~DFM: [ OEH Fo/FE (.4) 2]

BRI IENe DFER [ BLER O FoEE (B5) ]

HinDO U AT [BLER O FoxE (.6) ]

LB AL [BER O FoEE 6.1) 0]

6.1 EERRBRICBIT HEIER

BRI RRBRIIAR % 2 R T CHEB SN D720, 52 HAOIRRERIZI 1T 2 BIEAR BRI 3K
FOEERRERIZ BT D EWEMARBLE L BT 5 Z L3 T d, FRRBEOEEBYICK TS
REREEM LN L H D,

OFEV D%z 4=, 1000 i 2 2 % R FEMEMRRHERE D e M O 332 Bl OMELTIERHE(L & £ 5 THE
PERIZR R, 280 Bl & 2 5 e F MEFRBRE I fF 5 VB MERR S TR S e, BRIREREBR IS
BT OFEV O 5% 2 FELL_E52 T 7o Rp e MERTRRAEIE O 38 5 200 Bl 288 2 Tz,

e M Al A i

OFEVE 3507 v 4 afl, “HEKR, 77 1RxR, 52 MG RRCRA Sz, & 1R
Br BB 1) KOS AR BUBR 2 L OBR 3) 123\ T, RS MERTHRRAHEE D B3 723 73
OFEV 1[0 150 mg @ 1 A 2 [A1#% 5. %32 1F, 508 787 Tt RO 2% ) =, $5-HIf o g fl
X, OFEV O# 54223 7-BETIXI0 M A, 77 R0k GE2%27-EETIT11 VA TH-
7=, BEDEEHEIIT 42505 89 Th -7 (TREIF 675 . BEDLLITZBIETHY
(79%) , F7-AANTH-7= (60%) ,

OFEV O 5% T 1o B 2B WT, EEREWEH T 7R L0 b RBBENE L, Kb EHE
BIZHALNZH DX, [EXK (OFEV R 1.2% N N7 7 & REE 0.8%) M OVLBi#E%E (OFEV B
15% N N7 EAREE0.4%) Tholz, OFEV OG- ZZIFIZEBFICEWT, REICORN-TF
ERHGTTI7EARLY LRBEBENELS, RbEBEECALNTLDOIX, Hik (OFEV E 0.7%Kk
WT T BAREE0.6%) , JOEMGF ALY (OFEV R 0.3% K N7 T B AREE 0%) K& OV g ZE
(OFEV £ 0.3% . N7 7 AEE 0.2%) Thoto, FHANIHE L7 O LZ S 0I0E RA
EEL T I Y —TlE, BIEHESLRN OFEV DG Z2ZIT1-BED 0.6%, 77 vRDEE%2%
F7T-HBED 1.8% TH Bz,

KRR DN S TZRITEHIE, OFEV OG22 T T-BE D 16%, 7RO %25%17
THBE D 1% TH LT, OFEV O H 2% T REIZBW T, KRR EIC 2728 > 12FEIE
AR O RBSEENE > T b DX TR (11%) ThoT-,

BEHEHIEICE S T2RBIWERIE, OFEV O&E 22 \J7-HBED 21%, 77 RO&G 2% -EBED
15% CH BTz, OFEV OB 5252 T -RBEIZBWT, BEHIkZ SN > RWEA T b3 EL
BAENE -T2 D1k, TH (5%) , L (2%) M OVEBAEEE (2%) Tho7-,

OFEV OG22 e BETT 7 v ALY bRIBENE <, SN ELOBETHLNIZR B I
BB S S TZEWER 2R 1187,




#1 BBl BBR2RUOREBRICBWT, FSERBELY b OFEVEHOFNRBHBENEL,
506, D BETHLNI-REIVER

Adverse Reaction OFEV, 150 mg Placebo
n=723 n=508
Gastrointestinal disorders (B BEE)
T 62% 18%
Nausea (F£:0») 24% 7%
Abdominal pain (&) 15% 6%
Vomiting (Mf&MH-) 12% 3%
Hepatobiliary disorders (FFEE & &)
Liver enzyme elevation (JT#%5 45 n)° 14% 3%
Metabolism and nutrition disorders
(HRHEB L OREBEE)
Decreased appetite (AR L) 11% 5%
Nervous system disorders (ff#% R EE)
Headache (B57f) 8% 5%
Investigations (EEFRARZ)
Weight decreased ({REJ8/)) 10% 3%
Vascular disorders (L% &)
Hypertensionc (i IfiLJ1)° 5% 4%

2 Includes abdominal pain (&), abdominal pain upper (_-}&5%%), abdominal pain lower (& :58%4), gastrointestinal pain (JH{t.#%
J%) M O abdominal tenderness (I &£ 5.

® Includes gamma-glutamyltransferase increased (y-2 /v % IV kT A7 = Z —EH{))N), hepatic enzyme increased (%5 |- 5-),
alanine aminotransferase increased (7 7 =7 X / k7 > 27 = Z —EHiHN), aspartate aminotransferase increased (7 A /X7 %
YT X NT AT =T —EHEN), hepatic function abnormal (JFEERESL ), liver function test abnormal (JFE&RERR AL B2 5,
transaminase increased ( ~ 7 > A7 X J-—+ L), blood alkaline phosphatase-increased (Ifi. 7 7 /L4 U AR A 7 7 Z —-E ),
alanine aminotransferase abnormal (7 7 => 7 X / s 7 > 27 = T —E %), aspartate aminotransferase abnormal (7 A /X5 %
VBET X/ N T U AT =T — B HEE) &K gamma-glutamyltransferase abnormal (y-Z7 V% IV kT AT = T — BB,

¢ Includes hypertension (& ifi./2), blood pressure increased (ifi./ £ [-5), hypertensive crisis (& i 2 Y —) & O hypertensive
cardiomyopathy (7 i EE MR AE).

F 72, OFEV O 5257 7= 838 Tk, FIRIMERIEK TER 7R L0 b EWHEE TA LI
(OFEV BE 1.1% KL O 7 7B AREE0.6%) . MEED, I BAREELD OFEVEETEZ S HiE ST
(0.8%%} 0.4%) .

EN T = N E DO

105 B DEE =T X =7150mg, 1 H2E & L7 == RO 7 R4 iE (1 H 3[H 801

mg (ZH#iEE) OPFH X IZ=>7 =7 150mg, 1 H 2 [BlDHAFIE G HIERIZE 0 i), 1238
W LI RRIRIEE R 7 v 4 Al (L1) R C=2 7 =7 L BT = = R OO IRIED R
RrEntz, FEFHMEEA X, N—ATA b 12EHEE TICHEEBRROAERFSN BRI LA

FOEEThHoTc, HILEROREFRIT, FEROML W LT n 77 A e —HLT
BV, EAT7x2= R =0T X =T OFRABETIEITH (7T0%) , =07 ¥ =7 HAEGHETIE
2741 (53%) THRI; L7,

& HIRBBE OB N> A EFGIITH, B, WML OB (EREERE, R OE
AEate) T, ATz Rt or 7 X =7 OFHABETIEI IR 20 4] (38%) , HE.0N 22 45

(42%) , WEM- 1561 (28%) K OWEN 1561 (28%) , =2 7 % =7 BRI H/ETIL T 16 4
(31%) , L6641 (12%) , WM 641 (12%) KOWEHR 761 (14%) Th-o7-, AST XX ALT k
A OGEYEE LR 350 L) 1%, =7 X =7 HAKRE (n=0) 12T, ELrT7z=FRré=r
THE =T EHAKE LTZRETELS AL (=83 (6%) ) [ZFEROMEH Lo E (6.2,53)
e



HELT AR 2 0 5 TR i B

OFEV X7 v & Ak, Z“HEHEM, 77 BRIRE AR GUR5) CHErs i, &ML
Z D VMR B o B3 663 il &, 52 L. Eicd7-0 OFEV 1181150 mg @ 1 H 2 [A#¢ 5 %%
T AR (n=332) L7 78 ROEKE%25%F 58 (n=331) [ZEAELICEIY )72, 52 HIFRTOD
BHEWFOMIEIEX, WS b 120 Thotz, HBEOESREIIL 27 %05 87 Th o7
(PERAEIX 67 7%) . BEOKRFITIEN (74%) XIT7 VT AN (25%) Thotl-, BEDEZIIH
MTH o712 (54%) .

TR REELY L OFEV B Chie b BB I A LN - EE A EFRIIMA TH 7= (OFEV £
4% N N7 T2 ARRE3%)  FETICORD T EFERITIOFEV OB 5 2% 171288 D 3%, 77
TROBEEZZ T T-BED 5% BN, IO DBST-HAEELRTIL, X — I ES
IR oT-,

KGRI D7 N > T-BIWERIL, OFEV O¥e 525211 7-BFE D 33%, 7T vROEE 257
7-HE D A% TH LIV, OFEV O E 2% 1T 7-HBEI2BW T, KEREEIZ DR > 7-8IE
A TR LEEBEENE -T2 DI TH (16%) TH 7=,

BEFIEICE S TZRBIEHIL, OFEV OE5 2% F7-HBFE D 20%, I vROKE5 22T 7-8BED
10% CTH b7z, OFEV O 2% 1T 7-HBEICBWT, &HGEHIC RN > 7=RIER TR bH R
FERENST-H DX, FHE (6%) THhoT-,

HELTHERRAE L 2 £ 5 VMR BB B IZ OFEV 2 &5 L= et 7a 7 7 A4 i, Fgstk
JFRHEE RS CROLNTE LD E L T\, SbIZ, LTFTOAEEFZEN, EITHRHELE 1
9 F’aﬁ’f’friﬂmﬁ% BEICBWNTTIERED H OFEV T %&ﬁbémk USRS (13%ﬂ

12%) HEIEGE (T%%F 6%) , REEIEY: (6%%F 4%) , &5 (10%%f 6%) , MO
(6%%F 5%) o

B PERRIEIZAE O M B MR

OFEV X, T X .Mk, —HEHEM, 77 ARHEE IR GRE4) THRTISh, 28 MEsL
FELZRE S VMNP B EESE 576 11l OFEV 150 mg (n=288) XX~ 7t (n=288) % 1 H 2[Alkt
B LT, BTGB FEET L8 L, lx OBRFICIZ1008ME THRE L, #
SWM O FIEILX, OFEV OE2%ZT7-HRETIXIS VA, 77RO EE2Z T -HEETIX
16 H H TohoT-, BEOEREINIL 2000 719 Tho7- (hIliX 555%) , BEDLIX
TMETH o= (75%) . BEOKEIITIAAN (67%) , 7TVT AN (25%) XIZEAN (6%) ThH-o
koN—X§4Vﬁ,%%®w%ﬁ::7I/~wM X DEE LTI e T,

OFEV BB WT, T BRHEL Y bR OEIMEN S - EE LA ERGE, BB R
(=T =T RE24%% 77 BARRE L7%) ROWR (=27 ¥ =7 #f 2.8%%t 77 &R 0.3%)
ThoTo, 52HREILINIZ, OFEVHEES Il (1.7%) KO Z7vAR#E46] (1.4%) 2T L, W
NOBERETYH, HEICESTEAERRIIAY —ITRBD Lo T2,

KGRI TR D7 N > T-RIVER 1L, OFEV BT 34%, 77 BAREETA%IZA BT, OFEV O#
BAZ - BEICBWT, KRB EIC RN > -EERA CROBEBHMEENE» > LD T
i (22%) ThHo1-,

BEFIEICE S ZRBIERIL, OFEVEET 16%, 77 B AREED 9% H iz, OFEV O¥ 5. %257
TPEREIZBWT, BEHIEICOR N> 2EIEA TR G IEBMEE N EN-> T2 b DIX, TH (7T%)
L (2%) , EMH (1%) , 8% (1%) R OEMERIZK 1%) Thoil-,

R—2AFTA Uz a7z ) —EEEH LTV OFEV 5B L EHH Lo - BEIC
BIFALEMETa 7 7 AT, RBRETH- T,

77 RAREL Y b OFEV BEDO T 3B 23R <, 5%LL L ThH OV IZSEBUR MY & > - T2 Rl
&R 2177,




#£2 BBRA4TBWT, Y59 FRBELY Y OFEVEOFNRBEEENEL, 5% E0BRFETH

bV BIEA
Adverse Reaction OFEV, 150 mg Placebo
n=288 n=288
T 76% 32%
Nausea (F.0») 32% 14%
Vomiting (M H-) 25% 10%
Skin ulcer (FZ J§{E5%) 18% 17%
Abdominal pain (f&7%)? 18% 11%
Liver enzyme elevation (/%3140 13% 3%
Weight decreased ({REj8/)) 12% 4%
Fatigue (J%57) 11% 7%
Decreased appetite (£ Bk JE) 9% 4%
Headache (B87#%) 9% 8%
Pyrexia (F&£1) 6% 5%
Back pain (555/%) 6% 4%
Dizziness (3D F ) 6% 4%
Hypertensionc (& IfiL/E)° 5% 2%

2 abdominal pain (iJ#%), abdominal pain upper (-f&%59%), abdominal pain lower (T #5%) K% O esophageal pain (£E9#) % &1,

b alanine aminotransferase increased (77 =7 X/ kT v A7 = 7 —EHIM), gamma-glutamyltransferase increased (y-2" /L %
SN RTF AT =T —EHEIN), aspartate aminotransferase increased (7 A/XT X UWET X N T AT = T —E ),
hepatic enzyme increased (/%% ), blood alkaline phosphatase increased (il 7 /L4 U AR A 7 7 # —-BHEHN), transaminase
increased (k7 > A7 2 F—¥ L5} O hepatic function abnormal (FFHERE ) % & Te,

¢ hypertension (#1f./T:), blood pressure increased (ifi. 1 _F27) } OY hypertensive crisis (& LJE 2 U —8) & & e,

%72, OFEV 0¥ 5.2 - BETIX, MEBEXATZ7EARLY bEWEE A 5NT- (OFEV #f
1.4% N N7 T2 REE 1.0%) .

6.2 THARE D FkRER

OFEV O iR#ZIZLL FORWERANRE S NT-, 25 ORIERIIHAARH OEM ) SEEITHRE
SN, FOIRRBBEE OEHE T X HHEE TR ~DRE & OREBROMSLIILT L H A]
BETIZZ2\V, OFEV Ol IZLL T ORIWERNRE S iz, EMWVETRESE [Z2 K ONMEH D)
B (62) M), IFEEROEELHNFES (ZOPIEBIEN LG L H 7))  [BEER O
FoytE 6.6) 2], Wk, MR, 395, £ O FEE,

7 EFE/ER

7.1 P-BEE B KN CYP3A4 DFHER L FHEX

=T =7 P-HEEAOKE T, CYPSAA THLDOT N#MEND [HAFERHE (123) £
], PHEEA L CYPIAL DRHLERITH D baty —oRknEsLEofHiciy=r74=
7 DUEFEDN 60% 5 L7z, P-gp LT CYP3A4FHEA] (=) Au~A %) & OFEV & O
WV = T X =T ORTN LR T D ARENN D D [ 123) ], FD XD A
IZ1%, OFEV OXRRFMEICE L TEREFOBIE L +7121T7H5 2 &, BWERNE O bLiviz568 13 OFEV
OEHOHWr, WE XX LSO NEEZITH 2 k- HE 23) 2H]

PHEEH L CYPIAA DFEHITHAHY 77 B U ORATEEG L OHAICE Y =T X =T DR
B3 B0%ICHE T L7, P-HEEH & CYP3A4 OFFEH] (WA EEY, 7 == b Y KOS b -
Va—r R U— &) % OFEV LG LTS, = T4 =7 OREMNME T T 5 ArgetkEn
bHAHT-, TS OEAEOFERITRT D 2L [ 123) 2]

7.2 GUgEE A

=r T X =71XVEGFRILEAITH Y, MOV 27 % LR SEL RN B2, m ROk
EFI OG- 21T > T B BHEICK LT, HlLOFEIZONTHICBIRE L, BEIZIE U ThikE
BERIEORE 21T D Z & [BEROE LOEE (6) 2]

10



73 NN T =RV

=T H =T EENNT 2= RO G L DI ENIE~ DL Tl 5 - I FE e S -
KEBRERBRICBWNTC, =0T X =T N7 2= RU20AKRE LZE 25, WTIho3EAID
IRERIC OB o T [HFRFERE 123) M), LTehoT, =V 7 X =7+t T =
N2 FRE 5T 5854, AEREZ1T 5 BEILR 0,

74 R F v
ST =T R COHFREEE, U T X =T OB EE KT S Teihr ol [H
WFERE (123) 2]

8 KRl BEEFICBT A EH

8.1 14

U 27 DS

W) & O T IR IR AR ER K OV OVERRSP SIS X [ iks#E 12.1) 28], OFEV %4l iZ
592 LHRIBICERR R ELE KT T A REMENH 5, RO OFEV O fICB+ 55 — X 137
W, BB TTIL, SEEAMICIEREY DT > MO ORGEK R KHELEH B0 5 540, EiRT
DTSRRI BED=0 T X =T 55T 5L, Ty FROTH RO - RO - K OTERER
WINEUT: [F—2M] , 3R IRk T DRI SOWTHBAT 5 Z &,

ZhEE « BhFDORIZR L 22 2 EHNCH T 2 BRI RERBR ONREOHEES =V A7 I ARHTH

%o KEO—MERTIE, FHRZRERERBOHEL U A 71X 2~4%, ERIKRIICHERE St
PRICB T DIMEOHEES 7 A 271X 15~20%THh 5,

T—X

By —%

Y O E TR EMERER T, 7 v MIRADOERKRE KR E (MRHD) @ 55K, 7% XK
S{ED= T X =T kETH L, IR BIRORE R OBEENEE N ECE (BEwIcT v M
25mg/kg/H, T X% 15 mg/kg/ B % D& 5 L=l AUC 1I25E3<) , &1L, IRER,
WIRER R M OB DEE Th oo, RERRET L LT, FERME ORI ENTE D i
Too EREEFEE LT, WME, NEHEAOVEHEDORE (BEHE, HEE KRB, FIERFREOFICE) |, g
DOEE (T E) LOMEORE (Ea, 2%, XIARPEDOFEL) DO bz, WiR
FRRDIEEE DRI L TW A IBHFH W2, 7YX TiE, MRHDIZET DA DOIRER DR 15 % Dk
% (RFEIZ 60 mg/kg/ H & #% N5 L7z ifd AUC IZHES<) 128\ T, JRfFOMEHICH B 78 %
ERRO LTz (MERELLITHRI 71% : 29%) . =27 X =71, B8 MRHD (281} 518 &
0 &7 0gREE (REIMIC 10 mglkg/ H 282 D5 L7=RF D AUC IZE65<) 2% T 7RO T > |
HARD 4 BAFREZIKT ST,

8.2 =YL

U 27 DS

=T =T O NI A~OBAT, REELRE I3 W~ OB T A IR, %
LTy FOAHFIZ= T X =T KOZOREID WM SND ZENRINTND [FT—FR
W], =T X =TIl DHARA~OERZENERAORRESER S S5 728, OFEV I L DIRFEF xR
Haehibds ko845 L,

74
BALFDOT v FOLHFROMIERO =27 7 =7 RUZ O RS OB E L L TV 5,

11



8.3 B DAFERE

T A - FERR IR ERER K OV DERMEITFIC S-S %, OFEV 2545 LR IRICE R
BhRIT L, WIRFBERLMEOZIGREL IR T I D A[eEN S D [FE5 2 BEE [ ~D RS
®.1) , HKFEEE (12.1) ROHHKRZME 13.1) M) , BEECIROFHEICOW CEFICE S
THZ L,

SRR
OFEV O 5% Bitt3 2 Bi e ONBE IS, MBI U CTHAR FTRE 72 e DIFIRINAE 2 FERR 95 Z &
[HE - i Q1) , BEEROEW FOEE 64) Kk OERL2EEZEM~DES 8.1) M

WELT

OFEV I%, MHmic# 5795 LRI EZ KT T rREtEN & 5, OFEV IZ X A 1R LA &8 1)
5 X9, HRARER LMICBIE T 5, OFEVIC L ABBT RO GKRT O 7 6 3 A% E
TIIMO CTHN /TR E 2 & D X Y RFTRE R LEICBhE T2 L, =0T X =T NHRLEY
BT DAL T S0 E ) DNIHEEL TR TH L5720, HT U REEER AR LT
L, NUTEEBNTALXOBETH L,

AL
BT — 2 ICHOE, OFEV IR FTRER LMD MR AR N S D /e b 5 [FFlIK #Z1F
A3.1) =]

8.4 /INRE~D¥E
INRIZE T D OFEV OZEME, BRWEITMEL LTV,

8.5 HrE~DKE

FEREMENTRRHEE BB 2 XI5 & L7z OFEV O IHAH K OV 1N ARERARRER GRER 1, 3Bk 2 & OB
3) DEWERELD 5B, 61%7H 65 Ll [, 16% 75l FOBE Th - 7-, WwATHERME 2 1k
o MMM BRE kg & LR EER GUBR5) Ti, 61%72% 65%LL E, 19%23 75 & LL Lo
BEThHoTz, BEMERIEICE S MEEMEERE 25 e Lok Gk 4) T 21.4%0
65 LA, 1.9%72% 75 LA ECThH o 7=, N ARRERIZIBW T, 65l EO#ERHE & 65 A D
R L ORNCAEINEICBET 2 2R E TN o T2, Fiz, 66l LT 75l Lo
PERF & 65 ARl OB & ORNZLAMEIZET 2 BARZEIXH N o723, —HOmE
A ICB W TSN E < 72 D AMREME IR E TE 720y,

8.6 FirEREE

=T =T ORI, IHEERCEPICHEESN D (>90%) , ITHEREREE  (Child Pugh
A, ChildPughB) O % BHE 234050 L7 B EERER ClX, =27 4 =7 ~OIggE N EN
L7- [HpsrE 12.3) 2447 , 8 (Child Pugh A) DRTHEEEREE N & 5 BE D OFEV OHESEH
X, 1[\100mg % 1 H 21 CRE59 25 4 HE 22) 244] , BIWERZ%E8IZE L, BIfE
FRBIRFICIX— R 2RSS T G k2 igt3 2 2 & [ - /A 23) ], HERE
(Child Pugh B) K& ON& E (Child Pugh C) DAFHERERET D & 2 BF 121 OFEV I K D IR ITHESLE
SN [BEER O FoE 6.1) 2],

8.7 FHrEERE

AR GRBROFE RN, =0 7 X =7 OBFIRIRE G &D 1% R CTh 5 [HRFEE (12.3)
] . BREED S P ORI ERERE E RS IR 5 EO HEPRENIILE 2, & ORHERE
EEOHLEBEE (F LV T7F=227 U7 T2 AN 30 mumin &) K OSKHOBEEBBRE T 5
=T H =T oreM, Bk, EEREIIRmER S Tuh R,
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8.8 WRMEE

WAEIZ LV OFEV OBRBAIME T U7z [MEA#AE 12.3) /] Z L vb, BEIZ X - T OFEV O
HME7Ta 7 7 A VBB T DRIREMENH D, BEITKT L, OFEVIZ X AIREZBRMGT HAEIICEE
JBE L, OFEV O#HHIIME L oI 9832 &,

10 BERE

FRRSVERRRAEE B 2t & LRIk W T, 1HIoEFET1IHELE LT600mgH 21 HIF#
Hahiz, FEERAEFS (RFEEK) @&, BERGPICEEL, thofAEFRITH
HEINenolz, £, DABREDOERHABRICEWT, 1F600mg % 1 H 2/, 8 HEE TG X
Nz 2 BlowmER G RE SNz, OFEV OFEIWEH & L THMON TV AL AFERERNRE SN, 2
BIOBEZE L ZNODOHERNOEIE L, MEREOLAITIRRELZ TR, LIS T TR
IRRPERIE AT O 2 &

11 MRk - R

OFEV # 7e M, ¥ F—PHERTHE= T =T ahT25 [1EHEF 121) 2MH] .
=T A =TER L ANV (LT, = b— k) THY, (L5413 1H-Indole-6-
carboxylic acid, 2,3-dihydro-3-[[[4-[methyl[(4-methyl-1-
piperazinyl)acetyl]Jamino]phenyl]amino]phenylmethylene]-2-oxo-, methyl ester, (3Z2)-, ethanesulfonate
(L) TH 5,

LFERITLL T D LB THS

H.C, Jz/ [ -CH;
N N\J

QP

it
T

=vFH =T b— MY, 4R CaHiaNsOsCoHsO0sS T, 4371 649.76 gimol D & K07 70 2
BOMRTH D,

oM OFEV 4 7 CiE, = T4 =7100mg & &A% A & 150 mg 2 & F 3 58 o 2
OOEGEROHEKNGD (=T X =T X X)Lk R & LT 120.40 mg & O* 180.60 mg (2%
NENFIY T 2) , OFEV OIEIEHKDIZLL TFTOELBY THD : W 7B VARY : NV 7 Uk
K, "—=KZ77v K, L¥F, BTEAHFK . BFF, Z7Uka—N, “@BLFX, RE
= R bgk, = bk, B,

12 ERREEHE

12.1 {ERH#BR

=T H =T, BEOZREKRFaY o xF—F (RTK) ROEZEEF oL 5 —F
(NRRTK) ZET 2 AW TH D, =T X =7 1T T O RTK ZMLHET 2 « /M sk
WK 5225k (PDGFR) a, B, #rMEFAIIREEsRN 224 (FGFR) 1-3, M N SRR+
K& (VEGFR) 1-3, =nvu =—HjIlJ§KF 1 & (CSFIR) MOPFmskkTFr o FF—+F 3
(FLT3) ., FLT-3 %< 2N boFF—8i%, MEAMMEEOREICEEGEL TWD, =74 =
7, IheoxF—8o7T T =0 U (ATP) faRT vy MIBAEMICRES L, MEME

13



iliE B I U DARHEMERARR Y BT U U 7 ORIEICE G35 Z LRSI TV A MlalN Y 7 s
EH A — REEET S, =0T X =71F3%K D nRTK HFLET 5 @ Lek, Lyn XUt Src 7 —+,
FLT-3 2 O'nRTK OFLEIZ L 5 EMEMERIZH T 5 =07 X =T DEME~OBE G220V TiX
RHTH D,

12.2 FEh=#

Dl E R AP

A R AR & LTS W T QT QTelllE 1T o 12fE 5, =7 & =7 200 mg Hi[H]
FORE K N=7 4 ="7200mgl H 28] 15 H M KER &5 T QTcF MR DIL R IT72 D H 7
ol

12.3 FpEhhe

ST X =T OXYEREIL, SR, R MENRRHEE B, EITIERRME L 2 £ O R MR
RS, EHVERRBUEICHE O ME MR ERE X OEEFICBWCRE T 72, =T X =7
DIPEREIIRE TH D, HEOHINE =07 X =7 OBEEOEINIT A E L GIENZED Sl
(AE#MIL, 10 1E#&RSO%HE1350~450mg, 1 H 2 [E[#EE5 041 150~300 mg) . HiEtE
JitRRHEIE BB 2 BT A IE R G- o Mg rh R E O BfEIX, AUC TL7615Th -7, MGETEE
T 1LEBUNOREIZ LD EFREICEL-, =074 =70 b7 7EPRER, 14ME
BHELTHEE L2 oTe, =0T X =7 OEYBREOBIKF A EN TP ~ S (ErERYHE)
RE/NT X —H OEENMREUT 30%~T70% OHiFH) TH Y, (EIRNEENIRE~P%EE (ZERET
40%ATi) Th o7,

WX

BRETICHAD TNV O=0 T X =75 0% 5T 5L, =07 X =713 5%K 2~4 K T
e AR I Lo, fEREMBRTT 1T 100 mg & &5 L 72 REDHEXT A F 7 <A Z 8V 7 1 1%
4.7% (0%ISHHXIH : 3.62~6.08) Th o7, =T X =T ORI ENAFT XA FTEY T 4
1L, M7 AR—=Z =R L RERFPELEENFRIC L VKT 5,

BRICEELELE, AEOBEICEST, =0T X =T OBREIL, ZEERR I 20%
(90% S HE X [E] : 95.3~152.5%) L& L, WIITELE L7z (tmax D 9T, ZEREEF 2.00 BERE, &
#% 3.98 K)o

il

=T A =T OMmMBERREE, THMEIET Lz, FRIRNESEFO DM ARFEITREEAFE LD bR
otz (BEEIREOSAEFE [Vs] =1050L) .

invitro TO=>7 4 =70t MEEAKESRITIT8%N L & o, FEAEASEDITINE T L
TIVThHEEZOND, =0T XA =70t MR/ MAEOEEKIZ0.87 THV, MmigFHF Iz XL
%< oA LT,

P

FRREPEMRHEE R BT 5 =0 7T X =7 O3 EEEIX 9.5 K Th - 7= (31.9% gCV [ £/
FEnei] ) . BIkNE SO 7 ) 77 0 2 & h - 7= (CL : 1390 mL/min, 28.8%

gCV) . 48 Hiffl# £ TORZILIKRD R R PRI IT, RO EH% TR S5 EDK 0.05%, #HARNKE
HBTHEEEDOK 14%THY, B2 VT 7 A% 20mL/min TH - 7=,

a4
=V T H =T DEERRMEUSET AT 7 —PIC LB MAMETH Y, 2 OREE, Wiy <
&5 BIBF 1202 "4 &5, BIBF 1202 X & 512, v 7 o U Egs (UGT) EEETHh D UGT
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1A1, UGT 1A7, UGT 1A8 XN UGT 1A10(Z & ¥ BIBF 1202 7' /v 7 v ViSRRI & D,
=T X =T ORBHB 545 L3/ CYPIX CYP3A4 TH D8, REHIxd 5 CYP D% H 13/
Eoio, b NEMEBNERBRICEHV T, FEEAR CYPIZ L MR S 7RI s T 2> 5
SN ho T,

invitro TiX, T AT VIIKDEERK 25% TH - 7= DIk L, CYPIZ L DRHNTIMN % TH - 7=,

HEH

VC-= o7 ¥ =7 RO HREO e D B E 7 Yeit iR g 1338 /ARt chH v (R5E0
93.4%) , OFEV ®% < L BIBF1202 & L CHittc Tz, 287 U7 7 R Zxid 5 Bt D% 5-
IThEroTe (BEHED 0.65%) , &5 I EEIE, 5% 4 HUNIZIZIZZES (90%i#H)
WEIRENTZ EEZ BT,

HERI72 S

i, (KR OHER)
RHEFEMBREMTOME, =27 ¥ =7 ORBIHERECKEL MEL T, LaL, Th
5 DUREE~ OB AR Z BEL T 5138 RERLOTEANS T, HHIE=T ¥ =70
MBI BE LTS RoT,

B REIE &

RERSMEITRRHEE BB 933 Bl D7 — & & W - RHEH BB REfRAT OFE R, =2 7 X =7 D%
X, BE (Z L7 F =227 07 F 2 X[CrCl] : 60~90 mL/min, 399 #1]) KN4 E (CrCl : 30~
60 mL/min, 116 ff) OB HEREREEIC LV E L Z T o7, EE (CrCl : 30 mL/min #Jifi) @
BHERERRE DT — X IXIF L A ER,

NFHERENE 2

OFEV ® H[m# 5.4 | B3 AEER 1 BRI\ T, R (Child Pugh A) DITFEEREREE D & %
WelRE 845 L S5 (Child Pugh B) DATHERERS S 0 b 2 4R 8 15 & ITHEREAS IE 7 72 ikbh s 17
B & Ll U 7o, R DOIFEEERRE N H D HRE D=2 T X =7 ~O VIR FE L, Cmax T 2.4 1%
< (90%IZ4HEIX ] : 1.6~3.6) , AUCo.int CT2.25mM > 7= (90%[Z4HIX ] : 1.4~35) , &
DIFEEEREEN O HWRE D= T X =7 ~DOIEFEIL, Cmnax T6.9MHEHE < (90%(FHHXH : 4.4~
11.0) , AUCoint C7.6 5@ > 7= (90% fFHEX M : 5.1~11.3) . & (Child Pugh C) D JiFH&EE
BEE D I A HERE IO W TITRE Lo 72,

Lo
RHEFIEMENRBAEATIZ W T, BUEE TO= 07 X =7 OIRERIE, EICEE L T RO
BUHE L, 21%IE o7z, ZORBIIHEFE 2L E LTI ERES RO TIIRY,

S E A R

=T H = TP DRI K IF T AT RENE

=T X =T EOMRANE LT 2= R ® AUC KON Crax IZ KT HEIZOWT, KIEH 535
THE Lz, =0T ¥ =71F, BT x2= RUDBBICHELZ MES ol

= 5 X =71%, OATP-1B1, OATP-1B3, OATP-2B1, OCT-2 X% MRP-2 OHLEAITIX/ARWZ &
2%, invitro TRENTWD, =T X =71%, OCT-1, BCRP MU P-¥5E HIZ% LTIV PHERE
ZHLTWAZ EHinvitro TRENTWDER, ZHOHDOEHOERKMERIT/NESWEEZ BN
5o =T H =T, FOREMW TH D BIBF 1202 X ) BIBF 1202 7' /v 7 v U EEHI-AAIL, invitro
TCYPE:EZILEFELFHED Lo o7,
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M DFEY S =27 5= T H 2 R IF 5 i GELE

=T H =TI PREEADEETHY, 590N 5 CYP3AL DIEETH S, HHMHEEH O
BEERE LR BRICBWT, PBFE B AN CYP3AL DFLERITH S 7 b at >y —L L oftRIC

YV, =oF =70 AUC IZ 1.61 1%, Cmax!T 1.8312IC FH L7-, P-HEEE LN CYP3AL D
HTHDY 77 ey HWEERRMEBERRARICNT, V7 r e 0ffHIc &

0, =T A= HMEEREL LT, =T X =7 " AUC 1Z 50.3%, Cmax!E 60.3%IZ/KTF
L7,

ENT 2= N EDOPFAN =0T =7 D AUC KT Crax |\ IETRRICOWT, RERGICK
LHEYBREEARBRCIHE L7z, ¥ 7 == RUE, =074 =7 ORERICEEL KT S 73

molz, iz, BIORBRTY, 106Fl0EBREE2 =7 =7150mg, 1 H 2R L LT ==K
D7 RA VYL (L H 318 801 mg IZfiid) OfFHXIZ=>7 % =7150mg, 1 H 2 [RlDHAEE.
(CHAEZIZEN A, 12 R LR IEE R T v 2 AME (L1) Rc=r T X =7¢
AT == RUOBHRRIEDSRS SN, =0T X =T ORAIRG 22 -REL, =v T4 =
TEENT 2= RUOT RAEVFREEZ T BELZHR LI A, =0T X =70 7 7k
HIREIZFRISE TH D Z L @O LT,

TR IC, R ¥ 125 mg &2 EFIRAET 1 H 2[IRIER G T HRIZIC, =T X =7
150 mg ZHEIEE L=, =0T X =T LR X Oftf&REI, =0T X =7 ORYEREICE
Bh RIE & TpinoT-,

=T X =TT pH AR IR E 2 R U, pH3 RTR OBRME TSI L7z, Lo, FRIR
RERIZBNT, =0T 4= 7“0335'%“ (F 7 7MHEPRE) 1%, 7' R THEFEAISLE 24
I H2 FEGUAT E OPFINC K0 B E T o T,

= T X =71%, OATP-1B1, OATP-1B3, OATP-2B1, OCT-2, MRP-2 ¥ | BCRP ® & Tl
W2 EDY, invitro TRENTWS, =0T X =71, OCT-1DEETHAZ &b invitro TR
NTWBED, ZHHDIEHDOEKMIERIT/INIWVWEEZEZ NS,

13 FEERREE

131 BARM, BREREME, ZEBESE

T MO~ T 2% W 2EROR O F5IC LD BRAUFEMERBRICBWNT, =0T X =7 BN A
FMEZ R TETRITGRD b ivZemnoilz, v MRS R, =0T X =7 %Z 21 10 mg/kg/H
ETKRO30mgkg/HETHEE L, ZhbOH®EIE, MEEFIRED AUCIZES< &, MRHD X
D BV AL TN MRHD OF) 4 f512F824 L 7=,

in vitro DBEMIE IR SR E BAER, ~ v 2 Y o7 —<RB L WNinvivo DT v NEBE/IMEERERIC
IJLol/\“C, %/T& -7 ”ﬁ;@\ﬁf md@%ﬂfoﬁﬁ)oﬁo

F v MIBWT, =74 =71%, MRHDIZ fé%%@ﬂsﬁm% (100 mg/kg/ H % 0 # 5
KFD AUC) C, MEOZMREZIN T IE7, T b0 EITiE, BRI O REZ T O
o, &Uﬁ%#@ﬁ?ﬁaiﬂfmto7/F&vax®&$ﬂ ERBRICB VT, JPE DR
@ﬁ&@k%é@WMﬁmwgﬂto%ﬁ&ﬂ@&ﬁﬁ%ﬂt%@ﬁ@ﬁﬁi MRHD (251} %
FIX A URRiR (20mg/kg/Elf§D&“5uH#0)AUC) IBWTRO LN, 7 v MIBWT,
%/7& 71X, MRHD (23T 2R DK 35 OIE#E (100 mg/kg/ H#% 1 # 5-K> AUC) T, K
SRR B E MIE S e o T2,
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14 ERREBR

14.1 HEFMERHRMELE

OFEV DEFRMIAZMENX, 1 oD% RS [R5k 1 (NCT00514683) | KON 2 S DF I FHFER
[FABR 2 (NCT01335464) } OER 3 (NCT01335477) 1 T3\ NT 1231 il 0 B 38 Mk i i FR o
EXBICHmRT SNz, b0 BRIZ, OFEV 1Al 150mg » 1 H 2 [a#&% 5% 77 &R & 52 ##[H]
TS 27 X MMk, ZEERKR, T ERAREBRTH T,

AR 2 LB 3 DT YA VIF—Thotz, BB 1L EBDOT YA o ThoTe, BEIX
OFEV150 mg H 5\ X7 TR % 1 H 2[R 52 B G328 3:2 GRER 1 Cix 1:1) O CHEl
DA B, BB L TIkhoB R BT b (50mgl B 1\, 50mgl H 2[F], KON
100mgl H 2[E]) . FEFHMWE B X MTEE (FVC) DOFEMBD R TH o7z, ReMEMMHHEE
OFEAVERE £ COREMIE, 3B 2 L ORER 31CBIT 2 BEARRIKGHEEH TH Y, R 11
B DEIKFHEEE TH -7z, FVC O THNEIZR T 2EIEGDR—RA T A )b OE b &K OALF
%, TRTORBRIZEBIT HMMORIKGHEEE Th o7,

RIS T R SEMEARMEAE  CRE IR R BB [ATS]ER N FEI 25522 [ERS]/ B AR, 2552422 [IRS]/
KMIER S [ALAT]|OZ I EEYE) L2 ST s SERMOBE L Lz, 2T a0 /&
(Mg HRCT) (2 SWTHISRHIE X, SRS TR0 22 R8T o7, 4 40
Ll B C, FVC B TFHIED 50%LL |, 7 >—B{bRFEILHEE (DLCO, ~EZ v B UHiE) 8y
HED 30%70°5 79% Th 2 BENRINS -, WD XHZE (T72bbh, K& EREE S
AT O —FE[FEVY/FVC]A 0.7 AKii) D & 5 B S TaRER R FP IS i 2 52 1 5 Al REME D m v &
TR Y LR AT U 7= BB S iz (B R U A Mc#E D 2 L ixRiER L) o
ALT, AST UIE VU ILEAENIEHEM EIRD 155422 283, oV 27 IR 5
NTWB B, @ EIRAEOHEEREEZZ T TV D ERE, MOV ZE UM 2E T Ol o
RO & 5 BF TR O KGR STz, ARRBRA~O ST 8 1 LA A D FRBER TR IE,
THFATV o, a7 x A7 7 RIT7aARY o ADORREZZ 1 Cuvi-B3E, 2
UWIZn-TE®F e VATA U ROT L R=VY (I5mg/lHYUEEZBZ D) OG5 %% Tz
BELRANA SN, BEDOLIZAAN (60%) XiX7 Y7 AN (30%) T, 7=, B (79%) 2
Lo tz, HBEOERT 67 i, FVC O THIEIZX T 55 & O 80% TH - 7=,

FVC DA

PRI, B R R OMER TR L7127 v ¥ AMREERE T VB W T, OFEV O# 5 2% 17834 T
X7 T v RG22 - BEICHS, FVC OEREAD R (mL) ICHEHICE ZE2RBD NR
STz, FVCIZXT 21BN RIZ 3 T _XRToORBRBE T B LT\, ZNZENORBEOE R4
#3177,

K3 HABR1, ABR2RUER 3BT FVC OFERRBAER (mL) °

Study 1 Study 2 Study 3
OFEV Placebo OFEV Placebo OFEV Placebo
150 mg 150 mg 150 mg
twice daily twice daily twice daily
Number of analyzed patients 84 83 309 204 329 219
Rate® of decline over 52 weeks -60 -191 -115 -240 -114 -207
Comparison vs placebo
Difference® 131 125 94
95% ClI (27, 235) (78, 173) (45, 143)

dHEBR 10T o F LR, R 2 R ORRER 3 TR G &% T T2 H
b T DREIRNRE T AT IS W THERE
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ARER 2 ICB T WP EGREDOR—RA T A D OEALOREFIHER 2 X LITRT, N—Z2AF A )
5D FVC OB B EZBRFIC 7 a v b5 &, B2 kS £ TOTRTCORIERE Tl 5
FEOHRRITEENL T2, BB 1 K OB 3122\ T, Ak y hTHoT-,

XK1 BBR2IZBITAR—ZRSAL UMD FVC OEHE/LE (SEM) ORERHER (mL)

[F+-Placebo—=—nNintedanib 150bid]

25 4
10

=20 <
_35 -
=50 -
=65 -
_au -
_95 -
-110 - .
125 - LT
140
-155 - Tl T
170 - [ B
185 - £
-200
215 -
-230 -

Mean (SEM) observed FVC change from baseline (mL)

J T S|

T T T T T T
‘3% v% 6‘% 1‘_-,‘(’b % -}5.% &
% % % o, &%ﬁ %, &&e‘;
Number of Patients

Flacebo 202 198 200 194 192 187 165
Mintedanib 150bid 303 301 298 292 284 274 250

bid : 1 [ 2 [al#5-

ZAMEEO TR T 2R E D= T A b DR

R 2 12381 5 52 A TO FVC O THEICKT T 2EIG D R—2 7 1 U b DOELDOTRTD
Ty AT ORFEGAEIK 217 T, MEEEOT X TOH T IV —DJITONT, B LA
FOFEEIET 7 BHRHELD & OFEV HEDIE O DMED o 7o, 3B 3 THRIERORE R ITRD b7,
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K2 R—ZRSAUnD 52 BESAETO FVC OFRAMEICKT 2B EDOENLDBREDREST

(FRBR 2) *HERIL 0% LA E DR XX 10% LA EDRD &R,

oo
_H_\_|_‘ _\‘. 5, '-I.
\H-\-. s,
90 4 e
\L\- 82%
A0 \\
h\\ E
. 70% '\ \\
0 N
H \\h
HE \\L\
* . %
0 ‘k\_\j !
; i -\‘ \
7 R
V<€ >
4 Improvement in FVC Decline in FVC

i}

*FNR—RATA 5 520

DITHYINIZ L D) 1%, WEEICBERAR S,

a

5
Abuluh change in %pre
- Placebo (N=204)

T r T
10 15 an

dicted FVC frem baseline to Weak 52

150bid (N=303]

RETOR LD IR Tl OEZ VT LT,
bid : 1 H 2[a[# 5

e FE M BT ARAEIE 0 ] [0] B PR

HLFE TR

R S M AT RRAREIE 0D R 4

T
30

H#EiTOD FVC O FHIEICH T 2B A OB R|T— 2 (BT, BHREEAGE X 52 8 LLE]
EARRER T — X B OT R TOBETEHELNIER—RAT A 1D 52 FEE

B3, 30 H AP ORI AT RE 70 FPIR A #E D AL SUTFEEL, s X b

DFT- 72OV E ANERTRE, KO X fEae CT Lo S Ik LA O3 7= 722 il 528 583
T, MORERERISND b D LTE

7o L7z, HPos M RRMEE O Sk i 2
HIERBE DI L DHENMTOILT-, 52 M ORI IARHEE O Wl 2AVEEED U R 7|
(BBRE Y EERTIC L 2R K OVRER 3 (RESICX 2HE) |
T BE I OFEV O 5432 13 - BE CTHEL

TR 2 L OVRBR 3 Ti
X, k1

cBWTENEN, T EROEE
A L O — K 0.16, 95%134E

X[ : 0.04,0.71) KO¥ (Y — Kb :0.20, 95%(Z#HIX[H : 0.07,0.56) , kbR 2 (ZESITX D

7E)

1.54) .

AR 2

i

(RTINS

K OGAER 31

B

IZRBWTIE, WEHEMICEIT A SN0 yo 72 (NP — REb : 055, 95%{Z#E X4 : 0.20~

IZBWT, FEEFHMEEE (FVC) OfERZMMT 5720 DERBRIIMHT & LT,
77 R &R LTz OFEV OAELF ST 21T > 1o, BIETHRIZHON T
OBRFREIMZE U, LR R OBEDNRE 2k L7208
IO LN o7 (K3SH)

, VBRI R K VAT RE 7R R 1

P LT, AL, 25X
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X3 SECROITT Y« v A Y —HEE AR TR BBk 2 RUHERS3

100 +

Hazard ratio: 0.70
(95%CI: 0.43 , 1.12)

704

Kaplan-Meier estimate of survival (%)

— — -Placebo
Nintedanib 150bid|
o o Censored

T T T T T T T T T T T
0 30 60 90 120 150 180 210 240 270 300 330 360 3?3

Time to death over 52 weeks (days)
Mumber at risk
Placebo 423 422 420 418 418 416 414 408 406 403 400 394 388 358

Mintedanib 150bid 638 637 635 632 628 623 620 619 617 612 606 601 591 532

bid: 1 H 2[E&E
14.2 EITHRRREL &2 £ 5 BB MR B
OFEV DEGIRHIAZMEIX, T oA Mb, —HER, 7T RSRE N AHRE 385

(NCT02999178) 1 (Zds\CHEATHERRME(L 2 £ © VR MERTR FBRSE 2 PRI & vz, At 663
m@$%¢ OFEV 150 mg & 5 WI 77 tAR%Z 1 H 28] 52 M L. E# 53 28T 111 O R T
TEZIZED 1T a7z, HRCT Tl&E OMEMEMK (UIP) EROBKE(L S5 — /#mwgﬂtu

%wuﬁw HRCT CTZ DM OFRMEAL N2 — 2 338D B T- B 251 il & BEAE 4 2 0 £+1) 7=,

ARBRTIL, 2B (RBFEHEM) KOVHRCT T UIP ERDO#MEL /& — /ﬁmwgﬂt H D 2
FEHA D F BT AR D5 E STz,

THEFHEE A X, 52 EE 0% DGR (FVC)  (mL) OFERBADRE Lz, T OMOFHEEH
(X, FEVEPENR B OB SMIEE I TICE S £ TORRF & LT,

HEATIERRHE(L 2 £F © B MERIR B E IR Sz B30 5 6, HRCTIZ L v BT 2 ML
(m%%tzéﬁ%m@%@)mmw%h AT OEEFRIkE (FVC @ 10%LL Eoid, JERS L

ITEERAE DAL Z £ 9 FVC @ 5%LL_E 10% A5 O XIT A 7 ) —=2 7R 24 51 A D
JER XM OB L EFRT D) DALNDIEBENEIRINT-, BEILX, FVCOT wﬁ@
45%LL |, DLCO 2N FHIfED 30~80%AilE TH D Z & & Liz, RBREEERMAEFRZEICBWLT
WEITd 5 LW L7EEIZ 2000 63, BB 5 MEMEMRSET LBEZRE L,

O RKEAE (T7hbb, K[UESIRERE 510 FEVUFVC 238 0.7 &) D & 2 FrF& TR
HEE RS OB R il ) I E O BB I B O X R BRI S 7z, ALT, AST XiZtv U ey
ENRFEEME EFRD 1552 2 588, HIiLo U A7 IR RN LI TWD B, @ LR
BOPREFEEZZIT T D BE, KOET CULFEZE TN 2381 L2 B 13RO x4
MHEBRIN ST, Tz, T X AMERT4BEBLNICHOIRRIBIC X D16, =74 =7 X3Y
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NT7 =Ry, THFFTFY 2, 7 a AR v,

Radx )= VBEETFIN, Xra A

Z, ANV FARTaA F>20mg/H, UIKEAaLFazxTal R+T7HFA7Y o +n-7
BFN - AT A CONREEEZ T TWEEE, T2 AMERTI8 s AHLUNIZY 7 v 7 4 X7 7
T RXIE6 5 AUNIZY Y d o~T 0552521 T BE LRI Sz,

BEORFEITAAN (T4%) XIIT T AN (25%) ThHhot-, BEDZITEMT (54%) , Fy
FHRIE 66 5% T o 72, FVC O TFRIEIC T 2E1G O FHIL 69% Th o 72, 49%ITFEELEE T
H o7, AERDOREBRAREE B CHMEE A L U CHIRZWE Sz ILD 13, @ErEmige

(26%) ,

PEfZE (17%) KM OVEDMo ILD (12%) Toh - 7=,

FVC DAE[]JE =

H O ILD (26%) , ZEEMEIERF SRR ENENGZ (19%) , X RRERYR R VERE

7

OFEV &5 Tl 7 7 B RBE G, 52 D FVC OEMBA R (mL) CTHEFHIZA,

SRAN

D MNFRD bz, 52D FVC OFERIJED = (mL) 1%, 77 AR EEGE L~ OFEV 51
DN 107 mL A EIZHEAD L7z, HRCT T UIP BEDHRHEL /N2 — 2 D38 B LTz B OV ofth
DRFHEL X H — 2 (2D HRCT) O EMOFER %2, SREEMOER L HITE 418

‘a—o

#F4 RBR51CBIT5FVC OEBBAOZR (mL)

Overall UIP-like Other HRCT
Subpopulation Subpopulation
OFEV | Placebo | OFEV | Placebo | OFEV | Placebo
Number of analyzed patients 331 331 206 206 125 125
Adjusted annual rate of decline over -81 -188 -83 -211 -79 -154
52 weeks
Comparison vs placebo difference? 107 128 75*
95% CI (65, 148) (71, 186) (16, 135)*

for descriptive purposes.

* Comparison based on the Other HRCT subpopulation was not included in the multiple testing procedure. Values shown here are

RO T TV —RIOEEDE, HRCT O/ F —, FHRFMOBEIE, N—RA T4 UFFO FVC (mL) K ONEHEE &
B M OR— 2 T A U E O AMER R L2 X 5T v & 2MEHEIRE T VgL
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MV MERTE B OZWNC L B2 FRIERBEVMNT 226 L, X417, MEMEMEEOBZKNCEIT S
BN EIE, FVCIZHOWT—E LTV,

X4 BHERSICBITHAEBKRLE L TCOMEMEMEBROZHIZE I 52 @ED FVC (mL) D
IR SR>

N analyzed Estimate [95% ClI]
Placebo Nintedanib 150bid
Overall population 331 331 107 [65; 148) o
Underlying ILD
Autoimmune ILDs B8 81 103 [23; 182] }—.—i
Hypersensitivity .
pneumonitis 89 84 72 [6; 139] |—0—|
Idiopathic .
ifi :
nonspeciiic 61 64 145 [34; 257] . —
interstitial :
pneumonia :
Unclassifiable :
idiopathic interstitial 50 64 64 [-49; 178] 0
pneumonia -
Other ILDs 43 38 189 [60; 318] e {
I T I I I I

60 0 60 120 180 240 300
Favors Placebo - Favors Nintedanib 150bid

Nintedanib 150bid - Placebo difference in adjusted
rate of decline in FVC [mL] over 52 weeks and 95%
confidence interval

ILD : [AVE MRS, B ot ILD : B U 7~ B ILD, IRAMERSGRLn, 25 MR EOERE ILD K O Dfitio
aEte, TOMO ILD @ { O ILD I SV WBHELZ 0L 5 ILD, I@BIERS, FEREIEIRARR FA R BV 28 X

AR FEMERVE M R 2 50, 2B T TV —THRHZ WV ILDIE, BREEREE ILD, ¥ aAf F— 2 KR UESE

EVERHEBRMEIED 35 TH D,

* D DR RITFRIRBENT B2 bDTH D, ZIITRIEIE, SBRAND7ZO LD TH D,

M EREDX— 2T A 6D FVC OB EORIFHHER 2 5 1R, X—ZA T b0
FVC OB B2 BRI ey b2 L, 52 B S £ TOTXTOHIERR Tk 580 ih
BRITEEIL TN,
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X5 #ERS5ICBITAR—ZF A4 50D FVC OEHZE{r&E (SEM) @ 52 B OHER (mL)

20 [~ - - Placebo — @ Nintedanib 150bid |

-100

-120 ”%-Hh
-140 - ”“}H

Mean (SEM) observed FVC [mL] change from baseline

-160 - Teel
-180 - i ~§
-200
=220
-240
=260
UL T T T T
< 0, 7‘%6“% s v,&' ?7&’ ‘;d*&’ .5;,‘&
0’6‘ @‘ Q(_ 0@ @@ @p @@
i s % ko o
Number of patients
Placebo 325 326 325 320 i 296 274
Nintedanib 150bid 326 320 322 314 298 285 265
bid : 1 H 2 [Hlix 5

BNMEEDSN— AT A )5 DR
B 5 D 52 WHESIZE 1T A mLENLD FVC DR—ZAF 4 b OB REZIK 6 17T, KIFd
BT, OFEVIC X AR FIX 7 78R L0 & edoT-,
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K6 BEBEILOR—RTAUNDE2BEERETOFVC (ML) OFBLERZV5 OBEMRXIL
BAOROL R NSTF L (FRBR5) @

Placebo Mintedanib 150bid
[35,55) 3
[30,35) 3
[25,30) 15% had improvement % 1% 30% had improvement
[20,25) 4 2 1%

[1520) 4 1%

|
i
[10,15) - 1% [% 3%
[5,10) 4 3% ‘ % %
05) 9% ‘ % -

[5,0) 4 18% ‘ % 18%
[10.-5) 4 19% ‘ % 1%

Percent Change from Baseline in FVC (mL) at Week 52

[15-10) 4 1% ‘ 1%
[20-15) 4 10% ‘ % 6%

[-25-20) 4 6% ‘ 2%

[-30-25) o 3% E_ 2%

[-35-30) 4 85% had worsening or missing [3 70% had worsening or missing
[-55-35) 4 1% [3

Missing 17% % 20%

20 15 10 5 0 5 10 15 20

Propoartion (%)
[ Placebo Nintedanib 150bid
A 52 DK T FVC 7 — 2 KM & D FE SN ERE 1L, 310 B A & 373 B B OMINZ FVC OFHE T2 b - T iR

Th D,
bid : 1 H 2\l 5

RV PR R o) el 2P HE 3 C oD FFE]

VB PR B O BRI X, 30 H AN ORI AN AT BE 72 R0 A 5 o0 BEAL I3 B, i X g Lo
iz 7o OVE AR, MO/ X HRCT LD X IR LIS D= 7e i 528 Bw ¢, R
RIRBRIL S D b O & EFR Uiz, FIEMEMEEROAMEREITHE SN2 o T,

OFEV #EE 7' T BARE L O, MEMEMEEBEOYIRIAMEHEEY X7 OMEHEE m@%m
et (S MDA - A K107, QST - 038, 137) BT
Y— N 0.63 (95%(5#E XM : 0.37,1.07) ) .

AR

AR5 IZBWT, FEMIEE (FVC) OfERZMRT 5720, 7784 LK L7z OFEV &
TN ZAT -T2, BIETRIZOWVTIE, BRI R OFTREZRIR Y OBHAEME 2@ T, LR
R VBB DIRE &kl LBz 67, & Lz, 2 CRICHINEEZ Mw%m
ﬁﬂok(&ﬁ%@%ﬁ%%:A%~FmQ%(%%%ﬁ@ﬁ:mmL%)):ﬁ& (N
#— Nk 0.78 (95%(EHEX[H : 0.50, 1.21) ) .
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14.3 2HPEFREIE T 5 HIE MR A

VT X =T OERRRADIE, T2 e, ZEER, 77 BRI RE IR A5 4
(NCT02597933) 1 (ZBW TR MIMEZEICAE O FE MR BEE 2 R ICHE S vz, &Ff 580
M@$%¢ OFEV 150 mg &5 WI 77 tAR%Z 1 H 20 52 M L. E# 53 28T 111 O R T
TELIZHEIDFFITFon, 2055576 Bl Lz, 72X MElTHt FARA YV XA 7 —EHiR
(MA)@%A ZE0ERlb L7z, filx OEFITER T CRE 100 BFTEEREOR 525217,
TEFHMEE H X, 520 FVC OERMB R E Lz, 52 BEESIZEB T H1EIE Rodnan B fE A =
7 (MRSS) DR—RF A LD OMux A EIX, EERFRIKTMER Tho7z, REBEEDIE
TR, BIORIKFHIEE Th o7,

BEL, KEY v~F2E RN T~ FFEE D 2013 4R UE T IO & 25 MEIR R E I AL 9
WVEMERR R E W S, BIE (RPIOIEL A / —IER) BTERBTHY, @BE12 5 AUN
(250 X417z HRCT A & ¢ & CHRAHEIED 10%LL ETHh 7=, BHFIE, FVC 2 TRIED 40%LL
|, DLCO NFHIUED 30~89%TdhH5H Z & & Liz, HOLMNARKIEHIE (Thbb, K& ZILER
B 5RO FEVU/FVC 23 0.7 Ai) i i @ Aa Al O i T XX T E D & 5 BE TR O34
MBS T-, ALT, AST XX UL EAMEN M FRD 15222 5 BE, oV &
71@$ﬁﬁﬂ%n1m6%%,@ﬁi@%%@ﬁ%l%&%x71b6$% Je OV FR ZE L
R 25 Dt DEEAE D & 5 B TR ORI R RN S vz, EROMEMEE, 3{ELL ED
E“Er,Ah%%fé%f@%@%@%&ﬂiﬁ&ﬁmﬁ)~?@%@ﬁ%5$%iﬁﬂém
oo FT0, MOBBREORGEZZITTWAHEE, =0T X =7 XIe V7 2= ROk 5 2517
TWHHEE, 72 MEBT8HEBLINICT W F A7) v o 525% 17 TWHEBE, 74 MMEHT
6 WALUNIZY 7 aARAT7 7 I RXIIT 7 0 AR v ADEEEZZ T THWDHEE LRSI N,

BE ORI LM (T15%) Thol-, BEOREBIITAN 67%) , 7T A (25%) IiTHEA
(6%) ThoT-, VFHFRIXS4E CThoTz, BIKE LT, BED BN OE ARG MR EE
(Ssc) A L, 48%MNIRFMEFMEMEIELZ A LT\, FELA J —IEROPIEIFEEL) S D
WX 349ETH -T2, N—AT A W, BEDOANNI a7 = ) — LRI L DEELT-IEEE
ZAT U,

FVC DA 3
52D FVC ORI (mL) 1%, 77 B REEREL LR OFEV SO TN 41 mL b A5
I U, 44%DFERI 72 iR R & —E L=, R 5B,

#5 RBR4ICBITSFVCOEBBAOZE (mL)

OFEV S5 R
150 mg
10 2[EH
iR b U7 Rk 287 288
52 J1 [A] D FHHEAZ P -52 93
7T R E DL
i a1
9591 15 X FH] (3, 79)

a MR, BE, i, ATAIREE, X—X T A VD FVC, X—RX T A VIO FVC & B OBGR CTHRIE LT o & MR
J&FE T I ESL

WRGEEDNR—R T A D DEALORERFIHER 2 X 7 I2RT, X—AF A 150 FVC O
AL BA RIS 2y 95 L, 52 BMER S TOT T ORER Ty 58 o il 3N T
Wie, 12 RO 5 IEMEO SBENRFRO B s,
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X7 BBRACBITIAR—ZRSALUNDDFVC OEHE/LE (SEM) ORERHER (mL)

204
10 4

0
-10
220 4
-30 4
.40 4

Placecbo ——@—— Nintedanib 150I:|ic||

-50

60
-70 -

-80 4

-90
-100
-110
-120
-130
-140
-150

Mean (SEM) observed FVC [mL] change from baseline

-160

I I I
°, 2, 6 < % % Sy
4, Y, 4 i %%, g

er Gfs‘

Number of patients

Placebo 283 281 280 283 280 268 257
Nintedanib 150bid 283 281 273 278 265 262 241
bid : 1 H 2 [A[# 5

FHNTHRE L72 2 5OV T T )—TH RN TIE, IO a7 =/ = BROMEHZ &I,
52 B I UZ 1T D FBE D FVC Il RO YERE ez et LTz (X48) |

X8 HIKEROIaT =) —NBOMFEHAOFERNNZA 52ERERIZBITS FVC (mL) B0
BIISEEDY T I N— TN (3B 4)

Placebo Nintedanib 150bid Difference
N Rete of y Rete of [95% C1)
Decline Decline
Region
Asia 7 -92 59 48 43(:37:124) .
Europe 126 -107 139 -67 40[-17; 96) ——
Canada and United States 73 -52 69 42 10 [-66; 86) ®
Rest of World 18 -176 20 2 178 [28; 329] .
Mycophenolate use at baseline
Yes 140 67 138 -40 26 [-28; 81) —
Mo 148 -119 149 -64 55[2,109] R
ALL 288 .93 287 .52 413, 79] .

-100 -50 0 50 100 150 200

Favors Placebo Favors Nintedanib 150bid

Mintedanib 150bid - Placebo difference in adjusted rate of decline in
FVC [mLir] and 95% confidence interval
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BRI BIE DR — R T A b D[R
Ei%‘ﬁ4@52ﬁﬁ%‘:n\ cié mLﬁ’fii@ FVvC D_X— & 3/]’ ‘/75)%@%“:%%9@1{_{#0 j(‘:'é@
BAE T, OFEVIZ X DMEREIR FIXT 7R L0 bhrioie,

K9 ®EBIELEONR—RTA U006 2BRFRETOFVC (ML) OE{LRZ VD 5 DEEME
IR EROL XA N5 A (RBR4) 2

Placebo Nintedanib 150bid
[35,55) [
[30,35) @
[25,30) 3
[20,25) [
[15,20) 26% had improvement % 1% 38% had improvement

110,15) | 2% % 4%
5,10) | % ‘ % 1%
[05) 17%‘ %21%

15,0) 25%‘ % 22%
[10,5) - 22%‘ % 13%
[15,10) 7% ‘ % 6%
(-20-15) - 5%
(-25,-20) 2% Z 2%

Percent Change from Baseline in FVC (mL) at Week 52

[-30-25) 74% had worsening or missing 1% [3 62% had worsening or missing
[-35-30) 1% [% 1%
[-40.-35) Z 1%

Missing 11% % 16%

25 20 15 10 5

(=]
(4]
2
&
ra
o

25
Proportion (%)

[ Placebo Nintedanib 150bid
3 52 DN TFVC T —Z KMl &R S - gikE1x, 310 H B & 373 H B OMIZ FVC OFHIEDM T2 o T-#kR 4

Th D,
bid : 1 A 2 [Hl#5-

{E1E Rodnan JZJE A a7

OFEV % &5 L7284 TlE, mRSSIZEIT AT 4 v MIGRD LN h o7z, 52 FRf sz 1T
% MRSS D_— R F A )b OFFEEM 28 b #iE, OFEV # (-2.17 (95%(EHHX[H : -2.69, -
1.65) ) &7 T BREE (-1.96 (95%IEHEXE : -2.48,-1.45) ) L DM CRFLE TH 7=, KHHEM
DFHEEL DF£1E 0.21% Th o 7= (95%(Z5H X [H : 0.94,0.53) .

AAFR

PR IR DI T RORBEHIMANT TlE, EFERICEITROD N> 7- (OFEV : n=10 (3.5%) *f
f??T.m&(M%))oﬁﬁéﬁf@%tif@ﬁﬁ@%ﬁf X, ~Y— KT 1.16 (95%
1EFEIX L] : 0.47,2.84) L7co7-,
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16  wE/ATERUBHR W EOER

150 mg : ¥, EH, EFEMAOERD 721 ¢, BT Boehringer Ingelheim tbor Z~—2 L
(150 NEHIFENTWDS, FY ANV KLU RZ U AEREDOH D EBERY =F L UBUR RLIZA
o, LT cRitsh 5,

60 7 7t/ (AR FILA) NDC : 0597-0145-60

100 mg : #kfa, B, BFEHEOEG 7T, BT Boehringer Ingelheim to o I~ —2 &
[100) DEIFENTWAS, FY AN RL I RAZ U AMREOH A EEERY =F L B8R FLICA
o, ULNoaEERETRItIn S,

60 7 7 (AR FVA) NDC : 0597-0143-60

A7

25°C (77°F) THRETHZ &, REREEOHAHMIL 15°C~30°C (59°F~86°F) &+ 25 [KEH
R (USP) @ Controlled Room Temperature 2 28] , @i 28T 5 2 &, BAE%IX USP
DIRETHREBERMEHND Z &, THOFOENRNE ZAIRET D Z &,

17 BE~DOFREL
FDA (ZAR Sz BEHT X ZE (BERIITH X E) #iiird 5 BEICIFET 524,

HTEESE b O PEIT PR E

TEMRNCHTRREM A 22 T D MEN D H Z L2 BB TIRE T 5 2 &, £, IHEREREE OIEIR

(B TA AR EEAL 2D, IROAPRS 2oV RAELS Ro720 35 (RLAR) , AEHO
WA, WEE L LT WD SHATEROT W, BT, BEERE) BROLNSE
BT ICWMET 2L 08ET DL [BEEROREN LoEE 6.2) 2/

B G

T, L, M OMEM-SE O GEED OFEV &5 SN B I0R b 2 <R bz HibE 5
ThHZLEBEIRZDIE, -, TNHORWERADRELE LT, EEIEEE DKM
o, LAl (2 XZ I RE) IHIHEAIOER 28O b5 FTREMER S 5 2 & 2 BEICHIT 5
b, R REESCE G IERLEIZ R DGR DD, THOPHERNA LN L5GAC, &
FE SO RGO TR, ELL, WEMHASBRNZGAIE, EREEEIOEET L L) BEICRE T 2
& [EEROE ForEE 6.3) ROVFIER 6.1) =M

IR - BB IR~ 7N

WEELAER DFFEIZ DWW TEFICIE T 5 2 &, IRATREZR ML, TRk & fEpR it 2 5
B L, OFEVIZ L DIREEZZIT CWAROIEZEREST 5 L H5BE3 52 &, OFEVIZ L DIRE
F R O EA& T DD 7 &b 30 H k£ Tl CTHRIZRBHTHIE 2 & 5 X 5 IR ATRe 7 otk
BiEd52 b, AAEUVEHTEERAZGAL T ML, N TEEZBENTL2E9OET52

&o OFEV IZ L DR PICIEYR L= 56 UTAHRD BN D2 5401E, ERINCEHT 5 X 5 kR
FIWCET D& [BEHEROMEH LOME B.4) I NI REEEM~DES 8.1, 83) =
H]

BRI AR FERE D FSR

SRR RS I % OV Ol O B R AR FERE F 5 DR K OJERIZOWTEFIZHA L, b DlE
RRROONTZHHITEBICZZ2THIVNERND D Z EaBETH 2L [BEREN DS
(56.5) =H] .

Hifno ) 27
HMOFERNRESINTWD, BELRHLARLONZESITRET A L YBEICERET A &
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THALE 2 AL
E%iﬁ?ﬁﬂ:” FALDOFERPME SN TN D, HLE ZFILOBEEL OIERPBRNIZIGEITHRE T D
FOBBIWEET D& [BEEROEN LOEE 6.1) /M)

OFEV 1B T DR FLITHEE LA\ 2 L 2 BFICHIT 2 = & [H e LA ~DORS 8.2)
2]

W s
OFEV IZ X DB ZBAth3 DRICEME L, OFEV I Lk 5 BE IR 2 & LR
FA (12.3) B

8551k

OFEV 1 7 V3K & —HEIZF D FE FRIIAF, EWRNH DD TIHATZ D FENTZYD Lk 5 &
FERIFETHZ L, REEZSENTLE TULMASNTIZOOEIZMA Len L > BFICET 5 2
& [ A 2) BT

W5e T
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1.7 RIERZE—R&

Page 4

VTR TR U ANEK ERE

=171 FARERMSE—E
—WH | =T X =T2F | AT o= R ) AAKY | L K=y ey HHEAT LV R=yarany | AFALT L R=V | 2AF LT L =y
2% N N W N -3 - A N et A7 /L b U 7L =3V VB AT L
W4 |47 =7 H BN | B L AREE Iur5 7T | T R= 8 Smg KEWET L R=2 10mg, [Fl| A N2 —/V8E 2mg, |74 A R —/LKi&
100mg, [A] 150mg |200mg 0.5mg, [F] Img [1.7-03] 20mg, [7] 50mg [A] 4mg 1 20mg, [F] 40mg
[1.7-01] [1.7-02] [1.7-04] [1.7-05] [1.7-06]
DA | BARN—Y U — | REIE | 7 A7 T ARSI | RIS | R R IRt A Ay Ve B R ¢ e o
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PR ABPERE S, B PENEA, BISPENEA, SH | EET) () 2| HiFEREE O
PEFPE S - BAEMRAE | NS, MEEE - [RAETEAN, S, T LR | SRNTER @R
fE, A= VROV | BRENEEA, RIEEA) | B | S5k, (BE (WE | EHOmIRENE
= VEMERE, B | EONR K OER JBPTRIE T | 2Y | TN | A@ BT NS
EUEEE, MEER) (Rl LV o) WERAE | Bk, HaRERE | OFBORT 7 A
(PR Mm%k, 7L | 4) , BREE (O*Q*Q@*x | o Fili%k P —@EPENEA
MR, TEIE | 7 7 A —, SFENEA), &)1 ORI SN TEAD
(FEEEEN) |, FI&E | -8 (RN MRS (O | *F : SMRFIE v | SRS NER QS
K- BE, EITHEEYE | *@* Q@ MR RS NIEAN) THRNIARA | ENEFOWEEE - K
PEEAE, MERBAZS - MEEH | 1R T« & 5IA DIRGE . DV EEA@H H
HHE, REORE 8| o FRNEES Etaeshfe | EA
iR, EIESM | o SUEERIRA S FF LS E | :
%) R OVEENLENT | o ShANEES HEINHEE | "FI— AN
%, H AR RO | FE 1T WCOHANDE Z BORE AR
T D%, H5 | *HIOfMf STV A% 51E1T L, BOHANDLZ &
HEORNKEOER (R LT LD REMEToORFER *EI— 24 A A A
AL CIRm LWy | T2, (FoFElENR< THIREBIRA+47
L), RERE, S| o756, #ehoRk RGEH DIt
M8 (RAEME) HE| SIRICEI B2 L, ) DIRNR AR L
R 1. FRHRPN RS B OS5 RPN Bl HfEE S
S RO G REERE, BA LEAEIZOHH
FF % OV AT PN 1 B A ey Lk
2. FHAINTEST % D5 R EE
i53
WAL 2017 43 H 201946 A 2019 F 12 A 2019 F 12 A 20194 12 A 2019 12 A
EUET




* %2017 &3 ALET (BB 6 AR, EE - ERLOEBEDIED B EWLE)
*2014 & 3 AIKET
Ik EERE

BRI ARSI R (MOTINT A 40)  JISE, ALJ7EPESERE D

ELXIN32200me

) 7= R
@ > Ak

RKELA

HA R S BRE S

873999

KRS | 22000AMX02373

SEAGHE | 20084E12H

HRoeban | 20084E12H

I PR 4 20084E10H

Pirespa®

(]

AHIOFERIE, BRUMREEDLEICERLTOWIEMDS &
TIT5 2 &,

[22 (ROBEICIFIFEELAENI &)]

AHIDRES 3 UBBAEDEIEEDH 5 %

(HERL - 144R]

1. #ERK
WioE 44 EL A% 200mg
RSy - ERE . e
(1 g E)T7 2= K> 200mg

FFARFY, I AD—=ZAN UL, EROFTOEN
iy kvn—2, 277U CEBITRI UL, ETOAD=X,
JIVBRNUIFN, BILTFY >, ZV0, EEA=TEE

2. R
Wk 7e44 E L 2\ 200mg
PEIR - &I (RO~ REBEORIARO 7 )V Ad—T 1 2 JETH 5,

e
E] S

R 912, 2m

i

(EFALDFE)* *

1. BERE (ROBHEICIIEEICKRETHI L)

() IFHEEREEDODH 5 EBE [IFEEEEZEBELLIE2BTINDH
5,]

(2) BHRERED H S EE AR DN, ]

3) EEE [[EWmENOHE) OHESE]

2. BELSEARNIEE

1) AFBBENHSDONBIENH D20, #EITHo T,
HANCEFITH LU TOAIC DWW T HHIciEET 52 &,

1) SAAHERRCIIRMO KR, EFEFOEHLHAE, HEET DR
DT> A7) —> (SPF50+, PA+++) OfffICLD, %
NI D7D I EZRT DI E, HBBIINT H0EREHL
52 &, [[Z0hoiEE] OIEZ]

2) #, TOEFOKEBORENRED SNHEITL, EHONIZ
AR HAE T 2D Z &,

2) IRR, HFEW, S6DENEIDIENHDDT, AFHGH
DEFICIBBEDELEBEREM D BMOBRFICHFE IR
NWESIERETSZ &,

(3) AST (GOT), ALT (GPT) %o L%tk FFHERRE, BELH S
DB ENDHBHDT, AFFEGEFITEMMICHEZITH, &
FOREE MR T D2 &, [TERABEIER OS]

3. HHE%EA
AFNE, EITHFAHELSE CYPIA2 TRETE N, CYP2CY, 2C19,
2D6 KON 2Bl HAFKIOMRHITE S L TW5,

N

¥

N

¥

(%hHE - ZHR]
BT R IR AR

(A% - AE]
BE, BALCEENZ =Ry EUTHEAE 1 E200mg 2 1 8 3
[\ (1 H600mg) BEZICEROREL, BHOREZBRLANS 1H
£7% 200mg OB, 1[E600mg (1 B 1800mg) £ THEET 3,
s, FERICKVEEERT 3.
| <Hi% - BEICEETSERALDEFE> |
1. AFNZYIHIAEE LT E 200mg (1 H 600mg) M SBAGEL, 2!
R EZIC L E 200ng TOWHEL, 1 E 600mg (1 H 1800
Lomg) THERFT A ZEATEELL.
12, HEEESORBEKICIILEICN L THEXIKREZRFT!
L BTl B, ERASERUAES, LN L, g
'\ JHROHZZE 1 E400mg (1 H 1200mg) LLEEd 22 &mPEE
I Ly, !
13 BBHG & R G TR, AR D I s R A % :
L RL, BEANBSDNABTNNBHOT, BHICHEGT
L BIe. [[EMBRE OHEBHE]

D EE-EMEOLLECIVHEATHI L

K& B A9 6. 4mm oh ] T
JEE £ 4. 5m HAEE HAICEETSZL)
s #1 0. 308 A FRPRAEIR - $518 75 1R W - bR
Hwa— K @ 521 : 200 TIVRFH I OXARAIO AUC 3K 4 FE8IN L | 2 S OFEHNE CYPIA2 2 i

L1 sl T EDW|ENRHB D, =95,

/a7 aFg |\ AF O AUC A 1.8 fEEEm

> LizLo#&nHs D,

&N1 AFID AUC 2349 50 % 124 | BUEIE CYPIA2 275 5,

Lz OWENH 2 2,

4. BIER
AT BT B e MR S 61 265 G, @IVERIE 233 6
(87.9%) IO SN, ExdHDIL, AR BEBUE 137 )
(51.7%), RERIE6LH (23.0%), BHAPREKSITH
(14.0%), &5 321 (12.1%) TH-o7=.

F/z, RO R W LIRS 5451 265 F1H 120
Bl (45.3%) IO S NE. ERHDIX, 7v-GTP LF 53 #
(20.0%) Thol=

(1) EXZEHER

1) FFHREREE, #|E (0. 1~1%Ki#) : AST (GOT), ALT (GPT) %
O LR &SRS, HENH 5D, FAEREL L
NH2DT, EWMHITRERITS R EBRETHITTY, BE
BRDOENZHEEIIHGE2PIET 2R E, MUALEZTS
Z&,

2) MEREKE, AMBKEYD, FHEKED GEEARE) : MmEEkEk
SE, HIMERED, KBNS 5bNB I ENHEDOT, &
MM MR EZTO R EBZZ 0TV, BESRO SN
a3 kG ERIET S E, BURIEETO 2 &,

(2) 20D EIER
ROXDBEWERMN S SbNHEITE, BEIRLT, EHE
NG e IET AR BB ZITY 2 &,



ELR/8E (2)

Rl NS

5% At

1~59% A

1% Aiits

BRI

L P

JeREEUE (51.7%),

ZOFE, ALHE,

AR (23.0 HEUS A

BHARRE (14.0

), |[MEEBREZ R, R
), bk, fEER, R
IS (12.1%), T, |(PEREZL, ON
%o %, M AR
&, M, O

%

%
%

Hibds

fhERas L

KSR R

R, OFEWV, 55D |HHH, HE #W>>, R
= (D &, AR

v - G6TP k REUIEZER
(20.0%), AST
(GOT) k&, ALT
(GPT) k&, Al-P 1
s, LDH k5

i

FmEREE I, &
FEERSE N

/N >

RER A, ¥
B,ORERR,
e, 1ET
0

DA

6

m

(2

m

(2)

(3

4

SEEANDERE

—RIE I FE TIXAEEERESMETLTWS0T, EHEICHST
5T &,

1R, EiR, RIWEADIRE

TR AR L CW B ATEEM O & IR NICIZIR G LW Z &8
ZELW, [Ty MZBWT, HEBRHABOEE K THAERDK
T, BENOBITREDSNTNWS, £/, UHFTIE, HE
XITRENEODLNTVNDS, 2B, WITNo#itBRicsnT
HEFHIEILRD 5N ho 7299, ]

B O NIAF RSP RAZETI®2 28, [Ty b
TBNT, AITHANDBAT R OHE H AR I A R O R EH 1
HENH SRS SN TS D.9,]

IZNREADRE
AR E I,
FESEL TR,
BRALOEE
EEHISATRE : PTP @ D FEANZ PTP > — R 5 B0 L THRA
THEIETHIE, PTP 2 — FOREMKICE D, LS
EEREEAFI AL, BITEEAEE I U THRBRAREDEE
REEZHRETLZENMEINTNS,)

ZOMDEE

E MBI D HBEICHED HEORNAD AR DNWTHS
BEHITIR N, F v Z— XN\ LAY —fifi B &M in & H
WA RFERBICBWT, SRS X 2 Qe i s i
FEENRDSNTHB O, NEh OtBEEYE) NERIND
i3 PR &R mEN 24 U S YR I3 B e v 0,
BIEY FEAWEEREABEEABRICBNWT, REtHEEEH
TBH5ZENEO SN, 2B, SPFH0+, PA+++DH R
U= THABRORRZFHTES I ENHRINTNS D,
RUR, Ty hEAWERMSAEERBR (1048) 2B\ T
JH e e (7 & 800mg/kg/HEAE, Z v b 750mg/ke/ HEA
) RUOTEEE (5w - 1500mg/ke/H) DFEAEBMAED 5
N, WIENB T > wWEICKRRNEETFICE2bDEEZS
ns9, 1B, BEEERBROEREIIRETH-LZY,

Ty b, A XEHWZLOERKBRICBNT, MERTF (Fv
k 300mg/ke), OEEEEM (5 b, A XEHIT100mg/kg LA
b)) @RI, LERTE, BEJ7OvsZ (5w~ 100mg/ke
DLb), #FEEOLEEMANGEE (5 b~ 300mg/ke), QTc Rk
NOEE (14X 100mg/kg LAL) MERD SN, BB, in vitro
DMRER AR AR TIE, OIIEBIEMS hERG BIRICHT 2
EEIDBNWZ ENHRINTNS 10,

Bl AR PR
[ R A2, ]

BRI T B =2

)]

1. MEREFIRE
() EERBEERS

TR AN BPER 6 112 200mg, 400mg K OF 600mg 7 22 i b BA [l %
A5 Uk & SO MmETRE KR CENBRE/NT A—FEH | -
£ 1ITRT,

Cmax, AUC IZWTNHHFEGREICITIFIE L TEML = 1D,

(pg/nl)
15 —O— 200mg
—/\— 400mg
—{— 600mg
mean=S. D.
i 10
He
th
=
s
PN R R :
0 2 4 6 8 10 12 (hr)

iy fi]

BT 22 B[Rl 1145 5 D I B8 PP R
x 1 EYEEE/NI A -5

#hE Cmax Tmax AUCo—1s Tis
(mg) ! (pg/mL) (hr) (4tg « hr/mL) (hr)
200 6 3. 88£0.82 0.75£0. 27 13.97£2.71 2.10£0. 45
400 6 9.24£1.74 0. 58£0. 20 29.10£11. 77 1.96%0. 55
600 6 10.57£1. 78 0. 83£0. 26 37.03£11. 97 1. 76%0. 40

GHIEH IPLC)  (mean=S.D.)

(2) RiERE

R AN F 1 12 5112 200mg, 400mg f UF 600mg % jiffiEik T2z
ZNLHIEY, B, YOmREK6 HE k55 1 HERU 6
HHE#HEBEEGO 1 H 2[) & 18 HERKEROKEG L L&
DEPFEE/NT A —F 2K 2ITRT,

H#HEGRBICBT2EEE I HEE 6 HAOMEEHREZIZIER
HOR MR 2R L, BEHE 1 HEOD (nax, AUCIZWINHH
5B OREIMIAEW AR L 1,

x 2 EYFREINT A—F

AUCy_2©
S‘“IEE #5H | Cmaxo— | Tnaxo—® |Cmaxi—2 | Tmaxs—21”) (M(O “l Ti
n . < nr
e GEED | (weml) | (n) | (ueml) | an | 4B )
(mg) /nL)
1 271+ | L08+ | 283+ | 6.04% | 19.17+ | 217+
0 0.91 0.47 112 1.05 6. 46 0. 30
6 3,06 | LOS+ | 270+ | 6.29% | 2203+ | 225+
128 0. 82 0.51 0.96 5.47 0.29
f | AeE | LTE [ 62 | 5T | 613 | 224
129 0. 89 1.59 136 | 10.00 | 0.48
100 |12
by | B19% | LITE D501 |68 [ 48605 | 236+
1.89 0.54 2.09 115 | 1L20 | 0.38
Ly | B2E | L2E | oole | 63E 77228 | 255
00 ‘ 1.29 0.45 1.97 L15 | 15.44 | 0.42
oy | B1E | LTIE L1000 | 613% | 82315 | 255k
1.54 0.54 1.70 100 | 1650 | 0.4

a) FHGITBT 5 H
b) B GITBT B H
o 1 H2EHR5ICBT5E

2.

(GHIE - HPLC)  (mean=S. D.)
BREOEE
TERERR A B 1% 6 F11C 400mg & frfh K O ZE G R B A% 4% 5. L 7=
L EDMSEFEE K RN S X —F 2K 2 - £ 3ITRT,
BFITLD Cnax, AUCIZAEREITETL, Tnax l3AREIGELEL
=10,



(pg/mL)
15
I —O— ZEnE
L —@— %
ifm 10 mean=S. D.
i‘% -
e
wol
S 5

0‘2.4‘6.810 12 (hr)
i il

B2 iR ORI HA i 115 5 5 0 L Mg

£ 3 EPWE/S S A—5

= Cmax Tmax AUCo-18 Ti
BGR e) ) e () (11 - hr/nl) o)
100 fi% 6 4.88%£1.72 1.83%0. 75 22.13£10. 63 1.77£0. 55
22l 9.24£1.74 0. 58=+0. 20 29.10£11. 77 1. 96+0. 55
(HIE L © HPLC) (mean=S.D.)
3. 9
&%)

Sy MZMC]-BIL 7 2= K2 100mg/kg ZHERF D&% 5 Lz &
&, MR D @SV REIRE 2R ThEes - AT, FhR, B,
[N B VBB T 5 o 7z KT Dlidids « A% BURAEIRE L,
P51 5~30 i imEiRE AR Uz, 0l A~T R CTIH R
L7273, SRR ORI RESK 5 M TH >
7= 12

4. X
b RFI 70V —AIBNWT, FICHRHEEESE CYPIA2 TRES
1, CYP2C9, 2C19, 2D6 KX 2E1 HAK O HICBE G L Tw
%13, (in vitro)

5 et
fREER A BMER 6 B 200mg, 400mg 2 OF 600mg 2 22 i A i [m] %
A5 LEEE, WINORERIIBNTD 8 KHE TORF
Pt RII REMR 1% KW, BT 2= R2-5-HIVER B

(ER#Y) K% THoRD,

6. Dt
MBEARSAE BRI 600ng 222 ERF R O% S5 L7
L&, BRAABFICTHE L MEEASERIT, B5% 1
R OR 3 BFREIRICBNT, 54~62% TH o7z 1D,

(4735%5) |

HABFFICBI DT IR EMBE L2 HERLKHKBRICBNT,
ENVTTZRBE5EIT I RICHARNTHERDOE F2MHd 52
EARENT (D, Iab, KlBoOMRII, BAEFEHEOE AN
it 5 FEGR AT SR B 4 R ORET O AR 78 M P B P I 48 D B PR B 3 My L 1t
IHED SR MR S 2 S, BERIICEBLZ N v R
Wz 6 53T TRBRIE D 95 VIR Sp02 SR AKA#EAY 85% LA L D%
FilE Sp02 L DEN SB L ETHEBHEL LW,

4 WSRO RD b E!

o | Ioermzonn
. A | WA B S
501% L || Mo Bl
B | Q) G0 ot | 0D B
1800mg/ H 104 -0.09 |0.02 0.07 0. 0416
BTz ¢ ) ) (0.01, 0.13) )
k> [ 0.09 .
1200mg/ H 54 -0.08 |0.03 .02, 0.16) 0. 0394
7R 103 =0.16 |0.02 - -
VE Lt 25 R S R E U S B

[FE3hFEE]
RIEVEY A B 1A > (INF-@, IL-1, IL-6%%) DpEEMGl & HidiE
W S > (IL-10) OEATIEZRL, Th2 BAORKD OtE
(Thl « Th2 )NS5 > ZDIEIE) 12272835 IFN-7 L)L O T ol

PRS 8

EL X/ (3)

ZaRL, BHELERRICEE S92 HAER 7 (TGF- 81, b-FGF, PDGF)
DEAMGZRTIREDRHY A b > R FITHd D 5
EFEGEMEET D, F7z, REFMRHEMAIEERN 25— >
EAMBEROHET 5. N5 OEGHREMNICHED S HiRikbIE
HERTEEASND D,

(B S ICET 2B{FMMR)
—fREEFR BT =R (JAN)
Pirfenidone
{b5:4 : 5-Methyl-1-phenyl-1H-pyridin-2-one
2 F 2 ¢ ColiNO
1R 185,22

feeemtE = @
N__0O
|
AT

PEIR @ A~ E AR RO KR TH 5,
A5 =), T =)V (99.5) XiZZAFILAINKFT R
TR <, KIZRREITFIz< \,

Al 108, 2°C

(@]
E L A /6E 200mg : 500 G
PTP100 & (10 & X 10)

(EZ3#)~
CLkEs k& =)
D #RNER (ZIVFRFH2 2, S Tnyodds Uick 2 EYE)
BADFE) (201400175)
2) fNER (INTITKDEYEEADEE) (201101506
3) tENER (Rl - IRERTIE (200801753)
4 tENER CEIREAEFERB) (200801754)
5 tENERE (FLHBITM) (200801755
6) thER Otz (200801779)
) tENER (BUECRIENE R K OB & e R
(200801778)
8) thNER (AJEMERER) (200801756)
9) tENER GEfmEERE) (200801757)
10) *ENERE (ZeMEEREER, OmER) (200801758)
1D #hNER ERIRICBT 23y B (200801760)
12) #NER (5 MBI RN OBATIE (200801761
13) tEN&ER [EALRRENTEE 59 2 CYP 5y FRID[FIE)
(201101505)
14) *ENERE GETARERREBD (200801759)
15) *EPNER GURHLER AT =X L) (200801766)

(3ZRkEER5E]
FEERICBOANERHI D E L T TRz JHk< 2 a0,

HE R ARGt EEERE Y —
T541-0045 KPR XEEIT 3 TH 1 %8 5
FEEE 0120-956-734

FAX 06-6202-1541

http://www. shionogi. co. jp/med/

e

SHERTETT

BRHRAUERASTH

T 541-0045 KIrmHRXEET 3 TE 1 &8 5

® : BHREE
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7astellas

* 20196 6 AEET (581 hR)

BAEERmNEES
A o
HAZE RT3
[ BNy e 1 ) 4:) 57 )W05mg | 71 7V 1 mg
(I:%?f [Eﬂfﬁ%—'g@@i—% 07:'1 ) y 7 | ) A X 777 7 )l/ AFBES | 20800AMZ00693 | 20500AMZ00157
fHTsZL 19934F 6 H

jna“aj%jt‘bo.smg BRZERAMA | 19964F 8 H

20957 1n7en1ng

e U

Prograf® Capsules 0.5mg - 1mg

B 34
1. mE 3.2 BIFI DR
(SPHELEE) AR i e
11 AKEOBEICHNT, BELEER (BFL. LF2.
BUAE. 25, BRREE. NEER e neEss. TUSTT AT | e =1 @eor
RMBORES) ([C&Y, REMERBELEBZENH HTEM05mg | g | RS R | B
50T, BEBICHAICHE X 3ERBRIRUAHICD 5% | #93mg
WTDHA LB ERBREET 3EMIERT S &, D
12EH D TV DENFHRALEMERII A TUELD 70797 |EAT | e e T | @
T, PYIWBMAROHFAICEL TG, IFEREZATET 32 # 7V 1mg | VA 7 =
SIS NBEIC L BBNOEE N LW EERBTEI L, 5% | #93mg

[16.1.10 28]
(fg 215 4E)
1348 DEEF. RENFBERVBHEEEOSTEICEE
LTWAERINIEZDIBEDDH & TITH 2 &
(FEEi) <~ F)
1ABEEU Y FABEICBEL TWAEMO AP ERT 3 &
EHIC, BEIIH L THFOERERAF DOBRES P RIS
HBZEhEETFHIAHAL, BEHIPERLAEZEE
BRELELTHRETZZE, £/ ASHLPDEENFEBDH S
hi=BAaICIE, BRA%ZHIET 2 EEHIC. BESICERMIOE
WL, BREMCE>FREEAD &,
QL—=TXEBX)
1. 5A8FDHEE L. W—TIBROABEICTIEBLTWVD
EEDH ETITO 2 &
(ZRMEBHX - KEHRICEHT ZEEMEMA)
1.6 A"FDEE 3, ZHRMEHR - EEHRICEHT IEES
FIRDBEEICT/BEEL TWBEMDOH ETITOIZ &,

2.2 (ROBEBICEBELEVWT L)

2.1 REOR 5 LIBBUEDEFERE D H 5 B

223 70K v IFEv Yy v HhoBE [10.1 B3]
2.3 7)) 7 MREERIR B S o 3 (8.2, 10.1 ]
24T 0 F U EBEL AW E [10.1 3]

3. fEAL - IR
3.1 488K

AR (172 vh) 1G]

H5 — X
5500 AAKAM 051mg [THEARIN, LT E AT
(§70) AR LTOSmg) | 7 BAANVAB=AF
Y M)A, ATFTY VEEY
TurIINTEN | rAvon, ¥5F0, 5
Zoa) AAKHY  1.02mg ) VEREF R P A

(#7m) 52k LT 1lmg)

TuTITTh TRV
05mg

1 mg

4 SHEEX IZHER

OTRRDIEERTEHEIC B 1T B3RSO HNE
BietE. FTRetE. (OFtE. BhftE. feRetE. /\BTAE

OBBEBAEIC & | 2RISR OB A X TE ER O IH

OEEHENE

OBEiY v ~F BEAECHREAT2LBEICRED)

OI=7TZXBRK (X704 REIOESIPHIRAT+5. XIdEl
1ERIC &L VAL IHE)

O#tiaM (X704 RiEHME. X704 NMkEFME) OFEE
BEMABRA (PHEE~FEICRED)

OZRMHR - REHRICEHT ZREEMMA

5. 3EEIIMRICEHET 5 EE

(B BETS1E)
5.1 HLABE G AL R TIIARH 2 58— L T L v Lo
(EEHENE)

5.2 R & HACHH L7258 O AT 0 A NEIRIGHEGIfH
L 72855 OB VER O I L T, REIOH
MR RO A T 04 REIREEBNZ B 5 OREIZA 7
(VA
(AR ) v~ F)

5.3 BEDEHEIIB VT, FEAT O A FUEHLRIER N Mot
) FEE L LY AR T Th L RAICENT S
B 5 D EIRAE B A 1ok 5456 2 &,

Qv—TXBX)

5.4 28 CEBGEEIMEO B WEINCEH L 2O KK OF R
PR OV VRIS STV 22\,

GEBMRBR)

5.5 iHEREIESE A 2E 10, iR (A70 A4 FEPE, A7 0
A FEAEYE) THAHZ 2R THI L,

5.6 RHNZ X B MEFRERE OB RIE R O L T e v,

6. HERUVHE
(BEHEDIHFE
WWE. BH2HME Y 70 A2 & LT1HO015mg/kg®
1 H 2 REO%E§ 5, fiirmiicizy o) axE LTl
10.15mg/kg% 1 H 2 \IFECHRG L. PiE, B4 IBET 5.
HEFFE 1T 1 M0.06mg/kg. 1 H 2 B G- % ik & 3 5 A%,
SERIZIG U CEEMER T 5,

47813SgJ
PRG31101Z31

-1/12-



(FEHEDIHE

M., AEcEy 7o) 428 L C1H015meg/kgx 1 H 2
FREOHES T 5, Uit BABEL, HEFEEX1IHE
0.10mg/kg % 1L & 3~ 5%, JERIZIS U CEEHIRT 5o

(LEHEDIHE)

A, MEICEy 7a ) 4 X8 LT 1H003~0.15mg/kg %
10 2 %535, F72. USSR B ISR 0% S-
BT A4, W, ¥ 700 4 2& LT 1RH0075
~015mg/kg#x 1 H 2 MO 5-3 5, Lk, JERIZIE CC
BEM L, Z%F L7ZIRENS L N2RICIE, HLI0EL
THMRVETHIFT 5,

(B HEDIHE

HE. EIZE Y 20y 4 X & LT 1 IH0.05~0.15mg/kg &
1 H2ME0%G3 5, Mk, FERID C CHEHERK L. %
E LIRS SG S N2 121, A4 I0E L TERVET
MR %0

(ERHEDIGE

., cEy 2oy 4 A28 LC1H015mg/kgx 1 H 2
B8 5-§ 5. Dtk 4 100 L CER = TR
%o

(UNBEHEDIGE

@, AZEy 2oy 4 A8 LT 1H015mg/kgx 1 H 2
B8 S- 5. itk B4 100 L CEmA = CHERF T
%o

(BREREDISE

R, Bl HR XY 7ma) A2k LT1M0.06mg/kg%
1 H 2 & 0#%54 5, BiEgEciEy 7o) 2 2E LTl
110.06mg/kg# 1 H 2 BIFEOHES L. PiE. B4 I12HET 5.
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HTAZENET L, T2y Y270 AR) YRR
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775 T N016mg/kgx #EH5 L7z & Z QI EHTE/ T X —
FIERDEBY TH- 1727,

Tmax Cmax AUCo-121 kg 7l s
(h) (ng/mL) | (ng-h/mL) | (ng/mL) (%)
42+29 4445 274+198 1612 20+178
356 1 2005 1] £ If1L H i FEE (P +SD.)
HOR AR IR

(2) WIWHEOHEIZBVT, NEEBHEEE 56 CEFYER9 %)
\27u 777 CPFE5a0218mg/kg) & B 1 KR AT & B A
BICHG L2 L XOEWEFE/ ST A —FIFKRDEB) TH- 72",

Tmax Cmax AUCo-12n F*
(h) (ng/mL) (ng-h/mL) (%)
Y1 WERIEG | 1605 51+24 247+85 119+37
HEE 28+08 28+11 205+78 100+39
MAERAAF R (‘P +SD.)

(B) MHHEOTEIZ BN TH S NABHAM ORGSR L N T 7l
KOLBY) ThHo72,

050
m
W 040 =)
< #
g 5
£ 030 z
0l —
ﬂ 020 3
B 3
EIH 0.10 ot
0
2 1 0 1 2 3 4 7
ERE=E =

CI~15@KB58 O 168~k58
--A-- ~15FMFRE —e— 16/~ MiRE

16.1.2 fF#4E (7.5 2]

(1) /NEFFEAEEE CEYERSIM) 128V Tid, RAIZE
IR C2T~4 AR ORI 5w CHARE O MG FIRE R
7Y HEANTOTO YT 7 H TeVRGHEOTF— ),

2) HWBEOREIZB N TEHES N BN ORS &L b T 7
KOEBYTHo7,
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16.

—H#5E (me/ke/H)
(Tw/Bu) EEchT

(igEd=k

CO~15@Kk58 O 16E~k58
--A-- ~15FMFRE —e— 16~ MRE

1.3/\i3H4E

ANRNERAEE CPIER29M) 2B W TiE, A~
TG CLI~ 250 OFE M55 TR O M4 I & 1
729 HEATOT a5 79 TRV GO T~ ),

1.4 BEEBHE (7.5 2]

RS R OGO SR E b I 7ERKROEB Y TH

07:1670

050
o 130
N
w 040 -
E 108
£ =
£ 030 | N 2
” [ R B
| A I T S I- I i
1 020 I
& 3
T oot e

0 - : B ! L L 1 1 1
6 7

0 1 2 3 4 5
BEREY > DB

CI~15#5R® [0 16 ~#5E
- ~15RMAPRE —e— 16/~ MrpiRE

Q3
% thR{E
Q1

KGRI F CORURRERIZ BV Ty BN AE ) )i 9061 7
T 7777 3mgk FEOKG Lk & 05 8 ~ 165 [H £
DI 134.19ng/mL (0.65ng/mL~2244ng/mL) T >
72o 2B FHMAPEEA 10ng/mLU L2 /R L BEE L 261TH
5717,

TRHEORAEIIBWC, 7as 57 (A 71l - Hh) 3mgxifk
9% 5- L 72 TAE i 8577 0 8 5539050 o il F S8 F 12 B U 4 34

1.5 EERENE

HIE 134, 73ng/mL (B RALLF ~14.2ng/mL) TH o720 4B,

I A 10ng/mLEL &R L 2 BF 1176 TH - 721

A6EEY Y F

BB v~ FRELRBNC IO ST T TV 3mgk fEIH
L7k E0EYHRENT A — 5 IZROEBY THo72" (§hE
ANF—=%)s

Tmax Cmax AUCh tie F*
(h) (ng/mL) | (ng-h/mL) (h) (%)
1.3+058 1964632 | 19288 +86.42 | 34.89+869 251+144
SRR FTER (‘F#+SD.)

F/2. ENOBABE Y v~FEB&EICTO 7T 79 7RIV15Kk
O 3mg# O L7z & & ollih B R OB L g
Lf:20)21>0

B, ENOBABE 7~ FBETOHRKRBRIC B CIfiihik
JE & 5E L 7232660 H . AHIFES- 8 ~ 16MERT 4 0> -3 1l v i FE A%
10ng/mLEL LA /R L72ZEFHIE8HOATH 72 7L TF =2 1
AEORIERIEZMAIEE DS WIGEICE RO LN BEIMIZH
72

ATI—=TXBR

WAV — T AGRBEBBNC TS5 T H T ) 3mgx KR
H L7 & &0 8 ~ 165t 0341 i3 134.35ng/mL (1.70
~7.30ng/mL) T - 72%,

1.8 EBMERBER

B NSRS 8 8 BIIC 71 75 7 9 7 )V005me/ kg% %
L5 L7 & S OFWBRE T A — 7 1Rk EBY) ThH o727,

Tmax (h) Cmax (ng/mL) AUCo1zn (ng+h/mL)
24+14 22+13 136 +105
(*F¥+8D)

1.9 SRMEHR - REBHRICEHT 2MEMEMA

B NS EVER 5 - B AR RS ABE9 2 BRPENG 48 325611 7 o
7777 7Nkl H2AEOES Lz SOFIMh b7 7R
J#E136.55ng/mL (252~1140ng/mL) T o 72. ZDEEDFIgH%

54w130.0721mg/kg/H  (0.030~0.156mg/kg/H) TH-o720 HB.
T N T 7 A 10ng/mLU E AR L2 EBEHIE 3 TH -
f:%Jo

16.1.10 70957 A7 ETOYT S TERDHEE
WANBBARE OB Ta 7S 7 h TRV RT 0 s S 7 k%
FHAEEG L EOEYEE T A —FITROEB) THo
7%, [1.2, 7.2.1 2]

TN SR T (B 7 72 0v)
o C AUC C AUC
&\7‘% (mg/kg/w) max 0-12h max 0-12h .
(ng/mL) | (ng:h/mL) | (ng/mL) | (ng-h/mL) Cmax | AUGoa
1 0.03 10 42.7 18 944 1.80 221
2 0.02 10 702 9.3 68.6 093 098
3 0.06 27 1654 23 113.3 0.85 0.69
4 0.02 14 105.6 7.2 418 051 040
6 0.02 99 61.5 14 69.2 141 113
7 0.03 13 92.0 13 103.8 1.00 113
8

0.02 6.2 36.7 6.8 276 110 0.75
9 0.02 41 32.6 38 34.1 093 1.05

10 | 004 | 20 | 2808 | 42 | 3200 | 210 | 139
M | . ) B ) 118 108
+SD. +050 | +051
16.2 BRAX

16.2.1 BRI TR L 2 RAEY BN T 2 — 5~
W L7z 2Ah, AEERCAEKRLSFEH ISR RS L a1E
2SR |2 A B2 Cmax X FAUCOIR T A5 5 1L, Tmax| ik
ELZY GHEAT—%),

16.2.2 NGB R EE BT S T 7 Z Wi B FIE
WIBHRERRAT A & . A & LRSS RO, i
ATIRERD62% & HEE S,

16.3 2%

16.3.1 A D MAE RS A FRIZ88% UL TH - 72,

16.3.2 B2 OBFLI 6 B TRA O RITEMET Lz L 2
2 CPIYIAE PR EE DR ORATHRD Sz (HEANT— %),
[9.6 2]

16.3.3 7 v MIZHCHGG# Y 7 1) A 2032mg/kgh T L& 2 A,
5 ICITREIZIZ L A EOMBRIZRAT L. FRICEIE. M. O
figis HURBRIC @ Ao 720 BAT L2 RE I MR EE O & & )
WIS L72e By KM AN EE DR AT AN H AL, ]
SHREDTELIZIED - 727,

16.4 13
16.4.1 RAENT T L L CEYRHMEERCYPIAATHRHT S NS, [10. =
ey

16.4.2 fFREMEH COMAp ., JRA K O HREIEEL LTl A
FOE R OKBALIETH - 722 JHEAT— %),

16.5 ittt
R O REBEAEA 2R S, RE LR R R HEEER I 1
BUT T2 WEANT—%)s %, KA OIMAHEEILE
HEBED B WITBITIZ &L 2 B Z T R,

16.7 E4HEEEA
RENTT & L TR BIEEECYPSA4THRH SN B 720 . CYP3A4
TR E N B MOHEY & DI & ) AF O ML EA 7T %
TR D B F72. CYP3A4Z FHET 2HW & oIz X h A
F O UM E AT § B W REVED S B —T. AFINCYP3A4T
OR#HHETHZ LI12L ), CYPSAATRIH SN B MOIEH D
Mm% LA S LWL b 72, AROMBERARES
HX988% LI b L BT, IMAEE T & OFMEATRGEHEH] & D
HHEAER O RS S 5 o

17 . BRRAAE
171 BERVREMICET 25
(& tEsas)
17.1.1 BREAEIZH T B IEERUCOHNH
(1) EARRTEISE T8 (3561). ERH%ESE THE&ER (6941).
S M AR L sakBR (82f51)
FKERE F TOMRRER (1990~19944F) 2B\ T, BRHiHD—
WG R, 18661 Tt S v, 1 HFEREMAEFRR O] 4 R
HE T Z 2 N97.3% K UN3.0% T o 720 JHHE S 1274/186
B (39.8%) THEI0L[AH 5721033
(2) EMNEE MERER
FOE NG R ER CIXEEAE SR & 2 HEGE G 25 IR 8 70 JE 61 104451 12
Tar g7 (FEHE - H 7 Rv) eSS 5560 (529%) TIA
W Lo RS Y,
70T 7 ER & 1ITENC 120 AR 5 L CBRES L 2o R 5 (1996~
19984F) . AEEER12941% (16/1761) . A A5 BL L 72 9 Bl
F2/1760 (118%) Thotze TUT T T H T NH 5T
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ZB (1961) TOME TIE, 2F TBRE LAES ISR S B S
li%’\é}ﬁ L tfﬁ‘o f:25)34>0
17.1.2 FFHEIC & 1 B IR RIS D HE]
(1) EREER
KR E CORERREE (1990~19914F) 2B\ C. ENTHEEL ST
WMFMEZF. 7ur777 GEGHE - 7 7 Rn) 5 S n7z2460 6
71 A BREARERIZ656% TH > 720 2D H b 8 BIIHIFWEHETH - 720
A SS 124/2460 (167%) THER 7 [Ald& S 725, WINHBEETZD
FIED1TREZEFEEATOA P2V ARFIZ L DR LER L2, £
7oy EREOBEN A A 1990~19954F 12 [E N T AR HF B % 20 ) .
Turs 7 GESHE - B 7RN) PG ESN12080 6 7 B AR
81.7% CTdp - 722,
Tu s T 7 Ek A T BN 1208 RS L CMET L 72K R (1997~19984F)
HEAEFRIL100% . JEH OS5 BL L 72 BIE4/76) (571%) TH-o720 7
077777V hrbn8 iz e (846]) TOMETIE. &flTBAL
T DA DSERR S, SEABSOSIEZEH L o 72579,
1.3 DBHEIC B 1 B IR RIS DI
LB BIT 270757 EEHE - 7 7)) O Rn o #%h 5
PHEREN T GHEHAT—4).
1.4 FHEHEIC B 1 B IEFE RIS D]
WA B 270 757 GRS - 7 74 00) OIS ORI R
fﬁﬁ'ﬂé%ﬁéﬂf\/‘émw/‘m (9“?]}\7—__ 7)0
1.5 BERBHEIC & 1 B IR RIS DI
BRI B2 70757 EGHE - 7 7)) OIS O#IHI%) 5
RSN TV B WLEAF— %),
1.6 /NEBHEC & 1F B IEMER IS DI
NGRRC BT 270757 (EGHE - 7 7 )v) O SUE O B %)
EOHERENTHET ™ WEAF—5),
17.1.7 BEEBAHEIC & 1) B IEHERICR UBHE R 318 R O]
[FBh#% 5]
(1) EIAETEEE IHERER (216]). EREESE 18&E (386]). EREI
iR (665)
AR F TORRRER (1991~19964F) 2B W T, FHifiHEZOBAN
MEER (GVHD) oFHiz Bz 7u 757 QEFHE - 7 7)) %
Yo L7212560 . FRICHEE Y RIFL. HRPLEE % bgradeT Pl E
DGVHDDFHEIZ18H (144%) Thh - 720" %,
Ty g 7 ER A 9 BN L CiET L7z R R (1996~19984F) . grade IT
LI EOGVHD O BI#12333% (3/96]) Td - 7%,
[AERS]
(2) ERNEER
PR F CORKRER (1990~19934) 2BV T, FHBHEOGVHD39
Blizxt L 7w 75 7 GEGHE- 7 7R )v) 235 L AasGVHD7/1361 (538
%) R OMEVEGVHDI2/2661 (462%) HSERUL EORREZR L7,
(EEFHEHE)
17.1.8 EFNRTHASS 1185 R OEIRSE 4B b e 5%
MR OBRICBN T, A704 FHIOHEG 2L > TOREAT
MATRIMERNC & 0 A7 10 4 FHIT O )5 K 8 720 4 5 B 5 E ) 88775 14
BIZEEESRF (A7 A FHlL Hiay v 255 —BHE) 2z, 7
T35 70 TN EmES LR, 106 CTHISEowEE ROz, 0.
DT D U E R ABLEH & 7% < ST 7ER TS )H A3 0] 7
Lot AN,
AT 0 A FEITRERDZEIES LTS RERREREZ D L < dHIER
o EEMHEESZ 2R e LABNMHRKRTIE, Yurs 707
WV aR 28BS L. EHAT O A NHlOG =% 77 bR E L L 72,
A TIX, Smg/fRH/ 4 HOEETATOA FRIZHE L, ERO%E
FEDVHERFCE R WEAIZIE, A7 04 FRIOWELRITo 72 TORHE. ¥
70 AARETIX, EROGEAMIFL-E F AT 04 FHIOET 72
O, G TA2EM K O 5E TR 4 B oA 7804 FEEgRSE (7
L F=vo s HEE) E, Fh2n49lmg/H % 0881mg/ H TH - 72,

AT 04 FEGEGEY (mg/H) DR

]

~

]

gy

BFIQMGRA a2 7 O HER%
5 s IA I 2t
[n=10] [n=10] [n=10]
133+5.17 106*6.17 —27+226
(P +SD.)

(REgR) o~ F)

17.1.10 EN% A5 I EEinE SRR U E A I8 L EEER

BEOBRICBOTH) v FHOL R E L 1HIZ LY+ st
Bohero 2l w~FEHIC, 707 I 7h TV EHRPETH
AERTIZI6E M., 4 MAHER CIL28E % G- L7ze ZORER, Tur s
T ATV OENMEREC BT 5 KREY 7~ T4 (ACR) OFRMERT
fifi )5 5 C D20 % B EF O EIA (ACR20EL#EH) (X, JEESHn g Tl349.0%
(50/10261) . EE13500% (27/5481) T - 7257,

ACR2023E3 (JEmina)

B, — — G
77 kR 15mg 3mg
I TR RSB | 9/64 (14.1) 14/57 (246) 28/58 (48.3)
A5 A Mk B - - 50/102 (49.0)
i) 9/64 (14.1) 14/57 (246) | 78/160 (488)

(Bl /AERE (%)]
XM I T L7055 7H TV oKRBES N1 HHEIE, #% 3mg

Thb,
3% I IR iR
ACR2035= (Wfliner)
—H¥%548*
AR 1.5mgBHnh
15mg 3mg¥ CHIET 3mg
T35 TR s in B 9/27 (333) - 11/25 (44.0)
55 AR o i o R - 27/54 (50.0) -

(w1 Em % (%)]
XERE TS 570757 TRV OKRES Lz 1 HEE, #H15mgTdH
D ERICE Y 3mgE THETTH 2,
Qv—T2B%)

17.1.11 EINEE MR L EE R

AT VA RFIZZ0F T UL IR R TR B R BRR AT W & OV 5 1015 B
WA ET DN —TABERBESH ARG L L, 707578 7 )IViE2S
B, 7T RSB 2B G- Lz 70770 T VEIZBITA
A OB BIREIME AR A 2 7T F OB bERIE -329% TH V) . FEEEE &
AL, SIEAINE I OIRIECH S 1 HIREHR., Mifk (C3) gL
DEALRIZK 4 —608%. 164%ThHo70 BB, VLT F=r 20T 5
YA (Cer) DZALERIE —220%TdH -7,

Foua) AAR | 7TERE HEHAEO
[n=27] [n=34] 95% {5 HE X ]

PEGEEMN AR A 7D
P (%) meanssD, | —329%310 33=382 -
1 HIREFEOZERED _608 87
ZALE (%) it ’ y [-1150~-487]
6 1T, 5 3 gk | (C73Ts ~372)| (2140, 900)
ik (C3) oEHED 164 _og
PRAPE (9 Lil§ g - —~
?;iﬁf%qiéii‘?%?éﬁ%aiﬁz> (103, 275) | (~111, 182) | 857267
CerDEREDZEALE (%) 990" 14
e ’ ’ [-305~—-34]
Ui LI 8 3 mgn| (335 ~42) | (2193, 169)

MPSEEEEAE A 37131 HIRER R, RPRMERE, g7 V7=,
PLdsDNAHLE, itk (C3) DSIHHD AT (%4 0~3 KD 4EH) »

5% 5o

#XCerlZOWTOARY 7 1Y) A ATEOFHIMEBIFUL 2661,

(REEXERX)

17.1.12 BB B EHBRR CVEAE NAFFEHRHAR (7.12 2H)

) b ARE 75 K TEEF T D™
[n=40] [n=40] [95% 151X ]
5 B 13783958 1388 +3545 -
BEH T ~158
pans 491 %4041 6514839 [—3342-0.184]
P GHCT D —348
o 381 =4.066 723+7319 [—6010~ —0953]
%L Fovn kR (*F¥+SD.)

Wy r 1) A ARE- T T L REE

1.9 ERNENEFEERAR

A7 A FHRIOFGAZ X > THREAR T4 Mb I b o FAE ) I
FERFLOBNC, 7075 7% 7R E28ELS L 728 IR B W
T, 8BITH N (AFQMGAa7) oUExRD. IBITHHAT O A
FHIAS R S 7z (PR ™ .

]
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REEEE UL EAE O HEA R R KB E2BI R E L, TR ST T
B 7R VHES2B]. 7T 2 AREES0FIC 2 MRS L (REEER) . Tu s
TN TEVEHICBIA%UER (DAIRITICLA0EE) IR10L
BYTHo72%, F70. WEOHBRERBIEE ZEF1HIZ, Yoy
T 70 TRV E 2HEEHS L GEERRAE) . dEx (DAIA I T
X AT HE) 13455% (5/118]) Ta - 7=, MR L b AR X 1M
0025mg/kgl H2M Z @M At s L., 20K EENT 78 (10~
15ng/mL) & 7% 5% X5 JE#E L 2Y,

F 720 EMALEGAERD ¥ 7 1) A AREEE K O EEO R R
P Is. 2O HE N T 7iE % 5 ~10ng/mLE LTT a7 T
T T RIS LR R GBI AUk (DAL
ATTIN L BT 12, Z N2 I61.9% (13/2141)% % 0°66.7% (6/9f1)
THo72,



F#1 DAIR I 7R
s /AE IR (%)
¥ u) hARE VAN
DAIR 2 712 & » i fe™ 16/32 (50.0) 4/30 (13.3)
MDATA I 7 ICBWCHEER S, M, T b BT . A SRy EE
o 4 HEETHYH L2 Ex T8 L L7z,
) 45 TUHE 3R C 0 FH s 50
DTorByHEmAHEL, L4 L ESHEH 2O 2 AMIIREERO &5
Gt (BRORMAGRE) 3T, ABREHTCHYS Lz, &M4@Et, 1H
B5EOLRIZEE N7 7ERENE S < & $03me/ke/ BN E L7z,

i b5 7 R

L e il A LS e e

F S DR P T
1 g™ L N Daew=Daia X 12,5/

% G U4 R

JEHI, %54 HE #51HH (12K 02HE) ((Crn+Com)/ 2 % 3)
2 [l H* 1A HOMEAS 2. 3 HEE#EER S B s
L, 5100 E | OREL, 857, 8 HE) © 2 | D Dwx125/C
3mBE* 2 [0 H o # 5 A 515 H LL_b s by

#5150 B £ ORI, 35120 H) © 1My | Do TDuaxT5/C

3 HOHE LR | 3. 4. 6. 8. 10, 128Kz

B (LELZIE UC) | 1/ T

Doa © SHEIRTOF G ($5-B#ARE120.025mg/kg) o HH S N7 NUELITT
B R IEERA L, 05mgZlA TR bIEVEE T 5,

Diew=Doia X 7.5/ Cirough

5 FGI O 55
0=~ 500=~ 700=~ 900=~
i (kg) <500 <700 <90.0 =100.0
P55
(mg/I) 1 15 2 25

Duew © it OF G5 SIS N7 O/NER DT HE A ZUEAA L, 05mg
HATHRLITNEE T 5,

31 0 Cond¥E s T BRAE A 3 R M D36 Con® AV 723 0 Doew=Da X 125/
(Comx25) £V, F7-CondSE R T RM ARG T RMOBE, Cnk FV
7285 Doew=Doa X 125/ (Cinx 4) L0 2 HOHEZHE T 5, LI1E
T R A S R OB &1, B TREOEHEARAL TEPO
KICEVENT 5.

X2 M BTN I NG ROMMGA L REMESD 250 1 28R 58
A I~ T 7 EEABEC10ng/mLYL E O A RIS, 72
10ng/mLAM OB A2 13 Ms %2 1 BIBEESD 2501 L ¥ 5,

%3 1 C* %7 5ng/mLLL E15ng/mLAMBOW & 1213, BT iR Z 2066 (=
75/12565) L7-HEL T 5,

C*: 1M HOHEAS 2. 3 HEBIIIZBIT 5 2 Mo b7 7ifEDF

M.

2 [ HOME 2 5 15H D EREERE s IC B 21 ~ 7 7. 2855

B2 DT,

Cuoun © 2HBIEEIZB VT, BN (5 ~10ng/mL) #&FiL 7zih b5 7
R

o

ct

%5 2 L COHRGRME - FEAT V2 -

‘

I
[ e S i i
iz wsaa v R |G [EEE]

(BRMUEFL - EEHRICAHT 2BE ML)
17AN3ERSRUEHA - KEHRICEHT 2EEMMAICHT IEMESE
B (HEOSRHIERA— T HER) [7.18 2]
ZEVER S - BRI RICEET 2 AWM BRI, AT a1 FHl
LOHHTTCT U s s 70 7))V a2 %G Lz, ZORSE, #4552
W BT 5 SRR OER BRI 2 N2 N880% K 1N76.4% T &
5729,
17.2 SUEBRE= 14 AE S
(& tESEE)
17.2.1 BEMEIZH 13 2 E@RICOIE [7.5 ZH]
(1) (EHRERE - NEEFIRE - REEFIRZE
TGO AE (1996~2006%) (2B 2 14 BREAEGFEL O 4EBRE
L, A (123300) TlEZ I 211986% &% 108958%. /~E (20561)
TIRZNZN993% K 10097.3% T - 72,
17.2.2 FT#4E(C & 1+ 4RI OIE] [7.5 BHE]
(1) EHRERE
Hl O (1993~20034) (BT 2 6 77 HBAETSIE, A (244
B) TIE741%. /N (5046)) TIX87.9% CTd -7,
17.2.3 DIBHEIC & 1T BRSO INE]
(1) (EHRERE - REFFIRE
TR OREI BT 2 0BAE— KGR (1061) D128 BRAFEE K
U123 B FIE WIS 100%. 1258 B KOS 5651 51340.0% T
BHote i, SERMEFRR O IERMESRTVOTNS100%. 3
4 PAREAEAE OB SEBLE1350.0% Tdp - 72,

B
T R i ] AR

17.2.4 BHifEHE(C |3 B iR RS D IHE]

(1) BEERRERE
TR O B 2 A — JIGHER (1261) o 3 4ERREAFER
O 3AERMAERFIT VTN H825%., 3 RAEEAM UGS I F1X75.0% T
o729,

17.2.5 BEREHEIC 5 \F B3RS D4

(1) BEFERRERE
T E OB 2 BERAE—SGEHERES] (3561) o 4 FRFEEFEIL
1009%. 4 4 SRR EERI3783% . 4 4 B FHEM SOG S BIER13377%. 4
ERFEA ~ A HEBER13955% Ty - 727

17.2.6 BEERBHEIC & 1 2RISR UBHER 3B EROME [7.5 2]
(1) fERARIERE - NBASRIRE

[Frh#%5]
TR OFA (1999~20044F) 12817 Agrade T L FOGVHD D RFE 5Bl
R O(BHERI00H B2 1. AN (21681) Ti3441%., AR (11761) T
13408% T - 727,
%5, KK E TOMKRHE TIE, HLAB A RN HA640% % o
TWaolzxt L, WiGOFHETIE21% TH - 720

[A&EES5]
W DA (1994~20044E) 1231 2 B PEGVHDIC R § 5 AR 14,
56.8% (42/74%1) TH 72",

18. FExhEIE

18.1 fEFAHFE
Zrm) A AR, THIRZEERE 2 S0 7 F IVREE i L7z T
ERICEEABECHIIN Y Za—) v 2ETLI LT, 1 D
A 2RI OS2 USRS SRR 2 RS

18.2In vitrofEF

18.2.1 THIRMISC X A THIl» S04 > ¥ —a A F 2 (IL)-2RUA » ¥ —
7y (IFN)-y D&% 5§, EHERHE T a. IL-18 & OIL-65 0
b Il ™

18.2.2 %2 A LA O B REMIE S O BI5E 2 0h3 2 SRR 1355 < . SR RAIE
T B IR AR S Tw P,

18.3BHEIC KT B 1A

18. 3. 1 AFHERBHET L (H=2 A FLT, 427 59 1) 128135
ARG SO 2 90H L. A ER S ¥ 5,

18.3.2 7 v MEAENFOMME R VA X PIIRAGZRIC & A MlaZEfE o mIfE, 752454
WA D BEINEE IR 0§ 2 Bl R R 2 5 5™,

18.3. 3B EEMET L (w922, 59 ) [2BwT, BN HE
TSR, AR A ER S5,

18.3.4 BRMETFL (™ 4 2% 59 1) LBHEETL (v M),
BRHET L (4 2)® ROBBHEET L (4 2)% 12B1F 5 BHEiHE
HSS 2 W L, A ER S ¥ 5,

18. 4 FAER RIS T 2 1EH
BIEIRET NV (T 8) 2B L REWYA M A VEELZIHIL, B
IR OV - B WERUET 27,

18.5 BRI T B1EH
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1. e - R (F) RUZDHRERRL

1.1 Hhee - R (F)

BEE - 2R (R) ZUTOLEBYRE LTz, SREIOERENTERIEARSEE - MAFEHGE (—
ZEHEE) ISR DR ERTIE T TR L,

(3heE - BHR]

OFr H MR M

O& SR AEIZ 4 5 B MEMMRE
O#TIHIRML 24 S5 MBItk E

1.2 $EE - R () OFRTERN

M PEMZE R (interstitial lung disease : ILD, OVE AN A [diffuse parenchymal lung disease :
DPLD] & & KEBLIN D) 13200 22 HMEBEZOET HRERIN—T TR OND, Felk
JHRRAERE (IPF) 1, e d X <EDHI TV I TIERRAEL 2 £F 5 R PEME . (progressive fibrosing
ILD : PF-ILD) T& 5 —FC, IPFLIAMNT, JRHED & D Il W CHEATHEDORMEL 3 2 B, B
72 5 BRI W4 & 72 D BETENIET D, 29 Vo BFE TORKEIE, IPFICEEILTHY, i
ITPED i OFFAEAL TEZSHT B, RIEEMTER 2 R 2 3EH 4 8o/ THO TS FEIRERE R D
b, MEREOIRT A bh, EEIICITREIZIEICED,

IPF 1213, REETIHHOZDICHVWONLEAIL LT, =07 4= RPN T == FUR
KRS TWD, Mo PF-ILD (I3RS 7o 3A T /2 <, IPF LT SSc-ILD LISt ILD D7z
DEFEHRIEET A R4 b7, Lo T, KT, arvFaxsad N, 7HEFF7Y o,
VIBBRATZ7 7 IR, a7z /) —NBRET7 2T, 7 al LA (HARTIE, PM/DM-ILD (Zxf
LTHEBEINTWD) , I rAKRY v, UYFI~vT Lo R EMiTER % R 3A1 53565
HATEEH STV D, S ERIEED, IPF LS ORI B D ILD THEH S TS — T,
ILD (ZKF3 2 Z AL 5 FH DA DK LT LTV R, BTk LB o~ 7
4y EBRRRWETFRIESNTHE, BRICEDDEMICIE, 1EREIKE L TEAILSOIRRED
F LR, LT3 -> T, PR-ILD BEDIRRICE L, KETHIRNREISELET HER=—
A Th b,

PF-ILD EA TO=0 T ¥ =T ORMEKROZEMIL, 1 DORBEE 11 F8EFERIE R R
(1199.247 3R : INBUILD®RABR) TREA L7z, ARBRIZ, ZMZEM, aimE, —EHE R, 7
YHEMME, TR ARREBGERBR CH oo, AARZET 156 WEN O AEE 663 A OEBED, EifFT
1:1T, =05 =7150mg XiZ7FARD 1 H 2 FEHEGREACE (11 by, BEig it
HIEL, EofiEa s v¥a—2ERY (HRCT) TUIPBESHE(L X —o A b5 B,
'HRCT CHLO#RME(L /S Z — 2 R B B L ) CTREBIFIM T 290 L7, Co-primary FFfi%E
Th % THRCT THLOMME(L N F — L RB LD EBE ] 25 OIRBIGER & LT,



Nippon Boehringer Ingelheim Co., Ltd. Page 4
1.8 HAF3E () =SUTFE =T U RVR R

Proprietary confidential information © 2020 Boehringer Ingelheim International GmbH or one or more of its affiliated companies

1199.247 FBR O FE R fEHTIE, BZICHEIV AT G- B 52 W o# s (Part A) Z5ET L
7oBis (LPLVPE) £ TOT—H#ZHWTHEML, XK 7 4 v b« VA7 Z7Hli L7z, BEITRER
BEOKTETER FCHEIMIT ONIERIE (=07 ¥ =7 XI7 7 tR) ORM% 52 BLE S
Mk L7z (PartB)

1.2.1 1199.247 FHERDH®h %

AFRBR O EEFHIE H 1% FVC ORI R (mL BALTHR L2 52 HE OV &E) ThoTz, 2
SO co-primary LM T (A% KO HRCT T UIP BEfRAEL S 2 — 2 R b 5 BB,
LIFREIE) , 7Z BRIk L=7 % =7T52# D FVC OEMBAE (ML) ARSI
Ente (p<0.0001) , HZEAVEEM (MOBME L/ X — 2 BNAH LD BEEM) OFERS L1z,
=T X =T EREOHFEIT HRCT TOMMEL Y — N EBER ChH -7 (REEMO p fEIX
0.2268) ., EMR/D ROFHEREM 2E %X 1.2.1: 1 1ZR L=, FVC FEMIEA R OFERE 724K T Hnkilix
RN T 57%, HRCT T UIP ffjiE L S &7 — U RN b 5 BREEEM TlE 61%, HRCT TR
ME(L R — BB 5 BB LRI T 49%DIE T Ifl Th o7 (£ 1.21:1) . FVC DX—Z T A
D DB B OREHER (BUE) T, =0T ¥ =70 X RIZRMN SR ED B, £
e Bz LavRENTZ,
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Annual rate of decline in FVC [mL/year] over 52 weeks
and adjusted differences — TS, all populations

0
N 0 ~ ~ ~ < . .
) ® ~ ® o o N = Nintedanib
3 2| |5 8| |2 i I
ks ' < ' N ! < =3 Placebo
O _ -100-
> 100 1 ] 1
L e 1 1 1
- O
5 < ! ! '
L £ ' ' 75.28 mL/
= E ' .28 mL/year
- = )
=7 2004 106.96 mUyear ' (95% Cl 15.54, 135.01)
% (95% Cl 65.42, 148.50) 128.20 mLiyear
3 (95% CI 70.81, 185.59)
©
<
-300 T T T
Q Q A
xS X O
\’0,9 $\ \(\ Q\Q o
D S g® & &
& S &
> S 0%
< NP NN
4 IR IES
O {‘\\,(9 N) 9 K{Q
X2 ~®°
» N
Q° QP

SIS : CTD 5.3.5.1-01_1199.247 3k _c26471552 Table 15.2.1.1.1: 1, 15.2.1.1.2:1, 15.2.1.1.3: 1, Appendix
16.1.13.1_Statdoc 7.1.3.1

1.2.1:1 52 BED FVC OERFELE (mLU/E) RURABREDOHRSEBE—TS
SAEH
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£121:1 52 BRMD FVC DERBAE (mL/E) —TS (FXTOFHEER)
Rate of FVVC decline over 52 weeks Comparison vs. placebo
Adjusted

Number Adjusted

Treatment 1 SE 95% ClI difference!  SE 95% ClI p-value
analysed  rate )

Overall population

Placebo 331 -187.78 14.84 (-216.92, -158.64)

Nintedanib 332 -80.82  15.07 (-110.42,-51.22) 106.96 21.15 (65.42,148.50) <0.0001

150 mg bid

Patients with HRCT with UIP-like fibrotic pattern

Placebo 206 -211.07 20.49 (-251.38, -170.77)

Nintedanib 206 -82.87  20.76 (-123.73,-42.02) 128.20 29.17 (70.81, 185.59) <0.0001

150 mg bid

Patients with other HRCT fibrotic patterns

Placebo 125 -154.24  21.20 (-196.02, -112.47)

Nintedanib 126 -78.97  21.64 (-121.60,-36.33) 75.28 30.32 (15.54,135.01) 0.01372

150 mg bid )

1) FEEFREEL LTEESEE, HRCT % —r (&FREFOFTOHR) , X—RAF7A VO FVC (mL) , W
BB OZAERA RN —R T A AMEXFERORZAEA 2 & 0727 v 7 MEEEIRET MZHE-S <,
BENEAEL, BREEOSBILSEITINCE v ET M LT,

2) #%HEHEDOpHE

5/t : CTD 5.3.5.1-01_1199.247 7%k _c26471552_Table 15.2.1.1.1: 1, 152.1.1.2: 1, 15.2.1.1.3: 1, Appendix
16.1.13.1_Statdoc 7.1.3.1

2 O @ co-primary fEMERIZOWTK 1.2.1: 2 (TR T B Y, ETET A1 BE L7 FVC O
A BOHEEMIZ, WL b 52 BRHICBIZE SN FVC OX—X T A Vb O b & F
LT e, RRIFHER O difiE 2 M G-% 3R CENB & 1, 52 IARFE TREFAYIZ R E <
AN
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Overall population

[ ~-=-- Placebo  —+— Nintedanib |

Mean (SEM) obs. abs. change from BL in FVC [mL]
=

240 4
<260 {__
T T
eir "4»(, "4;, Eﬁot, }"&_ \""a. %& {’&.
b G %, 6, o, 6,
HNumber of patients
Flacebo 325 326 325 320 311 296 74
Nintedanib 26320 322 34 298 85 265
Patients with HRCT with UIP-like fibrotic pattern
[== Placeho  —=— Nintedanib |
20
0
-20 [
—_ 'S 1 -
a0 - .
o +*
g 1 L
] =
2 80
E -100
&
g -120 -
=
ERRtE
£ 60
g 180
2
g 200
=
220
240 4
260 T
& 2 € 6 & 3 & £
P Tk Tk G ¥, .
%, Yo, o, ?ﬂ% ?«% “5.% ?q.{}
HNumber of patiems
Placebo 202 202 201 197 190 176 162
Nintecanib 203 200 199 193 180 171 160

SIMIG : CTD 5.3.5.1-01_1199.247 7k_c26471552_Figure 15.2.1.2.1.1: 1,15.2.1.2.1.2: 1

X1.21:2 FVC (ML) OR—RSA4 UhibDF (SEM) TIL=DERFHRE (528
) —TS (co-primary FFM%EH)

HACIE, 1199.247 3B CTHFF 108 4 OBENFIV 1T bivic, 77 BAR & g L7z 52 @O
FVC OFEFB . (ML) O T, HARANERTE, 250 co-primary FEAER THO—H
PEATRO bz, AARNBE O 52 JE O FVC FMD BOFREBER 20 S HEEEIX, WTho
co-primary FEHEER T b, 2REM O SHEEM & B8l LTk Y, ZTOEHEX MBI 2RE
DEHEEME A E ATV, BFIEIZD R E D0, HRCT THIODIRMEL S Z — 2 3B b h HARA
HEMTHRBEOFER CTH -7, FEMBO RO GREMAEITE 1212 ITRENTVWD,
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AAN®D co-primary #HlZER T 52 HHIZBIZE STz FVC O _X—RA T A )b O L& ORI
W%, X 1.21:31TRLT,

EAREFERIS, HARNER TS MR ORIREHEE H X OZ O OFEAEE (FVC FHXZ
{ETOHT IV RN, BWFVC D_—A T A B Ot B b &2 L) T, TFEFRER O
REREMST DN, =0T H =TI L DMK T 2 D¢ 2R 2 /T 2R R85 b,

£121:2 52 BfE D FVC DERBALE (mL/IFE) OESERRENT (BAABEAALU
4}, subgroup model) —TS (co-primary FHE &)
Rate of decline over 52 weeks Comparison vs. placebo
95% ClI 95% ClI
Japanese / : . . .
non Japanese, Number AdjuleEd SE Lower Upper _Adjusteoi) SE Lower Upper mteractlgn
T analysed rate difference p-value
reatment
Overall population
0.7506
Japanese
Placebo 56 -240.36 36.90 -312.85 -167.87
Nintedanib 52 -148.31 37.12 -221.22 -75.40 92.05 52.30 -10.69 194.80
150 mg bid
non-Japanese
Placebo 275 -177.65 16.15 -209.36 -145.94
Nintedanib 279 -67.41 16.46 -99.74 -35.08  110.24 23.05 64.97 155.52
150 mg bid
Patients with HRCT with UIP-like fibrotic pattern only
0.5605
Japanese
Placebo 45 -257.14 43.78 -343.28 -170.99

Nintedanib 39 -163.55 46.42 -254.90 -72.20 93.59  63.72 -31.81 218.98
150 mg bid

non-Japanese

Placebo 161 -198.02 23.08 -243.43 -152.61
Nintedanib 167 -62.72 23.12 -108.22 -17.22 13530 32.64 71.09 199.52
150 mg bid

1) BEHE L LTHRCT NZ — (BIFERIOHTOH) KON —2F 4 VIFO FVC [mL] , T % A%)
L L TEEMEBIOUR KO, W R—RT A VIO FVCxIFHE, 5RO RN, 5T
HEMHAXREFR O AERZ2E D77 v X MEEEIFET VICHESL, BEWNIRET, EHEEOBIEHIT
Nz L vET ML LT,

2) RO TREENED FHE

51 : CTD 5.3.5.1-02_c29459642_Table 15.2.5.1.1: 1, 15.2.5.1.2: 1
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Overall Japanese population

[-e-- Piacabo _—e— Himedanib |
20
2 .
£ an | .
&
E 460 4
% a0 _— . I
E 00
n
£ am
z
g
2
&
L=
§ 160+
3 e
£ ame
=
3
&
2
; 2240 4
L
& 260
&
2 a0
300
T I T T T
& 2w 8 73 % g B
W R T h ) i A B
s B, %, 4
% %&"' % % 1 a&'a{i ﬁ(".r x&%‘
MNumber of patients
Placebo 56 56 55 53 51 48 46
HNintedani 52 48 52 50 48 45 45

Japanese patients with HRCT with UIP-like fibrotic pattern

Plazabs —+— Huttedanin |

2
E‘g 2204 iy g
g - .
L
5 1
8 -6 4 )
‘5}‘ 404
;3; 100 4 4 SE—
é 140 4 _ T
é 180 4 |
g 200
§ 2204
% 2404
R
-_3; 280 4
.300_ T T T T T T
4 2 v & 7 & ds, &
\%‘% % %, ", ", J‘% "y
Number of patiznts
Placebo 45 45 45 42 41 k! 38
Nintedanit: 39 37 39 kT 35 3 33
515t . CTD 5.3.5.1-02_c29459642_Figure 15.2.1.2.1.1: 1,15.2.1.2.1.2: 1
1.2.1:3 FVC (mL) OR—XZ 4 UNHDFY (SEM) ZELEDRERHTR (528

) —TS (BAA co-primary ZHMEiEH)
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1.2.2 1199.247 HEBROR LM

AFNBEG 52 HENIZ BT 2 2RERT, =0T X =T TT 7 v RHEL V BAEENE M- T-F
RHEREGL, wmBERSET [HEEE) (=7 =78 :80.7%, 77 &REf: 45.0%, LI
TlENE) ,  THEERMA]  (34.3%, 16.9%) KO MMREd L O%ERE]  (20.8%, 11.5%) ThH-o
o INBIE, =0T H=THTT 7 EREEL YD TH (66.9%, 23.9%) , il (28.9%, 9.4%) |,
&t (18.4%, 5.1%) , M@ (10.2%, 2.4%) , LRG0 (9.0%, 1.8%) , IR LA (77 =
T RN T URART =T —FBH [13.0%, 3.6%] MOXT ANRTXUMET I ) T AT =T — il
fn [11.4%, 3.6%] ) , RAKEGE (14.5%, 5.1%) KOVAERED (12.3%, 3.3%) ORIEIG S EN,
ST Z IR LTV, MEMEMREE (4.8%, 11.8%) KOWZHLK (9.9%, 13.3%) OFEIEIAIT
SUTFHTRETT T EREEL VI o T, ZOMD IR X K B HbN T HEELORBEISIT,
WA CRIRE CTH -7,

TR 2RI T 2 2EREM O CHN L < Ab NI FEERIT, WEMKSET [H
G (=2 T X =78 84.0%, 77 &REE:495%, LLTFFEIE) , [EYWER X %A BE )
(62.0%, 65.9%) , MO [Fpkas, Mozlids L OWERRIED )  (46.4%, 54.7%) Th o7z, #wBERIK
oy¥E THIBREEE) , THARMA) (39.2%, 21.1%) , [l ZO%gE®E)  (24.4%, 17.5%) ,
(R RS d KOV THEARRES (22.9%, 16.9%) , KO MIFIHLEREE] (12.3%, 3.3%) DA EFZR
DFBEET, =2 T X =T BETT T vRBEL D 5S%HBE > 7o ZHUTEICEAGE T, ED,
Want, BEE (EREESR) . ALT 8800, AST #8hn, FFegfeRs, (RERD, KORAGE DR BLE]
BN T H =T HETE D722 EICRIF L TWe, 58k, [CTD2.7.4.224 H] 2oz
L

AFNBe G 52 WRICR T2 AANEMBLT, =0 T X =TT 7 v RREL 0 BBEANE
STEERAFERERIL, WEMNKSET BWEES] (=07 X =78 942% [49/52 4] , 77
TAHE $ 46.4% [26/56 4] , LLTEIE) , TERREA]  (42.3% [22/52 4] , 14.3% [8/56 4] )
F O THFARIE R (38.5% [20/52 47 , 3.6% [2/56 4] ) Tdh-orlz, ZHITEICTH (78.8%
[41/52 441 , 32.1% [18/56 4] ) , H.i» (28.8% [15/52 4] , 1.8% [1/56 41 ) , W&t (15.4%
(8/52 #41, 0.0%) , TANXRTXUERT I/ b T A7 =7 —EHM (154% [8/52 4] , 1.8%
(156 4] ) , 79=7T3) 7 A7 =7 —VHIN (135% [7/52 4], 1.8% [1/56 4] ) ,
R (135% [7/52 4] , 5.4% [3/56 441 ) KONTHERERE (25.0% [13/52 441 , 3.6% [2/56
41 ) ORBEIEN, =0T X=THTTIERBELY @ -7 2 SRR 5, RIEMMiRE
BORBEIGIX, =7 X =7# (135% [7/52 4] ) TF 7R (32.1% [18/56 44] ) LKV IX
Mmolz, TOMDOHEKH L BONTHAEERFZOFKEEIGIL, W CREETH-T,

TR 2RIZE T 2 BARNEM T, WP CHRE < AN AEERIT, WERKSHET
(BIBMEE] (=7 ¥ =7H#:96.2% [50/52 41, 77 &4k :58.9% [33/56 441, LA FIFENE) ,
(RYUES L OV A ) (61.5% [32/52 4] , 67.9% [38/56 4] ) , KO MR, MEkis &
OiEpRRE S ) (42.3% [22/52 4], 66.1% [37/56 441 ) Thol-, REREEEN T T REEL D =
VT H =TT 10%E E o Tean B AR BT, THEBRES), TEARRE] (44.2% [23/52 4],
14.3% [8/56 41 ) , MO FIHERREE | (40.4% [21/52 4] , 5.4% [3/56 4] ) Thol-,
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AU FEICEEARGE T A, L, e, ALT H800, AST #9800, (RERD, K OWTHERE R E ORBL
BEN= T H = 7ﬁfmﬂoﬁ; IR LT\ e, EllE, [CTD2.7.4_2.7.241H] WD
Z k&,

PF-ILD BETCO=0 T X =7 02T a7 7 A X, L TIPF XU SSc-ILD TN
a7y AMI—E LTz, MBELCFESHTZ2ENEHE LTRIESNTZ, =T ¥ =712
REER Y AT ITFEO HILTW W, IPF B3 T OERRRER O L 72 5EM & OV % O B,
=T =T OERABFICESE, 20 T X =T OEERKESNIZY A7 FROWIEN Y 27 1%
PF-ILD BFEHTHRETH D L EZ X bz,

ARRFAER LY, =0T X =T7F 5T FVC OERBAFE (MLAE) 1377 A L g U T

(ZHnl =, &5%%#im%@ﬁﬂ%ﬁﬁ?%ﬂ?%okoHMﬁ@E@ﬂﬁwy&me@
ERARZE A b7 —H L TR b, 1199.247 FRER OFE S (2K S iz IPF B3 %t
%&Lkmmu&@ﬁ%®ﬁ%_—ﬁbf%@,W%%%lf:x7&:7@%%w@ﬁ?#%
ROICELELNDZ L, T2DL ILDEBETZELEONDL Z ERENTZ, £7-, PF-ILD
BETCO=VT X =TT a 7 7 A4 0%, #ELTIPF XU SSc-ILD TOZEMET v 7 7 A
WZ—# L7, BANER O, ZaMtixamER LEL L TRy, SRERORREITA
KNEHIA~SMFRTREL E 2 D,

UbDZ Ent, R—ERFEICHIT 5800 - % (D) 13 ETHRMECZH S BEMEMEE)
ERE LT,

7E, FBEOWMEICENT, LLFOREE I RIS 2 RN B S,
5. ZhEE IR BES DR

< REMEREIEIZ A 5 I MER B >

B2 eI 25 5 D By MR BURE A O VB MENTER B LIS DIEER IR 22 (2 k9~ 2 AR DA MEITR &
szw\ﬁbg

EATPERRMEA L 2 £ 5 R M i >

[17. FRREER ] OHONE 22 L, RS, FFREIEIR & OB w5 57 L O #6122 REAfh
(2 X0 LTI L 23 ER 8 D i B VBRIt %%% AR E G D L,
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2. R - AE (B) RUZORERL
2.1 Ri% - HE (®)
AR—ZERFEICBT DML - HE () ICEE IR, UTIORTBUKROME - HELFALT
H5,
(A% - RE]

WH ., A= 7 X4 =7 L L T1E150mg &2 1 H 28], # - Y BHZICROKE ST 5, 2B,
BEOREICL YV =0T X =7L L T1[E100mg ® 1A 2 [BEHG~JEET D,

2.2 A% - AE () ORTERN

1199.247 RKERTIL, =07 ¥ =7 OHE - HEL LT150mg 1 H 2 [\l 525K L, 100 mg 1
A 2 B GA~ORBEL OG- ORWi &2 & Uiz, ZAUTRRIENHGAEE (IPF) BEZRE Lz

55 11 FHERER INPULSIS | (1199.32 35#%) K& OV INPULSIS Il (1199.34) S ONZEE 1 #H ) Sk & ikt
TOMORROW (1199.30 ##) OfEBRIZIES LD TH 70, Mt L7z Z oMk - A&, PF-ILD
BETYH IPF BE L FEERIC, PR TRRARAEMENRD iz, FEMc WL,  TERRZ &Mk
O] 2Oz L,

1199.247 FABROFERICE S =, BAROMHE - HEAZ AR T 5 MBI WnWEE X biviz, PF-ILD
BECRT D=0 T X =7 OEWENRE KR OFE ) AT 256G L, TR O (2
RoEk L7,

BARAEHICH T 5 HE - AE0HERL

IIE TARBNOEMENRE, AR OZEMEICHEE 722 X5 R RBEENVTRO LN TEH
7, IPF B CIXAAR LS CRICHE - HENEGR SN TWD Z LIZRES X, PF-ILD & &%t
L& U ERSERERER (1199.247 3R ICHARBSIL, W UM - HECHDMEE M L7,
1199.247 3B O A R NER OFRPEORFNT, BIRER & —B LIcBElmai@d bl

ARNEMOBRNRAEEFLZ T 07 7 A VL, 2RENEBBDRARETH- T2, =T %
=TT, B 5 52 R TR EICE > A ERERORBESS, BARAEFLREK (=
TR TR A42% [23/52 4] , T RARRE L 0.0%) TERIEEMN (=T F =78 :331%, 77
BARRE: 42%, LLTFEIE) X bIdhic@mhotc, ZHUIKH LT, =7 ¥ =7 RO G 52 H#HfH
T, IBREOB G HILICE > oA EFEFRORBLEIE 1T A ARNERM (21.2% [11/52 4], 17.9% [10/56
4]) & 2RER (19.6%, 10.3%) TRIFEE TH Y | EELAEFLORBEIS b 2ARERM (32.2%,
33.2%) & HARANER (36.5% [19/52 4] , 48.2% [27/56 4] ) CTRRETH 7=,

RE LT, 1199.247 HBRO AR NEMATHONIZHEFEFL T 17 7 A Ui, SFER L BB
DREETHY, =T X =T OBEMORZEET a7 7 AL E —E L Tz,

Dbz &N, BEREROREENSEN D HELEHE - FAEICET D861 B ANEMIC
HTUIEDEEZ, KA —EHFICBITHHE AR () IEF T, MARLFEUHAE - HE
BERE LT,
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3. FRLOIE (F) RUZDHRTIRML

I EOER (%) 1%, WRHRBRRE (1199.247 #Bk) , AAIOEEFET —4 2 — 1 (CCDS)
K OBUTOFEHICIEDS EFHE LTc, A —EHGEICHIT DT EITIX TR TR LT,

1. B&
Kﬂgﬁmﬂ\Kﬂmowf®+%@ﬂﬁ&ﬁm%%@%ﬁm+ﬁﬁﬁﬁ-ﬁ%%%o@%@
HETITHTZ &,

R EARHL

BATORHD LB

2. BER(ROBEICTHBRELIENIS)

2.1 MR SUTAEIR LTV S ATREME D & 5 &t [9.5 B
2.2 RENORA K UIRBUE OBEERE D & 5 B

R EARHL

BUTORLHEHD LB

7. Ai%-AEICEAETSHEE

<zhredtim>

7.1 THL, B, EHEEORIER 2GR DR EAE, fPERER & O@EY) R LE 21T 72 9
. AR OIRPRNSFTRE/IRBEICEIE T % £ TOM, BEXITIEEO T2 Hatd 5 Z &,
RO W% BT 2581X 1B 100mg, 1 H 2[EINGFBT L Z L2 matd b2 &, B
OIRFEIZIS U T 1[E150mg, 1 H 2 BI~EET 5 Z &N TE D, FEGUIEET 28551
EEICELG L, #5%ITBEOREL HoIBIET 2 L,

7.2 AST X ALT MEUEE ERROD 3 15 28 2 735 81%. AR OWEUTIRRO FRi 2170, +
DIFRMBIEEZATO T & 1BREZ P LG5 2 BT 23568101%, AST X ALT 238 5.7
OARREIZEE L7z, 1181100mg, 1 H 2B oET5 2L, BEOREBIISTTL
[ 150mg, 1 H 2 RI~E&ET 52 LM T 5, FBEGUIHEET 2HAICIXEREICE S
L. 5®ZITBEZOREL+2ICBIEZT 52 L, [8.1, 1112 BH]

<A E TR EEIT A 5 [ M >

73 7 kA7 7 IR, THFATY & OO INE R OZ2VEFRET ST
W, [17.1.3 &)

R TEARHL
FATORLED LBV

8. EELERMIE
8.1 AST, ALT, B UV EVFED LR A2 IFEREREENRH LMD Z ENH LD T, AH
e G- BHAART R OB G- IXEMIICRE 21TV, BEORELZ HOICBET 2 &,
[7.2, 11.1.2 &[]
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8.2 I/ A3 &b, HILIZE > - EEREF HME SN TS D, ARG HIE
TEWIANCIMIEIRE 21T 5 72 &, BIEE T0121T9 2 &, [11.14 2]

8.3 RG2S D ATREMD & 5 DT, FfHIE G2 P42 Z EAEE LY, Fiir
%O G-HEITEE ORREISEC TRl 52 &,

R TEARHL
FATORLHD LBV

9. RENHREFIIBEICHTHER

9.1 BHHE-BIEEBEFDHIEE
9.1.1 MARFERRIE DBEFIRE L ONFDREKR D H 5 BE

TR FRORBEHR LR D RN H 5,
9.1.2 HilMERR D H 5 B, PUEEATGR 21T > TV o BA
i ) 27 Z2BhET 2 ATeEEN H 5,

R TEARHL
FATORLED LBV

9.3 FFHteEEERE
9.3.1 FERE K ONEEOT#RERET (ChildPughB, C) D& % EF
B B2 G20 L S 2568 2k, ERITET 5Z &, BT 2561, T

AR Z KV HEENIAT ) 2 L, HEICEEOREBZBILET 52 L, THEREEENE(T D
BENRHD, £1o, PHEEOHEGERE (Child PughB) O & 2% EFE Cldii PR L5
T %, AEOEERTE (Child PughC) D& % BHE Z x5 & Lo Aok L et % RS
& U= RRRBRI T S0 LTV, [7.2, 8.1, 16.6.1 =[]
9.3.2 BEDOIFHEEERETE (Child PughA) O 5 EFH

JFHRERR AT 2 K BENCAT O 70 & EEICEREOREBABET L 2 &, IFHEREE EL
THRZINAND S, [1.2. 8.1, 16.6.1 BH]

R EIRHL
BATOFLHEHD L B0

94 KIERkEHETSE
TR AT RE 72 oM IX AR OB Hrp J O 53 T o 72 < & b 3 0 A# £ Gl 2t 2475 &

ST 5 L, [95 5]

R EIRHL
BATOFLHEHD L B0
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9.5 MR

s SR L CW D RTEEE O & D I EICiI G- LenwZ &, &) (v b, UHF) Z2H0
7= AR A T R CHE AT TEEE R B ONR - IR IR BSEER 8D BT\ 5, [2.1, 9.4 & ]

R EIRHL
BATOFLHEHD L B0

9.6 #3708
18R EOARMER ORARBOARMEELBE L, RAOMKGSUITIEZ BRI 5 2 &, B3z
B (7> b)) THITT~OBITARD LN TN D,

R EIRHL
BATOFLHEHD L B0

9.7 NRZE
N2 R & LT B RERBR 155G L TuhZeuy,

R TEARHL
FATORLHED LBV

98 BT

— I AEBREE M T LTV B,
X ERRHL

BUATORLHEHD LB
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1048 E{EH
AFNIPHEEADOEETH D,
102 BEREE (BHRISEE T HL)
A4 5 BRIRIER - 18 715 BEFY - fERRR T
P-FiE 2R [ P E A P-BEE FIFHER & OO R IBIES | P-BEERE A OBLEIZ & 0 AKIOBREEE N
=) =i AT, BERRO LN | ERTA RSN D B,
I aARY EHAIBREOFRE, WMEXET | FhaFYy = toftAicih =
[16.7.1 Z ] UL DY) 2R E 1T D 2 TH =T D AUC 3 1.6 %, C A%
L. 18 f5Ic LA Lz,
P-WE R B A P-REEFAFHEA L OPFRICI D, | PHEE A OBEIZ L W AKIDOBREN
PR AFIOVERNEET I 5 et K T4 B algeEn s 5,
HN AP b, PHEEHFEERAORNY |V 77 B EoffHICED =
Trx= kA 1T WERIOBIREZRFT 25 | 74 =7 D AUC 2349 50%, C_ 7%
A I TAFFY YT (St | T, 60%E TR L1z,
John’sWort, o kT3
— R T— ) EAERNE
[16.7.2 ZR]

R EIRHL
BATOFLHEHD L B0

11. Bl4EH
WOEWERNR S LoD Z ENDDHDT, BEE2 0TV, BENSRD bORZGEA TS
ZHIET 572 EHEU R AE AT &,
11.1 EXZEIERA
11.1.1 HEED FH (3.0%)
THRUER D 5N D H AT T 2T 2 FED BRI G 21T\, AFNZ X
HIEMOPW 2T T 52 &, IO ORHERIEIC L Db L TEHT D L O REED
TRIOEEIL, AFNC L 21EEEZPIEL, BRI TR &, [7T158K]
11.1.2 IFRERERESE (2.1%)
[7.2. 8.1 &HE]
11.1.3 MmARZERE (FRlRiiieZEre (BEEART) | #ikimieZERe (0.2%) )
11.1.4 1fn/Is> (0.2%)
M/ MR 23 8% B b, HIMICE > EEREM LSS TV 5, [8.25H]
11.1.5 {HLE 2240 (0.1%)
HENRD LN HAITE. NS, I X R, CTEZEOLERRELITY Z &,
11.1.6 &M% BEEARB)
AFN O 2 w5 E LT R RBR CRIEMER RN A LI TR Y . Mg R oM HE
KAy TR 2 AL D SEHINE D BVE MM OBEN x H DAL, AFIO#E %2 dik
L., BWEIRIEZITY 2 &,
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11.2 ZOMDEIER
10%LA4 | 5%LL I 10%AK37 5%
AR O FARRLR, RE
%)
I & I
R gL (11.0%) . B (10.9%)
W 7 s ATResE 5 (AST, ALT, ALP. y- EEULE M
TR GTP_L5H%)  (12.2%) i
F7 V& e OV TR RIB. € OFE
[=xe JiE, BLBIE
foR e I
Z DA, H I,
B EARHL

IRFRBRAGHE (1199.32, .34, 247 ikBR) M OBATORLHICHE U TRE LTz,

14ERALDEFE

141 ERIZFROEE

14.1.1 PTP W2EDIEFNLPTP > — F LMY H L CIRHT 2 L o485 562 L, PTP— RO
AR R D BEOSLAE N BB R E AR L, IR AR 2 L TR EOEER 2 G
OHEZ ORI D Z EnHEIN TN D

14.1.2 ARENTRIRAER & 5 DT, W%ﬁm PTP > — 2 bHROHT L >EET L2 L, £
oo TR u—mdEY OF EFFANEITO ENEE LY,
A 17 A en—@iEhiz 28 1L (14 7 /IVAD PTP v— Fx2) &G,

142 ERBEROEE

14.2.1 AR¥EA SNIZBAIE, RORER 7Y 2 —v (FIUTY F7) HOHEEHETHETS 2

Sl

1422 H7EMIMEETIZa vy 7oK E L BITRIET S Z L,

R TEARHL
FATORLED LBV

15.ZDHhOEE

15.1 ERERMEAIZESHER
AL OREBIRITHME TILARWD, RFIOEZ 3R L U BRRBRIC IV THEE R
DHITWD, Fio, 3 [ENEEER 2254 (VEGFR) [HEH] 28\ T, 5%
K%%ﬁ%ﬁ%ﬁbkk@ﬁ%ﬁ%b\&<itxmx$z~%ﬁ%ﬁ%&5¢Xi&5ﬁ
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BoObLIEHETHST,

15.2 JERRERBERICE OIEH
g G mtERBR T Ty b CIRH R OESE &4 S ST ORI 380 b, T v R RO
T, EETOF THImMRERDILEN D b,

R EIRHL
BATOFLHEHD L B0
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4. AMIXE (B

RHELIEICEAMSGE (R) 23, REBINIHE S BRGEITII TR TR L, 22k, Hikhfe
BN > THAT OUATCE D O FLHEEH 217 - 7o M 2 B0 11 Ui M OB T LTz,



oooobobbboooooon

2020 TF@H &GET CE@IR, ZhREAH)

2019 4F 12 H kil H AR Sy R
87399
7 15| 26CEMAL L ZAIZRIELRV T L
H %h |34 # 7" /1100mg #H 7% 1 150mg
K R & 5| 22700AMX00693000 | 22700AMX00694000
FOVFF—CRER / Pk tA iz 7% B 2015 4E 8 J3
ZUTEZT IR RR BIRRE
BIZE, MAEEESY
\\® 0
ATXI7 " HAJtIb100mg i
“® 3 150 o oenringer
m l i
ATIxT Aot g IV Ingelhein

Ofeve Capsules 100mg-150mg
®= HRGRPHIE
) FEE-EMEONFECLVERNTHIZ L

4. SEEXITHR
ORI MMRAEE
O£ B MR RAE I 5> HE EMMmKR R
O#THHIRML 2 4 5 FEMEMER

[
AENDFERIF. AFIZDNTO+5 150G & B RGE
BOBRICTALGIH - BRELDEMDDL & TT
3C2&,

2. BB (ROBHEICEES LAEWI L)
2.1 IS SATIENR LW 2 WTREMED & 5 2otk [9.5
Z ]

2.2 KHI ORI LISBUEDBEEIED & 5 B

5 FEERITHRICEET HFE
<EHMHBRREICH S MEMMEER>

B RGIRIE T D Ay PETR BE (A 5 VB PN B B LLSR D
EEIR AR D AR O A TR S Ten,

GEFTH R Z 4 S BB IMESR>
M17. HRRER) OEONR 2200 L, JfitERE, s
SR e OB ({2 BT W D 6 4 B 7 REARRLS o Y HEAT PR

3. #ARC - R
3.1 488k

gy (AT 2T HNTENNAT =T N T RN HEAL 3 ER D & 5 BV R ME BB - A A 2 3 53 5
T2
mg 150mg L.
1 7 ELh 1h 7L
ST R TR | TR TR 6. BERUES
HENRRGY | AV B 20. dmg | /7 K180, 6mg W, RACIE =27 4 =7 LT 1 150mg% 1 A 2
(=vF¥=7LL| (=vFx=7LL [, # - S RBICRARGT 5, b, BEORIEI X
"C100mg) C150mg) D=V FF=7 L LC1E 100mgd 1 A 2 [a4H 5~k
REENEEE N Y Y Y R, N— K77 v 15,
W #H| b, RKgLvyFr, B5Fv, ZUkY o,
BALF 2 o =gk, B = ek 7. BERUEEBICHEET 338
3.2 WA CHHREStE) I
e TnT e T s T T 71 T, EL, WEESORIERAED b,
e i SHEREE & ORISR ILE AT -7 5 % . AFIOWH
me me PEDS TRE /R IRBBICE A 35 £ TR, IR ITIAHE
s |2 TOREREN BEREN R 7 DR E RS = L., IO RIS T 554
7| O#R A T A LA 1Z1[E100mg, 1H2E2NB BT Z &2 Mard 5 2
N N - &, BFOWRREICE UC1E150mg, 1A 2E~H &
| BERRBEAD b SRR E G OR B LNTE B, TG IR 5 A I
N REATE O & % W | T & 5 REIE B U BB ORI R BT B -
s 7.2 AST S ALT 28 HEUEE FIRO3(G 448 2 -3, A
N | N N F OB TR D P 21TV, 4y s @ s %
o B L@ ) (e ) 115 2 k. W T LIRS 2 BT 554101,
_ ' — AST X% ALT 23 5RO R BEIZ (B L 724, 1[8]100mg,
E=3 £5 | #916. 3mm 17, 6mm 1TH2EMNSEET 28 L. BEDRREIZIGE T T
= |« " 1[A1150mg, 1H2[EI~HEET D Z LR TE D, &G
B | #96. 2m A97. Lo P R N e ANy A
H & | 49441, 96mg #1626. 76mg DIRREZE +ICBETH 2 &, [8.1, 11 1. 2&0]
S <& BB C S R iR R
A2 — I | @100 @150 1.3 v r kA7 73 K, FHEFATY v L OPID

AR O PEITRET ST TUVZeny, [17. 1 35 ]


yamasiak
テキストボックス
　最新の添付文書を参照すること。


8. EELEAMIEE

8.1 AST. ALT. VUL EVED 5 % £ 5 IFHSRERE =
HHNDZ ERHDHDT, AHIBGBILAR L O
HHITESICREZITV., BEOREE 528
g AHZ L, (7.2, 11.1.281R8]

/MR 288 B i, HILICE > 7= EERER b
WMEINTWETZ®, RFEE-FIE RN kiR
EEATH R EBEE 54T O 2 &, [11. 1. 4]
BUGTRIE 212 S8 D ATREMER & 5 D¢, TAIRX %
Ba2 5 2 ENEE LV, FiigOREGHERIT
BE ORI CHrd 5 2 &,

8.2

8.3

9. HEDERZHT HEEBICEHT IFE

9.1 &6HE - BERZEOHIESE

9.1.1 MEREREOREERRVZTORADHSEE
MARTERR FRDORELZ IR T 5 AlRetEN H 5,

9.1.2 HIMREDOH S EE. HUEEFARZEZTo>TL
LHEE
LY A7 ZBhE3 5 ATREER H 5,

9.3 FrieEfEERE

9.3.1 FEERUVUSEDITHEEREE (Child Pugh B, C)
NHZEE
R BT 2 S0 S SN A GE ERE EH
T D 2 &, AT A, IR E S LY
BARNCAT S 72 &V EBEICHEEOREZ BRI D2 L,
HEREEENT LT 28 Z NN H D, £7o, PEE
DFEkeR%® (Child Pugh B) M 2 HBE CldiH
WEN ERT 5, REOKHEEREE (Child Pugh C)
DHDEEEMRE LT-AIER M2 R &
U 7= BRI L3 0E LTy, [7.2, 8.1, 16.6.1
2]

9.3.2 BEDITHHEEIEE (Child Pugh A) OHZEHE
FFESRERAS 2 X 0 BEIENCAT 5 72 K UEEICEE O
EABIET D 2 & I RERE N E LT 2 BT
HB, [7.2, 8.1, 16.6.15#]

9.4 £EREEZHT HF
TR ATRE AR LetEl e L Cld, AR G- R O 594
TV L H3h A% E TIIEYAeREEETTHY L5
R85 &, [9.551)]

9.5 3T
TR SR L TV B Al HEME DO & 5 Zothic i3 5 L
RN, B (T b UV BROWARR A
BB CHEATEMEVER L OWR - BEVEBBEIER 23R
HHNTWD, [2.1, 9. 48]

9.6 12317
AR EOF IR ORI EBOFSIELZ B/ L%
FLOMGE T F I E BT 2 2 &, BEsR (T
b)) THIHHA~DOBATHRD b TN D,

9.7 NR%E
AN ARG L LT FRRRBRITENE LTuZany,
9.8 EHnE

—MIZAFHRERE MK T L T b,

10. 8B HA
AHNT PHEEADOEKE TH D,
10. 26t R (HAICEETHC L)

eH 4 R - R - fElRIA T
B IR

PR (LA | P-bE & B L% | P-BE R G o R E

Y Rra~wA | FlEOPFRAREIZ XY KK DR

D% B E Sy BN LR T D
7 aARY IfTW, BEN | EERH D,

U BOLNTS |7y Far Yy —

[16.7.1 28] | AR5 EoF | EOFHICLY

Wi BRI | =T X =T D

1% oY) 72 | AUCHMKT 1.6 1%,

—_

11.
11.

WLE 24T 9 2| CanDSHI 1.8 51

& LEF L
P-PEEAFEAl | P-HEREAFHE P-HEAOHE Y
Vo7yres s Hl e ot I IT X0 AR HF o
TN BE U | L0 ABIOE | BENIK TS 250
Txz=hYy |ABWHT D | GEERD D,
A3y N AREERSD, |V T
FUYY (St |P-HEEAOFE| LOFHICLY

John’ s Wort, |[fEHH O WX | =T X =T D
TUbh e Vg | 1FA 2R W ERA] | AUCHIFI50%, CoaxHS

#60% E Tl L
77

»__/7\ 7 —
) EH R
A

[16.7.2 ]

D BN & i
T52 &,

1.

BlEA

WORWERANH LoD Z ENHDHDOT, BigE+
INTATV, BEPFEO LN SEAICIT S 2 R kT
570 CEE I AEAITH Z &,

1
1

—_

—_

—_

—_

BEXAEIEA
A EEOTH (3.0%)
THRIFER 37 H I D A IHEL i o r ~ T
I REOIEAR G- 21T AFNC & D158 O Pk
EREIT S 2L, 2D ORMEREIC L b 5
i 2 & 0 e BEO FTRIOE AL AR L HiA
WaAPIEL, FE5 ThRVNZ &, [T 18]
.2 FRHEEERESE (2.1%)

[7.2. 8.1 %]
.3 MmieERE (MARmicER (FEEAH). BAkMm
BER (0.2%)
4 /R (0. 2%)
/R A3 B o, M - 7= S A fiEf b
WESh T3, [8.28H]
b HIEEZEE (0.1%)
FENRD BN HAITIE, PREE, IEE X BR, CT
HONEIREEITY Z &,
.6 FIEMM (HEA)
Jif S TER] 4 A A O I S RE AR A C M 7R A LR D 3K
FE DO RVENERGT I DR I 5 B B AT AFID
Behahib L, WORAEEZITY Z &,

.2 ZoftnEIER

10%LL 1 5%L4 L 10% BIAi
A
I Q0 BBREE,
AR R
Jiiik=4 == e L
T (56. 1%), GE
mﬂ%lgmg:—- %;‘[‘J (21 6%)\
PR i (10, 0%),
fEsw  (10. 9%)
AT W 3% & 5 mEUAE
. (AST, ALT, AfE
Eyj’ﬁ¥ ALP, vy —GTP
- k%)
(12. 2%)
B g B OF B, £
BT R FEIE . MR
e I
TR PR eV
ZDfth Hi i




14 BREDEE

141 ZFIZFEEDOEE

14.1.1 PTP A2EDHHNZL PTP > — F 26 H Y H L TR
THEOETH L, PTP o — FOREKIZL Y,
REBLA S B IEREIEA~HIA L, I3 A i o
L CHERBIAR ZE O EBRGIHELZ T 5 2 L »
WEINTND,

14.1. 2 AANIWEMEN H D O T, IRAERNZ PTP > — b
POl T Lo fEET L L, £/2, TAIER
— Y OFFRAIEZITO ZEBREE LY,
W) 17 I vr—aiERicesh e (4 7k
JVAY PTP o — b+ X2) Z&te,

14. 2 ZFIHBSHOEE

14.2.1 [REZENT-HEIE, KORER 7Y 2—v (]
XUIHT7) DOHEEHETHMT A L,

14.2.2 B 72NMEIMETICa v 7oK E & HITIRE
THZ L,

15. Z DT E

15.1 ERFREAICE D 1B
A & DR RBIRIT I TIZARD | AHKI DR 2t
L& LRI W CHBEENRD BT
WD, F 7o B L P B FIIK -3 75 (R (VEGFR)
FLEA] (TR W T, GRS B LI &
OHERH Y | L ITEARARF— FREH % £
B3 GHBoOH BB ThH-o T,

15.2 FFEREREXBRICE D < 1R
NAEHEGFERBR T, 7 v M CIRHiim & O 2
D UIROBATHFRD B, T v P ROV L TIE, B’
B OB THIREROIENGED b7,

16. ZEWEHE

16.1 MEEE
A AN O 5 58 M I B A O R 35 12 A& 150mg & OF
100mg % & 121 B2l N5 (9B & O 4 5
FRZ1B e S) LB clioniz=r 74 =7
OMAEFREHER 2 X1, EYBHERT A —X %
EURT, = F X =7 O MR 2 578 H
ol REICE LR,

#5180

H526HE 050 me).
#5148 B (100 mg)

H457~21 8 B (B ownRE

=]
1

- 150 g B (1)
o 100 =g KL ()

& 150 mg 2% (1180
—é— 100 mg K5 149

£i-‘le

- B &5 3 8

W=7 E = FRE [ng/al]

12 16 20 24 o 8 16

K1 HARNOREFE MR B AR H] 150mg M
O 100mg 2 AR O B G- U 7= 38k C oo i
HRR (R SR T 22)

£ 1 ARNORRMEMERHETE BE ICAA] 150mg K
O 100mg 2 BZICHEAFKG LR ToIRYy
BHE/ T A — 4

]
AN S

NT A= [HAr]

WEHE 5% 150mg 11 4 100mg 4 11

AUCo-12  [ng-h/mL] 152 (60. 6) 59.0 (67.2)

Crax [ng/mL] 34.9 (62.8) 13.2 (66.9)

Tax [h] 3.90 (1.00-6.00) 4.48 (1.97-12.0)

g A 150mg 9 100mg 4 f

AUC. s [ng-h/mL] 218 (58.3) 115 (32.4)

Crax, ss [ng/mL] 39.7 (68.1) 20.0 (64.5)

tmax, ss [h] 3.87 (1.00-3.97) 3.42 (2.00-4.07)

ST CRATZEBHEREIN) | oo (s VE I (/M-I )

- 150 mg 8% (06)
—i— 100 mg KR (43}

24 48 T2
W05 M [h]

R AT = o T & = 7 6mg % F RPN B 0] £ G-
DY 7 VT Z 2 A X1390mL/min, & HIREETD Ly
HRFEILI050LTH - 72 GMNEATFT—%),

A By P BT LS D RV i R D BB LT AR
150 mgZx 1 H2ERE O/ G L-RBRTELONT-=
TH =T OEFIREREO A BEHE%O T 7 i
PR 2RI,

RK2 AL MESREAEIC LS MEMEME B O BEICR
#150mg - 1 B 2m#% 1 ¢ 5- U 7235 c o H &4l
EHBO T 7 miEpEeE

FEAMIER b7 7 M p R

[ng/mL/mg]
0. 0555 (65.4)

AR (25861)

A A NS (3041) 0.0763 (63.0)
AT (BRI . FEMIER b7 7 Myt rp s
1%150mg Jx N100mg1 A 2[E1# 5- 0 F — % & &

HEATPERRAEA L - 1 5 RVED il 9 FR. oD EB A L S ARH 150
mgZ I H2EEOF G LBl bhic= T4
=7 DEFIRIER O H EAEESL O b T 7 g R
B2 RITRT,

3 TR 2 P 5 BP0 B IR
#1150 mgx 1 H2EIEO&EE LB co AR
MIEL D kT 7 i

FARMIER T 7 i

[ng/mL/mg]
0.0767 (71.9)

AL (31161])

0.107_(60.5)
AT R R E%)  FHEAER b T 7 i rp e
12150 mg&VM00 mg 1 H2MIFEL DT — 4 % &

16.2 1IN

16.2.1 "RAATALSEY T4
HERERR A C =2 F & = 7100mg & B4 I HEHR O #4 5-
B O6me % BRHRAN ERIRE 5210 U 7= fl s | Hash S o
FTRATEY T 4134 6% ThH 72" GHEAF—
),

16.2.2 BEDOHE
RS T =2 T 2 =7 150mg & ZENE I L OV #4812
B O G LT & & OSYBE T A — X %, F
1D EBY Tho1-Y GHEAT—4),

F4 EERANC= T X =T 150mg % 22N OVE
PRI H AR O 3 SR O Y BIRE T A — &

R A—B K e -
[Hfir] ZENEhE 14 Bl B% 154l
AUCy-eo [ng-h/mL] 98.4 (33.0) @ 119 (53.9)
Coax  [ng/mL] 11.1 (60.3) 13.2 (61.6)
2.00 3.98
taax  [h] (1. 48-3.98) (1. 50-6. 05)

A SEry (LT ZEEARIIY) « oy 1T TP (R IMIE—F KA
a) 11 #

16.3 9%

Yo-= o F A =T o MSEE A A EIL97. 8% T
HY . b M M ORE 0. 869 T i o 7=
(in vitror—2%#),

16. 4 X35
tEMFIZzm Y —2ZHNWT=r T2 =70/
%A L7, EBEARBMSET 2T 7 —BIC
L BN 120, ASRIED T & % BIBF
12021% & HIZUGT1AL, 1A7, 1A8 K OMA10IZ & Y BIBF



16.5

12027 V7 v v a kiR snz?Y (i
vitror —#),

HEtt

R = > T ¥ = 7 6mg & $RARPN B[] 5 5D
DRZEARD R FPERESRIE, 100mght O ¥ 5-#% K O
6mg ER AR % 5-% TN T NHK G & D0. 05% K )N
L% CThH-7=" GHEAF—4),

TR AIC -2 v 7 & = T 100me I & B Al
Beh Uiz & & B ERTEEDO0. 649%28 R H1Z, 93. 4%
pEERICHEE S Y GHEAT—4),

16.6 ¥ ENERETEITHEE

16.6.1 FFEEZEEE
SR BT I ARAI100mg 2 BRI O 5 L 72454
BRI LTRSS (Child Pugh A) 2H3%
FECIEC 032, 205 (Q0%ETEXA] : 1. 3~3.7) L AUCH32. 2
£ (QOWEHEXE : 1.2~3.8) L& L. F/-hE&pEiThE
# (Child Pugh B) %A 2 CIEC,M37. 6% (90%(F
HEXE © 4. 4~13.2) . AUCHSS. 7% (90%{ZHHEIXE] : 5. 7
~13.1) ERL7Z GHEAT—#),

16.6.2 SEE
A7 M A S ER T C OO RESE [ K B RE AT D
B, Fhkseont (AT RERM O IE) D&
HEARTAUC ¢ 1795 TUE13% @ < 72 0 . 525k Tld14%

< 722 L PRIS Y (BARAROSEAOHA
F—H),

16.7 E¥MHAEEH

16.7.1 & ra+J—ILEDBRA
ERERR N (3141) (247 b=y — v (P-BEE ARLE
Al 400mgZ1H1EBHMMKERS L, 7 ha)ry —
N EBIE%3H HIC =27 & =7 50mg % B[R
BeHD LUIBE, =0T % =7 DAUC, «1360. 5%, Cpo
1379, 6% ER LY GREAT—4),

16.7.2 Y27 EL YV EDHA
fEFERR A (26f1) 12V 7 7 v By (P-FEARE
#l) 600mgZ 1 A 1[E]7 ARG L.V 7 7 B
U EBRIAAS H HIZ= v 7 4 =7 150mg & HilE#
HBLEBRE, =0T =T DAUC, 1F50. 1%, CpulE
59. 8% E TR T LY GrEAT—4),

16.7.3 EILTI=Z R EDBA
H AR N O FEF M SR HEE B 200l V7 = = K
> O /FEGHH T CAKI150mg 2 1 H 28], 28 H i
BEL, AFIKR LT == R OEWyEE~D
WEL | TN TRARATRER R OME RPN Ll TR
L7z AFNZENLT == R LB L2854 FEOF
AR AR CTAFIORE MK L R DB A2 5
7o QEITREREILERD , —HF TE LT == RO
WCAANZ L DS REEITRBO SRR

(kAR .

E) ARNOARE - AL - FHEF 1 E 150mg, 1 H 2
RO ERO A 100mg, 1 H 2 [BROESTH 5D,

17. ERPRAUE

17.1

FIMERVRERICEY HHR

EFFEIENHIRMEE>

17.1

1 ERRHEREMAARER (1199, 32 &5

FEEVERRRHEIE BE S 1361 (A ARNBSH) Zxtg e L
727 TR T & 2 T EHE B TRE R i
HERIZEB T, AKFN150mg XL 7T &R %1H20H,
S MR O G L fE 5, FEFHMNEE Th 55
5218 £ T O liTE & (FVC) DAER 2R (l/4F)
ERIOLEBYTHY, AFFEL 7 ERHEL O
BCEBNT, FHEPEIICE B2 ESRD b,
NR— 2T A 5 DIVCOD Bt B & DHEB %
KRS,

#£ 1 FVC OFRIBLFE (nL/4F)

1199. 32 30k

AHIRE VAW i
FVCOMERIED % -114.7 -239.9
[9B%EEXHT] @ (%) | [-144.8, -84.5] (309) | [-276.7, —203.1] (204)
TIRREEE D 125.3
(95{FABE) [77.7, 172.8]
pit” £<0. 0001

R=AF 4 (L)

2756. 87351 (309)

2844.5+820. 1 (204)

#5552 J8KF (nl)

2669. 0772.0 (250)

2664. 41834.0 (165)

e (nL)

-90.9+242.7 (250)

-201.8+305.9 (165)

AR (1%
a) BGRE, MR AR R O R 2 B EA, SR R OWE (i
BH) EERMFEL LzT 4 MREEIRET L

= —— Z—UFA=TJ150mgl A2ME
b --o- TSR
—~ -
E
S = - T
- H —+—
I i i “““——h____{
k%) o .
B I
O I:
> 155 T
L AT '-?_ .
185 EN N
200 -4
211 ;
“230
2 4 6 12 24 36 52
BEHE GA)
BEY
F5tRE 202198 200 194 192 187 165
ZUTFH=ZJF 303301298 292 284 274 250
I R=2FA )b EE 52 lMlFE TO FVC O

BACBONERS (VA )

AFRERIZE T D RITEZBUEIA1X73. 8% (228/309%1)
Thotz, ERBIEMIZ. THIL654] (53.4%),
L65HI] (17.8%) R OMEARIIER25%1] (8.1%) Toh -
77

17.1.2 EFF#ERSE MAAER (1199. 34 FHER)

R PEMARHEIE BBE 54801 (AARNTIHI) ZExIZ L
L7 TR T v & MM S R TRER]
BRI R\ T AR 150mg XL 7T & R &1 H2[E],
S2ERR OB G L fE R, EEHMEE Th 25
523 £ T OB SIifiiE B (FVC) D4R 2 (mL/4E)
FR2O LBV THY, REMEL T TR L DML
BICBW T, SatEIca B Enmn b,
R—=Z T A 5 DFVCO I B LB OHEB &
212777

# 2 FVC OERMIBAE (l/4F)
1199. 34 3B
AAE 75w R

FYCOERBD % -113.6 -207.3
[95%fEREXR] @ (Bil%) | [-144.5, -82.7] (329) | [-245.3, -169.4] (219)
T ek D 93.7

(953 SAEIXRT) @ [44.8, 142.7]
p i’ p=0. 0002

N=2F 4 (i) 2672.8£776.0 (329) 2619.0£787.3 (219)

552 I (ul) 2637.3+811.8 (269) 2512.5+821.4 (180)

& (L) -86.9+283.4 (269) -204.0+280.5 (180)

T AR AR (

BI%0

a) BGRE, MERIL ARl R O R 2 EERR, IR RO (il
) EEEHHRE LT ¥ MREERET v




0
— 18 —o— —UFA=TJ150mgl1H2[@
=4 —®— —UFH=TJ150mgl B2ME o S £ pae
s [ O IZeR -m—%-.
3 = £33 204 }
\_E/ >1 . .? T ; - -30 % ﬁ —\*{*\
ol T . = 40 o,
] o 3 . . | E 50| e \}
s - : ' : W o
# s Re) 70 -| % o
O el 2 ] S
[ -90 4
. g 100+ )
‘J: 1 . 5 110 -
T ) ) ) - 1204
2 46 12 24 36 52 130
B“EHM GB) 140
mER 10
T5uRE 215210 207 209 203 196 180 [y ES— . . . .
—UFH=TJ8 323315315 312 303 295 269 246 12 24 36 52
B2 ~_N—2FA b 52 il E TO FVC 0¥ sn B5HE G
=N NIA 3 S St ki
RACROHER (PRI SLFEIOW mamize 2 208 202 21
IR IR il HlE|A % . _ .
ARRICRIT D EIERZEBLEIG1369% (227/32941) B3 SR T D S50 £ O FVC

Thole, FREWEMIL, FHILT64] (53.5%) . Bl
6711 (20.4%) K OVEARIBER29%1 (8.8%) Th o7,

<EBMRREIZE S B MRS
17.1.3 EMEERFEIMAAEER (1199. 21454E88)
G B PESRBE R T 2> B TAELUN T, EBHRCT T10%
PLEDORRHEIL TR B D B PEFR FRE I 5 [
EMERR B O EBEST6H (HARNTOR) ZxtZE L
7T RE T & 2l S BT ek
RERIZB T, AFN150mg X377 AR %1 H2[0],
SO NG Lok R, FEAMEEE Th 5%
5520 £ COZIMTERE (FVC) OFMBAH (mL/
) 1IR3 EBYTHY, KAREE 7T BREEE
DB T, FEFHFIIICE B 72 2200 bl
V. R—R T A UMD OFVCOFEH B BEOHBE 5
K312,
TIRWIOIEL A 7 —ERICE Y B
TIEARAT v A R, RS b R —Rc o A
BEE L, vYZuARRAT77 IR, THFATY v B
B EO AT 0 A REZSWTIEGHIARA L3E L,

ZALBEOHER (CFE =R

ARBRIT 1T 2 BIEHZBEIE1X82. 6% (238/288
Bil) T o 7=, EREIEM L, THIL97H (68. 4%) |
LTI (24, 7%) R OMEM:5141 (17.7%) TodH o
7=

<EFTHERMEE F 4 S B MR E >
17.1. 4 EFRHEREZE MAEEAER (1199. 247588%)
HEATPERRAE AL 2 PE 5 BB i 2 B T B 3 663 B3]
(HEARANL080) ZXEL LT T AT
& 2 B A TRE R BRGEER (2 B T AR
150mg XiX 77 AR Z1H2A], 52AMEO#HEE L
o, ZOFER, EEIEH CTh HE 5521 E T
OB NEEE (FVC) OFEMBE (L/4) 1F#
ADELBHVTHY , KRREL 7T v AREL DI
ICBWTC, Bl EICE B R ENRD by,
N=ZF 4 U NED FVC DL EBEOHBE
X413,
T R FEVE A LAS O BVEDPE R 2 £ & BO 1 &y, D
HRCT T DHRMEIL D IR A D At 45 D 1 0% CHEFE S 41,
ORI L VY & E XSO h R A T o7
LD LT AZ ) —= FFim24h A LINICE
WCTIRD 1) ~iv) DV ORI HEAGIE B O AT

73 FVC OAF[EAZ (mL/4F)

1199, 2143488 DI BEEARE LT,
ARFEE 77 i )%EVC D10%LA LD (FHXIZE L&) AHbiD
ii ) %EVC D5%LA b=, 10%Awm D) (MR A b)) 232 5

FIC OAFfL) el .3 D o, WREIEROEL 1D S

[95WIRAEXT 7 (B [-79.6, —25.2] (287) | [-120.0, —66.7] (288) D UIVC DBRLL L. L0% RO GRZE(LE) Rk

ey e N o, BHEBEG b COMMELELORMB 4 B

(93BT [2.88, 79.01] 2 o

plE? p=0. 0350 iv) MEOR SRR oD HEA L e O 8 i 45 | C DR b D
25 Rz bhs

R=2ATA Y ) 2458.5+735.9 (288) 2541.0+815.5 (288)

552 I (L) 2436.7+755.3 (241) 2450. 38094 (257) £ 4 PVC DERIR T (ml/4F)

AL L) ~12.7+219.8 (241) ~104.8+228.9 (257) 1199. 247 3
RS (50 Silli3 Z7LAR
a) BHRE. ATA OARFE, VERIZ BT 2V B IVERDEEZhE. FVCOAERIM 2 -80.8 -187.8

W, N—R T A WO FVC[nL], s, FE. HE5REX I E R [-110. 4, -51.2] [-216.9. -158.6]
WO 28 AR B R — 2 5 4 ol X BT D 32 T A 2 —
BEOEEDR L Uiz v & MERIEIRET N, T2 & 5% 7“7?_«3“\7%) o
RL LT, BEMEBIOG R OBERZ G0 T, Efg’zﬁﬁmﬂ ¢ mié(}é‘(‘ﬁ 5]
JOMIER 5

R—=274 Y (nl)

2340. 1£740. 2 (332)

2321. 14728.0 (331)

B 52 I (nl)

2271.84783.0 (265)

2157.84733.0 (274)

AL (nl)

~75.14250. 8 (265)

-181. 14220.0 (274)

S RS (1450
a) e 5, HRCT O/ F — | X—RF A VIFEO FVC (mL) , #

HREL O BRSO = F A VD FVC L0 H

VER Z EES R BB OYT R O 2 BRI R L Lie T v

VNS El i walid



b) A EKAETI 5%, 4{KSEFA M O HRCT T UIP RERRfE(L /8% —
DHNH BN DL I T D AAIRE L 7T RO HEIZ OV
T Hochberg JEIC & Y {RERIED 2 Tt % ¥

® —UFH=TJ150mg1 A 2@
W - 77
i I --O-- TSR
=] t ]
R |
~ 100
o )
k)
Q g
R
T aw
-
—m
o
o ‘
BL 2 4 6 12 24 36 52
BEHR GE)
BEN
FS5wRE 325326325 320 311 296 274
ZUTHZTJE# 326320322 314 298 285 265

4 R=AF A b5 52 B E TO FVC O
BB OHER CEHfE EHERTE)

AFABR O I EIRAT I IZ 35 1 2 RIVE RS EI &1 81. 9%
(272/332 #) THot-, EARBIWERIE. TH 214 #
(64. 5%) . HE.L 82 1] (24. 7%) K OMEM: 44 41 (13. 3%)

Thoiz,

18. Fgpgam

18.1 1A%
= U T F =T R B SR EESEIA -5 A (PDGFR)
o, B RUNRHELEMINAETER T2 45 (FGFR) 1.
2, 3 ONVEGFRO S Z B IRIZBWCT T /) Vb -=
U UFE (ATP) #EGAR7 v M & ST HES T
rxF—EHEAITH Y | FRRVEMTRHEIE, S8
PETR B2 IE WAL D RV MR B e O TP EAR ML &
£ BEMEMEEORIEICE S35 EREINT
Wb I F B R LET 5,

18.2 HiiRMEiEm
=T X =T70F, B PR mMEEERE VT in
vitropBRIZE W T, ML ORIEICBE 53425 L&
Z BTV DRHEL A T ¢ =—F — O fikHH % 3]
L7289 X5z, =vF ¥ =7 Idin vitroitlk
IZBW T, PDGF, FGFE ONWVEGFHILIZ & » CiHE &
HU D B S PR RRAE T R FR I AR A 2 i o Bt
KOS, TCF- B 21T & » THFiE S 25 MEHESHN
OIGEAGHAATH L7=" F 72, R PESREAE I LE
5 VR M il BB R ER S D il 2RI D AT | 3%
| IRRHE IR~ O TR R K O fasb~ N U &
ADFBREH L1, v T AROT v bOT LA
<A UBRMHEEE TV T AD T Y HEER
FRARAEIE T T, ~ 7 A DRE PR AE I 5 WE
MERR BT T Vv OB T LAV VBRI O %R
JEL OMRHEE OB Y €5V V7 ICBT 2~ U AE
TNEHWZin vivadlBRIZB Wb =r T ¥ =7
IR 12 o3 B LA SR 2 s L 7 2220

18.3 JiRE/EFA
=T H =TV, RHEEE T L~ o A BT L
VT FEME DRSS OB AEE O Y ET Y
T T 2~ RAETIVE W In vivoikBRIZE
W, LRI RE T D BRI &R L7 R R,

19. A3 ICET SEIEEMAMR
—HRHA R
TR =T B Z )R R (Nintedanib
Ethanesulfonate) (JAN)
(b4

Methyl (37) -3- [ ({4- [ Mmethyl-2- (4-
methylpiperazin-1-y1) acetamido]phenyl}amino)
(phenyl) methylidene]-2-o0x0-2, 3—dihydro-1/#
indole—-6-carboxylate monoethanesulfonate
SamaV
C31H33N504 + C2He03S

ST
649. 76
LN
I SRR EEDOBHR
fet g
CHs =
/ﬂ"N"-\"["rlq‘“ A L}L/l N ?
T -
Hac"N“v”J o WX/\'H’.%‘T'/” No-CHI e sosk
i
o ~NH
s
305+5C
RVES

log D=3.0 (pH7.4)

21, EEBEH

211 B 2 7 EPEE 2 R E O L, WY IS
52k,

ERFEERHERMEIE>

21.2 ENTORBIEFIAR O TND ZLnb, i
WRotte, —EROERNARD T —2 BEMEND
£ COMIE, EIEF] 2 %G R R A 2 S
T2 LIk FAHEEON RERZITE
T2 &L bIT, AROLREMER AT S
T2 & RN L. AA O IERTIC LB e
HEZELD L,

22. & 4%

<A 7zxTHhT+EIL100mg>

280 7N (145 7 &AL X2) PTP
<A77 xTHhTEIL150mg>

28% 7L (147 7 &L X2) PTP

23, FEHK

1) tNEE . BARNBE TOLEN R Ry Eh R R
(2015 /-7 A 3 H7K#F, CTD 2.7.6.2)

2) FENERL MR AT XA T Y T 3 Bk (2015
7 H 3 HAZE, CID 2.7.6.1)

3) ANk} ERE LR S5 AR AER (1199. 214 #BR) (2019
412 H 20 H7AGR CTD 2.7.2.2 2.7.6.3)

4) $EPNE B - BRI R 55 T AH 205k (1199. 247 #X5R) (2020
HEXHA X HIAF CTD 2.7.2.2, 2.7.3.2
2.7.4.2, 2.7.6.1)

5) &R BREORERE (20154 7 A 3 HAGE,
CTD 2.7.6.1)

6) thEE  FEERREEN R R (MR OES)
(201547 A 3 H7&GR. CTD 2.7.2.3)

) FENEER) : FERRARSRENREAER () (20156427 A 3
H7&Z8. CTD 2.6.4.5)

8) thNEEl : FEERAR IR (D (2016 427
A 3 H/&GE, CTD 2.6.4.5)

9) &R} FEERARSEDENRERER UG (2015 4
7 H 3 HA&GR, CTD 2.6.4.5)

10) #NERL : = 2T X BR (2016 4E 7 A 3 Huk
. CTD 2.7.6.2)

11) FEPE R} FRRMEARRRMEIE B 1231 A RHER 3R
mheMyT (2015 4 7 A 3 HIKF. CID
2.7.2.1)

12) &R & k3 F =L L DR E AR ER
(201547 A 3 H7&#. CTD 2.7.6.2)

13) &R U7 7 v L O3y EERHRR
(201547 A 3 H7&GR. CTD 2.7.6.2)




14) rENER - EEEIEF S MHRER (1199. 32 3R)
H 3 HA&AF, CTD 2.7.3.3,
. 2.7.6.3)
MAHFRBR (1199. 34 7ABx)
3 HA&ARE. CID 2.7.3.3,
2.7.4.2, 2.7.6.3)
16) Hilberg F. et al. : Cancer Res. 2008 ; 68 : 4774~

4782
17) Hilberg F. et al. : J Pharmacol Exp Ther. 2018 ;
364 : 494-503

18) HPNEEL : SEHIEPEEAER (b b ARRY i Az ER AR 2
DDORAT 4 =—F — iz xd A 1EH)
(2019 4 12 A 20 H/&FR.CTD 2.6. 2. 2)

19) RPN REHEKHERAR (v b THENPDLDO AT
o =—FZ—Hickg 5 EH) (2019 4
12 A 20 H7&G8, CTD 2.6.2.2)

20) Hostettler K.E. et al. : Respiratory Research.
2014 ; 15 : 157

21) FENERL : FSREEEER (e SE D o a5, bE
A M QU )9 2/ (2019 4F 12 H
20 H7KE8, CTD 2.6.2.2)

22) Huang J. et al. : Ann Rheum Dis. 2017 ; 76 : 1941—

1948
23) Wollin L. et al. : J Pharmacol Exp Ther. 2014 ;
349 : 209-220

24) FEPNERL  SENSEAEER (BT VLS VBRSO
JiIE K ORRHEMEDO T U £ U > 71
THYIAET BT BEH) (2020
XA X HAF, CD 2.6.2.2)

24, XEEERERUBWEDEE
AARN—Y U H— o TN DR
DI By & —
T141-6017 HEHRJIIK K2 TH1EHE 1 &
ThinkPark Tower
0120-189-779
(ZATHRE) 9:00~18:00
(- B - fLH - SRR £ R<)

26. WERTERESF

26.1 BIEERSET

BAN-UA-1 071V ALk a4t
HR#H@/ IXKE2THI1EIS
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1. ERO—#&e%FF (JAN)

e

= S — RO R, SRR 26 459 A 17 £ TEEHG O—fRAIL FRIC DWW T CRASRFA T 0917
F2H5) 12k, ATORNETHEE LTz,

JAN (HAA) =0T X =T 38 0 ALK R

JAN (¥4) : Nintedanib Ethanesulfonate

b4 (3e4)
Methyl (32)-3-[({4-[N-methyl-2-(4-methylpiperazin-1-yl)acetamido] Z
phenyl}amino)(phenyl)methylidene]-2-0x0-2,3-dihydro-
1 H-indole-6-carboxylate monoethanesulfonate

b4 (RAA)
(B32)-3-[({4-[N-A FIL2-(4- A F )V ERT V1A WNTE T 2 R
Tx=WT R INT 2= AF VT )24 F Y 23-0 Fr-C
1H-A > R—=)L-6-TI VIR A TF )V —T & AV IR

e g

i
N 0
‘AN/\[( \©\
/N\) o —CH . N
HyC N XN O O™~ e H,C” TSOsH
NH
0

fﬁ : C31H33N504 * C2H603S
= 1 649.76

N
73

%
%
2. EFR—ARI2 TR (INN)

nintedanib (r-INN: List 67, WHO Drug Information Vol. 26, No. 1, 2012)
3. HERB M

15BR A7+ - BIBF 1120

4, BR5T A
F7 =27 TN 100mg, F7 =7 H T EL 150 mg
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