2024 42 H%ET (BB 12 kD
H AR U T H &
87399

EERAVAEL—T4—L

AARFEEERIEI SO IF ELHEE 2018 (2019 FEFH M) I1TEMM L THERL

FOFF—CEEH / iR EHE

AT LT i
I AT 150mg

Ofeve Capsules 100mg -150mg

—UFFZTIH VAR VEIRRE

®=XX IR PHIE

bl & |8k 7 A

| e
BA DB s (- EETEORTE BT )

A7 2T HTENL100mg : | BT BAFIC= T H =TT AR
fElE 1204mg (=07 X4 =7¢LLCI100mg) #&5HT 5,

B & K A7 2T HTEN150mg | BT RAFIC= T H =T TR AR
et 180.6mg (=7 X =7L L CI150mg) #&HAT 5,

- i 4, 4 =T HF =T R AR ERE (JAN)

" ¥4, : Nintedanib Ethanesulfonate (JAN) , Nintedanib (INN)

G R B ARGRAE H B | BUERGEAGRFEAH (20154 7H 3 d

ERAM L HE I A A B | SEMEEENERAEA B - 20154 8 A 31 4

R 58 B & 42 A H |[IRZZBGH A H :20154F 8§ A 31 4

kA g (i A) A 1] et S A

[ BT AR X 2 DG S

AARNR—Y VT —A NN MERS
DI &% — TEL : 0120-189-779
ERBARE T A — b=
http://www.bij-kusuri.jp/

fw & b & O

ATF 132024 4 2 ASGT OB AL SHIZBASCE (BRI Ol ESSUGT LT,
AT OMEEUT, JSIATEIEN I ER S ST O R TF IR R N — 2 THEB L T2 &8,



EERAVFE1— T+ —LFADOFIZDOHE
—BAJRREXIEI R — (2020 4 4 ARED)

1. EIEIA U H B a—T 4 — LERR DR
P RS O AR e BATE R & LC, ERAERLRASCE UUF, RAHE) 83d5.
[3%%%&3@%%%%®E%%$%ﬁﬂﬁ¥w’M%&E%&@ﬁEﬁ%%ﬁ%%%?é%
UL, WS SCEICRR S B A AT D EICEEM AR RS L E RS A N H Y, REIREEOE
FIFMMYE (LLF, MR) SE~OEFEROBIMGFHERCERICEVEREMTZLTETND., 20O
BRI LB A MR AT T 2720 D0HA Y A M LTEEMNA V2 Ea—7 +—A5 (LT,
IF LH&3) 233 L7,
1988 412 H A EAlRT = (LU, BIRE) PN 2 /N LR R IF OMERT, IF GRddk,
IF FEHEHZ R E L, £ O% 1998 41 BT 3 /N EESDY, 2008 4F, 2013 422 H R
EIHGHRE RN IF il EEHOWET 21T > TE T
IF GL#ZLAH 2008 LA, IF (3 PDF % 0D7FE %%7 AL TRt EnFAlE otz T
kY, IMISCEOFBERBGET N H - - HEICUET ORIT — & 28I L7z IF 253 Tk
IhnZ & bileolz. BEHRO IF I, E%mcﬁﬁm“ ARERE (LT, PMDA) O[5 3K
FnE AR O~ — (http://www.pmda.go.jp/PmdaSearch/iyakuSearch/) |2 TAB ST\ 5. HIR
FETIE, 2009 4 & VT EHEK GO IF OFHRAZ BT 28k s LTIA ¥ B a—7 4 — LG
ZERE L, fHx O IF PNIRMNSCEEZ ST S EERE®RE L CENEE - LT 5.
2019 FFEOUAT CELMEFHO LKA, [1F GLHZEH 2018) AL I, Sk TERHE
SO TEE MIRPEENC AT DA R T A ) ICBET DR O 720, £ ORHIR A K E
L7-.
2. TF &1
IF 1% T SCEE OE A MTE L, BERD - AR O ERIEER T & > THFEEF TN,
SO MEEBO =D OFH, W OO OfEH, JAIOT- O OEHR, EIHK O IEMFH
DIz DIEH, FFN R BE 7T O 7= OIFERENEN SN R EH 7R O EE M EREE L
T, AT A R E L, FEAIRNEE 07212 S 5% = HE 5 0 B IR 58 )T IRGE (240 5 A3
(ZAER K OB AE 2R HH L TV D44 E R BT B b.
IF (2R3 2 T HECHIE AR IEARE L7z IF el EREICHEIL L, —EBOFIS % bR & KGR OB
WNOFHRBTLHMIND. 72720, RIEREOREEFITEHDD b OROFIHE B 25T - Ik
PR R FIES I IF O FHEE TR SRV, S0z 5 & SR St S U7 IR 1
FIHFE B S35 - Il - BEREA T2 & & big, RERMTEEZT IO LI EHkE RO L
ZHifEE LT 5.
IF OFUUIE 7 — 2 2 AR E L, WIEAETORARIIVETIEA.




3. IF OFIHICHT=-T

AR IF 1%, PMDA OB EFE S E AR R O ~— DIl T i E ST .
RS RT TEEGA VF Ea— T+ — MMEROFF &) 106> T IF ZERL - 12325725, IF
DI RAEEFE 2, EFREBGICRE L TO RS IF ERRFIZFEHE LR SR 2OV T
BFED MR FE~OA Z 2 —ICKVFHER OPNEEZRIEZSE, IF OFIHMELZ & 5 0E
N5, Fio, MERFLETINAHEH EOREESICET A2 FHEICE L TX, IF BREEIENbHET
DT, RSN ZUETNEZ I SIS L2 3CES, 55 \WOIZS Mo 3R 5L iR it
— B RS L SRR SN ET S & & bIS, TF OfFHICHTZ- TIE, REORMNCEL
PMDA [ 38 5t IR HE BRI AR R D — U CRER T 2 BN B 5.

72, IEM AR EOMMRO R bR STV D TV.S. BRREGE] < XL 25EERH,
[XII. &) ICBET A EIEKRBEZT TORWERDZTENDLIZ ERH Y, ZOED HFWH
I+ ETRETHD.

4. FIHIZEEL CTORER

IF Z AEEBICBOW TR T ZENTERWERLFHRFEE LTHEH L TWeEE 7w, IF
X HRIEOEGE 232 T, SiLERES ORLEIRTE I TARGEIZEE D 2 RZENTER - 2t 35, EHK
SLIE AR FH O 720 DGR Td D & OALESIT 273, G0 - FHITITEIR S, ERMEaE o5,
B, AR OV ORI T 2 EEO RS BRI E I IR IHEB T A KT 1 2, 5K
ha— K47 T 777 4 AZOHIKE —EREZT S5 25720, W ERzIses s 1 K
T A UL, RGN O FIEFIZBET D IE IR DWW T, RSB ENEREEFEE D
DROIIGECTITI T EIFEL XA RN EINTEY, MREADA U FZ E2—H b OSCRRGH
HREZEY, FIHEH LN IF ONFERESHELIRELOTHDH Z EARML T iriTh
e b, BEERENGBONDEROBFFAMRILZ MR L, ZORBIEL Rk, EEBY
BT D EME AR T 2 Z SIXEAMOARE TH Y, IF ZFH L THFESZ EIMEDH
HHDIZLTWETEE L.
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2. BIRDBEFRIEE e -3- 2 ,,.\mg&%m@m
3. BHEORBIEREFE o -3- 3. WHEEXIEMMREICEHET R LT DER
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I 2 RId 5 IEA

1. BBZEICEAY 5IER

1. FXEOER

FT7 2T (AT S T AT R VR VR 1E, RX—U v H—A A BtE
MBA%E Uz, /R SRESHEIN 752 51K (PDGFR) o, B K OMRMEZERINLEE SN -2 18 (FGFR)
1, 2, 3 ROMAENEHGER 245 (VEGFR) #iEH L35, a1 Fr i rdh—EBHERT
bbb, A7 2T INOOZEEROT T ) 5-Z U Ul (ATP) fEER7 v MIHEARICHA
L, BPBEPERRRMERE (IPF 1), BRSO B PERIZE B (SSc-ILD #2) J UMETTHERR
ML 20 5 RIEMEMIZE R (PF-ILD ) ORIEICE G5 LG SN TV B v 7T UsEa fLE
T2,

F 7 =7 O IPF %9 2 BRIRBAFE 1T 2005 T BHAG STz, IPF BE 25 & L7z [EFRIE[F 5 110
FH#BR (INPULSIS 5B Y 1 1199.32 3Bk e O 1199.34 #BR) NEMi S, IPF KT 547 =7
DEIER OB EMEN RIS NIz, TOFRICHESE, BT, 2014 4 10 FIKER 5 =K,
Jii (FDA) X0 TEpFEVENGHRKESE (IPF) OIEHE] OEn CAR A2 T 7z, BN TIX 2015 41 A

RN ESE ST (EMA) R0 TR OFPFEMERTARAESE (IPF) OI%) Os CRGR A= T 7, H
ATIE, 2010 £ LV IPF x5 & LT [ENE AR 2 Ehid 5 & 382, 2011 48 9 AIZIEmD R
WHEELOIEE L= T, 612, EEILES M HRER CTh 5 INPULSIS sBRiIc 2L, AR
NBEIKT 2 ARFN OGN & ZERED RSN, b ORERE S T ENI OB RERE R %
HEIZ, 20154F 7 HIZ THRPIEMEMRRMENE) Z20He - VR & LT, AKRZIE LT,

F 72, SSc-ILD fBH Zxt5e & Uiz [FEEILE S 10 56 (SENSCIS 3B @ 1199.214 55k) 23
Ffi AL, SSc-ILD IZKfT 547 = 7 OAMMER LR RINT, ZOMRICHESE, it
T, 201949 HIT FDA KV RS PEsREEIC M O MIEMEMP A (SSc-ILD) %A ¥ 2 HE O
WLHERE DA TN OIS TR Z %1 72, BRINTTIEL 2020 4F 4 AIZ EMA £V [ERA O 4B ik
BB FE S RV MER . (SSc-ILD) DR Dl CHRREZZ T2, HATIX 2019 43 A A
DIEFRAEIRMOBEZ 5%, 2019 4 12 A T2gMWEMEEIC L S BV MM R & 306E - 4
FRELT, ABERG L,

—HRORVEMENMZEE (ILD) OBFH TIE, BIKRRIEO H 2 RSB W) THEITHE OB LR 2 b i1
HEVWHIIEDO T = ) H A TEFTZENMBNTNS D, 20X 5 28 MERHE LD ILD %

[PF-ILD| & U CHEMTI A, EFRLFES AR (INBUILD #BRFC : 1199.247 5BR) 235
i &4V, PE-ILD \Zxt3 2 47 = 7 OF MR VRN RS N7, 2 OFRICE S, Mg i

¥ 1) Idiopathic Pulmonary Fibrosis

7£2) Systemic Sclerosis associated Interstitial Lung Disease

7 3) Progressive Fibrosing Interstitial Lung Disease

14) INPULSIS iBRIZA —7 WA T X 2 2 DOKRBUE, [EBEILRE, 7 X2k, “HER, 77 BRHH, 5
I AHRRER (1199.32 5AER & OF 1199.34 585R) Th 5%,

1 5) SENSCIS B B, ERsEkRE, 7o Ak, —EHEMR, 772 MK, 20 HERER (1199.214 3U5)
Th s,

7% 6) INBUILD akBRIZREIUSE, [EEILE, 7o 2ok, “HER, 77 BA%MH, 5 AR (1199.247 35R)
Thod,



I. BB 3 5 EHE

2020 4 3 HIZ FDA &0 THETTIERRME(L 21 O B AT B DT (Treatment of chronic fibrosing
interstitial lung diseases [ILDs] with a progressive phenotype) | D3 i CHAGREZ 52T 7=, FRINTIE 2020
.7 AIZEMA X 0 TR A OBEFTHERHEL 2 £ 5 TRV TR R O V59 (adults for the treatment of other
chronic fibrosing interstitial lung diseases [ILDs] with a progressive phenotype) | D iz CHGR & 52 1T 7=,
HATIE 2019 45 10 A IS — A TARHFH 1TV, 2019 45 12 HICEEHA M HICHEE S, 2020
5 AT THEITHERRAE L 2 8 © VB MR Z2208e « 2R & LT, ARBEZEUG LT,



I 2 RId 5 IEA

2.
(D

2

©)

4)

)

(6)
0

HADBBERFHEE
PDGFR-0, B X O'FGFR-1, 2, 3 X (N VEGFR-1, 2, 3 #iEH L35y Ty ¥+ —+8
PHEAITH 5,
(TVL 2. (1) 1EHEBAL - ERIBEF ] DA 2 R)
itk SRR O HEFE, Wi, TR A PR L, IS L O BH] 237~ 37z (in vitro, in vivo) ,
(TVL. 2. (2) #ohAxFBAHT 2B OHZS )
INPULSIS #BRIZ LV, IPF BHEITRT PRSI N (SiEE [FVC] OFREDER) 27
T BRI L THEIIT 2 2 L AVRENT,
(T'V.5. BRIRAGRE] OHEEZZR)
SENSCIS #BRIZ L ¥, SSc-ILD BHFIZH T HFFRIEREIR T (FVC OERDE) 277 R
WX L CTHEICIEIT 5 Z RS,
(TV.5. KA 0HEAZR)
INBUILD #8212 &V, PF-ILD & ITH1T D FEEREIR T (FVC OFEMBAER) 277 'R
WX L CHEICIEIT 5 2 LA RS,
(TV.5. RS 0HEAZR)
1 7%/ 1 H2EOROFGERETH D,
AF| D IPF BEZXIG L L= INPULSIS 38, SSc-ILD EHE % %[5 & L7= SENSCIS #f & Y
PF-ILD M4 %54 & L7 INBUILD #RBR O R & NEN TR OBIWERFBURGLIZT Tl <, F
R F—EHERDS T AT 27 MHEIZE LT, ERARRIEM A B O TR, ITReRE,
MmARFERSAE (BlRimfegers, ShiRmARIER), M/, LB ZAL, FEMRZ%X, *7e—
BREMRE & OERAFRE S LT D, Zeds, EREWEM & LTI, Huly, ITEEE LA (AST, ALT,
ALP, y-GTP L545), WM, MERAFED b TV D,
(VI 8. EIfEH] DHEZEZR)

B RO EF|IFRIEFE
PN

BEIEFERAICE L TRMY N EHHE

BEIEFERICEY 3 8H#, "
L, S
BEGEARES A KA L% | m A %
RMP f (T'T. #EEcB4 2TEHE 6. RMP O3] OEAZBRT 52 L)
EMOY 22 BMeiER L L | g | ERIERARTRM - AT = TEEEAT A R

https://www.bij-kusuri.jp/
THERR SN TV D& https://www.pmda.go.jp/PmdaSearch/iyakuDetail/GeneralList/3999039
cHRETEM A7 2T ERA SN BEE S A~
(R MERTRRMEIE B PER BT IS RE 5 M MR R AT
e 2R 5 RV )
https://www1.boehringer-ingelheim.co.jp/patient/
https://www.pmda.go.jp/PmdaSearch/iyakuDetail/GeneralList/3999039

BB HEET A R Z A > i3

B3 0D B T T I &




I. BB 3 5 EHE

AFNE 2011 59 AT TRERMEMRMEE] (FBEE S : 23 %K) %254 5), 2019 43 Ao &
B PERRRZIEICRE O VMR AR (FBEH 5« 31 #K) 55434 5) 2 TPERRE - IR L LT,
FVERAERS (=77 KT v 7)) ITHRES N,

ARBEHRUVTBE - ERALOFIREER
ARBEM
RS ) A 7 EHEEE A EO L, WO ERT S L,

2015 4% 7 A BUEBCEAGRIIFRS, LT OERSEIENS Sizny, FrE s (S5l
&) OFEMIZLY 5,754 ] GAEZERENEFE) OF —FZHEE Ll &b, 2023445 H
RS RRER & e o7z (TV.5.(6) 2) 7KFESAT & U CHEM FEDNE XL FEM L 7-fRA -
REBROME ] OHESH),

<FFFE M RRMEE >

EN TORBIEFIDRONTND Z &b, WERTEER, —EROIEFIIRD T — % N EFE
SNDETOMIL, BIEGIZ GBI MEREZ FEfT 5 2 Licky, KA HEREE DN
FIEMEZRET 5 L L b, AROREMEKROCEIEICET 57 — X 2 BHNINE L, KA
DO EMHLFICLERFELZ#H LD Z &,

mE - AL OSIREER
A LR



I 2 RId 5 IEA

6. RMP O#iE
EERYRYEEHEE (RMP) OBE
REMREEE
(EERGBESNIZURY] (EZRBEMYRY] (EEGAEER]

< T, ELSEOTE EEAEIR - [RVEPER 2% ML

- IR RERR - IR IEE

- MR FERRE + i

+ 1/ - BRI

- HILE 2L * AR AE

© AT B — R

- HRSEPE S E O fITRERERE S (Child
PughB, C) HE~DEL

BT SREEE

il FHSERE ISR D AR E

I ERRICEEAS S RRMEER O 72 OIEH)

l FERICE S U 27 F/Mb T 8 DO IEE)

ERXRLTEMERTEOME

) A9 s/MEETEIOE

BEOERXRATEMERTY

BEDY R &IMEES

EBMOEXEMREMERTY

- FRERE A A (RIS
R IR )

- e G A (R S)
(ZRE TI/355))

« REERE AR (RFREMENTRRAEAE)

BMDY R &IMEEE
- ERERE T EM (7 = TREIE#EA T A R)

(S VESRBEIZAE S [ (RPFEPERBRRAEE, 2B PESRBEIZ A O TV E PN

TRE, EATIERRMEL 2 fF 5 IRVE PRI ) O1ERL

(EATHERRHEAL 2 £ 5 TH] LRl

-BERTEM (X7 =7 ERA SN BES )

AMEICET HAE - ABROFEOHRE

TERR & R (FPRMEMARAEIE D B & A, M

- R E S BRI AL (RR SRR AEIE)

SREIE A O REPEMIR B O BH S A, EITIER
Mz £ O RE MR B O BE S A)

AT ONEBIL, MSATBHEN R b RS SR O IR IR R~ — U TR L T<

TZEW,

SIE, BINRARIEICR 5 5GT RMP 1SR Th 5,




. AFRCEES 5 IHH

I. Z2#MICET HIEH

1. BR5E4
(1) #0 % G727 BTN 100mg, AT =7 7 &L 150 mg
(2) #* e Ofev Capsules 100 mg, Ofev Capsules 150 mg
(3) BMDHEX Frizze L
2. —fg4
(1) #0 & (®fE) U TH=THURAVRCEEE (JAN)
2 #* %4 (&%) Nintedanib Ethanesulfonate (JAN)
Nintedanib (INN)
B) 2 T L FF—EFHI, - nib

3. BEANITRMER

e
N o)
K\N/\[( \©\
/NJ 0o —CH o AN
HsC N A O 0~“Ms e H,c” “sogH
NH

o

4., DFRARURDF=
77120 0 C31HasNsO4 + CoHgO3S
SFE 64976 (& v ALK TR, 539.62 (IEFEEHE L)

5. E%FR (X)) XIFXE
(F&  4) Methyl (32)-3-[({4-[N-methyl-2-(4-methylpiperazin-1-yl)acetamido]phenyl} amino)
(phenyl)methylidene]-2-0x0-2,3-dihydro-1H-indole-6-carboxylate monoethanesulfonate (JAN)
(AARL)  (B2)-3-[({4-[N-A FN2-(4-AFNERT Pl A )T & b T 2 K]
Tx=)W T N7 == WA F YT 24 F Y -23- Ke-1H-
A2 R=JL6-TINVRBBAF N —x & A el (JAN)

6. 1ER%A, AlA, KBS, LEES
B% = — I : BIBF 1120, BIBF 1120 ES



. AZhES B3 5 E

. B ICEY HEE

1. YELEFHEE
(1) 4MR - K
B SRPRFEEOBR

(2) &R
EEREITH T D BHBE

R H ARSI J7 AR A
X RREFZL L
A= BRI

VAFNANERY R RRBTOT

x5 ) — (99.5) BTz

18 pH BRRICH T BME (22 = 2°C)

ESGs VIR
0.1 mol/L & 9.6 mg/mL
0.01 mol/L ¥5f% 5.2 mg/mL
pH 3.0 (Mcllvaine FZ1Ei&E 1.1 mg/mL
pH 4.0 (Mcllvaine #% &g 0.04 mg/mL

pH 6.8 (Mcllvaine FZE X 0.001 mg/mL i

NS R N N2

pH 7.4 (Mcllvaine FEETiE 0.001 mg/mL ¥

0.1 mol/L Kt ~ U 7 A 0.001 mg/mL i

(3) WiEBMH
SR A ETANA

(4) A (D), A BEA
fl M 305+ 5°C

(5) EISEMEMTEH
PKa =7.94£0.2, pKp=2.1%02

(6) HELRE
LogP=3.6
LogD=3.0 (pH7.4)

(7) Z0HOEHFHE
AR L



0. AZhps 2B 5 IE A

2. AMBODERFHTICEITAREN

HEROFERA RIS PRI RIFERE i R
IREREER Y = F L L HU4Y
EMEtasm | 25°C, 60%RH. | 604 Cw Beflia L
77 A N— KT L
RBFERY =F L
P IBEERN 40°C, 75%R.H. 6 A (:é) 7z L
77 AN—RT A
IR 70°C 43R H T AR () EX |29
g -~ 25°C, 60%R.H. 3HA ) k2L
& — | 40°C, 75%R.H. 3H EiqE ik L
5 Xt/ 1.2x10° Ix-hr _
N7 5 /j‘J< 71-
b)" WS 500 W-h/m? HZ A el L
R.H. : FEXHTEE
3. B DHERRERE ETEE

RS BRI

TRAMBIL A~ D AVRIE TR
W~ N7 74—

TERIE

Wik o~ ~N757 4 —




V. ®ANCEA 5 HH
V. &EIIZEH 9 SIEH
1. HlF
(1) FRDREH|
#k 7' ILF
(2) EFIDONEBERUMHEIK
HR5E44 ASIA HS &) N
N . H IRk
T =
j71;27?” [ @100 ) <:> 9 441.96 mg OZ%EQ 6,0 R O
g B 2 WREIR
X K163 mm, EAE : 6.2 mm
N B Xk
j7i;i7?w @150 <::> 62676 mg | WG ABY | tORFEED
& B B IR
FR 176 mm, B : 7.1 mm
(3) #Aa—F
Hoe 4 * 7 =757 100 mg * 7 =7 J 7 150 mg
A = — (i 100 Gy 150
LT T 7L
(4) HAEIOYM4E
BRI L
(5) itk
Y LR
2. HFIOHERK
(1) BPES GEHERS) OEERUEHME
HR5e4 %) WA
. 1 7 NEY): HEEEEE R Y 7Y &
j7i;ﬁ7?” SUT R =T R ARV 1204 mg | U R, N—RT7 7w b, KEL
me (=vF#=7& LT 100 mg) ST
. 1 A7 NTENKK BT F o, 7Y
*7j;ﬁ7?” S T H =T s Rk E 180.6 mg | B U v, BRLT S, R
me (=27 #=7% LT 150 mg) Bk, = Wbk




V. ®ANZEE4 5 H

—~

3) #E
%2 LR

p={111%

3. RfBEBRDEBRRUVEE
BRI

4. A
M LN

5. BEAY SHREMED & DAY
SR OB FREIAE R B O RAE RN T 5 ATREE S 8 %

6. HADHFEEXUTICEITSIREN

RER OFEFE PRAT5AE el PRAFTERE s
PTP +
EMIRTRER | 25°C, 60%R.H. 36 7 A T w— 7 L
(hS
PTP +
*@? 30°C, 75%R.H. 12 % TAIER— At L
RAFESRAT P
GRS
PTP + .
S HH M 3 7
PIEEE o 40°C, 75%R.H. 6 11 A Frsen—  |3PITIRHEREE
g o7
PTP Gl b7z L
25°C, 60%R.H. 6 71 /1 Py VAR X 2% &Ky OB
e B 2358 v,
PTP @2k b7z L
25°C, 75%R.H. 67 H e VA A ZBZ 2% &Ky ORI
_ T B 33R0 DT,
- ;g PTP 1w£f%mﬁmﬁ%m@%
B WEE | 30°C, 75%R.H. 6 7 1 feAmRedh D
o - 1 A ORI D2
B e (AR BT,
PTP A5 1 71 A CERHPEHIRES & 72
ST,
40°C, 75%R.H. 6 51 A — .
’ s 1 57 7 G MR BRAL & 72
™ -7,
L= | 12x10°Iuxh
o #?@é;/7 200 W-h/m? B[S T AL b7 L
PLk

R.H. : A%
% BEB%OLENE Y
(1) PTP wd&lz BT &M (7 /v e —RE %)

100 mg 1 7V e T8 150 mg 7 7 /b0 PTP @l3&AIZ DWW T, PTP @3 T LE TRAF S 1L
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V. ®ANZEE4 5 H

Tt b MBS IS T 5 2 L A MFEICHET 5720, RERORELZHGZE LI VR LW
TEHPEDHIEILAE (45 3% 0 Q fH 80%) T TR L 7-#5%, 40°C/75%R.H., 30°C/92%R.H., if
N 30C/75%RH.ORAFEM T Tk | HEOZEMED MR ST,

72, 25C/75%RH. KLV 25°C/60%RH. D LRIFSRME T TlE 6 7 H O EMEPHR S T,

Q) MAEIRREIZ BT DR ENE

100 mg % 7B/ KN 150 mg 7 72V OEAILSIZOWT, PTP 2 T E AL TRFES N
BHHARBICES T2 2 L 2MEICHET D70, RIFFORELE BB L2 L0 LVIE
PR EHAE (45 5% D Q B 80%) (2 THIAM L 72#5 %, 40°C/75%RH., 30°C/92%R.H., I
12 30°C/75%R H.ORAFEAE T Tk 1 HIEOREMEN R ST,

FE72, 25C/IT5%RH. M 25°C/60%R H.DLRAFEAE T Tl 1 7 AR OZE R HE ST,

7. REERVBHBREORTEMN
LN

8. fFlE DEAEIL (MBILFMELL)
MR L

9. BHM%
H Rt HEBRE S RAVIEIC K W BR&21T 5,
e 51k RO TR I BE R E T

10. B8 - A%

(1) BN RLELGRSE - O NENEHRLESE - AEICET H1ER

AREZRIR Y 702 =0 A e —al 2 2 BREEFICHAIT 2 Z E L Ly,

TN =y At e—@iEEHET 2551, PTP > — bbb 7RAZEDH L CGRAILZRWE
L,

(2) ax
F7 =7 AT 100mg : 28 B 7N (14 57 X2) PTP

FT7 =T H TN 150mg : 28 B S (14 7L X2) PTP

(3) FPREE
LR

-11 -



V. ®ANZEE4 5 H

(4) BEDOME
PIPL— b : 79 RAF w7, TIAI=7 A
T = A m—aldk

1. AERH®ESNDEME
Y LA

12. Z Dt
Y LA

-12-



V. BRICBd S HA

V. ARICET HIEHE
1. MEEXITHR

4. HEXITHR
O %S MRt iE
O£ S RAEITH S B MK E
OMEITIEIRMAL Z 4+ 5 B MRS

(fiFERA)
ORFFMETRRHERE

[ L R4 T FHERBR (1199.32 3UBR J O 1199.34 3KBR) *Cix, RsMENGdEE (PF) HEF %
TR AREEIIAF 150 mg 1 H 2 [EHEC2: 3 DHTT v F kL, 52 BEOEEME AT,
ARFN DA ZINE R OV V2 a7, 1199.32 3R I 513 6l (H AN 55 il & & de) 2 %1512, 1199.34
AERIL 548 ] (AARN T BlEEite) 2 RICENENFEm L, F5EEEITmHER T 1061 4

(AARN 126 & 5GTe) Thol,

ZORER, AFNLT 7 BRI TEEFHMHEE Th 225 s R (FVC) DOFMBA L4t
FHEMICHEBICIR T S8z, FVC OEMBROBERIZE MR CREE TH Y, EiECHIM
D& B8N R %R LT, IPFEE TILFVC ORDENR—H L TRKEL, FVCDORX—=AT A L InHD
FHoe DT ORI TIRBOMEITE —F T 5 LB X B, FVC DK T &2 i35 A& D20 R
IR BOEITIHIIC SRR EEZ HND,

FERRDHE TR S L < | SNTEARREO A EFZITEBEE 76.5% (488/638 ffil) TH Y,
DD BRFICE < A ST HAGEIX A 62.4% (398/638 f51l), Hly 24.5% (156/638 i), NIt
11.6% (74/638 i) T o7z, ZNHDHFERO K ITHEE TP EFEOHEERLDOTHY, *f
SESRVE K OV SUIARFN O P TR O i L 0 FE AR CTh > 72,

¥, BHARNEHER & REEHAOFMET—H L THY, LT EH & RO T
HDHZEnD, REREMOKFEITAARNER~SIMFREEE B 2 DT,

UEDZ EinG, KROMEE - WK% TRFEVEMIMERE ] &83E L7z,

OAH VEIRBZRE L D VR AR R

FEBIEFE S 0 FERRBR (1199.214 38R VTl SEMEREEICEE S RIS (SSc-ILD) B
7T R RBESUIAR 150mg 1 H2EFEC 1 : 1 OETT A 2B, 52 B oS ZZT, A
FIN DA DR O AR LTc, 1199.214 38R1E 580 1] (HAN 71 BilAEde) Z 5550 Lz,

ZORER, BFNLT 7 B RITH_TEEEEE Th 5 FVC OFEMBA B2 G FRICH IS
KT &, EEEoH5HF%2 7R Lz, ILD IX SSc D EREKTH Y, FVC O & SSc F D
TRESR, LR E OMICEEMEN RSN TV D720, FVC DK T Z2 39 5 AF DO %h 1% SSc-ILD
DHETEROLEDLZ LICHY T EEZE L LND,

FHERIRDFE Tl b 2 A SNTEAFIBEO A EFERITIH GIEE 88.2% (254288 ) THV, Zd
9 BRI S < il ST HRATEIT T 75.7% (218/288 H4i)) , Ll 31.6% (91/288 1)) , MiMH: 24.7% (71/288
Bl) Tholo, TRIORFIBRE UITHFEDOIEER LD THY, THRIZIBLLITZHEE DK 90%

-13 -




V. BFICEET 5IHH

%, THRIOIHEBE AR OB GRS FTRE CTh o7z, F72, SScILD BE TOAFOLZEMET a7 7
AW, IPF BE L L, =0T ¥ =T RGIEIHTR ) A7 TG0 behoTe,

¥, BHARNHSEREEERAOFIMET B L THY, eI REER L FREOM N T
bHZEnD, REREMORRITAARNER~SMEREEEE X b,

UEDZ &int, KEIOREE - hR % TR YEREEICHE O BEMEMEE) LRE LT,
OMEITHARME L & 1 © TV PERER R

[ SER S I AHERBR (1199.247 38BR) 7 Ci3, MEITMERRME(L 20k 5 MR B (PF-ILD) &
FraTTRRBEUIAA 150 mg 1 H2EFEC 1 : 1 OTT &b L, 52 @08 G/ 2%
i, AREIOA R VeV RE LT, 1199.247 #BRiZ 663 1 (HAAN 108 filzGte) %5
W2 L7,

ZOFER, KHNLT 7 BRI TEEFEEE Th 5 FVC OFEMBA E 2 FHICH EIC
KT, BEEOHLIMEEZRL, =0T X =7 FK50%0 81T HRCT O/ % —> KO ILD
DEEEREZE 2L B L GRO LN, IPF LREEIC, MOETIERMELZ LS ILD (28T
& RRIRFAHY 72 A RE O IR 72 T 23R B OHEAT R OBECIC #3552 L 22D, FVC OAR T & il
TOARANOZHIIL PF-ILD OREHETEELE D Z LITHY T B2 b5,

ERIRDE TR L < A SNTEARREOAEFFRIIFEHES 80.7% (268/332 ffil) THY,
DD BRFICE < i S AU EAGEIX THI 66.9% (222/332 1), s 28.9% (96/332 ) , &M 18.4%
(61/332 f5) Tho7z, FTRORIITRE UITEEOIEELRLOTHY, THIZHRILE
BEOK 10%1X, FTRIORIAKL L =T X =7 OWEXTEEG T ILITEES ehoT-, i,
PF-ILD ‘BH CORA O LM T 0 7 7 A4 ViE, L TIPF KT SSe-ILD 8 & —FH L, =7 ¥
=T EGATEE D Bl 72 ) A7 IEERO LR o T,

¥, HARNHSERE EERAOFIMET B L THY, eI REER L FREOM N T
bHZEnD, RREMORRITAARNER~SMEREEEE X b,

LDz e, REIOEE - W8 % THEITHERM L2 5 BV E ) E3E LT,

2. PMEEXIIHRICEEY HEE

5. MREXIHRICEET HIE

{E SRR M S B 1Ak B>

5.1 BUWASE OB VEBEEIZ A 5 RYEMERTR B O D AFIDO AR IR STV e
VY

GEITIERMEE 24 S M E MR E>

5.2 117. [EIREGE] OBEOWAZHINL, HEEE, FPRGER L QWIS G AT O ERIZRRHIE L i
ITPERRAE LSR8 DD RN R A (AR 545 2 L

(fiFah)

<ARBPESREZAEIC A O RV EPENGPE B>

AFNDS ILD LIS Dfias i B 25 2R B AT SSc BFICHR G SN Z L0 9, KER
D SSe \ZfE D ILD US DI 6T 2 RKFI DO AIMETRENTWRNZ LIZ20W T, 1§

- 14 -




V. BEIZEET 5IHH

WM T 272D E LT,

SHETTHERRME(L 2 1 © TRV MG P2 O

AKFNZDWNT OA43 72 558k & BB DRI A5 70 ik - B2 FFOBEANAY, 1199.247 #ER
OFRAANEIEZ B LT, MitaE, PRk & OWaEREG AT 7 O & R 725 IS & 0 EATHERR
HEEDARD BN D ILD BEZRIRT 5 ENHEBETHH I L NOLRE LT,

3. RERURE
(1) RERUVRAEDMHES

6. AR UVAE
WHE. RACIF=r 74 =72 LC1H150mg 2 1 H2[E, 8« YBHICROKEGT5H, 2B,
BEOREBICELYV =T X =7 L L T1E100mg D 1 H 2 BE5~EET D,

(f#3R)

AHNL, MR LR LERZICEWTIREERNENT 2R H Y, KREORENED LN
ezl D Eie, RBICIRA LSS, B - R EOBFBEERMAZZ LMD Z LD,
BREGHERS I,

(2) RZERUVAZENHRTERE - Bl

IPF O & %5 & U= ERRSLE S I AERRER (1199.32 3882 K O 1199.34 #BR) Yoo ik - &L
L CR%E LI=AH 150 mg @ 1 H 2 [IfE 51X, EEFHMEEE Ch 5 FVC OFEMBIEEZ 77 R
WX L CHGHPRIICAH BIZIR T S8, AAIOZRE - DR ThH D TRFEIENMHHEE )] & 38 LTz,
ZORERICHESE, AAIORE - AREZRELE,

FAT L TR OB RER™ 2B\, TH1RED S 1 H2EDIE D BERMEICENT
W Z RIS, AFIOREIX L B 2 B ERE SN, IPF BEZXSRE Lishe 1AM E
RSB (119930 #BR) YTk, AHIO 4 >OME - A& (S0mg 1 B 1[E#HE, 50mg1 H 2@
Behi, 100mg 1 H 2 [\#5, 150mg 1 A 2 [E#5) P ORHRHIZBWT, AR B TRV
LA 1 BT oMk - AE~OBEE OEEOTIAHRA SN T\, AL Zaetticks
WTARRTZ v b« URTFHM AT 72/ES, mEmAED 150 mg 1 H 2 FEG 2 FEER LR 11
FHAABR CRRRES 2 AL - ML U CEIR L7, [EFRILESE M ARRNER T, 150 mg 1 H 2 Bl 5T
BEMEDBAFTRWEGEIZIEL, 100 mg 1 H 2 BligG~JE (—RA9SUIkEERY) K ONEH O i
DIFEIN T\, LEDZ LD, A E LRI T 268 mIEL, A4 150mg 1 B 2 [F#H& 5
DHTIER<, 100mg 1 H 2 [BIfEG~OHE (—FR) X I3kFe) LK ONREO & & o 72 Hik -
MBI K- TNz,

FEIBE LR 2 T ARFRER ClE, 1RBREEDJECIRFEOF|IC LV, 150 mg 1 H 2 [F# 5 & fff T X

) AFIOEGE SN BhEE - 2 - KR MERRAMEE, S MEMREREICHE O MR, TR L 2 0E 5 [
B R R
FHE - & WE, RACIE=0 74 =7¢ LC1E150mg % 1 H2E, 8- Y BHZIIKROKRET D, 28,
BEDOREICLYV =T =7 L LT1E100mg ® 1 H 2 FEHE5~RERET 5,

-15 -




V. BRICBd S HA

IR T BB IR DARKIOFMNEE BT 5720, FEREZNT L35 FVC O 524k
BOURT MR 2 FhE LTz, £ OFRER, ARFIBEHZBIT D=2 T A4 DO FVC Okt
{LEOHERIX, HEIRED 90% DKM & 90%LL T OEMTHEHEIL TRV, KEREOWHE (—K
BT BERD) K OVEIE DRI II AR O RIC K E e B A2 5 2 W2 LRI S Lz, HAAN
R & AR EMTHEREXFE Ch o7, £, 2RERTREEDOFBEZIToLEED
FEIT T 7B AREET3.8%, AFIFET27.9% TH Y, HBEOHE LK TH -/, 100mg 1 H 2
[B]$% G- ~DJEE 1T - T2 AFIRED BF DFI 20%3 75D 150 mg 1 H 2 A5~ E L T\, HAR
NBE CERERBROWEEZIT- BT, 77 B REET2.0%, AFEET329%THY, 100mgl H
2 [ G~ DI EZAT - T-AFIRED BE DK 40%73 75D 150 mg 1 B 2 [ G ~HE L, 2AREH
& RBRDEM B A BT,

AANER DM OFIME R OV RMEORERIL, BEREMORKBREE B LWz, 2REH
OFERNSENN D AL - ARICET @I A ARANERICOIMFEEEE B bz, oz
Eb, KFIOME - HEIC Tedk, BEOREIZLV =7 =7L L T1E100mg®1H 2
FlHG~EET D, ] Z & ZiRE LT,

SSc-ILD H# A xt% & L= [ERERE N1 ARRER (1199214 #BR) VCi, A ML - kL
LT150mg1 B 2 [E#EEZEIRL, 100mg 1 H 2 [BIEG~OBELOEGOFRT 2L Lz, M
AU ok - HEE, TEMEEB TH D FVC OERBLRE 7T B RICKH L TRRFRIC
AEIR TS, SSc-ILD E T IPF & & RARIZ, FFRATRERARMENT O b,

EEREMIZBWTEL 2 M T &b 1 RIBRGEOBEZITo 2 BHEOEIGIET 7 2R
4.5% (13/288 f5l), AHKIHE 40.6% (117/288 f5l) TH VY, ERFLIITH TH o7, KPITERE
TSR CTH Y, WEIC L0 ARFI O SRk N ARETh o7, #2552 BT L 1 ER
BEDOWEEZIT> - BARNEBEDEIGILT T 2 REET 0.0% (0/36 B) , AHIRET 41.2% (14/34 i)
ThV, BEEREREOBEMNA DI, REEMICBIT 215K HERE LT 7 & Rt
98.4%, AHIHE 90.3%, VRBRIEABE LB 2T 5 HEMREIZ T 7 AR 71.2% (13 fi), &K
FIEE 77.6% (117 f51) Toho7o, AFIFEDHETRED 90%H (182 f5]) KT 90%LL T (105 #) @
A EMIZ T 285 52 I £ TO FVC OFEMBARIL, ZNZ—57.2 mL/AF (95%(E XM -
—91.6~—22.8) KU'—443 mL/4F (95%(EHEXM : —88.9~04) TH Y, JHEITIEEDFHIZ
FEoLBEIZBWTHOAFOENERHIFTE D 2 LRI, #5 52 WO H &R
WTH BARNER (7T B AREE 99.63%, KA 89.48%) & BREM TRE RE IR LN ST,

1199.214 RO H A NEMOFIMEORE F1T, BER L —B L7258 b, FVC O
THHNCKT 2 =0T X =T OHFEIZOWTHARAEM & IE B ARNEFE THRE—PEITRE I
minote, BEREMOFERHENDHEE L - HREICET 2/ mITAARANERIC L H TITE
% &# %, SSc-ILD B IZxf LT IPF g LRI UHYE - HEZ®E LT,

PF-ILD f# % %5 & U-EESILES AR (1199.247 #Br) Vi, AAIOME - &L L
T150mg1 A 2 [EH G &L, 100mg | A 2 [EH 5 ~ORE R OERO T2 7T & Uiz, Bt
L= Z oM - A&, FEFHMEEE TH 5 FVC OFEMBLDEE 7 7 v RICK L CHREHENIICE
EACIK T &4, PF-ILD 834 T % IPF & UY SSc-ILD [ & [RIARIC, 74 Al e 72 BB FRO BTz,
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V. BEIZEET 5IHH

BHFEMIZBWTERE 2B TR &b 1 ERGE&ROBEZIT I BEFEORIGILT 7 & REE
5.4% (18/331 i), AAIRE 33.7% (112332 #)) THY, ERFGUITHI ThH oD, KOPITRE
XITHEETH Y, BWEEKICEE L, &5 52 8 E CICRREOREE2dIE LZBEESE, 7
7B AREE 14.8% (49/331 f51]), AHKIEE 24.1% (80/332 %) TH 0, JEEBRID HEWME LT 7 REE
98.6%, AHIRE 92.5%, VRBRIEABE L- B 12T 5 HEMREIX T 7 B A 82.3% (18 fil), &
FIRE 79.4% (112 f5l) Toh o7z, AFIFEOHEIREED 90%E (234 1) KT 90%LL T (90 ) @
HEMIC T 215 52 I £ TO FVC OFEMEAFEIL, ZZ2i—61.8 mL/AF (95%(SHIXH] :
—97.5~—26.1) KTO'—72.8 mL/4F (95%(E4EX M : —129.5~—16.0) TH Y, WEXITIHEOF
WHZE - T BHE BN T O AR ORI TE D 2 LRI NI,

1199.247 3Bx D H AR NEM O G IPEORE R 1T, 2REME —8 L3580 bz, 52 #EH
TAHR< LY 1 BEREEOREEZIT > 72 HARNEE ORIGIIARAIRET 44.2% (23/5241) THY,
BRERADO =0T X =TF (33.7% [112/332 fil]) IZHANTOREm M7z, £z, &5 52 HEO
MEMEL, AAANEMOAARE (87.7%) TIX, 2REMO=T X =78 (92.5%) 1ZH~T
O oTz, L, 52K E CTILIEBREOE G2 H Ik L2 EBFEOEIGIIEARANERO= 7
2 =7FE (21.2% [11/52 $11]) & RAREMO =27 X =T FE (24.1% [80/332 #1]) TRIFRETH Y,
AANTD, BEREICE > TR TE 2200, BEORELTE (FEFZGICRIICLED
k) NEYTH DL EEZOND, 12, AANEMOERNAREEEE T 07 7 A LT,
SFER BB RARKTH Y, BARNBE THZREZRMEOBRENRO LD Z &ITRNroTz,
PLEEY, REEFORERNSE NN DML - HEICBET S mIT B ARANERIC S & T E
% &#F %, PF-ILD B 12xk LT IPF L OV SSc-ILD B L [A UL - HEZ®RE L,

4. RZEBRUVRAEICEHEY HIE

7. BERUAZICEET HFE

<EhREFtE>

7 TR, B, EEFEORIERGRD DN HGAE T, *HEREZR & Ot e B 21T 5729 %,
AFNOIREED FIRE 7R BRI BIE 32 F TOM], WE TGO B &2 i1 5 2 & 1RO
Witz FBR T 25 A 1 1[5 100mg, 1 B 2 [ENG T L2 EA2MRFTT 22 &, BEDOREIN
CT1[E150mg, 1 H 2 BI~EET D2 ENTE 5, BRI ET L8 AITEEICRS L,
BeHARITREOREL 0Bl 22 L,

7.2 AST X% ALT 28BS VEAE BIR D 3 5 2B 2 7235613, AR OWBE SUIIERO TW 21TV, +43
IR AT O T L, IR AP LS 2 T 558121%, AST XX ALT 3% G-RiDIR
REIZEIE L7241 Bl 100mg, 1 H 2 [ 685352 & & L BEORREIZE T 1 [E 150mg,
1 H2BEA~ET L2 ENTE D, FREUIMET 2 HAICITEREICHR S L, &E5%ITRE
DRREE +ITBlEZTHZ L, [8.1, 11.1.2 B]

<& SRR I+ 5 ME HmEE>

73 Y7 uRAT7 7 IR, THEFATY v & OPFHRFOA MR OZ TR ST,
[17.1.3 & ]
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V. BFICEET 5IHH

/l —~~
O
= 5
=
e
V

S|
i

J

IPF B8 %t 4 & U 7= [ERS LA T AHEER (1199.32 3R M U8 1199.34 3888) Vo T, 48
MRS CTHRDZ S BESINT-AEFRITHGIEE 76.5% (488/638 fil) THY, D5 HLE#H
B ST RARGEIL T 62.4% (398/638 i), Hls 24.5% (156/638 f51), W& 11.6% (74/638 f3]) T
bolz, TNDORERRORISIIRE UTHEEOIEREE RO T, IHERIEKR O UIAHK D
B (—HF UK HER) SUTTRREO TN L B AEETH o 7,

AEIFED FTROFHEIG (62.4% [398/638 #il]) 13277 B AHE (18.4% [78/423 fil]) DRI 3 5
Tholz, ZNHD I BLOKES (RFIRE : 85.7% [341/398 4111, 77 & AREE : 59.0% [46/78 #i])
ITTRBREAT (FH2) EATIC K D IR & ORRBIRITEE S e oo, LK ONEMH: DR B E
AL, WIS T T EREELY bAFBECEVETH -7 CEO [ARAIRE © 24.5% (156/638 fi),
77 /AR 6.6% (28/423 f5) ], MEM: [11.6% (74/638 ) xf2.6% (11/423 i) 1), TRBERIE & KR
BENREECTCE RNV SNHEbEVETH - 7= CEL [782% (122/156 #1) xf 67.9% (19/28
)], MM [60.8% (45/74 f51]) xt45.5% (5/11 %) 1),

7z, R LR b ARA OB AERES L LCRG Shz, I#EZE0 LRI TH Y,
FFHR S IR K OV & O BIHIEER O D ie o T2, AFKIE G O BRAGHT & O G-I E SR IC
AL, BEOREAL LN OLEIDG UCHE (— R SUIAFR) SUTIREO PN L0 F8
"RETH o7,

fFEsE BRI SN DA ERES ORAIRE  13.6% [87/638 Bil1, 7T & REE : 2.6% [11/423 #i])
%, BAETHL y— I VEZIN T AT =T —8 (y-GTP) HIN (3.8% [24/638 #i] %f 1.4%
(6/423 6511), 72=073 7 s 72 A7 =7 —8 (ALT) M (3.1% [20/638 ] xf 0.2% [1/423
B, TARTGEX BT ) 7 A7 27— (AST) #h0 (2.5% [16/638 f51l] %I 0.2% [1/423
B1), FFESRERE (2.7% [17/638 1] xF 0.2% [1/423 #]) K OFEESRE LA (3.3% [24/638 fil] %I
0.5% [2/423 f5l]) IZEKR L T\We, EERAEFSL L THRE SNTEESR LA ORBBEIS IR
VWMETd o 72 (0.6% [4/638 5] it 0.2% [1/423 f511]), i & U v B IR EEI G (1.3%
(8/638 fiil] xt0.2% [1/423 f5l]), EELRAEFRIIHLLNRD ST,

SSc-ILD & % %5 & U 7= [EB LR 45 I AR (1199.214 3BR) P TL < b h iz A EFLRIT,
ERIRSED THIGEE) BT 55 (TR, B, EH) Thy, 13L& ERRE TP
FEThoTz, ARBRTIE, THREORIEREIL LT, SHERER E DR RE %217 -7z
BT, WEXXIFREOTW RG22 LRS-, ARFIRECT RO OICTRBRIEZ JE L
TBH L 222%, HEAEPIELZBEITDTN6.9%TH- 7=,

Fio, MR LA ORBREIGIIAFEOIZ ) NEP 7D, WINbLIFEEETHY, 1TLAL
2, JRBREEO R, JEITH IR X Y [EIE Lz, Hy's law EFNTHRE ST in, KRBT
X, FF#EEAROEEY LV EVIJEDOT=4 Y 7 KDY, ZbORWEREEE L THEDM
B, {BEOFRWE T KB G IS LR S e, 52 IS ALT KO/ Xid AST 23 FEYE(E F R
D 3fELL R R UTERN, AFIEE 4.9%) TT 78RR (07%) 2@ HLNTE, 20
FERIT IPF B 25 & L7z 1199.32 5BR L O 1199.34 BR T O N7 — % & —F L7=, 1199.32

N

- 18 -



V. BEIZEET 5IHH

FRBR M TN 1199.34 3Bk C ALT, AST OfFff#SR A%, AFFEOR 5%DEFHE THE I N TN D,
PF-ILD B & 54 & U7 EERILES I AR (1199.247 #BR) DT Aoz AEHSIT
FERIRSED THEEE) BT 254 (TH, &, M) Tbhy, ik&&#%fﬂi@
HETHolz, ARBRTIE, THZREORIEREEE LT, sHEREREOMYRLEEIT- 7
BT, BEXIREO W ARG 2 2 LM I, ARFIRE T RO 72 OITTRBRIE & K if

2R L7213 16.0%, &5 2HIE L72EE T TN 5.7% Th o7,

Fo, AEFERL L THE SNIFESE LA ORBEAEIBIIABFREOIE ) D@L 120, 1EFEA
EDMLEZR  BHET 570y, & L <IXTRBEEO M, EESIIFIRIC XV [EE L7, Hy's Law AL
BT E VA EO ER AR ISR LA, WESHETE LSS TREY, WTho
BELERICEE Lz, PREEMBEOREIZESE, 52 BMHIZ ALT KT X1 AST 78 L VEfHE
RO 3450 B BF U EENE, AAIRE (13.0%) T 7 BREE (1.8%) LVvEL<@BEHbhl,
FFES A E S, WONCHEYEE LR 3 (%L1 Lo ALT O/ XX AST EHO U A7 it ke
i SAU72 IPF X% SSc-ILD B Zxig & LB L RfEE Th o 7o, KRBT, FEEE LA K
OEBE VLV EVIIEDE=X D 7 kD, ZnbORWERERE L CTHEDORE, 1REDTEX
FKBERI G- IE A HERR STz, ZORER, AAET AST KO/ XU ALT EH-Z#H & LTk
RN IR BRFE 2 R L7 B 13 10%, #&G-2 Wik L7 IL 3% ARG CTh o 7,

IPF B8 TN STV 2 BIEAZBEAS SSc-ILD X ONPF-ILD EE CTHL AN TH DH Z L AVREN
77

PLED X 51T, KEIOFE & ZAVEIZBE T D851, 150 mg 1 B 2 Bl O AT <, 100 mg
1 H 2 EEG~ORE (—kRepy TG K ONREO RS &7 L - HEIC X > TEM
THEY, RAOFRMNLAERFRLTH L BLEE L ITEEHE (ALT, AST) LEHICOWT, L -
AEICEET 26 EoEEE LTHERE LR,
<GBy VEFREEIAE O M >

1199.214 #BRTIL, SSc-ILD BHFICB T AEHNBES NSV 7 uRkAT7 7 I K, 7THFFT
U »E OGP & OO R OISR L EMEITHF SN TV RN Z & 2 FaiRit 5720
E LTz,
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V. BFICEET 5IHH

5. BEREREHE

(1) BRERT—2/1\vr—
IPF (RSt Rh iR HEfE)
EREREBR—ER

AERE 5 . N I
. . 7 x—XR Y FIES gk
(ﬁgiﬁ) ABOEI | egoe g B s sepi | POPR e
AW SRR
1199.17 ZefgR AT B | 55 148 150 mg R A H a5 S
(Hgsh) BREOANA AT EER, 704 |ROks Bk
ATEVT 4 HO | 2k, HERA 16 1 (Bdk)
Eydeoms |5, 287X
A==
1199.75 FRIRAN B G REOZE | 25 1 HH 1, 3, 10, 20 mg R Hi[El§e 5 P
(HEsL) SR OEFED | FIRNEE S 7| RN 5 Bk
FEAM, RROEESRE | T2 RRR, BE 30 f5i (Bd%)
DMERESA 7~ | B, WrHE, H[E$E | 100 mg
AT EUT 4 OFF | 5RBR Brokes
il FE O G A —
Ty, HERENL
R R
1199.21 TRHRE N R0 D |55 148 150 mg (PN Hi[ml$ G- FAm
(HEsh) 2HEOH TN | HEERE, FE (RO BE
(fast, slow) ROV #, T2 A1k, 36 Bl (CBEx)
WIR O BREN | 7 0 AF——
RS A AT
_ASGEYTF 4D
Frifig
g PR SE Bl e R
1199.20 UC-=v T H =7 |H 1 100 mg (100 mg 1 BERERLA HElz 5 AL
(HEsL) TR O G | IEE R, HERE | Yc-=r T4 =T % Bk
BOMRBR Y |5k 2.6 MBq [70 uCi] &e) | 8 il (B8%k)
BhHRE D KT Bo&s
1199.31 A7 == RoOF | 45 1a tH 50mg 1 F 2 =], 100 mg | IPF B3 50 mg JAEAE | B
(EM) JA - FEGEAEECO | T Ak, ZE |1 B 2EX150mg 1 |66 B C&dk) | T8 100 mg
ST H =T DR | ER, TR | H2E HERET 14
SMEROSEYE) |, ZhERIEE, |[Ro&kb HF&, 150 mg
R, =7 ¥ =7 | B RER S FERET 28
OFA - FEDFREET A
DN T 2= K
DO EREE O R
1199.161 B G- e OV | 85 148 50 mg R A H a5 BA(il
(Hgsh) =B | FEER, T ¥ |ROkE Bk
BGRB8 | o1k, 2 817 v 34 il (BéR)
RINAFT RS, T | A= — iviE.
BT 1 DRt 7 b=
400 mg

H1) AFROERSHEZRAE - AR @%, RAKE=r 74 =7 L1 150mg % 1 H2[[E, 8 - ¥ &%
BO%ET 5, B, BREOREICLY=0FF=7LLT1E100mg D 1 B 2 [BFKG~HET 5,

% 2)

7 by =R EN TS A O B3R STV D,
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V. BRI T 5B
EREREER—EBER (i E)
%= . a1 . e
" . 7 x—XR e b PIES okt
Rl I e S B 2
1199.162 V7o U0t [T 150 mg R Hi[El$E G- A
€7i249) Aic L pmaEhe | 4 —7, 2% | Ro&s B
RTGRA—=Z~D | GIEFEE 26 il (B4)
EO R DEAE -
V77600 mg
A B OV e R
1199.30 ik - HEOR, | 1TMH 50mg 1 A 1[5],50 mg 1 |IPF & 52 3E M FEAT
(M54 240G OFEME | T Z Mk, ZE|H2E, 100mgl A2 |679 ] (&%)
TOMORROW | & ZaMofEt | B, 77 8A%x|E, XX 150mg1 H 2
vy B, A ATRERD b | [
Bo&s
1199.32 Hohth: & ZatEo | 85 11 150mg 1 A 2 [A] IPF /4 52 3# M R
(HAREE  |WEt T LML, CE (AR 718 451 (%4 85%)
To[EI BRI [A]) B, 7T AR
INPULSIS-1 MR, W ATRER ol
R
1199.34 BWE &Ltk | & A 150 mg 1 H 2 [A] IPF &3 52 W A
(AERZE | T MME, TH|EARE 794 51 (%)
ToERRIL[A]) B, 7T R
INPULSIS-2 PR, A ATRERD b
B
1199.33 EMMEGREO% | 55 11 150mg 1 H 2 [m] 1199.32 Bk | BEHifke B | A0
(AAR%E | 2okt FEER, SMEIE | ROks X 1199.34 | (P54
To[EI BRI [A]) W, ERRIRRE, A AREBRAZSET | R 1836 4
e 5 L7ZIPF & | A)
*
686 51 (55%)
1199.35 EHZEEHORRE [F 1M 50mg 1 A 18], 50mg1|1199.30 3XBR | £ Wifkiseaksn | FEAMh
(5% PR VRO | FEEH, Shidt| H20E],100mgl H2E, |25 T Lz | (G5HAE D
it B, EEILFE, | % 150mg1 B 28] |IPF B RAH 27.18 1
feix 5 e uE s 199 51 (545%) | A)
1199.40 LT == RBF | 55 1 4E 150mg 1 A 2 [[] 1199.31 7Bk | & Wifkfe iR | FEA0
(EW) Az k2G| IEEM, SRt | Rn&ks BT L | (F5HIRH
R OB O | [F, Mkl s IPF & Bl 28.64 7
E = % 20 1 C&d) | H)
D
1199.26 A=F =T Lk | 1A 200mg 1 H 2 [A] BEAES ([4EMEkEE |28
(st LIEEDERWE | A—T v, FUoF | Roks HEY | 23—
2MEORET, QT | AMb, ZhEsk, I 113 431 (B$%)
MM (QTcF) ~o |1THER Lk KFRREE RHRIE -
DR A=F=750mgl A 1 4 MG &
[=] ZDH%ITHE<
Brkes 2 ORI
1 a—RA

1) AFOEBES AL - AE 8, A= 7F4=7L L T1E150mg & 1 H 21, - ¥BHEZIC
BO%ET 5, b, BEOREICLY=0FF=7LLTI1E100mg D 1 H 2 [\FKG~HEET 5,
1 2) AFIOAGRESIVIZZIRE « ZhE: | FRRMIHRHEE, SRR EE D FIEMRS, MR LAk 5 R EIR S
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V. BFICEET 5IHH

SSc-ILD (£S5 eI 5 ME Ak E)
PR —ER

. . T x—R ey gD x5 g
Rl I 5 e g | Sy
K PR SE P Bh RERA R
1199.239 H[A#2 54 O3 | 5 1A 150 mg ERERRAN 5 | H[ElHE S A
(s HRBICKIET AR [ FEER, 2WRE |ROKrS P
UEURIERS O | EFEE 13 4511 (FRBR
RO DFHZE - K5
A2 125mgl A2
G NE R
1199.238 VRIAFZ ML BT 200 mgl A 2 [A] FNHEREG |7 AFLLE | &5
(fEsh) NMrF= A R, 2 #EE | ROk DA BETED
kT VA= VELA | NEFEE 2 (FEEREE
RUKI LR 5% D D e hi)
BRI KIET VAR IVZZ R LL
=T =TRIE 150 pg/=F =/L= A |k
B 5 ORBEO B F VA —/1 30 ug
oy
1199.340 VAR LA Z L | HTH 150 mgl H 2 [A] SSc-ILD & 10 HRLLE | &%
(fEsh) NMEF =X | FEER, BEER | FHERS *
NI UA—NAEE |, 2 5, 2 17 5 (FB%R
FI [ B HREDOFE | B 7 a0 24— 3 | RS L)
YERBICK T 5= | — VAR VA R LV
T H =T AR 150 pg/=F =L A K
5o B OB 5 VA —/1 30 ug
e uE s
A0 R OV MR
1199.214 Bk & ZatEo | 5 48 150 mg 1 A 2 [ SSc-ILD |52 #FH FA
(BAEE | Z A aMb, TH | ROks * (& 100
TEEIER) Bif, 77 ER% 576 i (16 | A % TEBR
MR, WATREM e HEG) NS0,
1199.225 EM G 02t | 55 1148 150mg 1 A 2 [A] 1199.214 & | B#IfkGcAER | 25
(BARZE | O HEMH, SRt | ROES BRI THR
TeEBRIER) A, #kfi G FWAR HAE
MR % 5
T L72SSc
-ILD B
426 il (158
L)

1) AFOEBES AL - AE 8, A= 7F4=7L L T1E150mg & 1 H 21, - ¥BHEZIC
BO%E+5, 2k, BEOREICEIYV=FF=7LLTI1E100mg® 1 H 2 [AHFEG~EET S,

T 2) AHIDAZRSNT-BIRE - 2h5E BRI PEARAEIE, S PETRAEICAE 5 MU MR R, EATIERAE L A2 E 5 [
TP fit 9 R
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V. BRICBd S HA

PF-ILD GE{THE#R#IL % S5 S EMES)
PR —ER

HEBRE 5 . .
" . 7 x—XR BehE PoE-S Bk
Rl I e gy | M e
5 M OV MRS
1199.247 Btk & et o | 55 T +8 150 mg 1 H 2 [A] PF-ILD f&3 |52 i fH M
(AAR%EE  |WHE FoAMME, TH|EAKE 663 il (1p%R| (52 WLIRE,
ToEI R IL[A]) B, 7T R RS ARIBERTE T X
PR, A ATRERD b e Eo e
SR R )
F THlkfE)

-23-




V. BRICBd S HA

(2) ERPREFREAER

1)

DA MERAR

IPF (R 28R ARMESE)

<HARANT—
BEIZHITH2EMETER VA ZEMEAER (1199.31

g >
s O

B

- BHARANIPF BEEZXRIZ, BT == RV - DR CO =07 ¥ =7 DR &ML OSEY)H)
REBRET 5

« HA N IPF BE & %1412,
ERA)

=V H =T G - IO TOEL T = = 1L ORI &Rt

W7 A v

Flaftd, 722k, “HER, 7T RAMR, ShisxdkE, B KRG RR

PSES

AANIPF B 500 (L7 == RO ABEIZE L7 == R 1800 mg/H % 3 1 H UL E#E &hn
TWHEEERNGRE Lz, 2L, =T =7 150mg HBHEOHRE LT == R O#E5 8,
1200 mg/ H X% 600 mg/ H DEE L35 L Li,)

Be5J5ik

=V T H =750, 100, 150 mg XIT7 7 ¥ R% 1 B2 ERAHKSY, 50 KO 100 mg HREHE 14

HfH, 150 mg A &ML 28 H &5,
e =UFS =T (n=2)
o PSR (n=2) LN dh:

= FMPE, /A )0t EEFRREE.
PILZx =R (600mg 183E) #H
L eSTrT=e ke  TIRMERE
® S+ T =K (n=1) SR WRRPIT:
ZUFY YRS HBEUTER
PRAEDIRYIHNE
EILTI=RY U F S =T HERO
ERRESLUHAES2/48M %
DIERANED IEEAE

FAm

S g
50mg 182@8
ErET SR

WiDMCLE 12—

i 2 5 LA
M 2OHRCTIC e 2

o L) FE N i —vFF=F
HEERY —— R HLMERIEFE)]
ENT=40mLL -3l g )
LB #IDMCLAZ 2 —
(n=50)

« %BFVCZ50%

+ %DLco30~79%

cELTTZRE
MHALTWSESE
—ERART3InALILE
DR

AFY==F

o = UF =i (n=4)

o 7SR (n=1)

EILZ =R (600mg 1836) {1
— OZUFI_T+ENTIIZRY(n=4)

o PSR+ T =Ry (n=0)

e —UFF_THM(N=11)

Fmer 3
A
150mg 182E

o 7St (n=4)

Iz =EHA

— e=VFF=T+EILITT=F=600mg 1838 (n=9)

& =TS =T+ T T=R/200/400m, 1E3l(n—4) (PKRIENE)
® FSR+EILTT=F/600mg 183E (n=3

o FStER+EILIT=_>200/400mg 163@ (n—1 ) (PK k3 fti)

1450 i 125 '

0 2 4(1m)

ST ZTRSEREMAM(50mg 1820) BN S, RS KUR S ENERE, 150mg1 B 2008 T F M B E RN ICHMEUIC.
# ARG ORERIDMC R T =9 EZSU YT ERR) ICEDHIHIR T

ErETSER

A H

=VTH=TROEALT == R oRpBitg, e

BRI R

HANIPF BEDO =0T X =7 OREMENE, 50mg1 B 28 (100mg/H) XU 100mg 1 H 2 [El (200
mg/H) O 2 BEEG TIXBRT, 150mg1 B 2@ 300mg/H) ©4BEES CEHIFAETEDLDL
DTh>7, 50 Bl 23 il (46.0%) ITHFHS, 1361 (26.0%) ICEWEMARI LT, IRBRFEEK
B THO 7 +u—7 v 7N 1] (2.0%), BEELAEFRNBE LA, RIEH S ITHES
oot Fiz, FHELILA LTV,

150 mg FAEAETIX, RIEM & LT TEGMEE), TALT 8N & OY TAST #9in) Ao AEfEL Y
EVEE T S, TEL, TR (ZE L7 == FUFEPERIRC A, BHRRICZL BN
720, BT == ROHHOFEIC» b LT, =0 F & =7 150mg 1 A 210, 4EEKEGD%
SR OBBFTHAECEDHM L B2 b, ARBROMBRIY, =74 =7 150mg1 A 2 [A]
B 5 ORIER VEEMEZRIET 25 N HRBR~O A AN IPF BREOSMEXFFT 50D TH-
7

IEIREICBI L CIX TVIL 3R BIREICBIT A HE 1. MmHREOHER - IEE @) &F - fPHED
HE ) L7 = O (119931 38k ] 220452 L,

%)

AFNOERENTME - AR @%, RACE=T =7 L T1H150mg % 1 A 21, 5 - &%
BOf542, ok, BEORIEIC

V=07 =7LLT1HE100mg D1 H 2 [EFG~HET S,
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V. BRICBd S HA

2) QT FFffaER
IPF (Rp R8It RRAHESE)
<HARANT—% >
EREH£REE I FARER (1199.32 RE& K U 1199.34 KER) (2L -BARAREDOY JRER >
RERTFH A | EUAE, S, “EHEW, 7T BRI, WTHER i
. 1199.32 aER K O8N 1199.34 3AEBRICS M L7 H AN IPF 283EF 120 0 (=o T X =78 71 6], 7Z7&R
RS a0 1)

BEHE =7 =7150mg X7 7R %E 1 H2[E, 52 @BRAKS

AHMEEE O (8529 HARU169 HHEH)

i RBR 12 33V T Fridericia i E¥51C X A 1E QT i8S, Bazett #i1EIAIC X A HFIE QT MIBR & OAAH
HEAESR | EQTHIMBIZOWT, ERAMICHE L 702 X 2 RILRIIRD b T, =T X =7 gERE L O
LR LR oT,

(3) RERNEFRHER
EER R L
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V. BFICEET 5IHH

(4) REERIEAER

1) BRI
IPF (R 28R ARMESE)

<HENT—H >
ENE | HEAERGEER (1199.30 HEg) 12

JIVE - BB D 405D =T X =7 % IPF &1 52 BRHE Lz & X 0G0 & 2ot s

HI s R xR e LTRAT 5
KBTI A v |, ToFb, “EHSH, 77BN, WATEER a5k
FEJii [ 25 77 [E 92 fiEi%
PO IPF [ 432 {3
1) 40mLl Lo B
2) KBRS SCEIC L ARENS SN BH
3) A7 U —=V7RI5HERMITIPF &2l CREME Y [ATS] /BN #54 [ERS] A
A FZ A [2000 4F] DEEHE) Sl iBFE
4) & 2MLORT 52 WRUNIZE R S Lz @ fFie = o v o — 2 WiEikey (HRCT) K OVER
BRSLYE (ATS/ERS WA RZ A [2000 /] OFEMEZETHLTHERH H5E) NHIHE THRE S
BN — LB
5) FVC BNIEHE THUED 50%LL ETh 5 BE
6) —ER LR FMIPLAAE (DLco [Hb IZ XLV FHEE]) MIEF FHIED 30~79% T 5 BE
7) ERIMEEZZE/DE (PaO, [room air]) 2MEHK 1500 m LA F CHIE L7=%A1% 55 mmHg UL E, ¥k
1500 m # THIE L7286 13 50 mmHg LA R B
1) A7 J—=" 70D AST 3% ALT fE3 FEYEE FERO 1.5 (54282 5 BE
2) A7 V==V TREOE Y L E ENEYEE LRO 1.5 G282 58
3) A7 J—= JRHICRIATE (B 23R8 HLREAIE Ao 1 B3 [FEV/FVC] 2% 0.7 AKi)
DRSO LN D HBE
4) RBREE () Eo BT, BRI ICHBEOTREMEN S 5 BE (B 2 b
R BELS I TWA T THIUTTERA~OSINIXFTHE) )
- 5) IPF UANOBHBIZ LD, S 2.5 FREOBE (RRET [08] ERoOFHm)

6)

7)
8)
9

BBRFIESUIIRBR I () EETOYIWHI B L2 KE T TRett, IBRSINCE B 5257
REME, L IHBBRICSINT 5 2 & THREF ISR Z JIT 3 REMENE 2 b 2 A 0HE (TRERE
AAT 6 1 H LA O.ODEZE, TRBRBAAAET 1 0 A INO R ZESOIE) 238 5 B

T U DMMUBFICRIFM OBEZEE (1 BH720 15 BEBLL EOBERE) BNy ERAE
HI Y 227 0 5 BE
MAFEY 27 O 5 HE

-6 -




V. BRICBd S HA

BNE I ERAERICEHE (1199.30 HER) (i)

=7 X =750mgl H1[E, 50mgl H2[F], 100mgl H2FE, 150mgl A2BEXI77&R%
S2GEMRE N EED ) BAEMEMEVGESIE 1 B4 1 BFEOREEZ A& L,

==
—— 50mg 1818
(n=86)
#DMCLEa2—
= =l >
. 50mg 1828
ATS/ERSHAK (n=86) TEHIHEE:
é;I{ i%ooﬁi) #DMCLE2— FVCERRBA
SEEBIC =YFI=F BRSBTS
FARABICHR 100mg 1828 FEEERRE 5258
; BN 1=408EL - e @227
B G I7ik R BOMCLE— R—254( UNSDE(LE
(n=432) i 1BE
150mg 1828
(n=85)
TSk
(n=85) >
ZTY—=7 . SBIHARS
1= 151 (52:8) (~148)

S0 52 )
=UF S TRSERERR(S0me ] B 1E)BHSEIAL. BEMBIUBE EREE,. 150me | B2ERFCRARNE
ESpERICRRtE L.

* FAREEORATEDOMC (F—F E=FUVIERR)CLBYIICED,
FFEAmE Fahk, FEpEhRe, el
FEEHHIEE |FVC MR %
EEVAS 52 HKFIZI31F D Saint George's Respiratory Questionnaire (SGRQ) FRA 2T DNR—RF A L INL DK
RIVGHBIE R | L&, Sk msg BT
EEFHEE : FVC 4ERD 3
FVC M RIIT TR, =274 =750mgl B 1 BI#, 50mgl H 2 [ERE, 100mg1 H 2
[ERER O 150 mg 1 H 2 [AFETEHZH-0.190, -0.174, -0.210, -0.162 } 18-0.060 L/4ETd - 7=, FVC
B EMADEROT T REEE DR (95%EHEIXE) X, 50mg 1 H 1 [B#E, 50mg 1 H 2 EI#E, 100 mg
2%%%9 1 B 2EBERTN50 mg 1 H 2 [HIBETEHIZ40.016 L/A4F (-0.086~0.118) , -0.020 L/4F: (-0.119~0.080)
*

0.028 L/4 (-0.071~0.128) K Tr0.131 L/AE (0.027~0.235) TH Y, 150mgl1 H2 BT &
RREL Y FVC BB RPAREIET Uiz GREMT & LTIt EEICHUE SN EFIET
1 p=0.0136, TRBRFENE I AE S 72 B FIETIX p=0.0639) ,

D) AROARBINZHE - AR @8%, RAIE=r7 X =7L L C1E150mg % 1 H2[E, & - ¥ B%ZIC
BOBETD, B, BEOREICLY =7 =7L L T1E100mg D 1 H 2 [BHE~EHET D,

H2) 119930 RBRIZIIT 5 IPF OBMEMEIILL F 23X TEHTe | ZHUNOFHB OS2 VRS & ER S
72o 30 HLANOJFF A B O FEL (R D AL XT38 B, QriEDRBELARE, KM 2\ W idik (Bri=7e29 v

T A

EE DA TRV, BE X BRICB T 28714 U0 E AMEEE, 73>,/ XX HRCT Lo

iz 7 SRR, AR OB, BRI 5 WA KRR (PaOy/FiO,) 73 225 Al X i3 PaO,
? 10 mmHg P LD, @ HFHZHIE OCBAEDFERIRE TUTOHRZ LR TE 2, BYE, £ORE,
JZEARIE, IR OFFE AT e /R SRR E
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V. BRICBd S HA

BHE | FAAERGHER (1199.30

AER) (BE)

FVC ERBLVE (L/IF)

=T H=TRE
7T AR 50 mg 50 mg 100 mg 150 mg
1 H 1= 1 H21E 1 H2[E 1 H2ME
7 B MM 87 87 86 86 86
AT Z2 451 83 85 86 85 84
FVC 4ERgi 3 -0.190 -0.174 -0.210 -0.162 -0.060
(fEmrEsase) W (0.036) (0.037) (0.035) (0.035) (0.039)
_ -0.262, -0.247, -0.279, -0.231, -0.135,
[95% IR IR [-0. 119] [-0.102] [-0.141] [-0.093] [0.016]
TR REEE D 0.016 -0.020 0.028 0.131
(FEHERzE) ™ (0.052) (0.051) (0.051) (0.053)
- -0.086, -0.119, -0.071, 0.027,
[95% 1R PR [0. 118] [0.080] [0.128] [0.235]
p fE (B E FIR) 0.7558 0.6991 0.5736 0.0136
p il (PAREFIH) 0.8530 0.7920 0.8530 0.0639

HOEITELZ R
) R X R R OWER X Fle DA A MIEZ BEED R, BEDR B &) 2ZRIRL LTEDLT v & AMREEF
TS

BIVEHAGIE H : 52 BIEHCEBIT D SGRQEA I T DR—RF A V)b DEE

52 BT IIT D SGRQIB A AT DNR—ZF A NSO ELED T T BREEL D GHEEEY
5 [95%IF#EXM]D) X, => 7% =750mg1 H 1 EI#E, S0mg1 H 2 [EI#E, 100mg 1 H 2 FFEK
W 150mg 1 H 2 BIFETENZEI-0.79 (-5.22~3.64), -3.28 (-7.63~1.07), -3.98 (-8.35~0.39) X
V-6.12 (-10.57~-1.67) THY, 150mg1 H 2 RIBEETILT 7 EAREEL Y SGRG A 2T BHEID
B L7z (p=0.0071),

(FrntE)

52 BEFZH TS SGRAMRATDR—RAZ A UL DAELLE

) BGRE, N T A U, MR EER L LT ic ko<

=T =T RE
7T AR 50 mg 50 mg 100 mg 150 mg
1B 1A 1 B 2lA 1 820 1 820
7 v B 2B 87 87 86 86 86
ST RE G151 79 76 82 82 75
A(*;;;%/ i 41.8(2.03) | 42.1(1.98) | 42.4(1.86) | 43.3(1.82) | 40.2(2.09)
V;;Ejgjﬁ 47.0 (2.13) | 46.4(2.28) | 443(2.15) | 44.6(1.87) | 39.8(2.48)
NR—=RF A IS DRI R
EEME (YRR E) 5.19(1.557) | 429 (1.713) | 1.97 (1.717) | 1.37 (1.655) | -0.42 (1.526)
"?fﬁ;ii) - 5.46 (1.731) | 4.67 (1.779) | 2.18 (1.654) | 1.48(1.660) | -0.66 (1.712)
[95% 15 X [H] ] [2.06,8.86] | [1.17,8.16] | [-1.07,5.43] | [-1.78,4.75] | [-4.02,2.71]
TTRREEE D -0.79 -3.28 -3.98 -6.12
(fEgEanss) (2.253) (2.213) (2.221) (2.262)
[95% 15 X [ ] [-5.22,3.64] | [-7.63,1.07] | [-8.35,0.39] |[-10.57,-1.67]
p fE 0.7250 0.1389 0.0741 0.0071
EOELIEERE R
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V. BEIZEET 5IHH

BOYE I HAERIGHER (1199.30 &) (&)

BRI R
(FrantE)

BIGHIE E . SvE R R

100 AM4ESH 720 O IPF O BEREHRL, ST 2R, =074 =750mg1 A 1 [E#E, 50 mg ]
A 2 E#E, 100mg 1 B 2 [EEEA O 150mg 1 A 2 BIFETZENEI15.67, 13.03, 12.46, 7.46 K1} 2.44
THY, 150mgl A2EBETIET 7 EREEL Y ARIT/DNE otz

52 BT IPF QA EERIFER

=T H=TRE
50 mg 50 mg 100 mg 150 mg
1A 1 1 A2 1 A 2EH 1 A2[H
7 B MM 87 87 86 86 86
1 [ELL Eo2dEE
FELE (FE%)
VA7 N
SPEIEER T R
77 REHIT D
U 27
[95%fE X [H]] [0.36, 1.93]
p fiE 0.6671

AN =5

12 (13.8%) 10 (11.5%) 10 (11.6%) 6 (7.0%) 2(2.3%)

76.58
15.67

76.72
13.03

80.24 80.38 81.84
12.46 7.46 2.44

0.83 0.80 0.48 0.16

[0.34, 1.84]
0.5926

[0.18, 1.27]
0.1381

[0.03, 0.70]
0.0150

(L2tE)

HEHRZOFEBEI ST, WThOBRSHELFRRET, 778X 8, =07 ¥ =7 50mgl B 1 [H#E,
50mg 1 H 2 EI#E, 100mg 1 H 2 BEHELON150mg 1 H 2 EIRETEIEI 90.6% (77/85 B11), 90.7%
(78/86 i), 90.7% (78/86 fi), 95.3% (82/86 f5l) K% 1*94.1% (80/85f5]) Th -7z, EIEH D
BLEIGIXR 29.4% (25/85 %), 27.9% (24/86 ), 34.9% (30/86 ), 47.7% (41/86 f5) TN 64.7%
(55/85 i) T, FEAMIFHSEMMN A BTz, EEZAEREGL, [ 30.6% (26/85 #l), 30.2% (26/86
B, 26.7% (23/86 Bi), 20.9% (18/86 f5) KTNX27.1% (23/85 i) 12, FELIZE - = AEFRIT,
F 14.1% (12/85 %), 11.6% (10/86 %), 4.7% (4/86 f5), 5.8% (5/86 f5) KO 1.2% (1/85 i) Iz
BT,

BERTEL HAONTAEFGIL, EAED TR (27.6% [118/428 Bil]), ixmk) (17.1% [73/428
B1), THuL] (14.5% [62/428 fil]), TRE K] (12.6% [54/428 #i1]), TRt ARIEE] (11.9% [51/428
), TEmRgES ) (11.9% [51/428 1), [ EXGERY:) (11.7% [50/428 f5l]) CTh o7, FEFS
ELTHLNTGREIREO THGEE X, 78R8, =74 =7 50mg1 B 1[BI#E, 50 mg
1 H2E#E 100mg 1 H 2 BIFEERON150mg 1 H 2 BIFECZEIEIL31.8% (27/85 f51), 38.4% (33/86
), 36.0% (31/86 %), 57.0% (49/86 f5) XN 74.1% (63/85 Bl) \ZH B, MmHAED 2 BETHE
BEhote, TBBEE] 056, BARGED TF), HEG), Mgk RO T EEER) oREN
£<, 7 ERELD150mg 1 H 2 [EHETORBEEISIE, TFH] 23 153% (13/85 f5l) KT 553%
(47/85 f5), THLLN] 25 9.4% (8/85 i) KTUX23.5% (20/85 i), THEM:] 7% 4.7% (4/85 f5) KX
12.9% (11/85 %), T EREERIR 28 3.5% (3/85 ) KN 11.8% (10/85 %) Th-o7-, ['HIHHEE
WS N EERAERERY, V78R, =074 =750mgl H 1 [BI#E, 50mg 1 H 2 [BIHE,
100mg 1 H 2 [EIFEL N 150 mg 1 H 2 [EREZHE4L 0.0% (0/85 f5), 2.3% (2/86 fil), 2.3% (2/86
B, 1.2% (1/86 ) KX 4.7% (4/85 %) IzH BT,

fTl%#% (AST, ALT K UNy-GTP) DfEIZN—RZ T A o TIFEEMEMEPNOME T, BG5BT SEIC
W LEZBEORAI 7RIV =0T 4 =7 150mg1 B 2 BEETEL, ASTIX7 7 &R
HEO= 7 X =7 150mg 1 B 2 BRETENEN 4 K22 6, ALT 1A 6 L8304, y-GTP i
M 10 XV 16 il TH -7z, 150mg 1 H 2 [EFETIE, AST T34, ALT T4 4, y-GTP T 16 BilH3
HEME ERRO 32 BA T REMEE R L, & GHEVBERNICEKOHLEY LV E5
(>34 ymol/L) 1E72h>o 7z,

L ES
(L)

IPF BEITHT 2 =07 =7 150mg | H 2 BEHEGITAREICTEREEOINT ZMEI L, Faom
R AEMEITIRTEDL LD ThoTe, "X 74y b« UAZFHAIZESE, 150mg 1 H 2 [H%
55 AR CRGET 2 A& E L TGERIR LT,
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V. BFICEET 5IHH

<HABRAKOSNENT — X >
EREEE I FARER (1199.32 tER, 1199.34 B R UMRBOMHET—4) 34131419

By

IPF BFICRB T H =0T F =7 150mg | A 28], 52 BWEEGREOHME L ZaMEE2 7T 2R &%}
RELCTRET 2

BT YA

BILH, 720k, “HEWR, 77 2%, WATHER LR

S it ]

13 7 [E 98 fiig% (1199.32 #kbk), 17 H[E 107 gk (1199.34 iRER), 24 F[H 205 fazx (fFE&T—4)

PSES

IPF FB35 1066 5l (BFET—%, 5 B HAA 126 fil &5 Tp)
1199.32 3%k : 515611 (5 HHAN 55 il &2 E )
1199.34 38 . 551 5l (H HLHARAN 71 flEETe)

BT

1) ICH-GCP R UOEEOMANZE SN XEIZLDFEBEME LN TND

2) A7 U—= U, 40 5L B0 EE

3) U AMED SELNIZ, BHTO ATS ERS,/ HARMEZRF2 (JRS) /F77 7 AV B
P2 (ALAT) A RZ 42 (2011 ) IZESWTIPF L2 s v B

4 A7 V—=227012 7 ALRNIZHE HRCT B FEM T\ D

5) HRCT /X% — 2 KO ATFREERG SN ER N Z —v Dar e x— g AP RHIE
IZE D IPF2EEAELTnD

6) DLco (HbIZ kL 0 FiE) NIER THIED 30~79 %

7) FVC N EH THRIED 50%LL -

E7
Rl L ve

1) A7 J—=" 70D AST i ALT 2NFEMEE RO 1.5 (5288 % % B

2) A7 V==V OB YA E UL RO 1.5 (5282 5 BE

3) AIRPAZE (KA KYLIEAMEHRTO FEV/FVC 28 0.7 Kiii) MNdb 5 HBE

4) DEREB (T & AMEHET 6 7 A UNOLHEZE X 1 1 AUNO RLERE) b 5 EE

5) IRRE(T (i) EMO AT, BRI R L 700 Z 5 e

6) MU A2 (Blxi%, ¥MERBMEIE, ReinmAETOPEEESE (% I v KGR, 4l
7y, ~XY Ly, BTV S]] ATE RO IMERIC L 1B E =TT b, 72721,
BHEARY > [= 7 %330 4000 IU/H, B TF#EE] OIS UIHARNE &4 O
HERFICL B2~ XY v e 75y v a WONCHUIMEIED TR A [7EF 3 ) FA ML &K
K325mg/H, 7 vt K7 L)L 75mg/ B L% OMO R EOHUL/MEE] 1 XAEE T 5,)
DD EBE

7) MARKEY 27 Db % EF

8) A7V —=VZHI2BEMLUNIZ, N-TEFIALVAT Ay, 5mg BEB2HT L K=V 0
RS OIFNZHEH L TV DB

9) A7V —=VZRISHEBLNICEN 7 == Ry, THFAT IV, I/ rARRAT7 7 I FXTv
JBARY A EFERALCHNDEE
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V. BFICEET 5IHH

EFR£RESE 11 AR (1199.32 BER, 1199.34 MR R UMHBROHET —42) ()

SUTHZTRIIT TR 2 OETT U F AMEEN, =0T X =T 150mg LT 7
AREZ 1 H 2B, S2@EERAOLE, 150mg 1 B 2 [\ CEREN R TROVEAIE, 100 mg 1
A 2 BN - Pl 2 ArRE & L7z,

BZE S ELAICE _ —FI=7 FERIHEER :
FHMAIRHES2 | 150mg 1B 2@ FVC FERJRA £
BT N 40 LL

. BEELEIRHERS :
E Z2oy—=> Sk 31 2 HORMERRRETO
15 e q‘amz;:ﬁLiW | WA S2ERICHIT S
[CHRCT HEE S - P SGRQERAIFDN—Z
NTWV3EE SAUhSDE(LE
INPULSIS-1 548% : n=515
INPULSIS-2 5% : n=551
‘7\9 == _ 1 5HAR (52:8) ) EHHAR (~288)
0246 12 24 36 | 52 (8
HRCT : & #ERE CT. FVC : 850h5E, SGRQ : St. George's Respiratory Questionnaire
HEEE A, EpERE, waett
TEFHEEA |FVC OFERIBD F
EEC AN N—2F A G 52 %D SGRQ A 37 OV E, IPF OFJ[EIZAMEHETED £ T o

AR 2 H

(k)

FEFHMIE A : FVC 4E R =

FVC OERIBID % RIZ, FVC DR—RA T A N6 OV EOHER KR LT,

WiaER T, FVC OEMBARITT 7 B AREE (1199.32 3805k : -239.91 mL/4E, 1199.34 35k : -207.32 mL/
) ITHRT=0F &2 =78 (1199.32 35k : -114.65 mL/AE, 1199.34 38k : -113.59 mL/4E) TIRfE
%R LT, FVC OFEMBDROBMZTHRR CRRETHY, WIFNbLHHFNICEE TH -

72 (1199.32 3B& : 125.26 mL/A4FE [95%(SHHIX ] : 77.68~172.84, p<0.0001], 1199.34 35 : 93.73 mL/
. [95%IEHEIXH : 44.78~142.68, p=0.0002]), MiFRERIZISVNT, FMHTOKMT — X OBAR\NF
EDFEFACE 2 DB B LTS OF RITEMT O R E — B L TB Y, #ROmEENE

DR ST,

AT —Z TlE, FVC OERBA ROREMZEIT 109.94 mLAE (95%(54EX M : 75.85~144.03) T

HY, FERHEOAEBEENSRD B (p<0.0001),

FVC IZMifE & HICRERME T 2R LD, 77 v R C=r T =T RO T/ &L,
FEM AT RSB DRI R E < 2o T,

HANEAERITIE, 1199.32 RERIZEB VT, FVC DEMBARIZT T v REE (282.81 mLAE) 12
AT =07 2 =78 (-142.20 mL/AF) IS, #ERIZEIT 140.61 mL/AE (95% SR IH : -6.14~287.35)
THY, BHRANEODER L 2EREFOFERIZT—E L Tz, 1199.34 BBERIZEBW T, FVC DM
DERIZT TR REE (254.02 mLAE) ICHART=0 T4 =78 (-137.60 mL/AE) TR, BEMEIE
116.43 mL/4E (95%(EHEX R : -23.21~256.06) TH Y, HARANEOEMN & 2EREMOFERIZ—EL
TW=,

AT —ZIZBWT, FVC OFEMB ROBEM 1L 131.88 mLAE (95% 5 HEX ] : 50.65~213.12)
Th D HMEHFIIEBEZEDNRD b,

) 1199.32 3ER K TN 1199.34 RERIZ IS 1T 5 IPF ORMEHEIILL T 23X TH e 1 7 HLUANOFHAD D)W ERR
& T S A=, 30 H LA O JFE 7R B 0 R R 3 D Y IR B, QRTERERLIME, Sl dH 5 N TRk CGor
7720 BT ABEOBE) TiEeW, WE X BB D70 U0 AR, 72,/ % HRCT
FOFT eI EER Y, @B FBRIREEOMENFENRE CTUTOERERANTE 5, BYE, A O0R4E, ff
EWIE, JRIKORFE AT RE 722 S ik
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V. BRICBd S HA

EFRHE RIS 11 FEERER (1199.32

AER, 1199.34 HBRRUEHBROHET—4) (E)

(A2

FVC DERBEAE (mL/4E) (1199.32 88&, 1199.34 BB EUMARDOHEST—4)

. - 1199.32 7Bk &
1199.32 75 1199.34 5 1199.34 3B Do
TR | =T H | IR | =0FEF | IR | =T HF
HE =7 JiES =7 e =7
FEAT RSB 204 309 219 329 423 638
FVC DHf 23991 | -11465 | 20732 | -113.59 | 22353 | -113.59
7@2/)\%# 1)
(R ) (18.709) (15.327) (19.309) (15.726) (13.448) (10.984)
FIvREEL D 125.26 93.73 109.94
FEHD (HEAERAE) (24.209) (24.907) (17.368)
[95% {5 HE X [#]] [77.68, 172.84] [44.78, 142.68] [75.85, 144.03]
p fiE <0.0001 0.0002 <0.0001
ZZHAEH p Y 0.4482
.- 28445+ | 27568+ | 2619.0% | 2672.8%+ | 27277+ | 2713.5+
N
NTATA L) | e 735.1 7873 776.0 8102 757.0
¥ 5.523 0 (mL) | 26644+ | 2669.0+ 25125+ | 26373+
3 834.0 772.0 821.4 811.8
-201.8=* -90.9+ -204.0+ -86.9+
I E- E3)
Zfedk (mL) 305.9 242.7 280.5 283.4

SR R e

D BRE, MR R, FRZEZBEEDR, BENR G LEE) 2LARGRE LTEDRT X MERERET A2 AV
7oo DFEMRATCIE, MBRAEENRLE LTET MBI LT, BREMHROLSBITINCITEME L EL, BENDZ
UH AT TN TSI THESWR CTH D 2 L 2 UE Lz,

T£2)  BGEE, MERL GEER, BE, W, BRGREXERDGRBRO L B EE BENR, BER WA LEE) 2L ROR
LLTEDL T o MREERE 7 L& vz,

¥3) 7T EARR=165 =7 X =7F =250 (1199.323k), 77 EAREn=180, =27 ¥ =7 n=269 (1199.34 X}R)

BARABSEBRICHITS FVC OERBLE (mL/FE) (1199.32 HER, 1199.34 HER R UMHERD
HET—%)

o o 1199.32 #klk &
1199.32 7Bk 1199.34 3Bk 1199.34 SEROH &
TR | =0T | IR | =TFE | IR | =T H
fis3 i Jis3 =7 s =7
AT ot B2 051) 20 35 30 41 50 76
ng ;ﬁfﬁﬁ -282.81 -142.20 -254.02 -137.60 -267.74 -135.85
(e 5E) (55.986) (45.808) (53.620) (45.086) (31.682) (26.420)
TIRREEE D 140.61 116.43 131.88
ZEED (U ) (72.740) (71.084) (40.954)
[95% {5 FH X [#] [-6.14, 287.35] [-23.21, 256.06] [50.65,213.12]
2 HAER p ffEF? 0.7340 0.5665 0.4483

D BERE, MR, R, BREBEEDR, BEOR @R LHEE) 2ERHRE L TEDLT V¥ MEEERET V& I
Too DFEMATCIL, RBREZBENR L LTET /MBI Lz, ZRAROILSGBATINIIERE A E L, BENDO T
UH NBREIENENMNLCESRTHD I L B E LT,

12)  BGRE MR, R, R, MOoEERET, REREXEH }BARER T OREEMEELBEENR, BEDIR WL
BE) 2ZRHRE LTELT V¥ MEEEYRET V& AWz, ORI T, MBEEENR L LTET MTBML
7
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V. eI 5 IE A

EFR£RESE 11 AR (1199.32 BER, 1199.34 MR R UMHBROHET —42) ()

(FrantE)

FVC 1k [mL]
3
&

—@— — FA=J150mg1 H2[@
.--o--.

Trial 1199.32

TSR

T T T T T T

z 4 06 12 24 36
G0 D]

52

FVC Z{b it [mL]
3

—@— = 74 =J150mg1 B2
20 it ---0--- F5tR

Trial 1199.34

T

2 4 6 12 24 36
eI (]

25
104
5

204

354

-50

80 4
95
110 4 el
-125 4 o
140 =
155 =
170 4
=185 -

e

FVC Z{tf& [mL]

2154
230

—O— Z—UFH=J150mg1 A2
---O--- TSR

Trials 1199.32 and
1199.34 pooled

2 4 6 12 24 36
=550 [A]

R—=ZXS4 M50 FVC OFEHMEILEDHTE (1199.32 HER,
HET—%)

1199.34 FHEX R UM ER D
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V. BFICEET 5IHH

EFRHE RIS 11 F8ELER (1199.32 R,

1199.34 AR R UEHBOHET—4) (W)

(A2

EERREHIEE : X=X F A Vb 527
SGRQ A =1 7 Dt b B A2 R IR LT,
119932 B TlX, _N—Z2 T A D 52 %D SGRQ A a7 OB B BII=0 T X =T
(434) L7 7EAREE (439) CTRBETHY, BFEMAIL-0.05 (95%EHEXMH : -2.50~2.40) TH
BEITBO NI -T2 (p=0.9657), 1199.34 FERTIE, N—RA T A )25 52 1% D SGRQ #& A
a7 OV EEIT T T REE (5.48) ([ZHAR_RT=0 74 =78 (2.80) TIKETH-T-Z Lnb,
=T F =T BRI ESE QOL DI ORRE N /NI N AR E T, BERIZEIE-2.69 (95%(FHE
XM :-4.95~-043) THY, HIFMEBENRD LN (p=0.0197), WRBRICIWT, R
FrofE R =M ORI R E —B LT\,
BFETFT—Z TlE, N—R2T A b 52 %0 SGRQ A a7 DNV 81375 B AREE (4.96)
WZHRT=0 T2 =78 (3.53) CIRMEZEZR LT, BEMZEIE-1.43 (95%FHEXM : -3.09~0.23) T
HY, MiFREEZTBD LN -7 (p=0.0923),

1% D SGRQ A a7 OE{LE

HARNEAEERITIE, 119932 RERIZEBNT, X—XF A b 52 %D SGRQ A 27 DIty
FALBIZ T T | REE (1028) ICHA_T=0 T X =78 (6.63) TR Z R LT, BERIZE1E-3.64 (95%
EHEIXH @ -11.57~4.28) TH Y, BAARNEHSERMTRZBEMNAA BN, BARNHBER L2
FEMOFE RIZBBeA—E LT, 119934 RBRICEBWT, N—ZX T4 b 52 % D SGRQ
B2 a7 OVHENEITT T EREE (9.50) ICHA_T=0T X =78 (5.25) TIEMEAR L, B
M13-4.25 (95%FHEXRM : 9.97~1.47) THY, BARANEHEL L EHREHOFRERIZ—-E LT
770

AT —ZIZBNT, R=AT A b 52 HED SGRQ #A 27 OB B OB 2£13-3.87

(95%fEHEX [ : -8.51~0.76) TH 7=,
N—R 54 vhib 528%D SGRQ A7 DIERMEILE (1199.32 X8R, 1199.34 FHER KR UillEt
BOHET—42)
. . 1199.32 7Bk &
1199.32 5XB& 1199.34 3B 1199.34 3B DO FE
TIRR | =T H | TIRR | =0T H | TIRR | =rTH
e =7 i =7 R i =7 H
ERSEL 200 289 213 320 413 609
SGRQ#AITD | 439 434 5.48 2.80 4.96 3.53
RESp N (=
(3 2E) (0.960) (0.799) (0.891) (0.730) (0.654) (0.540)
TIRvREELED -0.05 -2.69 -1.43
FEHD (HEAERAE) (1.248) (1.151) (0.848)
[95% {5 HE X [#]] [-2.50, 2.40] [-4.95,-0.43] [-3.09, 0.23]
pfiE 0.9657 0.0197 0.0923
ZZHAEH p Y 0.2081
1) BEGEE, Visit, 5B X Visit DR ANEHE, RX—2F A VO SGRQ AT, X—R T A UKD SGRQ AT X

Visit ORZENEAHEEZFEEDNRLE L, BEDHRELEENRL LTEDRIRE
Wio, PFEMRHTCIE, RMBREBEDNR L LTET MTBMLE,
Pe 5Bt Visit, $EGBEX Visit OZANEHE, X—RZ T A VIO SGRQBE AT, N—R T A LD SGRQ AT X
Visit DA ENEFE, BB, R5EEXHRBROLEMERAEEZBEEDREE L, BEDREER

*2)

77

PHRET M X D HENEE (MMRM) % H
BENETITEA

SREFRIE O 3653 B 1 2 ARE L 72,

ZhiE L LCHETe MMRM % W
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V. BEIZEET 5IHH

EFR£L RS 11 FAER (1199.32 BHER, 1199.34 MR R UMHBROHET —42) ()

BRI R
(FrntE)

BARANSBAEFICEITE2R—RX 54 Uhib 52:8% 0 SGRQ#H R 7 DiEx 2L = (1199.32 58,
1199.34 KB E UMBBROHFET—4)

1199.32 5XB& 1199.34 #Bx 1&5&?@%&%
TR | =T | FIRR | =T E | IR | =T
iE =7 i3 =7 R e =7 H
ERSEL 20 32 30 41 50 73
SGRQIEAZT D |10 9g 6.63 9.50 5.25 9.68 5.81
RESY N (=
(fm YEzE ) (3.155) (2.448) (2.204) (1.870) (1.832) (1.497)
TR REEL D -3.64 -4.25 -3.87
FEED (PR ) (3.985) (2.891) (2.351)
[95% {5 HE X [ ] [-11.57, 4.28] [-9.97, 1.47] [-8.51,0.76]
ZHAEM p fEE2 0.2247 0.5870 0.7721

1) BHE, Visit, $BHHEX Visit O AMEHIE, N—Z T A VIO SGRQMBA AT, N—RAF A KD SGRQ A =T X
Visit DR HAEAEZ BEEDHRE L, BEDREZERDEL LTED MMRM & Ve, ORI TR, 38R % FE 25
L LTET MBI U, BENEENIIE A SFRIED 5 i % (R0E LTz,

H2)  FHE, Visit, $HHEX Visit O AMEHIE, N—RZ T A VIO SGRQMBA T, N—RAF A LD SGRQ A =T X
Visit OAZAAFMIE, HEHERF, B EMREFORZAENEAEENRE L, BEDRELEIRL LTE
T2 MMRM % IV /o, DREGRENTCIE, BBra BEEZR & L CET MBI LT,

EERRENREEIE H - IPF OF)E AT £ CoRR

IPF O E 2R £ CORFM A RITR LT,

TREBREAE () ERIOFMICIE-S < IPF 02N B o S B 3 R 5k T2 - 7=, 1199.32 3
BRCIT, 52 BRNCIERREIE (FHY) EMMOFMICHE-S< IPF OAMEMEL BH L= BE0E 81T
=T H =TT 6.1%, 7T B REET 54% Th - 72, FElEMHEEE CoORBICHT 52— K
I 115 (95%EHEHIXH @ 0.54~2.42) Th Y, MIHFNEEETZED LR o7 (p=0.6728),
1199.34 B TIE, 52 BERICIEBRET () ERMOFHEICEE-S< IPF Oy E 2 3588 L- 85
OEGILT T EREE (9.6%) [CHA_RT=0T =78 (3.6%) TEMEZTR L1z, @EI2MEEEE
TOREFIZRTT 23— FEE 038 (95%EHEXH @ 0.19~0.77) THY, =7 X =T7#TIHiR
BEML () EAMOFMICIE-S < IPF OZAMEERIL Y X 7 S ZIICE BITEWZ & 230R
Ehi- (p=0.0050),

PFET—# i, 52 BREICTERET () ERMOFHMIZHE-S< IPF OSMEEE L KB Lz B3
DEGILT TR (7.6%) ([CHART=0T X =78 (4.9%) TE<, WIEZAPEREEE TR
KR DY — REE 0.64 (95%I5HEIXH @ 0.39~1.05, p=0.0823) TH 7=,

TRBREAT (FH) EMAEEM L 72 IPF OS2 EIIMNCHER B SITB W CERIE TRl S iz,
MWSTHEZBIZ XY [confirmed acute exacerbation (RMEHEEE) | XL lsuspected acute exacerbation
(BRI | &Rl S 72 AP A R B L2 B OBA 1T, WRRe bic7 7 v RRCHk
RC=U T H=TRCRMZR LTz, 119932 3BT, MNrHEZRBSIC LY TRMEEE) XX
[SME R LHE S N7 IPF OSMEMEEZ BB L2 BE ORI, =0T X =T L0
FTEARHET23 KU3.9%TH o7z, 1199.34 FRERATIL, MTHEZBERIT LD T2MEHE T T&
PEEAEEERN | CHIE SN2 IPF OB E A BE L BE ORISR, =0T X =THE0 S T
REETIS KN T3%THHT-,

FRNCHE SN REMNT & LT, M HEZBESOFMIIC S MEEE IR L L THFA R
Brae 5 Uiz, TRtk Ok TRMEse ) SHE SN A EEL B3 L= B 0BIE1E
TIRREE (57%) ICHRT=0 T X =78 (1.9%) TR - 72, OEZMHEEE Co BRI
T HAP— FEIE 032 (95%EHEX ] : 0.16~0.65) TH Y, =2 T X =TFE T IPF D&M
FEHLY R 7 BSEEHEICE BIZKD o 72 (p=0.0010)
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V. BFICEET 5IHH

EFRHE RIS 11 F8ELER (1199.32 R,

1199.34 AR R UEHBOHET—4) (W)

(A2hE)

IPF OAMMELZ B LI-BE0E/RIT= T4 =
\ZRD B, HIEEPEYIE E ORI
H A NS EE & SRE OFERITE
WARBLIZEREOESI= T X =

AANEAYEM TIE, 1199.32 RBRIZE W T,
TRET 3B (8.6%) MONT T BAREET 24 (10.0%) |
LY — R 0.86 (95%(E#EX M : 0.13~5.54) TH Y,
Btera—H LT\, 1199.34 RERIZIBVT, IPF ORPEHE!
THTIEHEDONT (0%), 7T7BREETAH] (13.3%) IR D LTz, WIRIEAMEEEE CToORiR
KT B Y — REIZEH TEX e hy o 7223, IPF QA E 23 LI BE OB5I137 T ¥ REEC

WRT=o 7 =T CREELZ R L, BARNTSER & 2ERERMOBRIT B L T,

AT —ZIZBWT, IPF OAPMEMEARE L -BE OB SII=0 T F =TT 36 (3.9%), 7
FTEREET6H] (12.0%) IZRD B, HEAVEEEE COBMICKT 29— FHIi$ 025 (95%

{ZHEXH : 0.06~1.02) ThH-o7-,

IPF O#EIAMHEEFE CORMB (1199.32 B,

1199.34 SHE R UMABROHET—42)

o . 1199.32 7Bk &
1199.32 Bk 1199.34 #Bx 1199.34 3B D HFE
TR | =T | FIRR | =T E | IR | =T
#E =7 #t B =7 f HE =7 #t
BEK 204 309 219 329 423 638
TRBREUT () BERTOREAMNIC 55 < BbEH
AR A KB L 11 19 21 12 32 31
t%%,N%) (5.4) (6.1) (9.6) (3.6) (7.6) (4.9)
TIRREELD
%ﬁ—l)
p fiE*? 0.6728 0.0050 0.0823
NP— R 1.15 0.38 0.64
[95%15 X [H] ] [0.54,2.42] [0.19, 0.77] [0.39, 1.05]
ZZHAER p Y 0.0320
MNLHEZ B O 35 < Sk E
AV AR L 8 7 16 5 24 12
7o, N (%) (3.9) (2.3) (7.3) (1.5) (5.7) (1.9)
TIRREELD
%ﬁ—l)
p fE™2 n.c. n.c. 0.0010
ANP— R 0.55 0.20 0.32
[95%5 X [H] ] [0.20, 1.54] [0.07, 0.56] [0.16, 0.65]
ZZHAER p Y 0.1563
nc. : HHET,
I TrHAMed 372 B (Day373) £ CIRINE ST —ZI2ES<,
W2 vr I IBEE W,
W3) EERE MR ERROSEZEEHEL LTET Cox BREFAEM I, PO TIE, RBEEENRL LT
ET B LT,
TEA)  PERE, MR AR, R, RERRORSREX RO IEIEE RESE & LT ETe Cox BURETAZ N,
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V. BEIZEET 5IHH

EFRHERIE 11 FEELER (1199.32 FER,

1199.34 AR R UEHBOHET—4) (W)

BRI R
(FrantE)

BARANESSEHIZES T3 IPF OFESMHEEFE TOBB (1199.32 :RER, 1199.34 HER K UM HER
DHFET—4H)

1199.32 Bk &
1199.34 RER DO OFA
TR | =T H | IR | =0FEF | IR | =0T H
JiES =7 B =7 e =7

1199.32 # 1199.34

BEE 20 35 30 41 50 76

IBBREE (o) R ORHEIZ &S < BEHEE

AV E AR EL L 2 3 4 0 6 3
7o, N (%) (10.0) (8.6) (13.3) (0.0) (12.0) (3.9)

TIRREELD
%ﬁ‘- 1)
NP — R 0.86 n.c. 0.25
[95%15 fE X [#]] [0.13, 5.54] - -] [0.06, 1.02]

ZZHAE p ™Y 0.8802 n.c. 0.3274

nc. : HHET,

1) T H b 372 B# (Day373) £ CIIISESNTT —# IS <,

H2) R, MR FRROEREBEDR L LTET Cox FURET VAW, DFERENT Tl
EFLITEBM LT,

H3)  BGEE, MR R, BR, HOSEART RO GG OEAR T 0L B EREA BEESE L LTET Cox EIFE
TN AW, IFEMNTCIE, MBEBEEDHREE L TET /MBI LT,

, RBREEEDRL LT

(La2tE)

119932 REBRICHBWT, AEFRORBEEEE, 7T R HEN=0T X =7 R T 88.7% (181/204
Bl) Kr96.4% (298/309 fl), BIWEHOBBEIGII=0 T X =T N T 72RO 2 FL LR
72 (F5BAREE 31.4% [64/2041§J] =T H =T 73.8% [228/309 6]), =T X =T Rt
I D EREWERIE, FEARFED I'FHI 53.4% (165/309 f5), THLL) 17.8% (55/309 f5i) KO} &
BRI 8.1% (25/309 ) Th o7, EELRAEFLORREGIL, YT EFAHEKO=0T =
THET 27.0% (55204 ) KTN31.1% (96/309 i) TdH-o7=,
119934 RERICHB VT, AEFRORBEEEE, 77 R HLER=0 T X =T HT 90.4% (198/219
B KTN94.5% (311/329 ), BIEAHORBREIGIZ=0 T X =T BN T 72RO 2{EL L 725
7= (FT7'AREE25.6% [56219 6], =T X =TH : 69.0% [227/329 51]), => T X =T7REIC
B D ERREWERIL, EAED [FHF) 53.5% (176/329 #1), (LD 20.4% (67/329 1)) K OY [
BRI 8.8% (297329 ) Th o7, EELRAEFLORURIGIL, I EFAHEKO=0TF=
TRET32.9% (72219 i) K TN29.8% (98/329 i) Th-o7=,
AT —ZI2HBNWT, BEHELORBEEAL, FIBRBLV b= T X =THThTNIEN
7z (7°7Jzﬂ$ : 89.6% [379/423 Bi], =T HZ=7FE : 95.5% [609/638 f5111), EIVEM DFEEE
ABlE, 7RIV b= T X =T HOIE I DK 2.5 EE 0o T2 (28.4% [120/423 6] % 71.3%
[455/638 f41) %fiﬁi$%®%fﬁ”ﬂ I ERETHM LTV 2As (30.0% [127/423 4] it
30.4% [194/638 fil]), FELEICE ST A EFROBEENGILT T AR T=0 T X =THET
&hro 7= (7.3% [31/423 @‘J] %I 5.8% [37/638 f51),
PET—ZIZBWT, &b S < A ONTEWERILTEBEE ] T (17.7%[75/423 1%+ 62.4%[398/638
), Fﬁ&@ﬁif’%% i, ECHEAFED TR (10.9% [46/423 BI] %I 53.4% [341/638 #i1) K&
O THLL) (4.5% [19/423 1] %5 19.1% [122/638 511]) 1SRRI Db D TH -7, Fi=, [HREE
FORERE] b= T X =T TRBEEIGNE < (3.5% [15/423 #1] %t 9.4% [60/638 1), i
BEREM DT, EBAED [BAEEE] 3.1% [13/423 ] %f 8.5% [54/638 1) (ZHEEKT D & D
Thotz, TBIBREE] OREMTEEIHEET, FEEELRLOT, MERELD/ it=
TH =T OFGEHE I EIC LV EHAETH o=, PFET—ZICBWTC, 7T BRI~
T=r T X =T TRBEIEN S > - ERRAEFRRIE, THIBES) (1.7% [7/423 #il] *xF3.0%
[19/638 f511), THEEREMAS] (0.5% [2/423 B] %f 1.3% [8/638 #i1), [AFARIEREEE ) (0.2% [1/423
B xt1.1% [7/638 f51]) Tho7-, —J5, PSR, MERE X OWERRE) X, =27 X =78
LTI ERBHCE L bz (14.4% [61/423 1] % 12.1% [77/638 f511]), HAZERITHH %

-37 -




V. BFICEET 5IHH

EFR£ RS 11 FAER (1199.32 BHER, 1199.34 MR R UMHBROHET —42) ()

BRI R
(Z4=fE)

S HONTEERAERST FPREMEHEE (FEROE(L, #ITROWELZET) ) Thol
(9.2% [39/423 ] %I 6.6% [42/638 f5il]),
HARNTESEFHOMET —ZIZBNT, RBEICHEEFRBALNT (77 8RB 94.0% [47/50
Bll, =T =78 :98.7% [75/76 51]), BIVERHORBEEIAIX, 77 8ARHLV b= T4 =T
FEDIZ ) D3 2 58 BT (36.0% [18/50 fil] %f 86.8% [66/76 f5il]), BHEELRAERERORIIE
AT ERE CRBRE Ch o7 (42.0% [21/50 111 *f 43.4% [33/76 Bi]), SETICE -~ ToFEEG
W77 ERBELY b=0 T X =T HOIE ) BMEWEIE TH - 7= (6.0% [3/50 BI]%F 1.3%[1/76 111)
HARNTSEFHOIET —ZIZBNT, mbELADLNERIERIIT THERREE] Tho7z (20.0%
[10/50 5111 %t 73.7% [56/76 f5l]), #RERIRDHERN TR L L AN OI-BERAERERE 3 0%
e, THERES, FEls LONRRESE ) (28.0% [14/50 6] xf 17.1% [13/76 #111), TEYER X
OVEAEWIE] (14.0% [7/50 ] %F 13.2% [10/76 $i11), TEM:, MR KOS OHAEY) (2.0%
[1/50 ] xt 7.9% [6/76 1) Toh o7, FEEICE S T-HEFRITT T MIERKEE, Mo Lo
flRlEE] Th o7z (6.0% [3/50 B1] xF1.3% [1/76 Bill),

MVIL 224t (M FoorES) 2B+ 5HEAE 8. FIVEM @B RIEIE N3 BUEEE & NG R
WRF—E] KO TV, {RRICBET A 5. lBREE ()Fofh) 2238452 L,

BRI R
(L)

=T YA NZLD 2 DOKRBME, 7T &R RIEREILFE S I AERER (1199.32 35 K O 1199.34
HER) IZBWT, =0T X =7 RIS B FVC OERBDRIZT T B REE L T 50%0H S
=T A =T OERFEDFITHRBR CHEL L T\ e, =T X =71%, FVC &4 & 3 5 I
T L, EETHIERH Y, HORFENICER CHEMNICERO O DR E2 R LT, &
BHEIZONWTIE, BB LA EFE~OIMERIES= T XA =7 OAERAEGIC I W EIHAEETH
Y, IPF DIRIFICT D BFRANRAET 4 v b« VAT NT U AINIRENTZ,

-38 -




V. BRICBd S HA

SSc-ILD (&5 MBI 5 BRI E)

<HABRAMOSNENT — X >
ERESE I FEER (1199.214 tER) 5O

By

SSc-ILD BHICRBIT 5 =074 =7 150mg 1 A 2 [, 52 @EHFGHOGIMM L LZetEs T TR
EXRE L THRET S

BT YA

B, ZoZuik, “EHEW, 77 BRRH, WITEEM bR

S it ]

32 A E 194 Jifig%

RES

SSc-ILD #4580 5l (2 HHAN 71 fl%F i)

BT

1) ICH-GCP K OMEDIAHNCFE SN LI L AFRBERHF SN TN D

2) A7 U—=27K, 18 EOBE (7721, BARTIE RO Rl LHE)

3) 20134 kEV v~FFS (ACR) JERIMNY v~FFEHA KT A4 (EULAR) H#EZT-
9 SSc D

4) RZV—=V TR THEUNIZ SSc IR ERIE L7 BE &0V A/ —ERICL Y EE

5)  SScIZff D BIVEMEMiR D/ NZ— WA 7 ) —=2 ZFi1 12 7 HUUPICHE L7= HRCT (2 L 0 T
BEINTEBE, MOMMELOEIED, PIpEIC LVl L7z HRCT 2BV T 10%LL ED
H

6) FVC DNIEF THIED 40%LL ETh 2 BFHE

7)  DLco (Hb{HIZ X WAHIE) MNIEHR THIED 30~89 % Th 5 HEH

E7
Rl L ve

1) A7 V—=2Z7WD AST X ALT N EEMEE IR 1.5 (5282 58

2) ZZU—= QY YA NEYEE FROD 1.5 G282 58

3) RREAZE (KA SHEIERE AT FEV/FVC 78 0.7 K78) Wb 5 HFE

4) LIERB (A7 U —=7Hi6 7 HLUNOEEOEIME [160/100mmHg 2L ], DAHEZE X
WEREERE) 2D RE

5) RBREE () ERAEERANCER & HIW LMoo RE 2 /3 585

6) HIMY A7 (BIZIX, $HEREAEE, RelaRARE COPEREE (v I KA, B
Fr U EVRESRE, ~XY Ly, BT U Y] dEARORI/ MR L AEEE 2T T
Wh, 772, BHEASNY O TR IR B R OMERF I SN EE e ~oR ) o -
7Zvva [ %380 4000 IU/H, B TFEE] WONCHU/ MEIEO T-BRER (75
AU FAREZ R A 325mg/ B, 70t K7 L)L 75 mg/ B X% Do [F45 & o Mg
W] IFREL 975,) Db HBEE

7 A7V —=VTHi 12 WA UADMARA X b (T L ORI REE) OBEERH D
B

8) A7 U—=V 72 @MLANIZ, 10mgHZ@Bx 25 XFFNEREOHEOT L K= V&
JALTWbiE

9) A7 V—=V7Ri8BEBLUNIZTFFAFTY Yy, ERer¥rroafxy, ajseFyr, D2
=V IVNFANVT 7TV EHEHLTWLEE

10) AZ V—=VZTHRi6 WALND, 7 uakx7y I K, JYF~T, hYRXvT, TR
TSN, VIAIIR, 7Y LR, Ry F=TOX B LWHBIEIRE, v on
ARY A, NTTI)ZEFBRIV T LEEH L TNDEE

1) 2a7=/—NVBET7 TN F M) ULAIEA N b UFT— N & RWTREE 7 Bk
(MO PFRBIEIIART) 22T TWHEFE, 72720, LFOBRFITMANLT LTS,
a. A7V —=V 7R L SHMUANICI a7 2 ) — VBT =2 F )V, F U U7 AT
AN PLFY— b EAWCIRREZIT TORWEE, HDHVIE
b. A7V —=VJHiO6 I ARICI a7z ) —ABET=F N,/ T F)TLXIA S FLF
=B HNELZE LTEEEZITCRBY, 7 X MEET %< Eh 6 B HMICHTE
D, T OREBERR A L ERNCHkR T D B
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V. BFICEET 5IHH

EFR R 11 18588 (1199.214 BAER) (&)

SUTHEZTRXIT T BRI L L ORETT U F AMEEN, =0T X =7 150mg L7 7
TARE 1A 26, 52AEMKRARLY, FERAMREE 52 ERICITY, Bk O BEORBRK
TET (k& 100 #EE) BREME L, 150mg 1 A2 REEG T2, AEFERICHIET D
®IZ, 100mg 1 B 2 ENIHEXIXIEEO FHEr &2 "laE & Lz,

ROU—=UTHT & \ TEIVEAS :
BIAIC 2 B8 fE = F2x17 528D FVC F A
SIE. 18MLLE (B [ 150mg 1628
; AlZ208LIE), 22 L
B3 Ik 'J‘:’aﬁﬂ ‘)2 AR FYILIELT slz!ii;gtj-&afswafnésam—z
AT HRCT M sefE SAVNSOELR. 52:8H(CH
nchams (3% SGRQEAIP DR— A5 A
(n=580) SO LR
AIU==wd S5 LEBIVFIIER WS HAR IEIHAN (~288)
0 52 100 Gm)
mRSS : Modified Rodnan Skin Score
AR B Hahi, EepEhRe, etk
FEFMER |52 @O FVC O4F D=
EIEVA 52 JHEFIZ B 17 5 modified Rodnan Skin Score (mRSS) D_X— R F A b DOE{LE, 52 BRECE

ARt 2 H

7% SGRQMA AT DN—RF A b DL

(k)

T E - 52 O FVC R 3

FVC OAERBID R EFKIZ, FVC DOR—A T A inb OB BEOHER 2 KIR L,

52 @M D FVC OERBA RIZ 77 B ARBE (933 mLAE) 2N T=0 T X =78 (-52.4 mL/4E)
TIE %7K LT, FVC OFEMBD ROBEMZIHAZAICERETH Y (4095 mLAE [95%(F4E X
M :2.88~79.01, p=0.03501), =2 T X =T N FVC R RE 77 &R & il L CHEXAYIC 43.8%
PlT 2 Z &R E NI, ESHTOME S EMTOMIELE —BE L TEBY, MROEEMES R
SNz, FVC OV EIF 2 B 2B LT, 77 8RR T T A =T HOKTIINE L,
REMZITHREG% R EEORIICED B, 52 @ E TREFIICKEL otz

AAAESYSEMICIX, 52 38H O FVC ORI HIZT 7 B RBET909 mLAE, =7 ¥ =7#T
862 mL/AETH Y, BEMIZEIX 4.67 mLAFE (95%F#EXM] - -103.28~112.63) Th o7, KAIEHD
FRED p fiX 0.4851 ¢, AARANER LI EAARNERMOMEROALLEMEZRBT LT VA TR
OO T,

W) EAERT A R, BBREEPLER—AETHAREEL, Y7 akRkA 77 IR, 7HFFTV Y, FH
B EORAT A REIZOWTUILL FICERT A RMICER 2 B(LOLA ZBRE, PR EBE L,
OFVC IEH TRIEOHEIEDN—RF A 2 InD D 10%% 8 2 29 (Flx X, FVC EH TRENRX—ZF A

YD 70%0 5 60%ATZ L LI5S
@mRSS DRX—RF A DD 25% % B R DK BN OR—R T A inh 5 HA v b & DHSHED

2k

OmBREE () EROHRWIS X 2 M Old R SUTEHR ST A —F OERANCE R EE
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V. BFICEET 5IHH

EFRREZE 11 18588 (1199.214 BABR) (f &)

52 B D FVC QOERBLE (mL/F)

5 R ::Vigh:7
AT ot B2 051) 288 287
FVC OAERBD D (FEHERE) | -93.3 (13.5) -52.4 (13.8)
[95%fZ X [H] ] [-120.0, -66.7] | [-79.6,-25.2]
TTRREEL DD (AR E) 40.95 (19.38)
[95% {5 HE X [#]] [2.88,79.01]
p fi 0.0350

NR—2F5 A (mL) %2

2541.0+815.5

2458.5£735.9

5 52 #EE (mL)

2450.31+809.4

2436.7%+755.3

Z{LR (mL)

-104.8£228.9

-42.7%+219.8

SR+ AT R 7

W1 BTV ANVEROBEDRE LT, B, JLNRA Y 2T —B1HE (ATA) OIRKE, MBI, k5o EEh R
L LT, W], R—RAT A UEED FVC, i, HE, SOICHEGEEXEROZEEH, ~N—RA T A VEXBEMOREE
HEEOIT o X MEEEIRET VER W, 702288 LT, BEENOU T RO ZE 7,

H2) =27 X =7 n=288

HE3) I EREEn=257, =7 ¥ =7 n=241

m.
1z —@— ZF4=7150mg182E
HE TS Faua
-1 h L -
T
CO S o]

. 70 4 Il T

RERAL R 5 | - %

(F2hE) g‘ s L 1
> 110 - e
Wy - 4

=130
-140
-150~
.1m‘
246 12 24 36 52
nEEm o8)
BN
7oK 283281280 283 280 268 257
ZrFd TRt 278 265 262 241
R—RSAUHHEE2BABETHOFVC DFEREILEDHTE (FiylELIZHRE)
BAASSERIZE T2 52 8D FVC DERMBAE (mL/F)
AAN FEHARN
o =T H= o e =T A=
77w REE - 77w AR -
ERSEL 36 34 252 253
FVC ORI RY  (FEHERZ) | -90.9 (37.4) | -86.2(40.3) | -93.6(14.6) | -47.9 (14.8)
[95% 15 X [#] ] [-164.3,-17.5] | [-165.3,-7.1] | [-122.2,-65.0] | [-76.9, -18.9]
TR ARREE OFED (FEUERE) 4.67 (54.95) 45.67 (20.72)
[95% {5 HE X [ ] [-103.28, 112.63] [4.97, 86.38]
R HAEH p 0.4851

W) #7TYBINVEROFEEDIL LT, ATA OIREE, MR, EHAROBEMRE LT, X—=RTF 4 VRO FVC, Fii
HR, WNZR—=RT A UBED FVC X IR, $EGHEXEREH, $GHE X EHEM X R OZEEM 2 G T7 & MMe
BEmET VE MWL, T 5RE LT, BEMENOG N RORHZE DT,
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V. BFICEET 5IHH

EFR£ R 11 18588 (1199.214 BABR) (&)

EEARBVGHEER 52 D mRSS X—ZX 5 A b OB E

mRSS DAL E RN LT,

52 HIFD mRSS DX—R2 T A Vb O @EIF =0 T X =T FET2.17, 772 REET-1.96 T
B, BEMZEIT-021 (95%FEXM @ -0.94~0.53) THEZETRD SNRh-o72 (p=0.5785),

AARNEB R CTIE, 52 EFO mRSS ORX—R T A b OWVHELRIT= T X =T HET-24,

T RRBET-1.2 TH Y, BEEEIE-1.19 (95%EFEXMH : -3.26~0.89) ThoTo, ELRENEHD

BED p 813 0.3159 T, HANEM &I HANEARICIERNRO A2 R 5 = b7 v
TR e noTz,

52 SEEFD mRSS DR—X 54 U LDEILE

e e =T H =
7T R e
AT 6t B2 051) 286 288
mRSS OZEALEY  (FEUEREZE) -1.96 (0.26) | -2.17 (0.27)
[95%fZ X [H]] [-2.48,-1.45] |[-2.69,-1.65]
TR REEE OED  (EYERE) -0.21 (0.37)
[95% {5 HE X [#]] [-0.94, 0.53]
p fi 0.5785

) AT TV INVEROBEEDHR L LT, ATA OIRKE,
EWIRAET NKENE Z Vv,

Kb,

BeGHEXRBEDZZHAEH, X—A T A AMEX KB DIZ HAE %

AEAR | R ASSERIZE T B 52 BEED mRSS DR—R 54 b 5 OEILE
(B ZhE)
AAN FEHARAN
A ”i%;“ 75 KR “i%;“
ERSEL 36 34 250 254
mRSS OZELEY  (HEHEREE) -1.2(0.7) -2.4(0.8) -2.1(0.3) -2.1(0.3)
[95% 15 X [#] ] [-2.6,0.2] [-3.9,-0.9] [-2.6, -1.5] [-2.7,-1.6]
TR ARREE OFED (FEUERE) -1.19 (1.06) -0.06 (0.40)
[95% {5 HE X [ ] [-3.26, 0.89] [-0.84, 0.73]
RHAEH p 0.3159
) 7Y AAEROBESRE LT, ATA OIREE, KB, H5HEX S EEDORBE O EIER, MO RENE L L

HE R FIREHEE

TR—RA T A D mRSS X KPED R ANEM % 5 o 7R GE T )V ENE & vz,

52 D SGROBA I T DR—ZXF A4 b OB E

T BT AR

SGRQ A a7 DAL &EEFRITR LT,
52 KD SGRQ A T DR—RA T A LD DWERE N BIZ=0T X =TT 081,
T-0.88 TH V), BEMIZEIT 1.69 (95%(FHE K M :-0.73~4.12) THEZEITRD S -7 (p=0.1711),

7T R

HANEBEERTIZ, 52 D SGRQMA AT DR—Z 5 A Uinb DB EIZ= T H =T
BETO06, 77 EREET29 THY, BEMIZEIL3.55 (95%EHHXMH
ZHEAEROBED p 1% 0.5682 T, HANER &I HANEH
WO LN oI,

-3.26~10.36) Tho7o, i

(IR R OB 2™ $ %
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V. BEIZEET 5IHH

EFRHERIE 1 FEERER (1199.214

HER) ()

(A2hE)

52 BEED SGRQBARAATDA—RSA UhbDELE

b e =T HE=
7T v REE -
FEAT R G231 283 282
’\{g\\\ 7R N=RES)] f:
iGRQ AT OZIERT (PR -0.88 (0.87) 0.81 (0.88)
FR7E)
[95%EHE X [#] [-2.58,0.82] | [-0.92,2.55]
FIRREEL DD (FEAEEE) 1.69 (1.24)
[95%1E fH X [#] [-0.73,4.12]
p fiEl 0.1711

W) BT IV IANEBOEEIR L LT, ATA DIREE,

BOIREET NVENEE N,

Kebe, BeHBEXCRBED AN, N—RA T A AMEXKBEOZEAEM %

BARASSERIZE T2 52 BREID SGRQMBRATZDR—R 54 UMb DELLE

HAA

FHAARN

7T R

=T =
7R

=T =

'S AR .
7T v AREE e

RSeS|

35

34

248 248

SGRQ AR 2 7 OE{L&E™® (HEuE
R7E)
[95% 5 #E X [#]]

2.9(2.4)

[-7.6, 1.8]

0.6 (2.5)

[-4.3,5.6]

0.6 (0.9) 0.8 (0.9)

[-2.4,1.2] [-1.0,2.7]

T REEL DFED
[95%(5 #E X i)

(R E)

3.55(3.47)
[-3.26, 10.36]

1.43 (1.32)

[-1.17, 4.03]

SEAEH p 05682

H) BT TV INEROEEDRE LT, ATA OIRKEE, KBt 58 X EAEMXCEREOZ BN, SR OBENR L L
TAR—=RF A D SGRQ & A 37 X KBE DAL AN 25 1R EGE 7 VA IE 2 vz,

(La2tE)

1199214 HER OG- 2 WRIZIHB W T, AEFROFBHRFNEGE, TR BEHELP=T X =TT
95.8% (276/288 fiil) TN 98.3% (283/288 f4l), RIMEHORBEIAGII=0T X =T N T 7 R #E
DRI 25 L TeoT= (T TR 43.4% [125288 Bil], =T X =T : 82.6% [238/288 fil]), &
EREEFRGORKBEGE, 7T EARBRR= T ¥ =TT 21.5%(62/288 l) K U 24.0% (69/288
H) Tholz, HEILEST-HEHFBOBBAE I T T EREET 1.4% (4288 41), =T X =7
BT 1.7% (5288 ) T o7,

L 2 ABICB O TR LEL AN A ERTLIIREIIRDEO THEESE] b, 78R
FECHRT = T X =T REDIZ O @ o7 (7B REE:56.9% (164288 Hil], = T X =7 :
88.2% [254/288 #l1), 7T v RBCHRC=0 T X =T HCRIAEENE - E B EEFLRIT,
FEAGED TFHT) (31.6% [91/288 #il] %f 75.7% [218/288 #i1), M.l (13.5% [39/288 #il] %I 31.6%
[91/288 f51]) R O® Tmgnt) (10.4% [30/288 Bil] xt24.7% [71/288 f5l]) TH o7, Fiz, TRERK
By (42% [12/288 ] xt 11.8% [34/288 fil]), TRAKBOE] (4.2% [12/288 fil] %t 9.4% [27/288

B1) KON TALT #8900 (1.0% [3/288 #1] %F 7.3% [21/288 111), [GGT #ahny (1.4% [4/288 /]
%t 5.9% [17/288 #111), TAST #01 (0.3% [1/288 %] xt5.2% [15/288 Bl]) &7 T HRBECEE~
T2V T AT HTRABENEN -T2, THIOFE A CITREITEETHY, HE L RS
SNTZbDIRIFEA ERDoTz, =T X =TRET P HIZ R L2 EBE O 90%1%, RO
Bb=r T =T ORGENATRECTH o1, =V T X =R TS SR TFROKY: (90.4%

(197218 1) KOT T wREED FHRIOK 6 El (62.6% [57/91 #111) TIRBRIK & DK EERENGE
Eniote, WERASE TRLE MG SN-EE2AERLT TR, Ik X O
BEE | (F7B2REE:8.7% [25288 Bil], =T X =78 :9.4% [27/288 ffl]) TH -7z, 7&K
FHCHAR T T X =TT B SN EERAFEFRIIEAED TFEMEMEE (1.7%

[5/288 {511 xt2.4% [7/288 f511) KO THiiZe) (0.3% [1/288 f5il] xt2.8% [8/288 f5]) TH ~7z,

BRI ERICBI 2 EEFLOMEIL, &5 52 #AEOTF—2 L —BLTEBY, IFLALDHRE
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V. BFICEET 5IHH

EFR£ R 11 18588 (1199.214 BABR) (&)

BRI R
(Z4a=fE)

T1 MU EOFEEREGRRIA L (X7 2HREE: 97.6% (281288 #l], =27 X =78 : 98.3%
[283/288 B11), RMWEHORBEEL, =T X =T TT IR HON2 FTho7z (46.2%
[133/288 f4il] %} 82.6% [238/288 f5il]), HE A HFFG (27.4% [79/288 fil] %t 30.6% [88/288 f4i])
KO CIZEST-HEES (1.7% [5288 #il] xt2.1% [6/288 #i1]) OFRBIEIA XM CRIFEE T
ot

BRI AR TN LS ADNZAERTSL, ML TG 52 B L REET, SEBIRSE TR
HEIGNRbENST-OIX [BIBEE] (77 B AR 61.8% [178/288 #il], =7 ¥ =7#f : 88.9%
[256/288 Bi|]) T -7z, [HAFEE ] OIEAFETIE, [THI) (32.6% [94/288 ] %F 76.4% [220/288
F1), THELL) (14.2% [41/288 Bi1] %F 33.3% [96/288 1), Tm&m:) (11.5% [33/288 5] I 27.1%
[78/288 f5l]) T T RBUCLRTC=0 T ¥ =T HORBREGIIE N -T2, T, HEERBD
(5.2% [15/288 {511 x+ 13.5% [39/288 #i|]) KT Bkl (4.9% [14/288 %] %t 9.7% [28/288
Bl THh=vT X =T HORBREENE N -T2, TALT #N) (1.4% [4/288 ] %t 7.6% [22/288
#11), TGGT #4011 (1.4% [4/288 5111 % 6.6% [19/288 #11), TAST #44m) (0.3% [1/288 ] % 5.6%
[16/288 #il]) DIEHRENE L ST RN T2U T X =T HOITE ) BNE > T2, BB RIS
Tk EZ L HEINT-EERAEFRIT MR, Mgtk JOWHaREE) (11.8% [34/288 fl] %t
11.8% [34/288 f5il]) T -7z,

AARNEERM OB 52 BRICEWT, KRPICABERDBALNT (X7 AEE: 91.7% [33/36
Bll, =27 X =78 :100% [34/34 f5]]), BWEHORBE G, 7I7®¥ABHLV b= T X =7
FEDIZ S D 2 58 B> 7 (38.9% [14/36 fil] %F 88.2% [30/34 f5il]), HELRAERERORIIE
BT TERBEID b= T X =T HOIE I BEd-o7= (13.9% [5/36 6111 xt26.5% [9/34 1),

HLICESTEAERRI= T =T O 1 Fl s Sh, BREE ORBBERIZEE SN h
ST,

AANEDER OB 52 BEICE VT, kb I ADNEAEFRRITGEEIRSED [Hi5EE)
ThV, 7T ERBICHRT=U T E =TI I RNEoT- (FTBREE : 50.0% [18/36 4],

SUTH=THE97.1% [333461]) . TD ) BEL HRLNTHEAREE, [TFHI (30.6% [11/36 fi]
*F 82.4% [28/34 %11), THELL (8.3% [3/36 fil] % 20.6% [7/34 #1]) K% Mg (2.8% [1/36 f3]
*20.6% [734%1]) THY, =T X =TROIF O BRABETEN-T2, T HICHEH LT,

MR A | (2.8% [1/36 5111 %t 17.6% [6/34 i1]) Ot TR&EkJHEE) (0.0% [0/36 1] %t 11.8% [4/34
Bl ORBEE L =T X =TREOIE I BErot=, £72, TALT #00 (0.0% [0/36 511 %t 5.9%
[2/34 611), TAST #9in) (0.0% [0/36 511 %t 5.9% [2/34 B1]) 2Nz <, TAFREE] (0.0% [0/36
B %t 17.6% [6/34 1), TRIVEMENEE] (0.0% [0/36 1] %f 8.8% [3/34 1) KON [ fEEE
(8.3% [3/36 fl] %t 23.5% [8/34 f5l]) OFHBENEGEL =T X =THDITO BEhroTz, #EHIX
TR LS PFE SN EERAEEFRIT (MR, WER L OWHERE) (2.8% [1/36 #i] %t
11.8% [4/34 f1]) TV, KT MFIEERESE] (2.8% [1/36 ] xf 8.8% [3/34 fil]) KUY Ik
YUER L OFFARSE] (2.8% [1/36 Bil] %f 8.8% [3/34 %)) THhoto, = TH=THTHRHZ<
WESNT-EELRAEERGIIEATED TRVEMRES] (5.9% [2/34 #41]) T, ZoOftds 14T
bHotre IBBRHMAETHEICESTAERRII=U T X =T RO 1 HITHAEO [ AMHHEE)
DL X0, T EREETCIIL LN T,

AARNEFICEB T 2B 2R OF ERTSORIURIL, #5552 B CIZERBETHY, 7=,
BEREM LR THRE BV o7, WHEE LIS, FEALEDEETHEESERNALN:
(FZBREE:97.2% [35/36 fl], =T =78 : 100% [34/34 #1]), BIEHOEBEEEGIL, =
VTR ZTHTT T REREEOR 2 (ETH o7 (44.4% [16/36 5111 % 88.2% [30/34 #]), BEELRA
EELHOFEHREAL, TIERBICHRTC=0 T =T ThPMhic@Em»r-7= (30.6% [11/36] 1
%7 35.3% [12/34 1), IEBRHIMAETHTICE-T-HEHELIL, =0T X =70 16 (2.9%)

THoT7,

AANEMIZR T 2RISR TN L A RZAEFSIT, L TG 52 B & FEET
bole, b L AONICHFERRIIHEIRIEO HEEE) (77 R 55.6% [20/36 4],
SUT =T 97.1% (3334 f5l]) Thotz, HAFETIE, [FHI (30.6% [11/36 ] %I 82.4%
[28/34 f511), T (11.1% [4/36 5111 >t 23.5% [8/34 Bil1,) KON THEM: | (5.6% [2/36 ] %F 23.5%
[8/34 B]) T2 T X =T HORRENEGIIT I CARHO2EBTH-7-, ZNHICEELT, A
) (2.8% [1/36 Bil] % 17.6% [6/34 f51]) KOY TR&AGEGE] (0.0% [0/36 5] % 11.8% [4/34
F]) OFBEFIT=0 T X =T HOITZ I NE -T2, WL b2, #6552 M@ & E UREBE
HThoT, BRI S TALT ¥h0) (0.0% [0/36 fil] %} 5.9% [2/34 #i]), TAST 54
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V. BEIZEET 5IHH

EFR£ R 11 18588 (1199.214 BABR) (&)

BRI R
(Z4=fE)

my (0.0% [0/36 1] xt5.9% [2/34 #i1]) KO ThFRESE) (0.0% [0/36 %] xf17.6% [6/34 f5111) @
FEEEE, &5 52 B EFLCTHo7-, BBRHIBASETIE, ML bz, THEMEMESR o
FHBLEE (5.6% [2/36 BI] % 23.5% [8/34 1) 23 &5 52 BERICHE~_THIN L7, BEELRAES
LDHIL, =T X =TRETR LS WE SN EARET TREEMZESR @f) Tby, 95
2 B 52 BRI TCOHRETH o7, WTNLFEEBOEBALTH Y, RS ERIZE VA
BRI & ORI BEBERITEE S L=,

[VIL Ze4tk (A EoEES) (BT 23E 8. RIEH &XEHBIRIER S BUEE K OB R R
R 5 22R4D2 L,

BRI R
(L)

77 R PRERR L F S T ARRER (1199.214 38B2) 1I2BW T, =T ¥ =7 REICBIT 5 FVC O
FERARITT 7R SN THREZNICAEREIDNS L, =0T X =773 SSc-ILD O#EfT %1
#1952 EAIRENTZ, ARERITRE OIS & 0 EEESTHER SN, FVC 281 &3 2 MaERd
WORIVGHEEE OREEN O b X SN, v T ¥ =T EETCIL b aERESE, THE
BE | (BT DS (N, B, lEt) ThY, 12EAERBREITEECTH-T-, £,

R LA ORBES T =0 T X =T HOIE I D@72, WINbIFERETHY, 1FLAL
28, BB, WESUTPIEIC X YV ETE L7, SSc-ILD A THALNI-=v T X =T OR4E
PF a7 7 A%, IPF BEICBITABMO 70 7 7 A0 —FHLTEY, BEREMICIIEL 2D
- rp iz et Lo o7z, UlbEX Y, SScILD & IZH T 5 =0T X =7 D513,
NRT 4y NIRRT % FEIDFRABRIBE THD Z LRI,
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V. BFICEET 5IHH

PF-ILD GEfTHERBRHMELZ £ 5> RIEMEMESR)

<HABRAMOSNENT — X >
EREE I FERER (1199.247 5tEg) °'0

By

PF-ILD BFICRB T 5 =07 =7150mg 1 B 2 [8], 52 WSRO HME L 2etkd 7T 2R
EXRE L THRETS

BT YA

BILH, 720k, “HEWR, 77 2%, WATHER LR

S it ]

15 771H 153 fas®

RES

PF-ILD 23 663 5 (5 B HAAN 108 il & &)

BT

1) ICH-GCP K OMEDIAHNCFE SN LI L AFRBERHF SN TN D

2) A7 V==V 7R ATI8 L (HARTIZ20 sklh L) OEHF

3) MIEVERIRE LB SN, BAZE CHEH S OEFEZRNCTHP, A7 Y —=
Al 24 7 AN T FOEED D L 1 DI T 5EHE
a. %FVC D 10%LL Lo (FEtZ ki) BHohd
b. %FVC @ 5%LL I, 10%AGm OB (FEXE(LE) NAa b, 230, FEREEROEN H
%
c. %FVC @ 5%LL E, 10%AmMOW (FXEbE) BAabh, 20, MEE{G ETofik
EALDEIMR A B D
d. R SRR O EEAL & O EBIE{4 T ORHALE L OB A S D

4y A7 U—=27Hi12 57 ALAN® HRCT L, BiOMHE (SR RO X 53, fRE
FIIHESIMRE LR E ET) DA O 10%842 615 85

5) BERAAT DG, BEBHZELTWAERE (R 7 U —= 74 6 EBLINIC, BEHO
BT i 2 BRMGUL, 1REZFIEL TV

6) DLco (HbfHIZ X VAHIE) MIER TRMHED 30%LL |, 80 %A D BE

7)  FVC DIEH THIED 45%LL Eo B

E7
Rl L ve

1) A7 V—=2 7D AST X ALT N EEMEE RO 1.5 (5282 58

2) ZZU—= VO YA NEYEE FRD 1.5 5282 58

3) A2 U —=V WD Cockeroft-Gault X TFHE L7/ LT F =27 U T T 2 AH 30 mL/4r A
DEE

4) 2T (Child Pugh 2338 A, B X3 C OfFFEREREE) 2 A 0F9 5 B%

5) =T AT IIENT 2= R OB EREHT 5 HBE

6) A7 U—=V7Hi1 A ALUAXIIEEH D 6 FFLADOHIH (WNTFNrEWIE)) ZOMOTER
WO &%\ - BE

7) ILD OEE BRI TUL T OWT N OEF EFEH LB 7 & 2MEai 4 BRELLAO 7 F4
V2 (AZA), YRRV Y, a7z /) —NABET7 2T/, X7l AR, EAOaLT
227 A K (OCS) 20 mg/H#A X% OCSHAZA+NAC DOAHFH, T & 2LHT 8 @RI D
IJaRAT7 7 IR, ZUZLMERT6 BAURNDY Y F~wT
HE . LEANC L > TRA/ICTD OfERN L Fr—/L SN TWDBREIL, ERELLERE
FEROLETTRWVIRY, KIBBROXMRNHRNT 2

8) 2011 D7 A U BHEYS /3 — v W EREn BRI T 707 AU A
MESEDH A RT A4 23S E IPF L 2kan- B

9) LAFOWTFNMNIZL - TEFR SN D BRI MEARMNG S MEE (PAH) BE
a. BRAAAODAREETRTIEEDBRYZW 0T 2 —f R
b. WEDHOLH T —T VIET, RED 2 L/53/m2 LR
c. TRFURT )=/ LT uRAF =M L BIEROIBREENLE LT 5 PAH

10) XPAZE (]& i#%ﬂﬁ%m@Fmﬂmmﬁw7$ﬁ)#ﬁufhéﬁﬁ

1) JRBREE (o) EROFTRICE Y, ZOMICERMICEE 2O RENRO LD BE

) IS DOREERIEER 2o A L LT, aLrFazxTFuls N, TEFFFV L, Ia7x /) — BT
TxzFN, N-TEFATARATAY, VYR <=T, VI/aRAT77 IR, YrAKRI Y, X7 LARN
EENDH, TNLICRESNR, 72, ORISEOFKEBEZRD, EBEiTER 2R >3KH O h R
FECE 72\ EIRBR Y ERT 2SI L 7= B IS DWW I, B EiTER 2 FFo3A| o il X &AL ATRE

L7,
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EFR£ R 11 18588 (1199.247 ABR) (fe &)

BN
BRoh L

12)
13)

14)

fish O BB AP FAIHIR (WEERE, ZEOMKZRE) BRDLNDLEE
OIMERE (A7 V—=V7Ri16 7 ALNOIEE T CERARROEESME [160/100mmHg
PLE]Y, DS SUIARRERE) 26T 5 8E
UTFoOWFnrotiimY 27 2432585
a. BEMNRHmEREET D
b. BRHERVEMEE, BFRAEOTREEKE L (B v KT, B o e EK, ~
NY v, BTV E), BHOWEIEHEOTII/IMNOEE (EE : PHRRBEHEO~ Y &
SATERARPI G BB DRERF D 7= OIS BTG U THEMT A~ T T v ia [ F P38
U 4000 LU. s.c/B72 &1, Ui/ IMIEIED TR [7EF %Y FAEREK 325 mg/
H, XiZZ v N7 75mg/H, XIER%EHREOZOMOFUIL/ MO LR 8] I35FA S
%) OREELELTHHBE
c. A7 U —=7H112 4 H LRI FRRER (CNS) FLROBEARE
d. A7 U—=" 7703 8 A UPNICERSUTmER, SEWERE (GD Him i GLiEE, BEX
RMESUI R TR ONTINNIEY T D EE
e. BEENTA—F 27 ) —=2 7T, EEFEELT 7 oo et (INR) B2 525,
7a ka v ErURE (PT) RONEMHALE Y b e v R 7T AF R (aPTT) OMER (GEYEfE
FIRD 1.5 52 % %)
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EFR£RZE 11 F85K8R (1199.247 BAER) (&)

SUTHEZTRXIT T BRI L L ORETT U F AMEEN, =0T X =7 150mg L7 7
TARE 1 H2E, 2 EMKEA®EE, EERAETAME 52 BRFIITY, kO BEDIRBRET,
SUFEE P IEOFRBICEEY T 5 TR LTz, 150mg 1 H 2 EEE L350, HFEERIC
ST 272012, 100mg 1 A 2 BNIE S IZIEEO TR 2 e L L=,

IPFLUSAODILD &R EEFHEAE:
N0 E. 27 A2x7 125528 F TCOFVCOEMF I E
U—=>7§24nR 150mg 1820 LB RHERE:
B LIAICILDDE T ED —. 11 528/ DILDOYI B IEEF
BAERIU. Z0U— S5 hitlk FECETOMM. 528M DT
—V7HEiI2aBUA FTOHM. #552806(C8135
[CHRCTH'REENT K-BILDEZI7PDAR—A5 1>
W38#E (n=663) ho0E{LE
ATU—ZVT S LEBIT RS | R
’ 0 52 G8)
IPF : SR MR ERMEAE. ILD : RBSMEAD 2B, HRCT : O #RAECT. FVC : S5hANEE.
K-BILD : King's Brief Interstitial Lung Disease Questionnaire
FFEAmE Aok, FEpEhRe, waelE
FHEFMIEE |52 MO FVC OF Mk =

IRt H

52 JIRFIZ 331 % Kings Brief Interstitial Lung Disease Questionnaire (K-BILD) #&A 27 D_X— R 5 A
VInb DO b E, 52 EFOD L-PF Symptoms ML REE K A A > 22T OR—2F 4 b OELE,
52 JEIEOD L-PF Symptoms Bk K A A > 237 DR—RF A LS DE(LE, 52 BEED%FVC D~
—ATA B OWAE FHEE) B 10%EB2 5 BEOEE, 52 HEFO%FVC DX—2 7
AU HORDTE FIRER) 2 5% B2 5EHE0EE

Z D OFA
HH

TEERIIFE 2R T o ILD OW)EIAMERE Y 3381 £ TOHIM, /ERIMASETOIEL £ TOHM

(F )

FEFMER : 52 MO FVC 4R %
AFER T, HRCT O L S — N2 ES S JERIET T 2 EME L, 2 D0 co-primary FHMlAERH &
LC, %M RO THRCT CEFRMEMMAE (UIP) BERHHM L X7 —> R bn b BEE
M) #8& L7,
FVC OFERBIV R EFRKIZ, FVC DOR—RA T A 2 inb OB BOHERE 2 RIR Lz,
EEREMTO 52 B O FVC OEMBARITT 7 AREE ((187.8 mL/4E) [ T=v T X =71
(-80.8 mL/4F) TIKEA /R L7z, FVC OFERJRDEBOREMZEITHFFMICHERE TH Y (107.0 mL/
. [95%IEHEIXM : 65.4~148.5, p<0.0001]), =T X =T N FVC IV EE 7 7R EHEELT
FASTBIIZ 57%NH 45 2 L AR &N T2, HRCT T UIP KRR S 2 — o BB BN D EM T T T
AR (2111 mL/AR) ICHRT=0 74 =78 (-82.9 mL/AR) TIKfEA R L7z, FVC ORI
FORMEITHHFICHEETH Y (1282 mL/AF [95%EHEX M : 70.8~185.6, p<0.0001]), =
TH =T N FVC D EE 7 Z 1R L g LTI 61%M6]4 2 2 £ RSz, FVC O
— AT A NSO EOHERE T, 2 BEEZICITHEM TENE XA, 52 B E TR
MICRE L Teole, BEDHTORRE S ETOMRRE—BELTBY, EROBEREMES MR I,

AARNAEF 2RO 52 B0 FVC OFEMBARIT, 778 ARHET2404 mL/4E, =0T X =TT
1483 mL/AFETH Y, FERIZEIT 92.1mL/AFE (95%EFHXM : -10.7~194.8) THhotz, HAAL HAAN
LIS DE AR O BAERBED p 1% 0.7506 T, EAEMBNCEI RO RBENETERD S/
Moz, HRCT T UIP BEERHEL S Z — U BB b D BARNER O 52 HH O FVC O FHEA R
X, 7T AR T257.1 mLAE, =0T X =T FET-163.6mLAETH b, BERIZER 93.6mLAFE (95%
fEHEX:-31.8~219.0) TH o7z, HARN & HARANLSOE S H MR O ZZ BAERBRE O p fEiX 0.5605
T, WIS R O RS EMEITFR O B o Tz,
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V. BRI 5HE

EFRREZE 11 F85KER (1199.247 BABR) (f &)

SHRERIZH TS 52 BREIO FVC OERBEDE (mL/IE)

77 B RRE =T E =T
SRR G451 331 332
FVC OAFEM D (EHERE) | -187.8 (14.8) -80.8 (15.1)
[95%15 X 4] [-216.9,-158.6] | [-110.4,-51.2]
TTRREEL DD (AR E) 107.0 (21.2)
[95% {5 HE X [#]] [65.4, 148.5]
p fi <0.0001

N—2F A (mL)

2321.1%+728.0

2340.1+740.2

Bt 5 52 @ (mL) #2

2157.8+733.0

2271.8+783.0

ZAehk (mL) *?

-181.1£220.0

-75.1£250.8

A A e

D) EESFE UTEREGHRE, HRCT R¥ —2 FONR—Z T A VIO FVC [mL], W ONS % 58F X B O 22 AR ) O — &
FA AMEXEHOLAAEMZ GO T v ¥ MEEENFE T S,
H2) SRR n=274, =T X =7 n=265

. —e— =574 =7150sg1 A28
3t _ o St H
P 9-.‘&-_f }-x__ﬁ_&‘ _ 77 .-
yod S —~t
? = b —
= 100 .
5 120 ? %
= Mo
¥ e
c - |
(Ar%htE) -
260
BL 2 4 6 12 24 36 52
#7sEm R
B
FS5pKE 325326 325 320 3N 2% 274
TSR 3632032 34 298 285 265

ERERAICE T IS4 Uh 05 52 BRETH FVC OFEHEILEDHRE (FHELR

HERE)
HRCT T UIP #kigitt /{2 —>h'H bW SREICE T4 52 BED FVC OFRMEAE (mL/EF)
TR | =T X =T
LIRS el 206 206
FVC OEMBUD Y (%) | -211.1(20.5) -82.9 (20.8)
[95% 1 X f#]] [-251.4,-170.8] | [-123.7,-42.0]
TTRARREE DD (HEAEGEE) 128.2 (29.2)
[95% ({5 T X [#]] [70.8, 185.6]
pfE <0.0001
NR—2F 4 (mL) 2373.6+720.1 | 2363.4%762.9
# 5 52 K (mL) *2? 2210.5+713.7 | 2301.4+814.2
2 b8 (mL) *2 -197.9+237.8 -68.7+240.8

SR AT Y (e
WD) EEMREE LTRERE, N—2F4 VB0 FVC [mL], WONCHESHEX R OZ AR OR—RZ T A X EE 0%
HERZEEGDIT v 2 MEKEIRTEF IS,

2) 77 AR =162, =7 ¥ =7 n=160
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EFR£RZE 11 F85K8R (1199.247 BAER) (&)

(T2 1E)

g3
E -100
[~
o
-140
]
(&) -160
T -
=200 4
320 4
<240
2w
BL2 4 6
BEM
FSEAR o om m
ZFH=TIR 0 1%

— @ — ZUTH=7 150mg1 B 2@

----- Do FIS5EA
12 24 36
BE4M GE)
i i m

52

162
180

HRCT TUIP L/ — U NA SN BERIZEITAR—RS54 U b5 52;8EE TOHFVC
DEHELEOHTE (FHEZERE)

BAAERAL2EKICE TS 52 BED FVC DFERBLE (mLU/F)

AAN FEHAAN
752 REE ”/%5”7 752 REE #/%5#7
ERSEL 56 52 275 280
FVC OAERIEAR® (FEHERAE) | -240.4 (36.9) | -148.3 (37.1) | -177.7(16.2) -67.4 (16.5)
[95% 15 X [#] ] [-312.9,-167.9] | [-221.2,-75.4] |[-209.4,-145.9]| [-99.7,-35.1]
T TR ARREL DAY (FEHEEE) 92.1(52.3) 110.2 (23.1)
[95% {5 HE X [ ] [-10.7, 194.8] [65.0, 155.5]
ZHAEM p 1 0.7506

1) BEEZSE L CHRCT X% — 2 R ONR—R T A VD FVC [mL], 7 2% L3058 U CREMBIOU A RO, Eouc
R—RA T A RED FVCX ], B G X SR8, B Gk X o 6 X R O R HAE &2 & w127 v & MREIE#E T v

125 <,

HRCT T UIP $#g#f /N3 — o H 5N HBARANERIZH TS 52 B8RO FVC OERBAE (mL/

F)
AARA EHEEN
e e | =T E =T oy e TR =T
75 bR B 75 RNBE pe
iERSEL 45 39 161 167
FVC OAERIAR® (FEHERAE) | -257.1 (43.8) | -163.6 (46.4) | -198.0 (23.1) -62.7 (23.1)
[95%1Z FE X 41 ) [-343.3,-171.0] | [-254.9,-72.2] | [-243.4,-152.6] | [-108.2,-17.2]
T TR RREL DAY (FEHEEE) 93.6 (63.7) 135.3 (32.6)
[95%1Z FE X [H] ] [-31.8,219.0] [71.1, 199.5]
ZHAEM p 1 0.5605

) FEDRE LTR—=RF A VIO FVC [mL], 7 v & L08R & L TRERERBIOEI R L ORERE], IWNZ~—RF A KD FVC
X, B GRE XA, B G- BOGR R X MR O R AAEM &2 & 7 v 7 MEREEIFE T M EES<,
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BIVGHEER - 52 D K-BILD A AT DON—ZX 5 A4 O OB E:

K-BILD #8227 Ot \mEFRKITRF LT,

REATO 52 IED K-BILD AR 2 7 DR— R 5 A b OB EIE, =T ¥ =T8T
0.55, 77 REET-0.79 TH Y, BEMZEIT 134 (95%EMEXRE : -0.31~2.98) TH o7,

A A NEERH AR 52 JIFD K-BILD 8 A 2 7 DR_R— R 5 A Vb OB &L, =T X =7
BET-001, 77 EREET-0.67 THY, BEMZET0.66 (95%EHEXM : -3.02~4.34) ThHo7z,

52 BED KBILD MR ATFDR—RASA4A UL DELRE

TR | =T H=TR
AT 6t B2 051) 330 332
K-BILD 8 2 2 7 OZE{L &S Y (FEHERRZE) | -0.79 (0.59) 0.55 (0.60)
[95%15 #H X [#]] [-1.94,0.37] [-0.62, 1.72]
TTRREEL DFEED (EHERAE) 1.34(0.84)
[95%{ZHE X [#]] [-0.31,2.98]
p {2 0.1115

K-BILD ® 2 271 0~100 OFEFHTH Y, 100 i35 b RWERDIREZ KT,

E D) BEEMRE LTR—AT A UE, HRCT 8% —, KB, BGREXKBEOLZENER, X—A T A X kBt DL B,
BEOT H NI REEOTIRATT VKEREICESL,

*2) 4B EopfE

ABAAEALKIZEITE 52 BBDOKBILDMAITDR—RS5A4 U bNDELE

AT AN =T =T
iERSEL 56 52
K-BILD ¥ 2 a7 O E™Y (HEHEZE) | -0.67 (1.30) -0.01 (1.32)
[95% 1 X [#] ] [-3.24, 1.91] [-2.64, 2.62]
TR AREEE OFED (FERERAE) 0.66 (1.85)
[95%15 #H X [#]] [-3.02, 4.34]

K-BILD ® A 22713 0~100 OFIFHTH 0, 100 i35k b RWERGIREZ F T,
) BEESHFELE LTR—RT A UfH, HRCT /3% —, KB, #HEEXCRBEORZEAEM, N—2 T A Al X KBEDZZHAEH,
BEDOT L H DGR EEORAETT VEREICHES L

BIREHMIE H : 52 @D L-PF Symptoms KA A LV AT 7 DOXR—=R T4 U NHDOEE

L-PF symptoms FEI KK OEHK R A A > 23T OR—RA T4 b OB BEERITR LT,
BEERNCIBWNT, L-PF symptoms FERIKEE R A A 237X, WEGHELN—RF 14 0 b
52 ERFE TN L 7=, MERREEOELIL, =0 T X =T TIIT 7 8RBT CHHE TIIR o T,
AL B ORI ZE13-3.53 (95%IEHHIXE 1 —6.14~—-0.92) TH YV, =27 ¥ =7 TP IR EEE R
DEAE T T BRI TELE S Z ENREINT,

L-PF symptoms BZHk K A A > A2 71%, 52 @IFIC=0 T X =TRETIER—=A T4 U NnEbT 0
WA Lizolizxt L, 7B RBETIEIN—AT A LI LT-, EHELEORERMZ13-6.09 (95%
BHEXE : —9.65~-2.53) TH Y, =T X =T BNEWIERDOE(Z 7 7 2RI CHIET 5 2
EBRENT,

HA N 2K T, L-PF Symptoms FEILASE KX A > 2 a7, 52 BRFICHBEEREE HX—X T
AUNOEEI LT, 52 EBEONR—ZT A OB ELRY, =T X =T8T 5.00, 7
T B ARHET 8.95, TR ZAIEL-3.95 (95%EHEXM : —8.98~1.09) ThH -7,

L-PF Symptoms BZMk K A A > 2 a7 %, 77 B AREETIE 52 BEEFIR—ZA T A VLM LIZDI
XL, =T X =TRETIHBMERA S O, 52 BREOR—2F A b OFEE L i
SV T =TRET38, T EREET 8.47, BERIZEIZ-11.65 (95%(E#EXM : —19.05~-4.25) T

HY, =T X =T REOEAEIE L Z ERREI T,

-51 -




V. BFICEET 5IHH

EFR£REE 11 F85KER (1199.247 BABR) (&)

(A2hE)

52 ;BB D L-PF Symptoms OMEFEHERUVEH EA AV XIATFDR—XZA U 6DEILLE

7T iR =T =T
AT 6t B2 051) 323 329
L-PF Symptoms FEU RIS KN A o1
N2 T4 UPEOELETD (FErEREE) 7.81 (0.94) 4.28 (0.94)
[95% 15 X [H] ] [5.97,9.66] [2.43, 6.14]
TTRREEL DD (EHERE) -3.53(1.33)
[95% 15 X [ ] [-6.14,-0.92]
p fE™? 0.0081
L-PF Symptoms Bk N 2 1 >
NR—RATA U PEOELREFRD (HEHERAE) 425 (1.28) -1.84 (1.29)
[95% 1 X [#] ] [1.74, 6.76] [-4.36, 0.69]
TIRREELE DFERD (EHERAE) -6.09 (1.81)
[95%fE X [H] ] [-9.65, -2.53]
p fiEE? 0.0008

L-PF OJERD R A A 22T OFPAIZ 0205 100 THY, A7 REWINEEEENRKE N LE2RT,
ED) EEDRE LTR—RAT A U, KBE, BEREORBEORZRENEM, =R 7 A AEXKEOKZENEN, BEDTZ 7 5

IREGDIRAET NVREREICHKSL,
2 4B LopfE

BARANEMASKIZE TS 52 88D L-PF Symptoms OIFIRR#ER VB KA 4 XA T7DR—X
TAUIMLDEILE

7T R = T H=TRE
ERSEL 56 52
L-PF Symptoms P RIS K X 1
NR=RT A UNEOELEY  (FEHERAE) 8.95 (1.77) 5.00 (1.80)
[95% 1 X [#] ] [5.43, 12.47] [1.41, 8.59]
TTRREEL DY (FEUERRE) -3.95 (2.53)
[95%15 e X 4] ] [-8.98, 1.09]
L-PF Symptoms "Wk K A A1 >
N2 T A UPHOELRED  (FERERAZE) 8.47 (2.60) -3.18 (2.65)
[95% 15 X [H] ] [3.31, 13.64] [-8.45,2.10]
T eREEE OEY  (EAERAE) -11.65 (3.73)
[95% 1 X [#] ] [-19.05, -4.25]

L-PF OIERD KA A A7 OFPHIZ 05 100 THY, 2a7BNEWVIEERENRE N LE2ET,
) BEEDRE LTR—RAT A H, KBE, BHREXKRORENEH, R—2 T4 MEXKRORENE, BEDT 5 L%)
REGOIIRATT VKENEICESL,

BIREHIEIE R : 52 BEED%UEVC DR_X—RA T A b O R GERZEEE) 25 10%XIE 5% % A
25 BEOEE

%UFVC ODR—2F A )b ORD R (FIXHELRE) 23 10% 3 5% %8B 2 5 BEOHEERITRL
7o

EHRENICBWT, S2HEBEO%FVC D_—2F A4 UL ODER (FIXE(LE) 8 10% %2825
BEOEIAIL, =T X =78 (40.7%) TT T EREE (489%) L VIE) -7, A v T
0.70 (95%[EHEX[H : 0.52~0.96) THVY, =T X =T NS TERICHF L TRV &R LT,
FVC VARV Z—, T72bb, %BFVC DD (FExZE L) 2 10% %8 2 e h- lo B 0FIE
E=v T X =TRECT 7RI @ o7z (59.3%%f 51.1%) .

52 HIFD%FVC D=2 T A B ORD RN 5% % B2 5 BEOEE L =0T ¥ =7 HE(52.4%)
T IR (68.6%) LVIKLS, #H#EAd v X 0.50 (95%EHEIXM : 0.36~0.68) THV, =

VTR TN T T BRI LTRWI LA R LTE, FVC VARV X —, T70bb, %FVC O

52 -



V. BEIZEET 5IHH

EFR£ R 11 18588 (1199.247 ABR) (fe &)

(B2

FOHHEER) DB 5S%EBI R TmREOEEEI= T X =TT 78R LY &ho T
(47.6%x%t 31.4%) .
AAANEMESRIZEBNT, 52 BEOUFVC O_— 2 T A LB ORI 10%% 82 5 B 0E|
B, =0T X =TT 404%, 7T ERET51.8%TH Y, FHEA v XHIT 0.58 (95%(ZHEIX[H :
027~128) ThH-1=,
52 BEEDO%UFVC DR—2F A inhOWD RN 5% 52 B2 5BEOERL, =0T X =TT
59.6%, 7 T7EREET69.6%TH Y, A Y XIX 0.61 (95%FHHXM : 0.27~1.38) ThH-o7=,
52 BERED%FVC D=2 T A 05 OFIRHED N 10% 5B 2 e ho T2 BEOEIE, S%alBx
o REARE, T RRBICHART=0 T X = TR CRERICE o T2,

52 BEFD%FVC DR—XSA U6 DFDVE FBAREILLE) N 10%XIE 5% FHEZ HEEDEE

TR | =T A =T
AT 6t B2 051) 331 332
%FVC D=2 5 A )b O H (B L) 25 10% %8 2 5 B
BEH (%) 169 (51.1) | 197 (59.3)
7T RBHT B A v KD [95%/EHEIX ] 1.42[1.04, 1.94]
p {2 0.0268
%FVC D=2 7 A )b O E (R E) 2 5% %z 2 B#H
BEH (%) 104 (31.4) | 158 (47.6)
7T RBT B A v KD [95%EHEIX ] 2.01 [1.46, 2.76]
p fiE*? <0.0001

2R DT — 2 NRMTHLBEIL ) Y VAR A — L BT Uiz,

W) RO ER L LTR—R2T 1V O%FVC, 2R L L THRCT Y — V2G0T VAT v 7 EIFET M
HS<,

2 4B LopfE

BAAEALAKIZE TS 52 BEO%FVC DR—X T4 UMb DFEDLE (BRELE) H» 10%X
IF5%ZHEZHEEDEE

TILRRE | =v T X =TH
ERSEL 56 52
%FVC D_X—RF A b O (R bE) 2 10% %8 2 5 B85

BEH (%) 27482 | 31(59.6)
7T R RBHIT B Ay K [95%(EREIX [ ] 1.71 [0.78, 3.76]

%FVC D=2 T A b D3 (A b)) 28 5% %z 588

BEH (%) 17(304) | 21(404)
7TV RBHIRT DAy K [95%(EREX ] 1.64 [0.73, 3.70]

2RO T — 2 BRPWTHLBHEIT ) Y VAR F—L BT LTz,

) EgEEOLERE L L TR—AT A VO%FVC, 2E3&HE L CHRCT XY =22 EDTa VAT 4 v 7 [AIFET M
<5<,
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(A2

ZOMOFHEIE A - FEBREIM AR TO ILD F)E AN E I £ TR

ILD #El &M ESIE T F TOMIM 2 RITR Lz, ILD OWEIZAMIEE X I £ TOHM D
Kaplan-Meier Hi#f & XIZR L7z,

BRERICEWNT, JBEEBRHIMAE T ILD OWREMEBE I CIZE T EBEORE T =T 4
=78 (13.9%) TT7vREE (19.6%) X V{&dr-7-, ILD #EIEVEME Y 3BT £ TOHIB O
7T BRI T D — R 0.67 (95%(EFEXM : 0.46~0.98) T&H Y, ILD OFJEIZMEIEE
MDY AV Z =0 T H =T HTT 7RI 3B3% IRV E2VRENT,

RRAMEAD ILD RS HEERIFIET F TOHM

7T R VT E =T
AT ot B2 051) 331 332
A NFEBUB (%) 65 (19.6) 46 (13.9)
TR R T DA — FEEFED [95%(3 18 X ] 0.67 [0.46, 0.98]
p fE*? 0.0387

1) HEROEEZED, HRCT 3% — 2 TERl L7z Cox BIfEF MIC <,
1 2) HRCT & —CREBILcf@Rlne 77 v 7 @Il 5< 4 H Lo p i

100 —

—
O W
L . -\....._.__“...L
80 e
s
— -
coome

E
£ 60
a
=]
E
-
&
]
=
= w0
z
|
-5
£
£
=
=
3o
G2
1

Placebo

Ninteclanib

. Censored At 52 weeks
T T T - T T T T
L 60 120 180 240 300 360 420 450 540 600 660 720 780 840 900
“Tume 1o fost acute ILD exacerbation or death [days]
Number ar risk
Placcbo 331 525 320 ild 311 30z 298 290 252 1m 21 7 35 13 0 [

Nigredamb 332 330 325 318 314 309 305 303 268 194 127 81 35 4 1 [

BEBRYBEEAD ILD 0YEAMEEXIFIETF TOHE D Kaplan-Meier 7R v +
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(A2

ZOMOFHHIE H : VEBRBIF SR TOH1 F TOHM

L ETOHMEZRITR Lz, FELE TOHM D Kaplan-Meier Hiff % K2R L7z,
EHRENICBWT, BRYPIBESER CHEICET2BEOESEI=T7 X =7/ (108%) TF 7k
AEE (13.6%) LV ik oTc, ECETOHMOT T v AR T D — R 0.78 (95%(5HH
X[# :0.50~121) THY, TV RITF=0 T X =THTT ITRELD 2% KN ERRBS
i,

RBYE AN E COHM

7T R VT HE =T
AT ot B2 051) 331 332
A NFEBUB (%) 45 (13.6) 36 (10.8)
TR R T DA — FEEFED [95%(3 18 X ] 0.78 [0.50, 1.21]
p fE*? 0.25944

1) HEROEEZED, HRCT 3% — 2 TERl L7z Cox BIfEF MIC <,
1 2) HRCT & — TR L f@Rlne 77 v 7 @Il 5< 4 H Lo p i

1004 — .
S

. __T-"-—u{:n‘“\._mh— .
s ]
E" Pemnococgmans

Faplan-Meier estimate of death [%]

Placebo

Nintedanib

0 Censored At 32 weeks

T T T T T T T T T T T T 1
0 (1] 120 180 240 300 360 20 480 540 600 660 720 780 840 900

Tune 1o death [days]
Numuber a risk

Placebo 331 331 38 327 34 i i 306 268 183 129 Bl 35 1t 0
Nuwedawb 332 330 329 326 322 37 315 311 273 199 129 BE 36 14 1

ARRHMSADOTE LT E TORIBO® Kaplan-Meier 7By b

ce

(Z4a=tE)

1199.247 HER OG- 52 BRICEBWTC, AEFRORRAENEE, 77 vRBLO= T X =TT
89.4% (296/331 f5il) K 1N955% (317/332 #4i), RMERORBREIGIZ=0 T X =T N T 7 B ARE
DORI2ETH T (TT7 AR 38.1% [126/331 6], =T X =TF : 78.9% [262/332 fl]), &
ERAEFRGORBEEIGIL, TIBRBERO= T X =TT 33.2% (110331 ) KX 32.2%
(107/332 %) TH o7z, HIEICESTHERBORBESILT 7 2RRETS5.1% (17331 4)), =
VT HE=TRET33% (11332 ) Thoto,

5 2 EMICBWTRLEL AONTEAEFRIINRENRSEO [HEEE) THY, 78R
AR T2 T XA =T HOIE I BE ol (77 v AREE 1 45.0% [149/331 )], =0 T X =78 :
80.7% [268/332 511), 7T BRI T= 0 T X =T HETRFE SN G- - LB ERLIT,
FEAZED [TFHI] (23.9% [79/331 5111 *F 66.9% [222/332 %11), THEL (9.4% [31/331 6] %f 28.9%
[96/332 1), TW&r:] (5.1% [17/331 6] %F 18.4% [61/332411), THEH1 (2.4% [8/331 #5111 it
10.2% [34/332 1) JeON T B0 (1.8% [6/331 ] %t 9.0% [30/332 f5l]) T o7z, £7=, TALT
AN (3.6% [12/331 B xt 13.0% [43/332 #111), TAST #8h0) (3.6% [12/331 f5il] %F 11.4% [38/332
B, TREREAD ] 3.3% [11/331 Fl] %t 12.3% (41332 61]) &7 IR IR TC=0T 4 =7
FECRBEIGNRED T2, THIOIZE A CITREIIFHFETHY, EELREINTZ ORI
ERERMMoT, 2T A =THTTRZERLEZEEDL L (70.1%) X, TROERZ L=
TH =T OWENIEERIEITIEE S o fe, THIOKN: (77 'AREE: 747% [59/79 ], =
VT HE =T RE  88.2% [195/221 fil]) TIRBRIR & OREEMRENEE SN -T2, REBIKRSIET

b2 < MEINT-EERAERFRIT TRERER, MR X OWERERE ) (19.3% [64/331 1] %f 13.3%
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BRI R
(Z4a=fE)

[44/332 51]) T o7z, ZD 5 bl bIBEIEGNE M- 2 HAGE T TREMEE ThYo, %
HEGIL, =T A= HTTITERBEL VIR -T2 (94% [31/331 6] %F 3.3% [11/332 #i]),
WP OBET 2B LI A SN ICE - ERAERRIL, = T X =T HETEAKTED 14
PEREE R4 ) (3/332 f51), THfiZe) (2/332 1)), TRVEMEMIER]) (2/332 61) KLOY MR A4z (2/332
B, 7T BRBEETIIEARTED TFEMEMER] (4331 61), TFERAR4) (4331 61) KOV Thi%k)
(17331 ) TH-oT=,

BRI SRICB T 2 AEFLOMRIL, 552 BEloFT—%2 L —8BL W, BE#EEGICXS
EEHEOWEMIZ > TTHEND LB, AEFZOFEEEEGIL, 52 B TOFERFGZOREI
BIELVEN-T- (FTRREE:93.1% [308/331 4], =T X =78 : 98.2% [326/332 #41),
BIWERORBREEL, =0 T X =THTT 78RO 2 5T - 72 (40.5%[134/331 i1 %f 81.9%
[272/332 1), EBERAEFTRIZT T B AREE 49.5% (164/331 ), =2 T & =71 44.3% (147/332
Fl) THY, HEICE-TAEELORBAERL, =0T =T TT IR VKN
(10.9% [36/331 il %} 6.3% [21/332 f511]),

BRI AR TN LS ADNZAERTSL, ML TG 52 B L REET, SEBIRSE TR
HEIGNRbENST-OIX [BIBEE] (77 B AR 49.5% [164/331 ], =T ¥ =7 : 84.0%
[279/332 1) Tdh o7z, FTHERBICHANT=0 T X =T CRBAEBIENE D - - 2R EAGE
i, TR (25.7% [85/331 Bil] % 72.3% [240/332 $i1), THEEL ) (10.0% [33/331 5111 %F 30.1% [100/332
F1) KO TEH-) (4.8% [16/331 6] %F19.3% [64/332 fl]) Th-ote, £z, EEHEE] (6.9%
[23/331 f5l] %F 16.3% [54/332 f1]), [AREWA ) (5.4% [18/331 #i] %t 14.8% [49/332 f5]]1), TALT
HEIN) (3.9% [13/331 Bl %t 14.8% [49/332 #111), TAST 00 (3.9% [13/331 ] xf 13.0% [43/332
F1) OREBREEL T TR T2 T X =T HOIE I NE o, =0T H=THETEL
HOHNTEIERITEATED TR (18.7%[62/331 51l % 64.5% [214/332 f51]1), [l (5.7%[19/331
B %F24.7% [82/332 111), TEM:] (2.1% [/7331 #] %F 13.3% [44/332 %11]) TH -7, 2FERIK
SETHRBIBENE N EERAEREGIL, [, M L OWERE ] (28.1% [93/331 fi/]
% 19.6% [65/332 f5l]) Thotz, HEILESTHEEGL, =27 X =T B TORBEG N EN
S TENEIZ FEAGTE T T2MERE AR 4] (0.6% [2/331 fil] %t 1.5% [5/332 fil]), TRERE A4 (1.5% [5/331
B % 1.2% [4/332 1), TRVEMEIGEE] (2.1% [7/331 611 % 0.6% [2/332611), (%) (0.9%
[3/331 ] %t 0.6% [2/332 fil]), RO THiRRHERE ] (0.0% [0/331 fil] %t 0.6% [2/332#1]) TH

>77,

HARNE A ER O G 52 BEIZEB N T ITE AL OBRETHERELEN A ONT (7T B REE:100%
[56/56 Bil], =7 X =78 : 981% [51/52 fl]), BHWEAHORRENGIL, T ERHELIV b=V
FHE=TEECEI o T2 (37.5% [21/56 111 %F90.4% [47/52 1), BEEALAAERLOFHEEISITS
FSERELIV b= T HE =T DI D BTN - 72 (48.2% [27/56 1511 %F 36.5% [19/52 5111) .
WU E ST HEEEGII = T X =T HTHRE SN o7 (7.1% [4/56 1] %} 0.0%)
HARNE YER O E 52 BRICEBW T, &b L AN AEEGIIERENIRIHED [H kRS
ThV, 7T ERBICHRT=U T E =TI I RNENoT- (FTBREE : 46.4% [26/56 4],
ST HE TR 942% [49/5261]), T ERBECHARTC=r T X = TR CRABIENE N T
TR EAREET, AT (32.1% [18/56 ] %I 78.8% [41/52 111), H.0vy (1.8% [1/56 #i] % 28.8%
[15/52 f51]) RO ThgM: ] (0.0% [0/56 ] %F 15.4% [8/52 1) ToH-7=, £7=, TAST B (1.8%
[1/56 B] >t 15.4% [8/52 611), TALT #9hn) (1.8% [1/56 511 %t 13.5% [7/52 5111), TIAERA ]
(5.4% [3/56 B] %t 13.5% [7/52 1]) RO® THFREEE ) (3.6% [2/56 fil] %t 25.0% [13/52 #il])
DORBPENEG L= T X =T FOII I DR T, B RSE TR LEHESN-HBERAE
HHIT TERER, MERR L OWERRES ) (37.5% [21/56 il % 23.1% [12/52 f]) TH-o7z, b
Z < MESINTEELRGEFGIIEATTO TRIEMEMEE] (32.1% [18/56 5] *f 11.5% [6/52 f51]1)
Tholz, HUICESTEHERGILT 7 8RO 4 HITHEATEO THRIEMEMZER) T TR
KA BDREENEZD, =0T X =T HETIIR LN > T,

HARNEMIZBT 21EBREHSEOFEFROREERL, &5 52 AR OFEHFLORIUH A &
BBOh—#H LT\, BRI 2BFEHMOEIMItE- CPHlEnD B, BEELD
FHRENET, HE 2BEBORREELVEN-T (FTEREE  100% [56/56 1], =T X =
TEE D 100% [52/52 11]), BWEHORBEIGIE, =0T X =78 (942% [49/52 ff]]) TF TR
B (39.3% [22/56 Bil]) D2 EBTHoT-, BEERAEFRORIEEX, 77 B 64.3% (36/56
B, =T H=TEE558% (9/524]) THY, HTICESTHEFZOEREEIT, IR
B 14.3% (8/56 f5), =T X =71 0.0%Tdh -7,
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BRI R
(Z4=fE)

HARNEMIZE T 2RI SE Tl L AN T-AEEFSORBMENL, &5 52 M &R
BOR—HL TV &b L ADNEAEFRRIIHBERROEO HHEE | (777 2 HREE:58.9%
[33/56 f5l], =27 X =Tt :962% [50/52 f5l]) ThHo7e, =T X =T HTHREEIGNEN-
TR FEAGEI, TFH (35.7% [20/56 1511 xt 84.6% [44/52 %11), THEELN) (1.8% [1/56 #5111 %t 28.8%
[15/52 611) RO% THEM:-1 (0.0% [0/56 %111 >t 15.4% [8/52 #]) Tdh-o7=, F£7=, [HFHERERE
(3.6% [2/56 1511 %I 25.0% [13/52 %511), TAST H8hn) (1.8% [1/56 f5iI] %} 17.3% [9/52 1), TALT
) (1.8% [1/56 B] xf 15.4% [8/52 fi1]) KO MKERA | (5.4% [3/56 #i] xF 13.5% [7/52 1)
ORBENEL 7T ERHIV =0 T X =T TEN -T2, ROBEREENE N TmEHELFESR
G, WREE DIZAERIRET TR LR, MIERs L OB (50.0% [28/56 f51l] %} 32.7% [17/52
Bl THY, mbHEL<HREINIEARTET TMEEMER) (44.6% [25/56 ] % 19.2% [10/52
#]) Thotz, I ERHETHRE SNEREICE-T-AEFSRIL, AT RUEMMZESR] 2
265 (3.6%) I SIS 16 (1.8%) TOHRETH-T,

MVIL Ze4tk (A EoEES) (BT 23E 8. RIEH &XEHBIRIER A BURE K OB R R
MR % 2252,

(F&®)

7T R PRERR L F S T ARRER (1199.247 3BR2) 2B\ T, =T ¥ =7FEICBIT 5 FVC O
EREARITT 7 B R & AN TREFIICAEIZ/NE <, HRCT T UIP BRRE(b /N7 — o D32
LNBDEMTHRBEOREENE LN, BESIIC LV EEMENHR Iz, F72, timeto event D
FHMEEE T, = T4 =T L VR CEZETOHRRICEROH DT U R LA X2 FHHIH S
N, =T F =70 PF-ILD OHEFT 2T 2 Z LR ENTZ, EBIT, =T HF =751 LY,
FHSRE DR R 7 4 v FMEDBND & & BT, BEOHRER THENRD b,
=T =T EETCIL AN AFEFRL, HBEE) BT 5F% (F#, Eo, EH) <
HY, IFEAEPRENIHEECHoTZ, T, HFEEREEFORHESIZI=0T X =T8OI
IMWEMOTN, 1FEAENLEZR L BEIET B0, REREOHRN, JE TP X v EE L,
PF-ILD BECTH LN = T X =T ORENET 0 7 7 A WL, SALTFHETH B ) SUTRHEEE T4
CAHELEOATHY, WRMICIELE 5B EOBRAITAE Cero T,

PLEX Y, PFILD BFIZRT A= T X =T OREIE, XX 7 4 v bR U AT % ERISH MR
BCTHHI ENREINT,
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V. BRICBd S HA

2) REMHER
IPF (438 Mt AESE)

2 DO I AHFUER (1199.30 AR M O 1199.31 548%) , 2 SO 5 T FHEER (1199.32 38k & OF 1199.34
AER), 3 >OIFEMmMk I GRER (1199.33 3R,  1199.35 B A TN 1199.40 #lER) DOREZE A [XIZ
R L7z, 1199.33 3RBR I 1199.32 3R & O 1199.34 akBR Ofkfe 56 5588k, 1199.35 3BR1E 1199.30 7
BR Ok B 5-aBR, 1199.40 3RBR X 1199.31 iBR Ofkfc it 538 T 5, 1199.35 7R X Y 1199.40
ER DA GRS OV TR, BT MR KGRI D72 07 — Z [HER: R E TIINEE
SNTeT =2 IS BEMEDORERZ T,

11 FEER % 111 FEE5R
1199.30 35k 1199.31 Bk 1199.32 3Bk + 1199.34 7B
HELOG HAANZBITS . 5 Je V22 2k
= LA N ORI BN RE
g\ B BT == KPR o4
N Z & MMl 52 8N ISELIVZ N4 Z 2 MM, 528
IN \i/
E2H
ERTHRELERE .
#
w 1% N . N
ﬂﬁ i 1199.35 35k 1199.40 35 1199.33 35k
%% FraeX iy A0 EErIliR etk reexiun
% BT == KO0
—> HBEOKN
* vV 7 == K IEGF G
% BT == B
e sARBROBE
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V. BEIZEET 5IHH

<HARAKROAENT —4 >
5 I AR 5 5Bk (1190.33 XER) 1Y

By

1199.32 3B X 13 1199.34 3RER TIRBRIE O 52 W 5 L BRI 2 58T L7 IPF B3 2 XI5,
ST =T REYRERE L L 2 0REEZBRET D

BT YA

BILA, FEER, ZhiaxdLE, [ERRILFE, ki 5 mlik

S it ]

23 H71E 166 gk

PSES

1199.32 3 BA NI 119934 R T=0 T =7 L7 TR0 52 W% G & BFHE M 252 T L
72 IPF (838 734 Bl (=2 T X =T ki 58E - 430 B, =2 7 X =7 &L 58 : 304 1)

BTk

1199.32 3B 1 119934 5 BRIE TR =0 7 ¥ =7 I 7 78R 150 mg #H 5 SN TV BHFIC
i, =74 =7150mg % 1 B 2 BIFEOH S, 1199.32 FRER T 1199.34 SBRFE i FIHE L, #%
THRHZ =0T X =T X7 78R 100mg 2G5 INTWZEBHEITIE, =74 =7 100 mg XiT
150mg % 1 H 2 R AO#EE,

BHEHRIIED THE DT, BEOHBICLDHILLHPILEREIIEGE T2 ECROIKEGT 5, 22k,
150 mg 1 A 2 [ 5 CRRMD BRI CTROWGEIE, 100mg 1 B 2 [FNIIE X 1E%& 5487 % "l hE
L7,

BRLEEE

Ao (EEEHRER ; BER L), etk

BRI R
(FrantE)

RRAEHMETE H : FVC R R
192 BIZHIT D FVC ERBADRIL, =0T X =Tkt 51T 145.0 mL/AE (GEYXEESE 0 58), =
TR =T G T 119.7 mLAE (BEYERGE £ 92) Th ol

(M)

IREH MO DRI = T X = TRk G T 302 U (BEYERZE © 16.0), =0T X =7 HHH&
H#T274 7 A (FEHERE: 17.0) Tholz,

HERRII= VT X = 7GR 5 EED 98% (422 611/430 f5), =2 T X =7 HREEHED 99% (301
B304 f5]) (CHOHNT-, BELFAEFRLRITI= T X =TGR GRED 70% (300/430 #1), =27
=T HIRBEERED 68% (206/304 B1) (ZH Bz, BHEGEPIEICESTHERERTI=T X =Tk
e GHEED 40% (172/430 ), =27 X =T HHEGHED 46% (141/304 f) ITH BT,

B EL BONTEEEERIIEAED [THI T, =07 & =TGR SR TORIRIT 60.1 [0
100 A« 4, =T X =7 FIFAZEERECTCORBEIT 712 E/100 A - £ Th o7, wHFHEIAHEN
EWEEHRIRICE S - G ERRIL, EAFEO TRRMEMRHEE (FUREOE(, 17K OEL
E10) | T, =T X = TG BRED 11.9% (51/430 f4l), = > T X = T HHH B ERED 14.1% (43/304
Bl \ZH BT,

ALT } O/ Ui AST 28 EYEE BIRD 3 50l B &R LB EII =0 T X = Tk 58D 3.5%
(15/430 1), =2 T X =7 FHBBGED 6.6% (20/304 fi) ([ZAH BT,

(F&o)

=T H 2T ORENT T T 7 A MTBEOHERRBR TEON MR LRETH Y, IPF B ITx
TH=T X =T ORMBEEROBFEIRENT, =0T X =T DORMEEOEELEZ LN
HET- A EREGIIRD LN T,
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V. BFICEET 5IHH

<HENT—H >
% || R 5 R (1199.35 HEg) 0

By

1199.30 WBR A 52T L7z IPF BBE Z KRS, =07 ¥ =7 B GR O ZEMER OVLZ M E it
%

BT YA

HILAE, JEEM, Zhisdki, Hkbidk bR

S it ]

21 H[E 59 fiti gk

RES

1199.30 i 252 T L 7= IPF 34 198

BTk

1199.30 B T & [ UHEME (=074 =750mg1 H 1[5, 50mg1 H 2[E, 100mg1 H 2
MXIZ150mg1 H2[E) ® FHLLIF=0F ¥ =7 150mg 1 B 2 W& #&%0#% 5, &5HI1ZED T
6T, BEOFLIZLD2HPIESCHIEEECEE T2 ETRAKEGT 5, 708, 150mgl H 2 [H
BB CEFMEN B TRWEEANE, 100mg 1 A 2 BISEEXITHE S P& afae & Lz,

BRLEEE

HE (FEFHMEEE ; FVC OFEMBUDE), Lotk

BRI R
(Z4=fE)

SEHIREGHIRNIE 28.11 B H (GEYERZE © 18.14), FRAEIX 2718 B A TH - 7=,
HEEGIIEE D 99.0% (196/198 f5l) 1A b, BHWERIZEE D 63.1% (125/198 #i) IZH Bivie,
HELRAEFRIIEED 672% (133/198 ) I2H BN, TOEITIAREE LZFESESLTH-
77 WTEICE S TZAEFLRITHEED 29.3% (58/198 ) I[TH bz,

BHEL AONTAEELT, SRERIRSHE CIE NERYYER X OFAERAE) (72.2% [143/198 §1]),
WNT THIGEE] (66.2% [131/198 #i1), ThEkds, MRS L OWERREEE ] (62.1% [123/198 £i]1)
T, FEARGETIE TR (54.0% [107/198 f51]), THRERSVERTRRAEE (REEBORE L, TR OMEE
Zaite) ] (37.4% [74/198 f]), K& 28] (23.2% [46/198 Hl]) Th -7z, BHEEEDNL < 1LH
ERTH-T=N, BEXIPEET, =0T ¥ =7 0% R UTIEEICE v EE L, &b
BEIENEWEE G ERFGIL, (PR, el JOWHRRES) (39.9% [79/198 fil]) T, &
T EYYERL L OFAERAE] (19.2% [38/198 #il]), TLEREE] (14.1% [28/198 1) TH -7z,
FEAGE T TR MERRMEIE ) (27.8% [55/198 #1]) ORBIEIENHKRbEN-T-, EHiER TR,
TR JOGEMAB OB AEM ] 1X13 61 (6.6%) (2, TELR (&) OHEZE] 1246 (2.0%)
IZH BT,

ALT OV % AST S HYEE EIRD 3 5 LA E& R L7231 8.1% (16/198 fil) T, 2.0% (4/198
F) IZEYEME EIRO 5500 EESR L7273, Hy’s law BHEZ =T BE TV o iz,

(L)

AEFEGIIM L CTREPHXUIFILIZZVHFEERLOTH Y, IPF BF KT =0 74 =7
DEEEPHERTE T, =0T X =T ORMBEEOEELEZEZ bNLFHERAEFRIIT OGN
Rino Tz,

E) ARFOARBIN-HE - HE  @F, RANCE=r7 4 =7, 1LT1E150mg % 1 B 21[E, &« ¥R&HEIZ
BO%E+5, 2k, BEOREICEIYV=FF=7LLTI1E100mg® 1 H 2 [A#HG~EET S,
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<HARANT —4 >
5 AR 55K (1199.40 ER) 2
o 119931 B A2 T L7 HARN IPF BE A KRIZ, BAT == RURRICINA =7 % =7 150 mg
1 A2 BIEMEGEEOBFMER N2 T a7 7 A VEFHET 5
RET YA |, EEHR, SR, ik R
i BT 2= RUOGFA T T 119931 BERZET L, RBFHANRHIC D BV 7 = = Ui 5 L
T3 IPF #2320 f
R, =T A =7 150mg & 1 A 2 [ERO#E, E5HMIZED TELT, BEOFHEIC I HIELH
IERECAKTHECTROEET S, BMESLERESICIT100mg 1 H 2 BESHAEEE Lz,
PR E | AR (FEEHMmIEAE ; RER L), WA
RGN 23.92 B (FEHEfRZE ¢ 12.25), HULfiEid 28.64 A TH o7,
HEFRRITEF D 100.0% (2020 #) ([2H b, BHWERIZEED 75.0% (1520 #) IZH b7,
EERAEFRITEED 80.0% (1620 ) 1AL, TOKRITIIAREZE L-FEFHTH-
Tre WU ESTEHERRITBED 35.0% (7/20 #) iIH N7,
BbLbEL AoNT-AEELT, THREE] (90.0% [1820 #11), ®W\T PR, MEkks L O
S k| (75.0% [15/20 1), F@%E%;U‘%iﬁm (75.\0%4[15/‘20 Fl]) <, HEAFETIE TF
(42 2obE) i) (65.0% [13/20 f5111), TReFEMEMRRMERE (RIREBOE L, EITROMELZET) | (60.0% [12/20
F1), TE.L (50.0% [10/20 Fl]) THoT-,
ROLEBFFEPEVEERAERLT, [MREE, WEE X OWHRREE] (70.0% [14/20 F1]) T,
FEARGETIT TREFEMEMARMEAE | (60.0% [12/20 f]) ThH o7z, 761 (35%) IZRD LI TICE -
FAEEZIINTN G IEARGED TRREMIFRAEE] ThoT,
ALT OV SUid AST 28 BYEfE EFRD 3 LA B & 7R L= 31X 10.0% (2/20 1) T, 5.0% (1/20 f51)
IZEEYEME EFR D 5 %Ll L& 7R L7223, Hy’s law FEHEZ 7= T HRE IV oo 72,
HMEBAEE (A7 == RSO RARNIPF BEICHT D20 T A =T R EOIEE IR TE T2, =
(FLW) |TH=TORMEGOPEBLEZ CNIHZRAEFZIIRD SN2,
(5) BFE - RERIGRER
<SHENT—F >
F | HEER5HER (1199.200 FXER)
A BEJE TR EL O FREE  (Child Pugh A, B) & HHBRE™ D IZH0 5 =27 4 =7 100 mg
[ 552 BEOIRMBIRE, 202K OERME~O BB & ISR & 5 IR 5
HEBRT A v |, EER, HERE, AT REER
SOES R EERFREE B (Child Pugh A) 8 #i], W5 EEFREE MBS (Child Pugh B) 8 fil, fEEEHkERE 17 4
BEHE | =7 X =7 100 mg & HER O %552
FMEEE | = T X =T OB K O A
TREEREBR S I S TR EERFRRE  (Child Pugh A) ZH T AHEBRE O Cpay 13 2.2 15 (90%[FHEIX ] -
1.3~3.7), AUCqolZ 221% (90%EHEXE : 1.2~3.8) EH L7z, £/, HEEREEATFES (Child Pugh
B) AT DHERE TIE, EHERE ICH AT Cun 1E 7.6 % (90%[SHEXE : 4.4~13.2), AUCq.,
1L 8.7 (Q0%EFEXM : 5.7~13.1) EH L7z,
HERKE R | AEFEROREBEEISIL, Child Pugh A B£28 0% (0/8 f51), Child Pugh B #£2% 37.5% (3/8 #), fdkE
BeBRBEREN 17.6% (3/174]) T 7=, Child Pugh B REICH S EERIL, 340418 (EL 1
e, TH L, ZDFEAE L, BRI L), REREEREREC 3 B 4 4GB 2 4, TR 1,
U 1) Thotze, TRTOFFEFRIIMHYEMC IV RREBPHREDEETE RV EHEINE,
R OB L DM OBEE A FERFREHESINTZFRIT o7,

1) AFIORGRSITZNEE « R FERVERRHEE, SaPEREOEICrE S RYEIETEE, S TIERME LA Rk 5 TR
H2) AAOARBSNI-ME - AR @, BRACE=0F =7 LT1E150mg % 1 H 20, - ¥ &%IC
BO&E+ 5, 2k, BEOREICEV=FTF =L LTI1E100mg® 1 A 2 [EHEGE~EET S,
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V. BFICEET 5IHH

(6) AEMER

EABERE (—REARERE, HECAREREZ FRARELEERE), RERTRT—42
N—RFRE, HERFTRERABROAE

a) FEM TR RE (RIS (B MEmRAUEICHE O FEMEMRE) (SEhT)

BEPETRBIEIC AL O BIEMMRB DO EFE 25 L LT, AROMHEETICET 2R GREO

ZEMEORF R OAIEOEZ B LT 5,

b) FrEf I pE A (R EG)  (EATHERRME L 2 fF © MR E)  (S2hE)
HEFTPERBRME(L 2 1 5 TVEMERTR US4~ 2 ARAI O i F F2RE T 12 I8 1 2 Rl T oz et mEt
K OEIEE PR OERE 2 ARy &35,

) HEFTPERRME(L & 11 5 BB PEIGYE R (PF-ILD) BEZXRIC, =T ¥ =7 ORI 2%
a3 5 MG IR A R RER (6 T)

55 11 AHERBR 1199.247 BB Z 52 T (JRBRIEE G2 BHIF I LT\ pwny) Lz b 2 1k o
e AR (PF-ILD) BEZXMRIZ, =27 X =7 ORME O 5RO BRMER 225 R
RERSE

WEE « R OBNATREEE TICHRBR E L THEM L T2 ARER %2, KR% I RLEITE% R AR
WUV B2 T2 DO Th D,

2) RBEH L LTERFEOARXIEERELI-AE - ABROBE

IPF (38 MRS

2015 = 8 H DIEFE L [AIIRFIC, TRGBAME & U CRRIE ST RRds IR HEE FB A 2 kI & L 7Rl

FRAERE (SFFRE) 23805 L, 2023 45 HICaBAEICE T 2 &KGELE 26 T- Uiz 2 & D3k

HENTT-D, LLTF ORI S iz,

KGR BN TOBRBIEFINR LN TND Z &b, WERTE%R, —EROENIRD T —4
DEFRIND ETOMIT, RMEHZSRIHEAMEREZ EiEd 22 L2k, KA
HHEREDOERERAIET S & L big, AFlOZeEEROEIEICET ST —4 %
FHNCIE L, ARIOBEEMFRICLERELZH D &,

<KrEML ARG A (R >
HE BRI PERRHEIE I ST 5 4 7 = 7@ 7 /1 100mg + 150mg (LATF, AH|) Offi fHEEET T
DEENE R OFIEIZ DN THERRT 5,

e B VERTRRHEIE A

Tt JRRIEIT, FEREPEIRRMEE B & 3R O K E R B (ATS) RN PR

! (ERS) / AAMW G2 (JRS) /R KME¥2 (ALAT) HA RIA4 CHEL TR
WrsnizBE L3 2,

H ASE B 1000 B (22 =PEfEHT s SUERl & L)

A SE AR ST A

FRAEE O FNME T EMM | B - AR OBRGERAA A 2 DIAEKGBEIEDMRR Sh D H £ T
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V. BEIZEET 5IHH

AR - AFIORFEEIAE S 202146 A 30 B (&) £T

A FE AT SIEGII, 2017 4F 10 A 15 H & TITAKI O 5% Btk U IES X 0T
{RIEE DT RO 2 B Ll LB & 92, 2017 45 10 A 16 B LARICAFIO# 5
Z B LTIEBNZ DWW T, AKGRAIEDMEER S 4125 F T O RITIEFI B ER D ik 5,
FEMZRIE RO NTFNME L o IGAITHAEEO LA ZKIET 5,

(7) Z0ith

IPF (438 PRt AESE)

IPF BB et & U 7= [E BRI [R5 T AHGER (1199.32 5B M (Y 1199.34 58BR) D2t D HF&fif
FrizonT, ERfERzERLE "D,

Ny

(1) IPF BFE ARG L U ERSHE S N AREER (1199.32 3R & TN 1199.34 #lR) off&7 —# 1
BT 5 B OWNFR K OMEE R

2IRT 1061 BINIRBRIEOE 5 251F, 42327 78R, 638Bllc=T X =7 150mg 1 H 2
B SN, BEOKS 50 1 EBREOREZFILL, FIELEEZORIAT=T 4=
THEDIF ) DO TNCE N -T2 (7T B REE:18.9% [80/423 fil], =T X =71 : 24.5% [156/638
B, FIEOERBEHIIAHFEFLTH o7 (13.9% [59/423 1] %t 19.9% [127/638 f5l1) ,

2 OOEEREOVEEGHRIXFRETHY (FT7vREE 108 VH, =T X =78 :103 %
H), BEORKY-OEEHIL6~12 7 H (71.6% [303/423 {51 xt 65.4% [417/638 1) XixXZh
KO OF IR 12~13 B H (18.9% [80/423 #il] xf 20.2% [129/638 #il]) T -7, FHEFME
OEEITF R GREL & 0% &2 TV, =0T X =T RO 58K O &8 OV HHEIT
TR RBHCHEARTOREL, = T X =T HCHESCE G Z L2 BE ORI RGN 2
LR TS

1199.32 BB KR U 1199.34 HEBRDHET — 2 12 H T D ARE~DIRE

77 R =V T X =7 150 mg
(N=423) 1 A2 [E#E (N=638)
#5141 [A] 10.83 (2.82) 10.29 (3.37)
FEARAEED (%] 98.94 (4.47) 93.68 (11.26)
G REY [g] 97.97 (26.01) 88.60 (31.39)
150 mg 1 A 2 [B[> #5141 [A] 10.63 (2.97) 8.87 (4.11)
100 mg 1 H 2 [F O 5- W)/ [A] 3.19 (3.87) 438 (3.33)

EIE (B YE(R )

ED HEREE, BB I BRI LA O B 2 1B S F i E S HUE T S MR E (150 mg 1 A
ZE)T%EEﬁDKﬂﬁ%(Xiﬁ%*tif)&5Ltk%@%ﬁ®%f%bf%ﬁbto

H2) HMEGEIRGHHE [A] ICEEREORGE [g] 2R CTHEELE,

AARNEERIE, 21061 6055 126 fl Th-o7z, ZDHHS0HICT T &R, 76 flic=2
7&::7w0mg1aztmwaﬁémf; BEDKI 4550 1 BB S 2L, ik L7z/A
FOERITZ= T X =TI ) NI NI Em o Tz (7T vAREE22.0% [11/50 B]], => 7%
=T HE:28.9% [22/76 f51]) . FIEDELREHITAFEFZ TH o7z (18.0% [9/50 #i] *F 25.0% [19/76
B, ZhoOEEITEEEN L FETH T,
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AAR N ER O G HMIE, 778 RBETI108 WA, =0T X¥=TFTI8 WHTH-
2o BEBEORNY-OH G 6~12 T H (7T REE: 64.0% [32/50 $i]], =2 F X =T#E:73.7%
[56/76 B1), XiTZN LV HTITEW 12~13 B H (28.0% [14/50 i1 % 7.9% [6/76 #1) T
bole, =T X =7 THEMEK NRBRER 5O TR fTOn - BEORERELS, =7
A =T HEOAREBEITT 7 EREEL D 00 o 72 (98.4%%F 91.8%), Z D OMHAITEAE
&Rk Th o7,

(2) IPF FBF A x4 & U7 EFRIE R I AHEER (1199.32 3B M ) 1199.34 3BR) OffF&T —# 12
BT LEEHE LR OHELE
85 10 AH 1199.32 FRBR KL O 1199.34 RBRICHE W T, AEHRL~OEE LT, RBRERGOF
mﬂimmmlH2E~@ﬁ$#ﬁaémiv%mﬁ£$%ﬂﬂﬁbh A2 150 mg 1 H 2 [A]
WCHERT 5 Z ERFARIN TV,
&5%$ﬁbt$%@% 1%, 77 8REE (9.9%) IZHART=0 T X =78 (23.7%) TEho
Too WGEEL S, KPEOBEN 1 BOLOEEHWT CTh oz, #5-FWo RIS H—
RIZom L CWe, =07 X =7 oKk £ M, BIEH (683%) Thol,

1199.32 BEBR R U 1199.34 HEBRDHE T — 2 12 H 1T xR 5H#

7T v REE =T X =7 150 mg
(N=423) 1 H 2 [EI#E (N=638)
1 [E0L B3 5% il U 7= R 42 (9.9%) 151 (23.7%)
B 5-Hlr oG FHEEK 45 (100.0%) 199 (100.0%)
Pe B O
IPF O 2 VEH 0 (0.0%) 1 (0.5%)
EIEM 14 (31.1%) 136 (68.3%)
BITER LIS O E RS 20 (44.4%) 38 (19.1%)
Z D 11 (24.4%) 24 (12.1%)

FEFIE (FEHEIG%) SUEE (Fl1E%)
e 7 A2l A 5 HREG T OREEFIREFICRE TSI L L L,
) 113G ORI L TEEOBEB RS > 7,

WEL-BEOEIEE, 77 vREE 3.8%) IR T= T X =78 (27.9%) Trr-oiz, M
BEFOBEO E2EMIE, BWEHTh o7, BEOIAREIL, BT —&izom L Tn
7. AEEENMTONT T T v R EGEE 16 6 70 0= 7 X =7 85858 178 i+ 40 4]
T, 150 mg 1 H 2 [El~OFHEETOI, ZUTEERGEEOZNEN 1.7%K R 63% Th o7,
=T H=TEROBEOK 45 @3@«MJ%W@MW>#%%%i&ﬂbwm%1azﬁmm
BCREGEZ/RT Lz, b0, RN 28 L CBRM M AR L7oBE L ERIC
%%ﬁﬁbﬂk%ﬁﬁﬁinéo7ﬁﬁﬁﬁfm,ai#«f@%%(%%@@m@3@bbﬁ%ﬁ
HAETREEKT L,
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1199.32 BB KR U 1199.34 HBROHET -2 ITH T HBERUVBIEE

7R =T X =7 150 mg
(N=423) 1 H 2 [EI#E (N=638)
1 [BICL i U7 R 16 (3.8%) 178 (27.9%)
1ELLE 150 mg 1 H 2 [BICFEEE L85 7 (1.7%) 40 (6.3%)
P DA FHEHK 16 (100.0%) 195 (100.0%)
W EOH ™
IPF oG8 0 (0.0%) 0 (0.0%)
EIEH 14 (87.5%) 187 (95.9%)
BITER LIS DR EES 2 (12.5%) 6 (3.1%)
Z DAt 0 (0.0%) 2 (1.0%)

FEBIE (EEEIG%) SUTEE (FlE%)
1) 1 BNEEEI S L CHEEOIERR N H -7,

HAR NG EM TOH G2 Tl L7-BE OEIA1X, 77 B REET16.0% (8/50 ), => T4 =
THET 28.9% (22/76 ) Tholc, MFEGHEE S, KEDEE T 1 HOLOEGFWE TH -7z,
ST X =T RFEORE PO ERBEIEIERTH Y (hilr L72BE D 75.0% [27/36 #1]), Zi
b OMHANIRARER & R TH > 72,

£, TTRREED 2.0% (1/50 f) THEBENMTHOI, BEIXINOTXTORETIET
bole, =T X =TFTIL32.9% (25/76 ) THERBENTHLN, EEDEZ (25.0% [19/76
Bl]) TREZ1EOATHol, =0T ¥ =T HOBEO FARBIIRIERTHY (BE LR
F D 90.9% [30/33 f5111), Zi b OEMITEAER & AR TH o7z, BENMTONTIT 7 B REED
1@$0W&@:y%ﬁ:7ﬁmww¢wuﬁxlwnglazﬁmmﬁ%g#ﬁbnko_n

BHARNHZEFDOZNZEI 0.0% (0/50 ) KN 14.5% (11/76 f5l) Thote, =7 X =7 #
®$%@ﬂ4 @3WMMEWMWU)#%%%%kﬂbwmwlHzﬁwﬁﬁfﬁﬁ%%Tb
Tz ZAUE, RERHIRI A U CRIMAH B A HERE L2 B L ER ICHMENM Th - BE NS £
M@Of?tﬁﬁfm,c1#&(@%%(%m@MMMW)ﬂ%%ﬁ%f%ﬁ%&ﬁ%%?b
7o ZHOOMPIERAEER L FETH o7,

(3) IPF FBF A x4 & U7 EFRIEEZ I AHEER (1199.32 3B L ) 1199.34 3BR) OOF&T —# |
B HEFEROEL

Ky ORFIC U EOFEFRRRA LN, BEREEILT 7RI T2 T X =T
TEholz (FT7BAREE:89.6%, =T X =Tk :955%), BWEHDORBE S IZ=0 T X =7
TrE< (284%%f 71.3%), HEHILICEST-HEFZOFRBEIE S, IR T=T
F=THETEN o7z (13.0%%F 19.3%) , BERAEFROBBEIS TW L1 THH L Tz,
LB ST HEREGZORBAENEIT T 7RI T=0 T X =T TR o2 (7.3%%)
5.8%)

My
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V. BRICBd S HA

1199.32 SHEBR R U 1199.34 HBROHBET — 2 ITHE T2 FEERDEN

7T v REE =T X =7 150 mg

(N=423) 1 H 2 [EI#E (N=638)
HERS 379 (89.6%) 609 (95.5%)
EEOHEES 99 (23.4%) 174 (27.3%)
&lEH 120 (28.4%) 455 (71.3%)
BEPINCE - -G EES 55 (13.0%) 123 (19.3%)
HELRFEER 127 (30.0%) 194 (30.4%)
HEICE->T-HEER 31 (7.3%) 37 (5.8%)

TEBIEL (FEELEI G %)

AAR N ER TIEIRET LU EOFEEGRA LI (77 BAREE : 94.0% [47/50 ], =
TH=TRE 0 98.7% [75/76 Bi]), BUWERORBEISIX, 77 BRI T=0 T X =T N5
molz (36.0% [18/50 1511 %t 86.8% [66/76 1511]), & G-HILICE STEAFFRROFHAE GG T Tk
PR AR T T X =T CEh -T2 (18.0% [9/50 Bl %t 25.0% [19/76 fil]), EERAES
GORBESIIHAECRIEE TH Y (42.0% [21/50 Bi]] % 43.4% [33/76 1), HTICE-T-HE
HLORBEGITT 7 BRI R T T X =T RETR? > 72 (6.0% [3/50 1] xt1.3% [1/76
Bill),

(4) IPF FBF A x5 & U7 ERRIEE I AREER (1199.32 3B L O 1199.34 3BR) OfF&T —# 1
B EEGEHRILICESTHEES
BB OBR G ILICE > EAEFEFROFBUAFNEGIE, 78R8 (13.0%) (X T=vT74 =7
B (193%) TENoT, =T X =T CEEHRILICE - 2R A EFEFGUIRERIRGED 18
IEREE ] BT A LOTHY, T RRBETIISERNRDEO MRS, MERR L OMEhRmmE
BT HAAEFRNRERIEOELRBEHTH ST,

119932 B R U 1199.34 KB DHET —FICHEWVWTERET 2% U EDEFIZA DN 5H1E
[CE--BEEZR

N ; - 7T BN =T X =7 150 m

A5 E BN SHRIEAS (N=423)E$ 1 B 2 [[lEE (N=638)g
BeHPIbICE - - EESL 55 (13.0%) 123 (19.3%)
H Ik 5 (1.2%) 47 (7.4%)
T 1 (0.2%) 28 (4.4%)
L 0 (0.0%) 13 (2.0%)
e, MOERds K OVEhmRE 28 (6.6%) 20 (3.1%)
PR AR A ™ 21 (5.0%) 13 (2.0%)

TEBIE (GEEEIE %)
) FREOEL, #TRUOEELED

HANEYECBWTERIEOR G ILICE > AEFRORBAEAL, 78R
ST R T RETCE o T (FTEREE - 18.0% [9/50 ], =7 % =7H 25.0% [19/76 fi]).

BHEPILCESTEAEFERD O L, =0 T X =THTORAREN T 7 BRI D b 5%LL E&ma
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V. BEIZEET 5IHH

STEHREFRGIL, SEMNRSEINCH L & T LU ERE] (0.0% [0/50 1] xt5.3% [4/76
1) T, EREATEZ [BRKBEE] Thoto, 77 B RBETIIWENRDED 1Mk, Wi
FOMERREE ) SRS PIEOERHEBETHY, T RRHCHRT, =0T X =T TENI -2
(16.0% [8/50 Bi] xt2.6% [2/76 Bil]),

(5) IPF FBF A x4 & U7 EIFRIE R I AHEER (1199.32 3B L ) 1199.34 3BR) OfOF&T —# 1
B DK EICE T A EFR
KGRI EBICE > T EFRORBAERIT T T REET05%, =T X =T TI158%ThH
Sl WEMNKSBEINCA T T X =T HTREICE - ERAFEFRT (HHEE] <, &
LENSTEAGEL [TH) Tholz, =V T X =T HTALNZREBICEST-ZOMOFER
B3, RO RFICEET 2O T, ZIOIFEERIRSEO THRMAEE] (1.9% [12/638 4i])
L THFARERFEEE ] (0.9% [6/638 f51]) & LT snrz,

1199.32 B R UL 1199.34 R DHET — R ICEVWTEKRET1%EZBADBEICH DNT-KEEN
BBEICE--FEEEZ

BRI AT Creay | Ln oo ey
KIEH R R E - - EE S 2 (0.5%) 101 (15.8%)

B IEkEE 0 (0.0%) 82 (12.9%)
T 0 (0.0%) 68 (10.7%)
L 0 (0.0%) 11 (1.7%)

Mg 0 (0.0%) 7 (1.1%)

TEBIE (GEBLEI G %)

H AR NN BV TRBERI R EIC R - - B ERLORBLEIG L, 77 B REET 0.0% (0/50
B, =T H=TRET 132% (10/76 f5l) Thotz, =v T X =T HTHEICEST-HEFHO
2 Bl bIBLEIA Dm0 o T2 HAGEIL TFH) (7.9% [6/76 #i]) ThH bV, Zofh [FRE R )

(3.9% [3/76 1) J O T&AKMHER) (1.3% [1/76 #i]) ThH -7,

(6) IPF FBF A x5 & U7 EIFRIEEZE I AHEER (1199.32 3B ) 1199.34 3BR) OffF&T —# 12
B LEERAERES

HERAEFS FHCIESTAEFLEET) ORREGIE, WG CRRELZ 72 (7
T2 REE30.0%, = T X =T :304%), 7T ERBECHAR T T X =T CRAES N E
Mo T RRE RIS, THIBREE] (1.7% [7/423 6] %t 3.0% [19/638 #i1), [EiAEMEl (0.5%
[2/423 BiI] %t 1.3% [8/638 Bil1), [HiE#RE L OFEAHAREkRREE | (0.9% [4/423 111 *F 1.3% [8/638
B1), THFAERFEEE ) (0.2% [1/423 B *F 1.1% [7/638 f511]) T -7z, FHEAFER THRHEL &
ONT-HE LA EFRIT FRMEMBHEE] CF 7 BRBECE o7 (9.2%%f 6.6%) .
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V. BRICBd S HA

1199.32 B R U 119934 HBRDHET —FITEVWTEKRET 2% BA L BEICHADN-EEL
BFEER

. ; - 77 R =T HX=7150m

R EA T (N=423)Ei | A 2 [ERE (N=638)g
EEDAERS 127 (30.0%) 194 (30.4%)
MR, HELES & OVithR R 61 (14.4%) 77 (12.1%)
IR AR AE ™ 39 (9.2%) 42 (6.6%)
Jiti 8 1L 9 (2.1%) 11 (1.7%)
JRYSRE R X OV A BUE 36 (8.5%) 54 (8.5%)
Jifige 16 (3.8%) 23 (3.6%)

TEBIEL (FEELEI G %)
) FREOEL, EITRHEEE G

AARNHSEFCTAHA LN EE LA EFROBHEGIIME S CRRE Ch -7 (78R
BE 2 42.0% [21/50 1], => 7 Z=7Hf : 43.4% [33/76 Hl]), Fb %< HE SN2 E IR HE
ik, TRERES, FElE L OWERRREE ) (28.0% [14/50 511 xt 17.1% [13/76 #i11), EGMER X 0%
AEHSE] (14.0% [7/50 6] %F 13.2% [10/76 1), TR, M X OGEMAH OB AW (2.0% [1/50
B % 7.9% [6/76 B1]) THo7-, TEME, BEMER X OREHAHOFAEY | ORBEEI G IR 7
RN B BN Z L Z2RE, BAANBOERA TALN-EERAEERITIAMEN EFHI LT
W, BERITTO TEM, BB KOGEMAH OB AY | ORBEGILT T R HE 3.5% (15/423
), =T X =TR28% (18/638 #l) ThH -7z,

(7) IPF FBF A x4 & L7 EFRIE M I AREER (1199.32 3B L O 1199.34 3BR) OffF&T —# 1
B CICE-T-HEER
HTICE ST EFRORBEAL, 7T R T=0 T A =T TRI -2 (F7E
REE73%, =T X =78 5.8%), ZAUITICEEBIRSHEO T g, MEhds X OMEhm R E
(5.2%%t 3.6%) O DO ) (1.4%%F 0.5%) OWEEOFRBEIG OZEICER T 5, FEAFER]T
R ZL HONTHTICE ST HEFLIL TRERMEMHMEE] ©, ZORIAFSITT 7 AR
BRT=0 7 X =TT o7 (3.8%%1 2.8%) .
HCICESTEHAEFZO O L, WEINRSED TRME, EEROFHEMAHOHAEY) 1%, =
THE=TEED 56 (0.8%) ([ZIABNTEN, TTRREEZIIAON o7, THHDOEEDH B
N2 T A THEMCEET 25 13 o7, WTFROBRE L, BIER L IZHET ST
W, 5BID DB 3 EIEAIE CH o7, 3BITVTRER—R T A U TSRS Th -T2,
BETREELELT, 6T — X DEE2IRD 10.6% (112/1061 1) (77 2 REE : 11.6% [49/423
Bll, =T X =T :99% [63/638 #il]) T, FWEHIRDED TR, HEHI X OFEMA O
W) ITRT DRBBRR—AT A VRHCHE STV e, SERIRGEO TR, B X O
MIRHAOH A ) [ZHB SN AEFROLRNRFBEEGIT, 77 R IcR=0T X =7
BECIRD o7z (4.3% [18/423 Bil] %F 3.6% [23/638 fiil]), 7=, ZOEERIKEIZET 2 EER
BEFROBBEEL T 7R R = T X =T TR -7 (3.5% [15/423 #1] %t 2.8%
[18/638 f5111).,
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V. BRICBd S HA

IPF BT, B (BRC, i) ORBERAFEVZ RO TS, =T X =7 OIEH
FaEBERDHE, =T X =T P EE O A RET 5 TR E B X b, 7,
IifE o BRI A BT ALY, =0 T X =T TR INTRTICEST2HEMIL, 7% Ak
DOFE S CRFIEE L T2 AIREER B,

1199.32 BB R U 1199.34 HEBOHET —ZITEVWTEARET 2L EIZALGNERTIZE ST
FEER

BRI AT Ty | Lo e
NI E-T-HERS 31 (7.3%) 37 (5.8%)
MR, HELES & OMithR R 22 (5.2%) 23 (3.6%)
IR AR AE ™ 16 (3.8%) 18 (2.8%)
R N4 2 (0.5%) 2 (0.3%)
JRYSE R X OV A BUE 6 (1.4%) 7 (1.1%)
fii & 2 (0.5%) 5 (0.8%)
KOB Y 2 (0.5%) 1 (0.2%)
B, EHd JOSEMRAOH AW
BB L O ) — 7 %510 0 (00%) 5 (08%)
Jiti D FEALE T AE ) 0 (0.0%) 2 (0.3%)
LM 6 (1.4%) 3 (0.5%)
Wiy E 1 (0.2%) 2 (0.3%)
N 2 (0.5%) 0 (0.0%)

TEBIEL (FEELEI G %)
) FREOEL, EITRHEEE G

HARNEDEM THTICE > T2AEERITT T, Ik, WEis X OWEREE] (78R
BE6.0% [3/5001], => T X=T%:13% [1/776 5]]) Th o=, T XTREWER L ITHM Sz
Mo T,

(8) IPF FBF A x5 & L7 EFRIGEZ M AHEER (1199.32 3Bk L ) 1199.34 3BR) OffF&T —# 1
B EAERR

1) T

THIOFRBEEIA X, 77 RN 18.4% (78/423 #), =T X =TRED 62.4% (398/638 H)
Thole, THIDIZEAEDPREXIIFEE THST-, ZNHD I HLOKBIIIRIEHTH- -
(7T R 59.0%, =T X =Tk :85.7%), NHINHONTBEDI =T X =TRD 4
D3 LLE (78.6%) IXIRBRIEDO KGRI E UIH LA LT L Lie o 7o, 14.3%I KR 7235
BERARLNER, Pk LBEORS K -7, BEERAERSE LTHE S TR 72
< (1.3%%F 0.5%), FETICE -T2 FHOHRE TR h->72,
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V. BRICBd S HA

1199.32 HER R U 1199.34 HBRDHET— R ITH T 5 THDERN

e e =T =T
7T ERE 150 mg 1 A 2 [El#
D &b 1 EPLED TR A2 L mEsY 78 (100.0%) 398 (100.0%)
TFIESE
(35S 60 (76.9%) 226 (56.8%)
R 16 (20.5%) 150 (37.7%)
EE () 2 (2.6%) 21 (5.3%)
RV 46 (59.0%) 341 (85.7%)
TRBRIE DAL E
TR T o kY 77 (98.7%) 313 (78.6%)
TR AGEHY 72 D 0 (0.0%) 57 (14.3%)
TR AgE) 7 P - Hp Ik 1 (1.3%) 28 (7.0%)
B TR 1 (1.3%) 2 (0.5%)
FEIICE 7= T 0 (0.0%) 0 (0.0%)
N - i 1 (1.3%) 2 (0.5%)

FEBIE (FEBLEI G %)

D) EATE THR) S S8

H2) =7 =780 16 (03%) 1ZFREBERIAH
T 3) TRBED l O — Wil Za il i 2 & T

=T A TREC RN LNTZEBED H B 44.0% (175/398 ) (%GB0 1 7 H LA
FHIDOWIFE NI 5 LT B 5BRAED D 3 1 H LLNIC W13 3 2 B AL 7= R DEIAIE 67.1% Tl - 7+,
=2 T X =TREO TR E TOHIM O P RAEIT 148 A ThH o7z,

T

2 \ o= Sy
= " .‘...ﬂw" . TR

| 00w o- o 0o 09
A "\. wwm— b OB - 00 000 @ O O & 9
ﬁ\; " . oe
o
®ow ™.
1 Sa
™ S .
g . =VFH=T
5 %0 T, N
ra —— 150 mg 1 A 2 [F1#
40 Oy
P e > o amn. &
5o e o —
AJ
'XH&, 20
oy
o
T oo e
Hard 1 500nd
o ;’) &0 20 ‘.:‘f 1:\0 H-!.‘J :ro .“(. D;(\ v;r- 3 0 0
—— HEFSLE LT FROPTEE TOMM (A7)
Placebo 423 s 61 »y a7 340 e n 34 304 200 203
Nint 1 50bid 638 462 401 345 08 86 255 m2 F2il bl "w 180 108

1199.32 FHER KR U 1199.34 HERDHET— 2 ZH TS5 THDHFE TDHIMAE
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V. BRICBd S HA

H AN TO FRIOFEIEIAIL, 77 BREED 18.0% (9/50 #1]), =2 T X =7 FEM 75.0%
(57/76 #) Toholz, FHRNTT N TEESUITHE T, &E (EE) O FRIIA LIRS T,
ZDHIBLTTRREED 55.6% (59 #) M OR=2T X =TFED 89.5% (51/57 #i) TEIVEM & Hlkr
ENTc, THIRAONIZBED Y L= T X =T RO 8.8% (5/57 ) TIRERILD K fpirt) 7o n
TR, Pk LBEOEIEIT3.5% (/57 6]) LRI ol, EEAEFSLE L TRESN
7= TR 72 o7,

ST H =TT TIRANALNTZEBED I D 45.6% (26/57 B) THEEBIMENS 1 7 AUNICT
FIOWFR DTz, #ERGS 3 A LUNIZ TROPFERA L BEDOEIEIX 61.4% ThH
S, =T X =TREO THIOPFEE TOWBOFIEIL 102 BRI TH 7223, 778 AREETIE
HEFRRECTH T2,

2) L

LORBEIGE, 77 8RN 6.6% (28/423 i), =17 X =T HEN 24.5% (156/638 f5l) T
Bbolo, BLORPITREIIFHEETH T2, 209 LRIER &l S - BLiL > 7 2 R i
D 67.9%, =2 T X =T RED 78.2% T o 1o, BT L THRIED T O BF OFIG 1T - 72,
BELDRRLNTZRED ) Hb=U T X =T HED 5.1% TIHRBIEO K2R ZTTV, TRBREO &S
FIX83% Thole, EERAFTHEG L L THEINE LT RIPoT,

1199.32 HER R U 1199.34 HBRDHET— R 1B T HBLDERN

S =T =T
7T ERE 150 mg 1 F 2 [E1#
D &b 1 EPL EOBEL AR L mEEY 28 (100.0%) 156 (100.0%)
HEE
(35S 26 (92.9%) 116 (74.4%)
Hp A 2 (7.1%) 38 (24.4%)
& 0 (0.0%) 2 (1.3%)
EIEH 19 (67.9%) 122 (78.2%)
TRBRFE DAL
PRSI G PR 28 (100.0%) 135 (86.5%)
IR AGEHY 72 DR 0 (0.0%) 8 (5.1%)
TR AgEr) 7 P - Ik 0 (0.0%) 13 (8.3%)
HEELD 0 (0.0%) 0 (0.0%)
BT - - 0 (0.0%) 0 (0.0%)
APtz 22 U 7= Bl 0 (0.0%) 0 (0.0%)

JEFIEL (RBEEIE%)
D) EAGE THLL) NG sz
E2) ROk O el R A St

SUTF A TR CELERDIEZD S B 60.9% (95/156 ) T, BEBEAHS 14 H NI
BELOYPENA ST, ELOYFE E COYM O P IREITHERFETH - 72,
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V. BFICEET 5IHH

3) Mg

Wt OFBEIGIL, 77 B AR 2.6% (11/423 f5)), =27 X =T F 11.6% (74/638 f5]) T
STz, WRMDORAETHESUIPEE TH o2, 205 HRIEM &l S uzimtlx, 77 B RRE
M A55%, =T H=TEEN 60.8% CThH o7z, =T X =T O BE O RN RUE T 5 % ikt
L7co WRHERARONTBED S b =0T X =T RED 6.8%MRERIED KGRI R EZ TV, TRERIK
OFGFIEIL 68% Th -T2, =0T X =T D 1 FICHLNIZIREIZABRICE Y, EERAESR
Gl L THEINT,

1199.32 HER R U 1199.34 RO HET— R ITH T HIBHDER

e e =T =T
7T ERE 150 mg 1 F 2 [El#
e b 1 EILL EOEH:Z 5B L 72 gt 11 (100.0%) 74 (100.0%)
HEE
(35S 9 (81.8%) 49 (66.2%)
Hp A 2 (18.2%) 21 (28.4%)
& 0 (0.0%) 4 (5.4%)
EIEH 5 (45.5%) 45 (60.8%)
TRBRFE DALE
IEA= S St e tllon - as M 11 (100.0%) 64 (86.5%)
IR AGEHY 72 DR 0 (0.0%) 5 (6.8%)
TR AgE) 7 P - Ik 0 (0.0%) 5 (6.8%)
T RN M 0 (0.0%) 1 (1.4%)
BT - @ 0 (0.0%) 0 (0.0%)
APt a2 L 72 Ig 0 (0.0%) 1 (1.4%)

FEBIE (FEBLEI G %)
D) FATE TErk) 23H0E S8
TE2) TRBED Pl e O — R 2l i 2 & T

=T X =T RETCIRMEN A DT BE ORI (47.3% [35/74 f1]) THREBLBNS 1 7 H UKW
WZNEMEDWIFEN I DT, BHBEE D 3 7 A UNIZIRM-OWIFE N I 572 BE OEIEIE 74.3%
Thot, RO E TCOHBOFIEIIHEE RETH - 7=,

4)  BAEGR

BARBOEDORHEIEL, 7T B RN 5.7% (24/423 1)), =2 T X =TEEN 10.7% (68/638 Hi)
Thote, =V T H=THTHLNIERHFBERIZT R TREIFEETH-72, TD ) HLEWE
&M S - ARABORIX, 7T B REEN 54.2%, =0T X =T REN 79.4% T > 7o, BEBLEN
HONTBED I H=0 T X =T HED 5.9% CIRBRIEO KR 2 HEZ 1TV, RBRIEOR G- 11X
132%Thote, =T X=THO1HICAHALNT-RBIRIIEE A FELE L THEIN,
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V. BRICBd S HA

1199.32 BEBR R U 1199.34 HEBRDHET — 2 1T H 1T HBMBRDER

e e =T =T
7T ERE 150 mg 1 A 2 [E1#
Wi &b 1 EILL EOBBGRE REL L BT 24 (100.0%) 68 (100.0%)
FEREFE
(35S 20 (83.3%) 47 (69.1%)
Hp A 3 (12.5%) 21 (30.9%)
& 1 (4.2%) 0 (0.0%)
EIEH 13 (54.2%) 54 (79.4%)
TRBRFE DALE
IEA S St tllon - as M 23 (95.8%) 55 (80.9%)
FRAGER) 70 I i 0 (0.0%) 4 (5.9%)
AR 7 G-k 1 (4.2%) 9 (13.2%)
T 72 RAIEER 1 (4.2%) 1 (1.5%)
FETTITE - 1= AR 0 (0.0%) 0 (0.0%)
NS Oy e X B 1 (4.2%) 1 (1.5%)

FEBIE (FEBLEI G %)
FED) AR TRAKBOR) 23y Shic B
TE2) TRBED il B O — i) Za i 2 & T

SUTF R = TRECRMRBUENR R LN EBED I L, 36.8% (25/68 i) THEBRLAHE 1 4 H LA
\ZEBBORDFIFE N B AL, BHBME%E 6 B HLLINICEBIBIR D HIFE N A b L7 B OEIG X
75.0% (51/68 f5) T o7z,

5) REBD

RERD ORBEIGIL, 772 REEN 3.5% (15423 ), => T X =7FEN 9.7% (62/638 1)
Tholz, 205 LEIWER &l SV ARERDIE, 77 B REED 33.3%, =2 7 X =7 HEN 58.1%
Thotlz, KEBONHRONTEED ) b= T X =T HEO 4.8% TIHRBRIE DK 2R Z1T\),
BBEOBGHIEX9.7% ThoTe, =V TH=THO 1 FINABEL, BEELRAEFSEHESN
77
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V. BRICBd S HA

1199.32 BB R U 1199.34 HEBROHET — 2 ITH T HARER LD DER

e e =T =T
7T ERE 150 mg 1 A 2 [E1#
W7 b 1 EILL EORER/D 2R L RETD 15 (100.0%) 62 (100.0%)
HEE
(35S 8 (53.3%) 39 (62.9%)
Hp A 7 (46.7%) 22 (35.5%)
& 0 (0.0%) 1 (1.6%)
EIEH 5 (33.3%) 36 (58.1%)
TRBRFE DALE
IEA S St tllon - as M 13 (86.7%) 53 (85.5%)
IR AGEHY 72 D 1 (6.7%) 3 (4.8%)
AR 7 G-k 1 (6.7%) 6 (9.7%)
T /2R ERD 1 (6.7%) 1 (1.6%)
ST > T AR D 0 (0.0%) 0 (0.0%)
N YN Y 0 (0.0%) 1 (1.6%)

FEBIE (FEBLEI G %)
D) EARE MAERD ) 3G S BE
TE2) TRBED il B O — i) Za i 2 & T

(REJRD OIS AT RO LTV D & 9 Thotz, KREED O¥%E £ ORI
O FREIHEERRETH -T2, REOBVIZI T T ALY =0 T X =T HTHEETHY, 528
MR GHZDON—2A T A e O E (FRE) 1377 B ARFET-14 (-1.0) kg, =T ¥ =
TRET-3.1 (-2.8) kg ThoTz,

6) MTRERERAME L O E Y LB ME

N—=Z2 T A VIFICIEFETH > TR Al (7 7=73/ 727 =7 —F [ALT],
TARTGX T I ) N7 A7 2T —8 [AST], 7V AV KRAT 7 X —E [ALP], y-GTP) K&
UM B UL e v RN e G IC R 2 B 2 - B OBIAIE, 77 RBL Y =T 4 =T
DIFI NS InoTz, BEORPL, HHKTRETICERLE (bbb, EMEGFHNOMIC
RoTz) MALT (77 2REE :3.4%, =27 X =78 :44%), AST (1.7%%f 5.0%), ALP (2.7%
Xt 3.4%) MO y-GTP (4.9%%f 14.1%) DGR FRMOMIZOWT, EHEFHPHZ B X TWZBH O
HART T ERBRLY =0T X =T HOIE I NS T2,

=T X = TR Hy's law 235 5 B (ALT KO/ X% AST 28 IE% ERRED 3 524 Eif
NZ ALT KTV UE AST OHEAIS 30 BUNIZE U L E VRN IES ERIED 2 L4 F) 13450
ol
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V. BEIZEET 5IHH

1199.32 HEE R U 1199.34 HEBOHET —RICEVWTAR—R 54 URFICEEGHFENICH > F-FEE
RRUVBEYILEVMEAREHRPAR VO GR TRICEEGREEA TEILL-BE

N2 T A VBRI ERE

FEHIH I FEHETRHIC
JEMEGLPH 248 X 7 R JEMEGLPH 248 X 7 R

e = TH=T e e =T =T

77 e 150 mg 1 Eleﬁlﬁ% 77 EwE 150 mg 1 H 2 [A1#f
ALT 30/416 (7.2%) 169/620 (27.3%) 14/416 (3.4%) 27/620 (4.4%)
AST 22/418 (5.3%) 134/625 (21.4%) 7/418 (1.7%) 31/625 (5.0%)
ALP 28/412 (6.8%) 94/615 (15.3%) 11/412 (2.7%) 21/615 (3.4%)
y-GTP 40/386 (10.4%) | 225/574 (39.2%) 19/386 (4.9%) 81/574 (14.1%)
Beyrey 22/413 (5.3%) 48/621 (7.7%) 8/413 (1.9%) 13/621 (2.1%)

FEBIE N — A T A B ERIERIPHN T - 7o 8 (EHREIE%)
WN—=B T —=VFER=A T A VLA R T A —Z PREERITFAN TH > 72 BE IS,

1199.32 BB K U 1199.34 HEBOHET —RICEVTHERXIEE Y IILEVOEREBE LEROEHK
TONT T~

7T AR =V T X =7 150 mg
(N=423) 1 H 2 [E#E (N=638)

ALT fe Kl

>3 ULN 3 (0.7%) 28 (4.4%)

>5 ULN 0 (0.0%) 10 (1.6%)

>8 ULN 0 (0.0%) 4 (0.6%)
AST B KfE

>3 ULN 1 (0.2%) 21 (3.3%)

>5 ULN 1 (0.2%) 8 (1.3%)

>8 ULN 1 (0.2%) 4 (0.6%)
AST KO/ X% ALT fe KAE

>3 ULN 3 (0.7%) 32 (5.0%)

>5 ULN 1 (0.2%) 14 (2.2%)

>8 ULN 1 (0.2%) 5 (0.8%)
e U e v KiE>2 ULN 2 (0.5%) 3 (0.5%)

N >

’;Lg /Efgf ;ﬁ&ST 23 ULN, 1 (0.2%) 0 (0.0%)

JEGIEL (EELEIE%), ULN : IEHHE LR
ME VL E I AST XX ALT O8I0 5 30 HLLN OB L Lz,

ALT OV X% AST 3 IEH ERRED 3 5L E&2 R LT BFE S (=07 X =7 Tl 32 ) 2
Dipinololz®, P E TOMBOPIMEZEFH T2 Z LIXTERNo70D, FFEDORERIZER
T2 LR EMIOE s THEICOELDNAEM ThH o7z, =T X =T7HETALT KT/ X
AST WNIER EFRED 5 5L LD ERANRAZLNT-EBE T 14 ] 22%) Thoto, EHOREAITRR
R 040 LT,

BANEERIZBNT, X—2 T 4 VRHZIEFE CTh - 7o ITHEREMR AN (ALT, AST, ALP,
y-GTP) KUY B U LB NG I I R EFHH 2 B 2 - RE ORISR, V7RI =T
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V. BFICEET 5IHH

H=THEDIZ O NBEnole, BEORYE, BEKTRECTIZERLE (T72bb, AEHH
WOMEIZE>72) 23, AST (77 EAREE : 4.0% [2/50 Bl], =T X =T7H:69% [5/72 #il]) Kk
O y-GTP (6.8% [3/44 f] %F 21.7% [15/69 fil]) 1ZFBWT, Fei&tmafins SLuERiPH 28 2 7 B
DENGIZT T RBELY =0 F X =T REDIT I 3% 0 o 7=,

HARNHSEMATOBE XTIV LV E L OEFE EROGESTODT ) —BIlfENT T, AT
BE EH 2R T BB OEIA KR OZ ORE T AL & A ARNBYER CTREECTH o 72,

1199.32 FABR R U 1199.34 B DHET—RICEFTE2EARARBREHATORN—R T 1 VEFICE%E
HENICH > FERRVREVILE VENRSHFPICREHRZBZ TEILL-ES

c e =T X =7 150 mg
77 'R \
7R 1 B 2 g
ALT 4/50 (8.0%) 30/71 (42.3%)
AST 4/50 (8.0%) 26/72 (36.1%)
ALP 5/50 (10.0%) 19/72 (26.4%)
_GTP 5/44 (11.4%) 37/69 (53.6%)
¥
@ruLey 0/50 (0.0%) 273 (2.7%)

JEGIE/ N — 2 T A VRN TH - T2 BE . RHEIE%)
R U T —=DERN—RT A VIR NT A —Z PN IUER N T - T BEEIC IS,

1199.32 FHER R U 1199.34 HERDHET—RICH T HEBERABIEKEATORFBERXIEIEYILEY
DEFEBEROERH TI ) —TOERNT

7T v REE =T X =7 150 mg
(N=50) 1 A 2 [#E (N=76)

ALT fe Kl

>3 ULN 0 (0.0%) 4 (5.3%)

>5 ULN 0 (0.0%) 2 (2.6%)

>8 ULN 0 (0.0%) 0 (0.0%)
AST fe KfE

>3 ULN 0 (0.0%) 4 (5.3%)

>5 ULN 0 (0.0%) 1 (1.3%)

>8 ULN 0 (0.0%) 0 (0.0%)
AST BV Xid ALT F KAl

>3 ULN 0 (0.0%) 5 (6.6%)

>5 ULN 0 (0.0%) 3 (3.9%)

>8 ULN 0 (0.0%) 0 (0.0%)
eV L E U RKfE>2 ULN 0 (0.0%) 0 (0.0%)
ALT KOV, X% AST >3 ULN,
v UL E > ULN KT 0 (0.0%) 0 (0.0%)
ALP <2 ULN

JEGIE (FEELEIE%), ULN : IEHHE LR
BEUILE UHIINE AST XUX ALT @ EH205 30 HURN O3B & L=,
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V. BEIZEET 5IHH

(9) IPF BF x5 & U7 EFRIL RS I AHRER (1199.32 35 & O 1199.34 3BR) OfF&T —# 12
BIHERTREFEFER

AERGCET DR RN 2 56T 2 B D & LT, MedDRA ¥R (SMQ) ™ KL U
BRZEH 7 TV — (SSC) ZHWH LN UHEDT TEH TR HFEHES (AESD | ~ONMHEEIT
572, SSC X MedDRA HEAGEE 7 /L— 7t L TIERL L7, AESLIZ X D f#HT TlE, MedDRA D%
AFE L~V TOMIZ K 2 Rk & Lo/ Nl 28T 2 2 L2k v, BLod dRIE-HORME
Z L AFERNCIH BN T D 2 LN TE S, AESI OfENTTIX, =0 T X =7 OR[REMED & 2 FIE
M, VEGFR 1 v > % —BHEAOEIEN R TAZT7 =7 b, KOZOMOBELO LD
BEFELR (DA R E) IZESEH T,

1) JHFEESR b5 K OV Mk B e PR i

AESI & UCHE L TiFEER B5 (SSO) ) X7 78 RBEL Y =0 T X =T TE AN
(77 BREE:2.6% [11/423 Bi], =27 X =7 HF : 13.6% [87/638 #il]), = D7EI%E, y-GTP, ALT,
AST, ALP O EBIH T Dk~ REAGEICL DL O Th o7, WERMICKERZE 2%) 2
BT DI Ty-GTP HN) (1.4% [6/423 f511] %F 3.8% [24/638 f511]1), THFEERE 51 (0.5% [2/423
B % 3.3% [21/638 $5111), TALT #9411 (0.2% [1/423 #1] %F 3.1% [20/638 #11), [FFHERES 1 (0.2%
[1/423 511 %F2.7% [17/638 f51l]) K OY TAST #4001 (0.2% [1/423 %] xf2.5% [16/638 f5l]) T&
o>f, BEEZ TFEESRE A (SSC) | OIBLEIS 1T > 7= (0.2% [1/423 5111 %t 0.6% [4/638 #i]).
AESLIZE D TR R R A (SMQ) | X, Lo SMQ BlZEFR L7z, (TR
EEFAMA (SMQ) | 1213 THFEE#R LA (SSC) | K OVITHEREREE & B4 5 — Ik MFE b & £ b,
HE TIFEEEEARRE (SMQ) ) 1%, => T X =78 0.6% (4/638 #) (A bh, 77ER
BETIX 02% (1/423 %) TH o7,

7£) MedDRA ZE#EfRFZR. (Standardised MedDRA Queries : SMQ) 1%, & 5 EFH% S N/-EZAREX IR LOH 5
FEIKIC B9 5 MedDRA FIGED 7 /L—7"C, BHITEARFE L L THik SN 5, SMQ ® BiiE, Bl#ET 5
TTREMED & 2 ERPEFIL EMERE DR E L MR A BT D52 LiTh D, B ENDHFEIL, BuE, 5Bk, 2l
JEMERE, FIRFTR, BERET —%, TOMOERENREST — & 72 SICBEET 5, SMQ | Lﬂ“éﬂ}:)?%
3 SMQ THEH SN O EATEICY 75 bDDATHY, MO FREHFITT~THRI SN D,
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V. BFICEET 5IHH

2)  IMARZERIE

MRk Lo, TFFROZERS L Oute (VTE) ) KO TEkO%ER S L O (ATE) |
I% SMQ (ZH2W\ T, AESI & LTt L7, 7235, TVTE (SMQ)J & TATE (SMQ) ) % [ZEfe
BLOUFE (SMQ) | O FALIZEHEEND,

MR LOMAR (SMQ) | 1F, 7T B RBEL W =0 T X =T HTEL b (F T REE 1 2.4%
(10/423 5], =T X =T HE : 3.8% [24/638 fiil]), 12 & A EDLEITEERAFTRERL L THE
Sz (2.4% [10/423 511 %F3.1% [20/638 #il])

'VTE (SMQ) | DA EFHFZOFBENGI IR GREM TR TH o 7= (1.2%[5/423 Bl ] % 1.1%[7/638
B, —F, BEELAAERGORBEIGII= T X =T8L0 77 BREEOIE O BREhoTe (1.2%
[5/423 #1115k 0.9% [6/638 f511),

TATE (SMQ) | D& T ENTH 7203, BEEIGITAEFEFZR (0.7% [3/423 1511] xF 2.5% [16/638
1) XITEERAERL (0.7% [3/423 #1] % 2.0% [13/638 #il]) OWTFHICEB N THL =0T 4
=THEDIE D D@ o T, WHHER O ZEITFEITIEAGED DL ZE ] (0.5% [2/423 $11] % 1.1%[7/638
B]) KOt TatELEIE ] (0%%] 0.5% [3/638 #il]) ICkDdbDThoTo, EHWEH &l &7
[ATE (SMQ) ] IZ=0 T X =7RED 0.5% (3/638 #il) (2R HiT=,

ST HTRTHERFRLE L COLHEENRLELNIZBEE 10B8F 9 FIIEN—R T A 2B
TRHETA2RENBO LN TN\, TITERHED 1 HIL V=0T X =T D 2 FITHRTICE-T-
DIEENA BV, =T X =T O 2 FIZHA LN A EEFRIIENER &l S,

OO RERIT 5720, SRERSETHD DLIRESE ] & OV SMQ (233 < TR0
FE (SMQ) | ZXBRICFEE 21T o7z, [EfEOEE (SMQ) | 121X, D% (SMQ) ) KW
Mot LRE (SMQ)) NEEND, NUIEESE) KO [EiMmtELEE (SMQ) ) DFELE
A, BERMTHE L e, Mot EE (SMQ) ) ORBEIGIE, =7 ¥ =7/
HARTT TR REER @27, MLOEMMOEE (SMQ) | I SN HATET [HlE] (7
FRERBESH, =T X =TFE260), DEBIIRER) (0 Gkt 1 61), TESNRA T > MMEAL (0 #
xf 1), DeEBRZEE ] (3 BikF 5 41), Dei@hfiRsesz) (3 Fixk 2 #1), LR ST #5 FEe (0 41
xt140), DLk (3 Bk 06l CTholo, LLAMEZE (SMQ)) OREEIAIL, 2HFEHFRE (7
TR 12%, =0T X =78 2.7%) ROEERAFER (0.5%xF 1.7%) OWTNb =74
=THEDIE D BmroTehy, BECICE S TeAFFR TIIAZEILA B0 o7z (0.5%% 0.3%)
DLEZE (SMQ) | IS S V2 FEAEEIE, [TarEDEgE) (0 Bk 3 61), TLAREIE] (2 Bilxt
760, Tk LT F AR AR F—R8N) G Fixt s ), EBAREAZE] (0 Fixt 1 61), [OFE
B EE Q) (0 Bilxf141) Tholz,
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1199.32 B K U 1199.34 HBROHET — 2 ITEVWTLEETRVENEMEENA N -EE

75 R
(N=423)

=T X =7 150 mg
1 B 2[R (N=638)

LigifEE (SOC)

HEEL 45 (10.6%) 64 (10.0%)
BELEEESL 23 (5.4%) 32 (5.0%)
B e E RS 6 (1.4%) 3 (0.5%)

EmpE LR (SMQ) W
FEEL 17 (4.0%) 27 (4.2%)
EEQAERS 10 (2.4%) 15 (2.4%)
BOERY 0 EHER 2 (0.5%) 2 (0.3%)

LAEFEZE (SMQ)

HERS 5 (1.2%) 17 (2.7%)
HELRAEESER 2 (0.5%) 11 (1.7%)
B 7o HF G 1 (0.2%) 2 (0.3%)

f DR ML LB (SMQ)
HEFER 13 (3.1%) 11 (1.7%)
BELEEESL 8 (1.9%) 5 (0.8%)
BRI A ERHSR 1 (0.2%) 0 (0.0%)

REBIE (FEBEI G %)

E) DLAREZE (SMQ) ] RO Mo @itk (SMQ) 1 BNEEND

3) HLEDOZFAL

=T X =T OERMFICESL &, =0 T X =TROBEITHEIEEDOZELO Y A7 3K
THAREMER B D, LB DOZIL (SMQ) | IF=2T X =T HED 0.3% (2/638 #i) Tl i,
T B DBHE THRE SN HEATEZ, MERNRE) KO T2+ ZRRIBEE, MR Th -7,
TRCOBENEBELRAEFRLRESNL, =0T X =7 TRIEA L sz EbEo
7L (SMQ) | 1% 0.2% (1/638 ) ThH o7z, 77 AREC NHLEOZEI (SMQ) | OHE X7

Mmool
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VI. EMFEEICEEI HIEHE

1. FHRICEEDH SHILEYMRITILEYEE
@L
2. EE%EH

(1) YERERE - fERHRE 212

ST R =TEBA R UFEERTH Y, /RSN 52 B8 (PDGFR) o, P K& UMW
HMESFAIRIESEIN 752 2 (FGFR) 1, 2, 3 KOMILE NN 7% A4 (VEGFR) DO&ZEIRIC
BWT, 77730 5-=U g (ATP) #5GA7 v b &AW ST 21K e o dh—
VIHERITH Y, FREMRMEE (PF), 2B PEMREEICRE O ME MR (SSc-ILD) & OHET
PEBRAEAL 2 £ 5 B MEMIR A (PF-ILD) OFRIEICEE T2 LG ST D v 7 VniEL S
'ﬂ—é 23,24)O

IPF 72 & OFMEIEIZIB W TIE, MRS R (VB 4 R 2R T 2 BRME ARG A3 1E 5 7 il 8 & 52 0
(CHEFE L, ARRAESERIIEIZ b5, 2D ORIREIE IPF OXRAE & OMETT 2 (219~ 2 FHA0 7o
fulBZHTERY, MBSO, WEE &k OB i/ MR B R E5ER -+ (PDGF) ,
HRAEF IS FEN  (FGF) 72 OGN 2G50 LB BTV D,
SSc-ILD }2 O} PF-ILD (%, ARAHYZ2 55 BB AL B PO ME L HET TS 1235 €, IPF & ORI A5
oo fHx OEETIIRIEDL E 4 L 72 5 R KUK FITHR R > TV D0, WTNORRIZ
BWThH, BRMEEMRLOTEME L, 88K O, W OB Miiast~ Y » 7 AREEE D
FRHELFI DR 2 AL, D IEMOMHMELIZILE L TH B D B SR RUGIC K D e
RETHD,

=T A =T70E, B PRMIMERER (PBMC) % H\ 7z in vitro iBRIZEB W T, FREE(LDOIIEIC
BG4 5 EEZ BN TVAMHEN AT f T— X —DORHZME L7z 29, Sbic, =vF8=7
1% in vitro FBRIZI\V T, PDGF, FGF & " VEGF #IIKIZ & - CTiF# S35 IPF B8 H it 25
AR OOEAE Je A, NI AT — I ZHEGEKF (TGF) B2 12 X o THFE S0 5 SRk

DOIFEEE A N L7z 7725, F7e, SSc-ILD HA HI Sk O i SMmie oo 85, 307, ARRAE 2
fa~DOI L ORI~ R U v 7 ZORBLEZWHI L7z Y, ~UZAKOT v DT LA~A
¥ UBRMRRHEET T L, U AD T BEEFEMRHEEET L, v AD SSc-ILD 7 /L, K
BT LV B MEO R RIE R O MEE DR ) 7 U U 7T 5~ U AET L E W in
vivo RERICHB VT h =2 T & = 7 I MHEIE L 6T 5 BIRHE L SR 2 7 L 7 2172733493363738)
=T A =0, WBHHET T L~ T A, BT LV BRI DO B ARIE K OBRAENE D i ) £
TV T A~ AT V& W invivo BBRIZEBW T, IfRRIC T 2R EEA 2~ L

7" 21,32,33,37)
— o
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VI, SEBhEFR 2B 5 T H

(2) EEZEMITIHABRBE
1) #HFF—Plostd mEEER Y
<invitro T —# >

bt MBI T R A VEHWEERT v A28, =0T X =70 invitro |28
BN R OSBRI 2 Wi L= fE 3R, =27 # =7 1L PDGFR-a . ' B Z 98 ICFLE L, D 50%
FHEEYRAE (ICsy) fEIXZ3LE4 59 nmol/L 2T 65 nmol/L THo7-, /=T X =7 L FGFR 7
72U —OEMEGLIE L, 0 ICs fEl%, FGFR-1 1% 69 nmol/L, FGFR-2 (% 37 nmol/L, FGFR-3
1% 108 nmol/L, FGFR-4 % 610 nmol/L ThH -7, & HIZ=2T ¥ =7L VEGFR-1, 2 KT 3 % i
FNTPSE L, £ D ICs fEIZZ N4 34 nmol/L, 21 nmol/L }2 OY 13 nmol/L T - 7=,

Invitro ¥+ —E€T7 v A IZEFTEZUTEZTDHH (ICs, nmolll) RUFEIRME

. =T RE=T
A ICso [nzol/L]
human VEGFR-1 34
human VEGFR-2 21
murine VEGFR-2 13
VEGFR-3 13
FGFR-1 69
FGFR-2 37
FGFR-3 108
FGFR-4 610
PDGFR-a 59
PDGFR-B 65
InsR >4000
IGFIR >1000
EGFR >50000
HER2 >50000
CDK1 >10000
CDK2 >10000
CDK4 >10000
Lck 16
Lyn 195
Src 156
Abl 41

InsR : A > A Y ZRIK, IGF : A AV UEREESHIR T, EGFR : ERZHEFHIN 752K, HER2 : b b b FZHAFHIA 1
ZRE2, CDK : YA 7 U kR —F, Lek: VoSSR RAMEREF ul v %) —F, Lyn: Voyes-1 ¥~
TFHIED A VAN VB FARER S, Sre: 7 U ARIEY A LV AD AEIL T v-sre DIEZFEIN UFGER T
FuirxF—ERERS, Abl: =—~L Y o F xS —F

-82-



VI Foh PB4 5 A

2) IEH b MERRHESINIC 3T D PDGFR F 1 o —1 U b M O HE (59~ % B
ERH A
<invitro 7 —% >
IE% e Ml#RMEEERIZ BT, =7 ¥ =71% PDGF 7 % 1 7 BB (PDGF-BB) #l#4iZ &
% PDGFR-0 L OB O H Y V(b ZFE L, & O ICs fEIXZ 241 21.6 nmol/L & TF 38.7 nmol/L
Thole, BT, =7 ¥ =71% PDGF-BB #IIHIZ K HMIEHEFEAHI L, D 50%H 2hi
(ECso) fi1% 64 nmol/L T~ 7=,

100- - 100
|°_\QA 80- -80
f#o | - o
= L 60 = &
G 60- = Se
o L pﬁiﬁ
A & " B i
=N 401 40 <z
= - o~ [T
-20 [}
i i
o 20 I
- -0
04- X
) ) L L] ] '20

]
-10 -9 -8 -7 -6 -5
=T =T RE [logM]

@ : PDGFR-a H LV »it{k, O : PDGFR-p H .V > E&{k, M : PDGF-BB & SEAN A 5l
(AU Rt N=3, HALHEFH N=5)

ZUTHZTJI2& % PDGFR-a KU B MECD ) Ve, MIETEREER (FIOE + FERE)

3) IPF HE KOS R —rsko b b RS O 858 & Ol 6 2 PR A 77
<invitro 7 —% >

IPF BB Hisk b N fifRMESERIIR I8\ C, =7 ¥ =712 PDGF-BB, Hi#tt FGF (bFGF) &Y
VEGF T & 2 Ml IG5 2 i EEARAFROISHNH] L, £ 0 BCso fEIZZE 41 11 nmol/L, 5.5 nmol/L
KON nmol/L K Th - 72, MHHLAZE Z L TORWKIIR R —Hko b b IH#ME I 0
Tt, =7 % =713 PDGF-BB, bFGF } (! VEGF HIJ#IZ L 2 AR 5E 4 i B A7 I PR L,
%@ ECso fHIZZF2LF 4L 13 nmol/L, 0.6 nmol/L KT 1 nmol/L Riii T - 7=,

72, =27 ¥ =713 PDGF-BB, bFGF }¢ (' VEGF |Z L V& S5 IPF BE sk, K O%HR
R —Hsko b bISRHE SR OB E 2 FF 2 c A I E Lz,
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Invitro 7 v EAIZEITH=2TEF=TDO%hH (ECs, nmol/lL)

b I R AE M O BB ek D BRLEE A M

K — Xt e Xt & it HR IPF IPF IPF
T PDGF-BB bFGF VEGF PDGF-BB bFGF VEGF
=T E =T

13 0.6 <1 11 5.5 <1
ECso [nmol/L]

v TR O A9 2 BRI S

K— Pt Xt pSgiis! IPF IPF IPF
HI PDGF-BB bFGF VEGF PDGF-BB bFGF VEGF
=T E=T

BERELRT >1000 >100 >1000 >100 >1000 >100

¥ [nmol/L]™

) p<0.05 (HIFHEIK - HIRT R & o L)

4)  TGF-B 1T & BB O T ii I %4 B BLEER 2
<invitro T —H# >

TGF-B2 |2 & V358 S 4 5 S4E SRR 2> & ke SR ~ DI EE IR T2 =0 T X =7 D
FREMERIZOWT, HfEL7- 2 BEOMRE MMM EZ O TRET LIRS, =74 =7
VT O HEER R I W T b, Wit o~ ——Th D o FRH T 7 F
> (aSMA) @ mRNA FEHL 2 ] &EAFAIZHNEI L, £ ECsofEiZ 100 nmol/L~1 pmol/L & #HEE S
iz,

B, =T H=TIHTGFBIC L > TOERIENE~YY AT HF U A RNTHX AT LDy
7RERY 2 (SMAD2) OV U LZIIHI L2 &G, BRHESERIIE D O A SRHER L ~ D T
BT 5 =0 T X =7 OREEML TGF-p 3 7 T MBEOHEIC L 5 DTN E & 2
bd,

5) PN RCHIRG e ON A JE BRI 38 U 2 S J OB & 27 AR IR B B (A 2
<invitro T —H# >

=V T K =T ORI LUV TO VEGFR FLEMEHICONT, *H-F 3 VUV BUAL R A FRIEIC Lz
92 REDBEIHT v BEAICBWTHREI LIz L 2 A, =T X =71%, VEGF fi{ic L5 b N
AR B (HUVEC), PDGF-BB fil#fic &% & Nl Figifila (HUASMC) K Of PDGF-BB #i
WIZ L 5 7 s Bl (BRP) DOFTEZINHI L, %D ECso X% Z 41 9 nmol/L, 43 nmol/L
KOV 79 nmol/L Tdh -7z,

ST =T YA P UIEH EEAE X —1E (MAPK) KO®Y Vv A LA =V EAE
¥ —E (Akt) ¥ 7 T URERES & IR R AFAOIC IS Uz, ARG & OV s ) T
ST H=TIEOT R NV A= —RNFEINTD, BEMETERO NI, =
VTR =N K A O EEFEINEIE 2S5 > T MAPK KON Akt U U FRLOFLE RS BT,
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6) FHHRHELE T 7 /LA BT B HIRHEL S OWBLE 1R 2

<invivo T — % >

3 FHEONSHEESMTT L (Y AROT v hOT LA~ A 2V ERITERHEET T, O
Z~ T ADY Y BFERIFHRMEET V) ZHNT=2 T X =70 in vivo TORMEEBR LT,
=T X =T IE PR ONERICES Lz L E00nTHICEB N TY, LR ORIEICK LT
WDl fER 2o Uiz, BRI OME, ST T VBT =07 ¥ =7 OEMRR7Z2
BRI ONTOMEZ RIS,

Invivo RERICE T AHBEHERVBRETO Fa—L

B T U~ A IR ) T R RRRHEE

B J v b | ~ v <~

Be b5 51k 1A 1[E, &O

TTIL F 50 TRIRIT) TBAY [Ep D) TBHY [Ep D)

A& [mgkg] P 10, 30, 50 50 30, 60 30, 60 30, 100 30, 100

A (A ] 21 21 14 21 30 30
R 10~30

=vF =758 [A] 1~21 10~21 0~14 7~21 0~30 2030

E) AT CIE=r T8 =T 72 2 VR CBRENMER ST

FRHEEDMETIVICEFTH5= 0T HF =T D invivo BRNEICEET 5 EMAIEIE

AR TV A=A BRI RRHEE > U i FE AR
hiyf 7 vk ~ A ~ A
7N TR | iR TR | iR R
J—FR7 Tk
ek 7 P
FRHENE | | | | | |
PN n.d. n.d. ! ! ! 1
A 3 I8 n.d. n.d. n.d. n.d. l !
JifikEA%
TGF-p mRNA ! ! n.d. n.d. n.d. n.d.
7’1 27—/ ITmRNA l l n.d. n.d. n.d. n.d.
Wag—4rr n.d. n.d. ! | | 1
IL-1p n.d. n.d. ! ! 1 1
1L-6 n.d. n.d. n.d. n.d. n.d. !
KC n.d. n.d. - - | l
TIMP-1 n.d. n.d. 1 1 ! 1
BALF
oy i) n.d. n.d. — — — —
~ruary— n.d. n.d. — — - -
b FER n.d. n.d. n.d. n.d. ! l
U SER n.d. n.d. ! ! l !

L ASNCHEY (BEtLRE S ITERR), —  HOREBDIEALNT (Re L2 AR &3 ERIRR),
nd. : PEET, IL-1p: A F—aAfF -1, IL-6: A > F—uAF-6, KC: r7F /%A MEKERT,
TIMP-1 : fifk A ¥ v 7 a7 7 —EE®ME 1, BALF : K& XMMIRvEik

) IRRNES-% 10 B BBt
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TVUA AV UBERIHHEEE T T v MBI D HURMELIER 34

<T7 v h>

TUAN A Y UERMHIEE T L& ANT, =T 8 =7 ORHEEE TR ERIC oW T
BEtLiz, KEFATIE, 0 BRI VA=A YU 2RENRET 5 2 LI X0 IHRRHERE 2S5
5, =T X =T%0, 10, 30 X T'50 mgkg ODHET T1HHE2H21 HAX T H 1 HKED
Beh Uiz (PRiRO$E), 22 BRI » b & ER& L, Mizfih Lot Uiz, MikFrma i,
Jfi ORHEALIZ X L C, =27 4 =7 10 mg/kg #% 5T Z < oI 0372, 30 mg/kg THR 72 B,
50 mg/kg TIZIFFZRRAFNRD bz, BIEFREMRE TIE, HHEEICBEET 5 ~— 0 —#5
+ (TGF-Bl, v a7 —4~2 1) ® mRNA BB LT, =7 ¥ =7 10 mg/kg Tl flE
DB HAL, 30 MO 50 mgkg TIXIZIFFERRAEFENFRD HiL/e,

IHT, Tud~A v EAR, MCBHEEEZECIZCD S 10 HEMS 21 BRIZ=VT X =
70 K ON50 mghkg DR T1H 1 EROKRE LR (BEES), 50 mgkg B 5 CrImask
LR K OB T REREIZIB T, BRHEE OHETT 2SI 582l L7z,

T LA A T UBIRIMRHEE T T v~ 7 AT D PR L R OO 2

< TTA>

TUF AV UFERMBREETT L~ T AR D, =0T X =T O TN (T vt~ A
VUEGH#0BEMNS 14 BRICEYS) ROVEENEL (T vd~A o B5% 7T BEMS 21 H
FIZH5) 12 K 2 MiMeE O RIEMHEHER 25t L7c, =7 % =713 30 O 60 mg/kg D
MED <18 1 EEEHEROERS Lz, AEFALTIE, 0 HRICT LA~ A oo 2 HalRpEN& s
THIEITKY, MREEZS X L, BALF Fofkfialk, ~7/nv77— KO »/8ko ]
BNREE, MWONT LT IL-1B LUV OISR S, A DHTIC BT H R VR
WIIEDNHER STz, SHIC, Mo a T —7 BN TIMP-1 O L& 580, #iks:
BIHT B b, FEREDDHEITIED FFRHEE 2 FIE L TV D Z & PR TE T2,

=T E =T OFRIRE G TIE, BALF 1 U L RERE WY, Mgk T IL-1p DI, Btk T
BRI O LR ORI, KON~ hFv Y v - =AY (H&E) Yeta U7 it ORI 5y
Frick v, WRIEOIHIAN TSN, £72, TIMP-1 KOO T —4 2 L~ULdiid, WO
suE hun—77=1 7 )— (CAB) Yt L7 ORI 72 0HC K0, IFHELE O &
RENT-, PRIBES TIX, RIEIZRGRIT) )b S FEHE S 728, HRHEE 29 2 BRER)
RI1E, 30 mg/kg #5110 60 mgkg HH5-DIX D BT 0ITEmNroT,

=T X =T OIRER ST, BALF 11U L SERE DY, iffkT IL-1p L od, &
JEMED~ 7 17 7 — VR OGFHRERD =R DR, WONT H&E Geta L 72 it Ok 7RI ATIs 2 0,
W JIE DI R Sutz, £72, MifEET TIMP-1 =2 7 — 47 > o, 0N CAB Yt L7
Jifi ORLRR M K 0, FRRHERE O] o8 S iz, 1REE 5T, L CEAED 60 mg/kg
e 5D I TRIE K OFRHEAL O 51263 2 B0 & B ERD bz,

E) =T HF =T Z 2R R E LT
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U D FEFIRRHEIE T 7 L~ 7 AT B HURRHE L & OSP4 e (A 22
< TTA>

U BHEREAEMRIE L OBHEEET L~ T AR5, =T X =7 O TRiEE (V)
AL O HHEMNS 30 HEETHRE) LOVRERERE (V) 13EA% 10 HE2 D 30 HH £ TF
L<IZ20 HEMS 30 HEHETHEE) 1T XD MHHMEE LK OSIEOMBIERIZ OV THRE L7z, =
VT A =713 30 J OV 100 mgkg OHET T1H 1 EREAKRS LT,

=T X =7 OTPiRE G- T, BALF T OAFHFERELE VY o _EREUIRA Lehs, ~orm >
7 = UEIIIEENRD SN o T, e, =T X =73 O IL-1B, FEAA v
(CX-CEF—7) VI R 17 7F 7 %A FERERT (CXCLI/KC), TIMP-1 XU =7 —
TR A S, IR R OWRHERE & £ 0 I JJE 2 80l L7z, MAEICB T =074 =70
TERIZFREE CH -7z,

ST X =T ORI GTIE, U EAL 10 HENS 1 B 1 EERS LR, PRI#ES
IF & [AIARIC BALF R OGFHER K OV > /38K, ik =2 F — 727 o Bl NS L A =27 238 LT,
=T K =T OIRREIIER G2 X 5 IL-18, CXCLI/KC, TIMP-1, KJIEA a7 KO HER =7 O
VORI TRIB GREL D /S o T, TRENE G2 2 U B8 A% 20 B B2 HBA LIz fE 3,
TBRE = b — URE L iR U CREGHFRIIC A B 2R 235580 H 7= D1E BALF H1 Y/ RERE D 7
ThoT2, MUT, HEMNRGSICBWTHWEZ_HEO =T ¥ =7 OERIIFRBRE TH -7,

7) PBMC KON T Ml 6 0D A F ¢ =— & —H S5 2 3l 1A 2520
<invitro T —H# >

EER I > T M % & Te PBMC 1L, SSc-ILD OJFEERAICKESBEEG LTS B2 6T
%, SSc-ILD fHE OfitiClE, PBMC 75k &5 IL-4, IL-10 KOV IL-13 72 & OFHELIRE A 7
A T —Z K o THRHEEF M g S, MM EROSMEE S D,

fEEE N — RIS e b PBMC ZHEE L=, =7 % =71%, HiCD3 Hifk (aCD3) #Ii%
J& O aCD3/8t CD28 Hifk (aCD28) #PKIZ L%t F PBMC HDA X —7 vy (IFNy), if
T IL-2, IL-4, IL-5, IL-10, IL-12p70 M O% IL-13 Dt % i EERAFAZHNHE] L, 1Cso fiEiE 17~
59 nmol/L O T -7,

FERE R — ORI D T MBI ONCZ D CD4 Btk (CD4Y) 7 v k% O CD8 [tk (CDS”)
7y NEHBELT., =07 X =714, oCD3 & Y aCD3/aCD28 HIFKIZ X2 T ks o
IFNy, IL-2, IL-4, IL-5, IL-10, IL-12p70 KON IL-13 O ffcH % B EERAFROICHNHE] L, ICs 1% 4.9
~77.0 nmol/L D#FIPHCTH -T2, =T X =71%, aCD3 FIL K% ¥ aCD3/aCD28 #IKIZ L% CD4™ T
AR & O TIL-2 g 23l L, 1Cs fEIXZ 241 47.5 KT 26.0 nmol/L TH-7=, F£72, aCD3 #i
I % O oCD3/aCD28 HIFKIZ £ % CD8™ T im0 TIL-2 e 8l L, ICs fEiXZ 24 72.9 K&
¥ 83.3 nmol/L THh -7z,

E) =T HF =T Z 2R R E LT
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aCD3 R KU aCD3/aCD28 RI#HIZ& % E + PBMC, T #fiiE, CD4" T iK% 1f CD8" T flifaH
Ty MDD AT 4 I—2—HITHTE=0TH =T OMHIER

=T H =T DY A N aA VBB IEIER, 1Cs(nmol/L)

AfLoOREE | FITK IFNy IL-2 IL-4 IL-5 IL-10 IL-12p70 | IL-13

aCD3 28 26 25 23 59 17 34
PBMC

aCD3/aCD28 32 23 33 27 46 49 40
— aCD3 53.4 26.3 5.7 49 203 - 17.2

" aCD3/aCD28 77.0 51.6 17.5 33.0 35.9 73 37.6

aCD3 - 47.5
CD4'T #ifia

aCD3/aCD28 - 26.0

aCD3 - 72.9
CDST #ilfi

aCD3/aCD28 - 83.3

- Ewd

8) SSc-ILD FEF H1 4 o0 it SRR O ST, 305 28 S DNMBURE L e 3 2 4l 2 A 200
<invitro T —#% >

SSc-ILD OJFEAFLIZ BT, MMEEFMaA O kB 2 Ri-T B2 6T\ 5,

=T X =71%, SSc-ILD FEF HRAHEHEF I Z 351 2 MEfil i iRs & OY PDGF RilliiRs o> 19516 4
T EERAFROIC I U, SERPEER 213 1 pmol/L C, PDGF HIEKHR 213 100 nmol/L THERHFEAIICAH &
NEPRDO LN, =7 X =7 (100nmol/L) & & HIZA1 F 2X— L, PDGF THIMZIT
S 7oA O HFEE X, PDGF JPR D A %17 - 7o fifd & b U CTHEICES, 24 FFE TH 1.9
%, A8 IRFMHIE T28 2.1 fi%, 72 RfH £ TR OV 96 il £ THIWT LS 2.5 (5o T2,

=V T X =T%, SSc-ILD B HORM#RHE I MILIZ 31T 2 MR K& O PDGF HIlTMIRE 0 1 %
TR FEARAERIIZHNEI L7z, SSc-ILD f4 H R HRME S ML 0 B BE VL, 100 nmol/L D=2 T & =
TEDAUFaX—1 3028, PDGF f#7E FC 39.1%, MEMiEHGHIT 26.6%IAK T L7z,

=T X =71, SSc-ILD FEF R At HRAE IR 35T 2 SRR, PDGF iR D =27 — 5
1 K7 4 7 a7 F 0O mRNA FEBUEIN 2 I FEEARAFROICHf L, =27 % =7 300 nmol/L THt
FHEICA B IHI AR bivie, F£72, SSc-ILD EE%EE;E%%%&%%W 23T D TGF-B filg e
W2 a7 =71 KO7 4 7 a7 F 2O mRNA FEBLHEIN % $il L=,

PDGF (%, MifMEIEZ A L7y R —H Rk o Sl 2R M A J O SSc-ILD fEE H R At e 25 A
T aSMA 70 E— X —DEEIEM A NS 5, fHEEZ A L 722V B — 2k KUY SSc-ILD &
FHSROMFSHEFHIIIC BT, =27 ' =71F 100 nmol/L D TILEHIE D aSMA 7' 1 E—
2 —DIEME L S 57223, PDGF (2 XV §F3E L7- aSMA OERETE M 2 A ISl L7z,

=T X =TNE, FRHEE 2 A L2 B — HSRIRREER IR 35 C, PDGF IZ X VR s
1% 0SMA @ mRNA L~UL% 100 nmol/L DI THEIIR F ¥/, RIS, =T X =71%
HRAEIE 2 A L 72\ R — H SR E AR 1235\ C, PDGF IC L W FE SN D aSMA EHE D
FEHLZHK 5 50 1T SE T,

3 B> SSc-ILD A HEREL L 72 il SF AW T, =7 X =71%, aSMA ORBLKZ W
aSMA HHEDIERL A 100 nmol/L O CTAH EIZHHI L7,
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SSc-ILD BHH KO MRMEF M A2 FEa 7 —F U AL THELZLE, =0T X4 =7 30
nmol/L P b T# /L DU IS BERAFRY £ 72 A B S iz, TRAEIE 24 L7\ K —F Skl
fuzilEa o —57 7T L, PDGF THIBL7- & &, 100 nmol/L THEZRIMEINFRD b
Teo =27 X =7 DO 100 nmol/L LA ETiX, FEE=7—7 7L Th SSc-ILD A HR Al
R OO I A3 A B S vz,

IO OFERND, SSc-ILD FBF HORM#HE SRR O 8, e, Mifast~ N Y > 7 ZDFE
e OBRMEZE R 2> & FHARAE R~ DT BRI KT T 5 = 7 X =7 OMfiIfER AR STz,

9) SSc-ILD £ F /b~ 7 AITH T B UL IEA 2

< TA>

T FR—E—EEAE-1 (AP-1) 77 IV —OER - Th 5 FOS BI#PiH-2 (Fra-2) % 7
VAV x=v 7 (tg) Lo GREFILSE 2 &, SRR 249 5 50N E B K OV & i
JEREZS HERFIET D, Fra-2tg ~ 7 AL, HEITHEOBIERL N & O ERRHERE 2 79E L, FF tg DI
JEVE L el U C, BB, Mk O Fexo 7 u ) v EOBMMNERD 55, Fra-2tg
~ 7 AT, BHEDEREZT TR, MEzgtfe ONRICHRD HbND, 9= T 4
=7 DRI H-%Z 60 mg/kg 1 B 1181 X1% 50 mg/kg 1 H 2 B HETHIAL, 16 Ml E Tkl L
77

=UTE=TE, WTROMETRELZLEY, YU UALy FRAETHES N0 =Z
=7 UEROE X rul) vEEAARICED S, 612, =07 =73 s L nd
DI EIZISN T b lifidia M 5 2 A B I S H i,

INHOFER K Y, SSc-ILD OEWE T IZEWT, =T X =7 N, i~y
S~ U w7 AR, BT ORI OERE 2 SV RACIH D Z LR E T,

2.54 259 44

YU G ALy R oERE
ERnxs7nl o BOE(EH

T 55 A 28 PR B D AL L 5 3L

¥ N = = " = E . e 2 : :
BNz Nz N S BB o1z 03
5 B0 g 3 3 4] Il & 3 ¥ 1 Il 28
h 5 as =0 2 * 50

- E“ = B o 2 . T =0 . . e how
- N & N = ) il ih, &b i == - ) L &b b <=
o + N = \ & V 2 ™ g ™ B v T I~ ] N
& "l; i 1' = o 1 o, S A H ol o~ b R N H
1l i ] ! o - =
I L2 & B i & g g 1® &

v iV . . . .

-+ e v ) v v

:‘ :: + + + +

& é (2] r\ll (o] (‘Il

= = i B B )

—_ 155 —_— =

Fra-2tg ¥ RIZH 1T BRI T 2 =0 74 = T OiF A
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10) 18T LV iR DR RAE & ORRMEYED NG Y £ 7 U » ZICBT 5~ U AETVIZEIT S
PUBHE AR R O 7
< TTA>

3SHHHDOT LAV T LI BT VL7 VIR DO MRAE &K OBMEEORT Y =7 U 71
BT 5~ U XAETNVICENT, =0T ¥ =7 OFRHELIETER OPIRIETEE 2 3 M L7z, AR T
NT Iy, AXRTIVHIRKOTF VX =HURORE W & IEENIZES U TEMW) % BHE LINRE 2 5%
L7, ST VAT DRARNIL DT VIV A 7TBIT-> 72, WAIZEDT L sr
RIS 3 % (RBRSERZEREIEL) 1o, =T X =7 OIRENE S (12,5, 25 K18 50 me/ke
OHETI H2EREOBE) ZtE LT,

T UMD U £ T Y T ~OIER L LT, =T X =T 3o = 7 -5
GREABICHD IE2 LD, S ELIEEZH T2 LR ENT, =T X =712k 5
aT7—7 U EBOWDITHERFNITH Y, 25mgkg 1 H 28T 20.6%DH) (p<0.05), 50 mg/kg
1 H 2 [EIT451%DEA (p<0.05) 258D v,

F7o, =T X =71%, BALF FOHBREREL Y 2Bk i ERIFDOFEHEICA B
B &, PIRIEEREZ AT D2 LR EN, =0T X4 =7 7D 125, 25 kUN50 mgkg 1 H 2 [ElD
FH & COMFEERER D R IX 2T 24.5%, 23.4%K%T032.9% (W3 p<0.05) THY, U/ ER
B D RITENEN22.7% (AEERL), 37.7% BEZERL) kD44.6% (p<0.05) ThHoiz,

=T =TT ORIEVEA T 4 == —DRELR TS, =0T ¥ =713 1IL-5 %
BRI S, BB CHW =R HED 50 mg/kg 1 H 2 [0]T 38.4%0DH B 72 /b 2378
iz (p<0.05), F7=, =T X =71%, 25mgkgl H 2 BIOHEIZBNT, IL-1p, IL-12 K
KC % Z 1 32.2%, 344%M N41.8% & AEICIHD S0 (W p<0.05), kv EHED
50 mg/kg 1 H 2 BICTITAERIK T 2RI R0 o7,

11) BAEG ) 7~ FBIHEVE MR R (RA-ILD) &7 /b~ 7 A Z$1F 2 i e >
< TTA>

BEIY v~F 2 HRBIET D~ T AET /L (SKG~ 7V A) ZHWWA TV 7575 RA-ILD £
TNERNWT, =T X =7 %60mgkg DHETI H I EREO#KG Lz & & OlifkkE L O EIERE,
RIEKROBEFIR A 2T %, 2 >OFGE (RS LO%EI#E) TRt L.

R ETIX, =74 =70% 5%, BEERINERINRICSZ 5V A ) % 6 lHH
WZBfR L, EDRKRTH S 6~11 HHE OB 28 L Tkl L7z, %l s (FA £ o ER%
1I~16 WH) TiX, =7 ¥ =70&5%, BERHENRKICELZE (P12 E5% 1
WH) AL, BSRFEOH SR BAREEN RO HIMAZE LT (FA TV % 16
WHET) Mkt L7z, BEIRHEOH SN BREER A28 TH D, 11~16 HH THAl
MENE FrXxvrr ) oERmaefaim s UCHR L e, ETaisoii,

ST X =T ORMEL T, T e FeXxo e ) U EREORLITROD b hoT, W
AEY U BHEG LIZSKG VT RAIZBWTC, =0T X =T FMORIENRT A—X2bTnTIEb D
IR L ST, T7bb, FPEREL O CD103c BEMEREIRMAR TN LU, BBk T8
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D llc, £, =0T X =T ORYELGTHEIRA 2T ORTRALN, ZORTE=74
=7 % EMEG L EXICRVBEETHY, Ok, BERAaT7IT4EMICH D REIK
TLiz, —F, WEOARERS LI~y AT, BEfik2a7 B8 ER LR,
PAEY L ERE LT SKG YU AT 16 BKIZ, 27— ikED~Y—HI—ThdHfit ReXx
7)) UEBROVENEEORE LB LTI LT, =0T X =T O%MEET, ok
ML, WS SREOMAS FIEPE Frxo 7 a ) & 34.4+1.565 pg (CEYIE HiERERFE) &
L C, 22.8£1.562 ug ICHEICEI L7z (p<0.001), =27 ¥ =7 # 5T, BALF FOHIIEL
IEAE Uehro fond, GFHEkER, U o SEREOR O R SE M~ 7 v 7 7 — B3 L=,
Fo, =T X =7 O%MFBE TIEESHRA 2T DR TFIERD e o T,

A Early treatment B Late treatment
40 40 p<0.001
v X p=0.8753 v 8 .
£9° 30 £ 30.
[ T T — e .. SRR [N [SSN S S——
ca g
% & 20 Z o 204
=] |
8 o B
}E1m 2 10
E. X
0 v v L 0 L Ll
Zymosan - + + + Zymosan - + + +
Nintedanih - - - + Nintedanib - - - +
Week 1" 1 1" 1 Week 1 1 16 16
L J L J
Historic controls Historic controls

316wl /{.f
RA-ILD EFILYHRICEITAE FOX> Joy vEEICRT 2=V T 4 =JDEH

(3) YEFAFIRBSR - Hriursra

MR T D2 B PRE O Frfgtii ] 49

<invitro T —% >

=T X =71 K % VEGFR [LEOFHGRH 2 M E S 2729, VEGFR-2 BixF 48 A L7t
FEAIME (NIH3T3 M) 2T o 4 v v a7 v MlBia 50 L7, NIH3T3 i@ % 200 nmol/L O
SUTH =TI R LR, ST X =T R Uy v aT U L, SV T X =T IR
LThb 8, 24 KN 32 REf%IZHZ VEGF CTHIIBE L7-#5 %, VEGFR-2 ® AU VERfbiz 7z
< &b REIFAEEND Z L BRI,

=T X =712 K% PDGFR-0. O} B [HEDOFHGRE 2 HIE T 2728, [EF b N HHHESEA
(NHLF) ZHWT F 7 A7 7 —ikBR &7 o7, MilakEE ~ 7 X 29T NHLF % 50 nmol/L & =
VTR =TI 30 Sy TNREE LT, KR T 4 v U 2 ISR LT BRI LIS X o TRk 2R R
TERDBLIN D FIREME 2T 2 72018, BBV L CobRIOMIEEET 4 v ¥ =[Sl & #5FE
L7pB LTz, ZORER, =07 X =713 4 A2 bR & LT PDGF-BB IZ & ¥ #%5% X% PDGFR-a
LOBOACY bz 2 36.3% K% TN 18.9%FHE L7,
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VIL EYEREICEII HIER

1. MAPEEDH
(1) BEEEMmGEE
MR L

(2) ERERHRBRTHREIN-OPRE
B[R 5 O 5
<HAAT —5 >0

H AN ORFFEPEFARHEE (IPF) BF =07 X =7 150 mg (V100 mg 2 &% 1 H 2 B0
B (A Ok 53 1 B 1 [ E) LB el ohi-=0 7 4 =7 omiEhRERER
I, HEYBEANT A =X ERIRT, =T X =T OmEFREIIES 7 B HE TICEFIR
REIZEE LT,

HARNIPF BF =07 4 =7 150 mg R AH% 5%, 0.25~0.5 K] TFHEFH BIBF 1202
OIMAEFEREIRETRETH Y, BILAWH D BIBF 1202 ~ORFNHSLNTHD Z EBVREN
72, BIBF 1202 O R ER MR 1T, =0T 4 =7 LHEPILTEY, F£72, BIBF 1202 Dk
MR, =07 & =7 OfcmAEhIRERERFEIC DT NTENTRE L,

- ; #5280 B (150 mg),

- 5188 #BE7T~21BE(EE5H R E) #5148 B (100 mg)
E
5,100
L —e— 150 mg &5 (114) —e— 150 mg &5 (1141) —e— 150 mg &5 (9%)
# 80 —&— 100 mg 5 (441) —5— 100 mg &5 (44) —o— 100 mg &5 (441)
I8
‘n 60
Ny 40
ik .=
0 2k I g
& J e o Ful —ﬂ;_\' Te—
e T e —
E 0 4 8 12 16 20 24 0 8 16 24 48 72

RE®REFR [h) #5708 51488 #52188 B ERES®ERM [h)

AAAD IPF BEIZ=VFH4 =7 150 mg RU 100 mg £ B#ICEORE LERRTO=VTS
—JOMmMBFEE (EMFHE + ZEFE)
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BAAD IPF BFIC=VF4 =7 150 mg RV 100 mg #B#ISROB5 LERBTO=V T4

ZTDEDERENT A =5

NT A =54 [Hf7] = T H =T 150 mg L GHE| =7 ¥ =7 100 mg $ 5-F
WIE& 5% (N=11) (N=4)
AUCy,, [ng-h/mL] 152 (60.6) 59.0 (67.2)
Conax [ng/mL] 349 (62.8) 13.2 (66.9)
timax [h] 3.90 (1.00-6.00) 448 (1.97-12.0)
ty, 5D [h] 8.48 (43.1) 8.27 (13.9)*?
o 28 HH 14 HH
B R (N=9) (N=4)
AUC,,, [ng-h/mL] 218 (58.3) 115 (32.4)
Craxss  [ng/mL] 39.7 (68.1) 20.0 (64.5)
tinax.ss [h] 3.87 (1.00-3.97) 3.42 (2.00-4.07)
tiss [h] 27.5 (20.1) 23.4 (22.4)

SEMEME CGRATZENREL) , tax (sl FT R G/ME— KM, (ZEFRIEIZEIT D537 A =X

AUC : (M R FE-RFE AR T IR, Conax ¢ e MUAE R

1) BRI G% & EFRETOEE OENT, SARMTORMEROE (HERG%IT 24 B E T, EF

REETIE 2HMET) ICHkTEEZBND

*2) N=3

AAAD IPF £E|
DEMENEE/INT A—4

UTHZ=ZT150mg U100 mg 2BZIZEOKE L= TO BIBF 1202

NT A —HL [HL] =T X =T 150 mg FHEHE | =27 X =7 100 mg % 5-f
Wal & b4 (N=11) (N=4)
AUCy;, [ng-h/mL] 174 (82.6) 64.1 (126)
Conax [ng/mL] 31.0 (82.9) 143 (75.7)

tiax [h] 5.95 (3.00-6.00) 4.94 (1.97-12.0)
typ E D [h] 6.11 (22.9) 6.52 (5.44)*?
.y 28 HAH 14 B H
o 5 (N=9) (N=4)
AUC. [ng-h/mL] 237 (63.0) 161 (42.6)
Craxss  [ng/mL] 33.2 (72.5) 24.0 (88.8)
timax.ss [h] 3.97 (1.67-6.00) 3.92 (2.92-4.07)
2.8 [h] 23.0 (16.5) 22.9 (18.7)

B RTEENRE%) ) tnax (sl LT IAE (B IMBE — R KAE) , (ITEFIRRBICIIT 2T A—4

AUC : (R BE-RERT AR N IAIFE, Couex @ B¢ AT R A

1) HEEE% & ERIREE TO I O, KR TORMFEROE Y (HE#E 5% 24 R E T, %
RETIE 2BMET) ICHkTDEBEZEND

H2) N=3

<HARAKOSNEANT —% >
B MR EE I O VMG (SSc-ILD) BFIC=v 7 4 =7 150 mg % 1 B 2 [Ef& O# 5
LEERBRTE LML= T X =7 OEFIRERO AEMESO F T 7 i 2 2 oRrT Y,
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SSc-ILD B&IZ=T4 =7 150mg % 1 B 2 AR EL-HBRTORERERD M IMEHRE

FEARTER &7 7 g
[ng/mL/mg]
DR (258 i) 0.0555 (65.4)
HANZEHI(30 #i) 0.0763 (63.0)

A (A ERE%), AEMIEE N7 7 mEHREIZ 150 mg XV 100mg 1 A 2 FES 0T —% 25T
<HARAKLRUANENT —F >
HEATPERRME(L 2 £ 5 FEMERIR A (PF-ILD) A IC=0 74 =7 150mg & 1 H 2 BfEA&KE L

AR THONE=2 T 4 =7 OEFREROHRMIEZ O b T 7 MR %2 RIRT 4,

PF-ILD BFIZ=oTH4 =7 150mg % 1 A 2 B O#ESL-HBTORERERDNIMBERRE

FEATER &7 7 g
[ng/mL/mg]
DAREM G 5) 0.0767 (71.9)
A A NEEH1(49 1) 0.107 (60.5)

BTy (TEBIRER%), FEMES b7 7 MEPREIZ 150 mg XV 100mg 1 A 2 [B&EEOTF— & % &1

(3) HEH
MR L

4) BE - HRAROZE

) AFEOEE (1199.17 HE) 7

<HMEANT =5 >

fEFERAIC =T & =7 150 mg ZRZRICHERRO#REY Lzl &, ZEERHERGATHAT toy
D PAEITA 2 RFFIIER L, AUCouoldHT 21%, Conax 1359 15% L5 L 72,

) AFRIOERSHIZHAE - A& @%, A= F74=7L L C1E150mg % 1 H2[E, - ¥RHITHK
A#&53%, B, BEOREBIZLV=UFTH=7L L TI1E100mg ® 1 H 2 [\FEG~FEET 5,
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THRE [ng/mL]

=T =

M

40 48

B [h]
BEBRAICZTH =7 150 mg 2ZEREUVRRICEERAOKRSROFYMBPRERE (%
AT FEHE) (1199.17 FHER)

BEMANIZ= T4 =7 150 mg ZZEMERRUBRICEERORSRHOENEMRE/ S A —45 (1199.17 FHER)

R (jljflfg (fff‘fs)
AUC,.,, [ng'h/mL] 98.4 (33.0)" 119 (53.9)
Conen [ng/mL] 111 (60.3) 132 (61.6)
o [h] 2.00 (1.48-3.98) 3.98 (1.50-6.05)
ST (ETEBIRECS), to ATIE (ReIME— Fe )

1) N=11
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2) 7 hady = OfH (1199.161 #ER) )
<HEANT—5 >

fERERR . 31 61) 1o =g =D (PR HPREAD 400 mg 2 1 A 1 [6] 3 A MREES
L, ¥ haFy—&E5RG#% 3 ARIC= T 4 =7 50 mg # BEHHEEGEY L-ga, JE6F
ﬁﬁ:ﬁ#éﬁ%%@:V?ﬁifﬁAUQJi&H%,Qmﬁﬂm%iﬂbkoﬁ/7527®
BREEEIINE, NAFT XA TEV T SICDOBEENRB DI, tmax N 7040,/ THRIBFRIIZEITER
O BRI,

VI Z24th (A EoEES) (B3 5HA 7. HAER 2238752 &,

J ® /=) APl (N=29)
¢ O & kaFy—r3EHH (N=31)

TEE [ng/mL]

N
"
- —
o

M AfEh =
P
/d
/

B LG% 5 [h]

73— 400mg D 3 BREIREXEOKRERRVEHARICZTH =T 50 mg ZHEE#EAQ
B’ELEHEOZVTA T OMERRE-FHEHER (RATEHE)

73— 400mg D 3 BREIREXEOKRERRVEHARICZTH =T 50 mg ZHEE#EAD
BELEROZVUTHZTDENPBHE/INT A—4

S5 Rk ] &b:i;;ﬁﬁwm &r:é;;»wm
AUCy,, [ng-h/mL] 38.6 (42.5) 61.3 (40.4)

Conax [ng/mL] 4.19 (71.0) 7.13 (44.4)

tinax [h] 4.00 (3.00-6.00) 3.00 (1.00-6.00)
tis [h] 18.1 (34.9) 15.6 (38.3)

AEIE CROTASENRIL) , o (T RAE GR/IME— e RAE), i 1 THIRB

ED 7 hahy—UEERNTIISNHBIOAREES N TN D
H2) AKANOEBE = HE - )ﬂEIL% AT = /757 L LTC1IE150mg & 1 H 20, # - ¥ &%
Bo&k545, vk, BEOREBICLV=FTF=7LLTI1E100mg® 1 H 2 [5G~ RET 5,
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3) U7y 0P (1199.162 #ER) Y
<HEANT—F >

fEERAN 2661 [V 77 ey (P-HEERFHEH) 600 mg 2z 1 A 17 AMREREL,
U7 7o o EBAR 8 HEIC=VT X =7 150 mg ZHEHRGY L-5a, IHH&REGRT
X, =T X =T HMBEER LI L T=0 T 4 =7 0 AUC)LiF 50.1%, Copax 1% 59.8%F TIK T
Uiz =V T X =TRBROERTIL, N AT XA TEYT 4 IZDOBFEERI DI, tpa XT3
S HIBRRICELITRO b o7,

VI Ze2t: (A EodEs) 2T 2HA 7. #HEEH 223BT52 &8,

| f
i) i
£ I
an i@m | ) .
S 47| O V77 e A (N=26)
ool | | ® VU7 U (N=25)
il ‘ s
”h 1 f Il
1 6 f
= me |9
W\\ . f i:\ I“-\
’ 29 [ .\ \
| L4 '
Lo AN
R N
& — "*o-‘ e S

0 12 ] iy 48 60
L& W5 [h)]

V2 72EL2 600 mg D7 BEREZORSERUVFEHFHBRICZTH =T 150 mg ZHE#E
ARESLIEFEO= VT4 2 JOMRHRE-FREER (RATHE)

)77 VET Y600 mg D7 BEIREROKSHRUEHABIC=UTH =T 150 mg £ HERE
OS5 LEBOZVTAZJDEYHE/NS A —4

S5 Rk ] U77Ei;;#ﬁﬁ 977&;;/ﬁﬁ
AUC,., [ng-h/mL] 183 (36.1) 89.4 (36.8)

Conax [ng/mL] 22.1 (51.8) 12.8 (43.4)

o [h] 3.00 (0.500-6.00) 4.00 (1.00-6.02)
ti [h] 22.5 (22.8) 234 (24.0)

AEIE CROTASENRIL) , o (T RAE GR/IME— e RAE), i 1 THIRB

) AANIOEBIN-HE - HE @, A= 7X=7L L T1E150mg % 1 A 2[0], & - 4BH%IC
BO%E+ 5, 2k, BEOREICEIYV=FF=7LLTI1E100mg® 1 H 2 [[#FKG~FEET S,
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4) EAT7z=FrEofii (119931 #Er) 00
<HERANT—%>

AARANDIPF BF 200V 7 == R OFHFEFH T C=0 7 4 =7 150 mg % 1 H 2 [A],
28 HEHE L, =0T ¥ =T KON T == R ORYBEE~DEE L, T ENAATRERE L O
BENEE TR LT, =T =72 V7 2= R LSS, FEPERRICHERT=
T =T DUEFE (Coax LY AUC) DMEL 722 BN D72y (EATEERIELED) , % D Coax &
W AUC DEIFERENTOIEL DI N KE L, ELEOSMERMTHE TS L, AT z= Ry
OFF - FEOFARERI CEZR > T, —H TEAL 7 2= RUDRBIC= T X =TI L 5B
AR LR T (AR ),

(V. IBRICBET 2HE 5. BRERE (2) ERARIEHERER HDAKERRR) 22BT 52L&,

120
— O vA7==FrIEFFHE (N=11)
g) 100 ® tLT7==FUPH (N=9)
s
@( 80
I
N
” 60
x
IN by
N0 b
1 NN+
ﬁ%_ 20 4 f ' L 3
g {' ‘ §”_

0 4 8 12 16 20 24
BG4 [h]

B0
E O vr7==FRr¥EHA (N=11)
5 . ® tA7==F M (N=9)
g 604
5
z "
Xl\l 40 A T (
I~ P
Y o] il A
Il 20 (TrT 1o I
=« | @11 : L 1
IR Sl e S SO

0 = — .

T T T T
648 652 656 660 672 696 720

B bR [h)
ELTz=F>600mg 1B 3EIREHAITEHMRE (LITHRELLE) C=>T74=7150mg

ZERRV1 B 2ERERS LEROZ VT ZJOMEFRE-FHREKER (EitFigE £ =
VTHZJEREERER T ZUTHZIRERSHR)
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VIL P EhREIC B9 5 H H

ELTz=ZF2600mg1 B 3EIREHAXITEHFAR ETHELE =074 =7150mg
ZHERV 1B 2ERRERE LEROVTY ZJEYHE/NS A —4

NTG A—54 [HiT] | N | BT == FUFEREH | L7 == RO
BRI E%

AUCq.;, [ng-h/mL] 11/8 152 (60.6) 131 (154)
Conax [ng/mL] 11/8 349 (62.8) 26.5 (160)

timax [h] 11/8 3.90 (1.00-6.00) 3.90 (3.00-6.00)
tin [h] 11/7 8.48 (43.1)* 7.03 (16.0)*
g% (28 HH)

AUC,,, [ng-h/mL] 9/7 218 (58.3) 149 (18.0)
Craxss  [ng/mL] 9/7 39.7 (68.1) 23.5 (27.2)
tinax.ss [h] 9/7 3.87 (1.00-3.97) 3.88 (1.00-3.95)
ti/2ss [h] 9/7 27.5 (20.1)® 28.4 (22.7)®

BATEAME (BT EIRE%) , o (TP R (B/ME— T KE), (ITEFIREICBT DT A%

tyn o TR

) HEEG% & EEIRIE TON A O, KR TORIMEE R OE Y (FEIR5%1E 24 R E T, EFIR
RECTIE 2R ET) ICHkT2EEZHND

25000
O =7 F=7FH N=9)
@ — T X=70H (N=8)
20000 -
15000 -+ T

10000 -

5000 - |//

MEHENL 7 == FRE [ng/mL]

el 225 [h]

ZUTH#=7150mg1 B 2 BIREHAXITIEGFHAR (EERALLE) ICELT=F2600mg &
1B3RIREHRE LEZBOEILT = FoOMmETRE-FRE#E (EiTHiE)
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5) Rurgrrofti (1199.239 @) *)

<HEANT—F >

fERk A (13 41)) \cREer % 125mg % 1 H 2108 8 HMKERE L, Rt ¥ & 5EMh% 7
HEIZ=>T7 =7 150 mg ZHEHEED LG, ORI 20O =7 4 =70
AUC)., % O Copgx DR DO LIE, F3EI 102.0% % TN 103.4% ThHh 72, TNENDEED 90%
EHE XX ED RN ESIEOHERLYE (80~125%) OFFHNTH 722 b, =T X =70
HyEREIZR 2 U ORBITRD bR o Tz,

+ Fxrx R (N=13)
O #Frrx v EHH (N=13)

7 [ng/mlL]

B e

l#gp = 7%

& ——

a
w

14

T T T T
0 12 24 36 48 60 n

S sE [h]

ZUTHZJEBBERRURE VA U REREROHFAKRERTOZ VT T OMEHRE
-FfEHER (R T51E)

E/N

anp

ZUTHZJEHMBERRUVRtE U U RERSROHARERTOZ 745 = J DEYH!
SA—4

G

KT A sk, D] *tGi;?ﬁ% $?&Z;ﬁ%
AUC,., [ng'h/mL] 204 (38.3) 208 (34.1)
Conen [ng/mL] 219 (55.2) 27 422)
tmax [h] 2.00 (1.00-6.00) 2.00 (1.00-4.00)
t1n [h] 201 (19.8) 26.5 (44.0)

S CRATAEBREL%) , o T IAE (R ME — TRty 1 TH IR

6) TF=ILTARTIA—NKRLE VA Z N LLERASHE OPEA (1199, 340 35k) 50
<HENT —5F >
SSc-ILD f2& (17 §) IC=>7 X =7150 mg % 1 H 2 A7 < & i 10 H DL BRI

) AANIOEBIN-HE - HE @, A= 7X=7L L T1E150mg % 1 A 2[0], & - 4BH%IC
BO%E+ 5, 2k, BEOREICEIYV=FF=7LLTI1E100mg® 1 H 2 [[#FKG~FEET S,
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BHL, =TF=LT AT UA—L30 pg KOLARJ VF A KLV 150 pg & HalEE L2854,
= T X =T IEHERC T AR O = F = L&A T VA — LD AUCo., D& DI,
101%TH Y, D 90%IEH X MITEMFRIFAFMHEOH EREE (80~125%) DOFHNTH -7z,
=77, Coax DERMTFEMED T 117% (90%EHHIXH] : 108~127%) THY, =27 X =7 DHH]
WZED EATHZERRBREINTZL DD, ZOEIT/NIL, FAES LAL O R B O
ERIC K o TROBHTSEO B FENRTT T 5 IR N 2B ET 5 &, BRNICERKOS S
ETIHRNWEEZEZ BN, LR JILAZ AR L LD AUChy, KON Coax D P B /FEGE I D 2 i) S22y
DL, ZNEI 96.4% K% TN 101%TH Y, D 90%([EHE X ML AWM a9 R SrE 0w FE 4 (80
~125%) DHFFHNTH>7c, U EDZ b, ZF =V A NI — VKOV R I VT A N
IVDOIEMENREIZ, =T X =T PFRHIC L 2 BT O bhienroT,

IFIINIR S OA—IINBERBEEREV VTS IIRERERZDHRABRSHTOIFoILI
AR OF—ILDEPEFRE/INT A —4

85 Ak [HEfT ﬁ/T&;Z#ﬁ% w/?é%?ﬁ%
AUCy,, [pg-h/mL] 610 (65.6) 618 (57.3)
Conax [pg/mL] 54.7 (35.6) 63.9 (44.7)
e [h] 2.00 (1.00-6.00) 3.00 (1.00-5.00)
ti [h] 17.4 (29.5) 16.7 (27.1)

S CRATAEBRIL) , topa 1T IAE R/ ME — Rty 1 TH IR

LRI RFUILBERBEEBRVZVTAZIRERSEOHBAREERTOLR/ LSRR
IVDEYENRE/INT A —42

8T A sk (] ”/TQQQ#W% %/2i;fW%
AUCy,, [pg-h/mL] 33100 (81.8) 31900 (81.1)
Conex [pg/mL] 3120 (55.6) 3150 (54.6)
i [h] 1.55 (0.983-4.00) 2.00 (1.00-4.00)
t1n [h] 39.4 (64.2) 350 (42.7)

PIE CRTEBIRIL%) , toa T RAE (Re/ME — T RAE) ty 1 R
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2. FEWHRERIINTA—42
(1) FRHrAE
HPYBHRE RN T A — XX, /o ar "=k A M ETIVTICE D EE LT,

(2) TRANEEE R
REER R L

(3) HEEETEH
<HENT—5 >
R S =T % =7 150 mg % 1% |2 BARIRE O 35 51 00 1 I B B 4500 0.0308 hr! T - 72,

@) 2IVTFSVR
<HENT—% >
fEFER AN =0T 4 =7 6 mg ZFRNEEE G o487 ) 7 F 2 2% 1390 mL/min T&H

7=,

(5) NMAERE

<HENT—% >

fEFER AN =0T # =7 6 mg ZH RN EE G- 0@ REE TOSMARIL 1050 L ThH -
7= 30,

6) €0t
RZHE R L

MI /\

3. B&EH (REaL—Yay) @iF
(1) fEH7AE
WULT 75 A b, — YRR O — Y R A AE LTz 1-3 28— R A b ET L

(2) INSA—AEHER

FE R (NSCLC) B % & Te FHE M S B REAR AT & Y IPF FBAE & k52 & L 7= RHEE T3
WEhREFRATIC KV, IR R ORI MR - D 5288 4 fst L 7=,

IPF B & xtg: & U REERSE B REMRAT OFE R, WIRIPER 7 & U Ty, (KE, JLERBIKSR
feR (LDH) MOAFERN =0T ¥ =7 OREREICTREDOREZ KIFT Z LAVvRESl, IPF &
FaxtR e U725 T AH 1199.32 386k & 1199.34 5Bk D N2 B C I L 7= A 11235

) AANOEGBSIVIZZINE « R - FESMEITHREIE, B MEREEIZLE S FYE MRS, TR LA E O YIRS
ik - %E;La)&k E=r 7 =74L LTC1E150mg % 1 H2[E, §l- ¥yBHZIRAKES TS, 2B,
BEDOREICLYV =T =7, LT 1E100mg ® 1 H 2 mEHE5~RERET 5,
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ERBH RIS ity (A BT 128V, ZORRNIFRF SN,

NSCLC B# % & T FHEN SR B REMAT I\ C, SMAERT- & LT, =27 ¥ =7 5y@hkeic
b3 2 BRJEEIRE OO SRS TRD BT, JTMEERE USRI R BR O 20\ O B L LR U, BRI TN
AFT_ATEYT 4R 2%EN-T20, =0 F X =7 OMETREREOFEER LTI RE L,
ZORBITIRN 2 BRI RN EBEZ DI,

BREREIE R B, TR T AL, Sl (SR 2 RRRTEE B e AT I, TVIL S EhRE I B
THHHE 10. EDHEREATHEE] 2BRT DL,

4. IRIN

<HENT —F >

ERER A =0 7 & =7 % 100 mg H[AFE N5 & 86 mg FARN A5 Ui ns, R
EALAR KR O ERB# O AUC OFNMEEZAFT 52 L2 L o T, RO GHZORBINEITA
23% L HEE S Y,

£/, BEERAIC=T 4 =7 100 mg 2 BH%ICH AR 05 %O 6 mg ZH RN EER G L
TR D, M A AT A TV T 413 4.69% CTH o7,

5. o
(1) Mo’k —RxBEFT & @t
MR L
<BE T v >
F v MIMC-=o T ¥ =7 % 30 mg/kg AR OG- Uiz & &, THRAHRR ~D R RE D 454 13
bTnThor-?,

(2) Mik—BAARRAFIEBTE
WAL L

(3) HA~DBITH

TR L
<BE Ty >
BARHADOT Y M ¥C-=0 7 ¥ =7 % 30 mgkg HEROEE L L &, #5 1 BE%D

FLH AT REIRE (269 ng/mL) X IMAE A EIRE (2260 ng/mL) OFJ 10570 1 TH Y, Ht
BEITRRAR LI ISR T L T, 5 24 BRI LA O 3L i sEdk R I3 5B 07 0.18~0.5%
ThHot ),

) AHlOARBENT-ME - HE 8%, BRAKE=FT =7, LT1E150mg % 1 B 210, & - ¥ &%IC
BO%ET 5, F, BEOREICEYV=FF=7LLTI1E100mg D1 A 2 [EHGE~FET S,
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(4) BEE~OBTH
MR L

(5) DM~ DIITH

<invitro T —% >

b e Mg OB T 0.869 T~ 7= Y,

<BE T v >

HZ v M2 HC-=2 T ¥ =7 % 30 mg/kg HLIAIRE O 5- U 72 1% OFARE T S BERE B 1 3% 57 8
N R Ok ChlemiffilzZzE L, $5-% 24 e TIEEE LVMR I 23RO b iv7e, ik &k Ol
FHUFRFREIRER 1T, TN BB 5% 0.5 KO 2 RefEC e fiti &k L 7= 2,

blood standards

B>y MMZMC-Zo T4 =T% 30mgkg DAETHEEROBZERDLEA— ST S LR
5% 2 B5f8)

Ty M MC-=r T X =7 %30 mgkg DHET 1 H 1A 13 HEREROKREG LZL &, @I
W OMILAE R B RE VR FE I BRI IXRR D DR Do 7oy, —EROFAR TIXE & 272 i eI
EANBED LN, "C-= o T X = TR REOEREMEITBE TR b E < ERREK 7.9, R’
TH IR (42), FF& (3.3) ROKEHE LK (3.2) Tho7o, FIF (12) ROVEHKE (1.2) T
HEMEITIE E A ERRD DR Do T2, KRB G- % OHEMY 2> & BN S 72 B REILIZIE 100% T &
5722 E RO BRI SR IX DT N Th o2 2 e, KERGHZICHERICETT
DI E TH D L EZ b Y,
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(6) MIFEAKAER
<invitro 7T —H% >
Vomo s X=7mr MNEEOESEIL978% TH Y, TEAFMESELIIME T V7 I Th

5739

6. X
(1) RBELR R BHRR
<HEANT —5 >

UC-=o T X =T W ANEERRICE VT, & MCB T =0T ¥ =7 oR#PBF S
77o Invitro DFEHR L FER, FERREIKGNIT AT 7 —BIZLDNKRSBETHY, FOFREE, v
RUBH T D BIBF 1202 AR SN, FW T/ v rigfaiiEs: (UGT) 12X 7y
0 IR A 520 BIBF 1202 7V 7 b USRS AR S Ve, =T # =775 BIBF 1202 ~
DORBNIFEF T D > T2,

MAEF TR SN BEREO KL, =7 % =7 (24%), BIBF 1202 (32%) K& U BIBF 1202
TNra UBREAER (30%) HEROLDOTH-o7, tofRHEMIE, miEh SIS T CTh 3
BB SNTZDRThole, =0T X =71Zxt325F b7 m— LA P450 (CYP) 3A4 12 1% N-ii A
FIAIZ LV AERLE 415 BIBF 1053 X OVE O N OMEWIE, fEERMPICiTBliEsny, ety
FCRE S, TORL-VEIEREED %Kl ChoTc, LTeR->T, =27 X =70 CYP3A4
ZNLTERENEETIIRWEE LN,

ZORRICHESE, B MBI 5 =0 T X =7 ORBIIL T ORIGICET 5 2 LN TE 52,

‘ml : =T H =T DRAFIVE AT VG OINK G RRIZ X 5 BIBF 1202 D4 fK

(I AE A HE D 32%)
-m2 : BIBF 1202 OB /LAR VERE S DHAIZ L D 1-0-T v 7 v 7 a RS R D AR
(i AE A HE D 30%)

‘m3 =T X =T DENRT Y ERG DERERY N-Jii A FLAKIZ K % BIBF 1053 DARL
(P i 58D 4%, IMEF It S Tnian)

‘mé : =T X =T DT RAT VKGR TEACH) N-E A T AR D A Al
(P i e 58D 3%, IMEF I S Tnian)
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H]
’ BIBF1053

mfz 554 n'\iz 526

- X we £_{CJ S

H
- p;‘ ‘/&
H,C
S,
HC'NL”\)
4 miz 512
* N, BIBF1120
mo
O miz540
' HC ¥
00C _ o F/CEL
OH mé

m§
miz 542

H N °© (\N

rnlz 540
m4
mé 718 H BJBF1202
glucuronide m H
o miz 526 "'
&N\' m/z 688

H o] miz 702
m2 —-
Hoog%'&' om - isomers due to
o H miz 702 acyl migration

ErZBFBRZZUTFHA=ZTDHRE

(2) RHICEE5T S8R (CYPE) ONFiE FEX

<invitro T —% >

=T X =TI EICZ AT NKG R, 77 v U EREE R OFRER) N-i A T bz L o (e
En Y, v MFI 27 Y —AIlBWT, "C-or T X =TI AT 5 — BT L ARSI A
T, BVRCEBAEHY TH D BIBF 1202 ICRFH SN, MC-=r T X =T D= AT T Ik b
DK RN EFE RS T o 72 (AT T —PIT X D= AT WK RITHI 25%, CYP B
2 K DALAENIR 5%) . =2 T F =7 DKL KON A FIARD A B 2 i3 25 F2 70 B3R 13
CYP3A4 TH o7z,

BIBF 1202 [ & B2 7 Vv 7 v U EElAE S, 1-0-T v v 7V v U ifa &K% £ L7z, BIBF
1202 7 )V7 v U fEas &35 e b UGT 43 +FfilX UGTIAl, UGT1A7, UGTIA8 KOt
UGT1A10 T - 7= 79,
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() VEEEBMROEERVUZDEE

<HEANT—F >

=T X =T MR O U T, = A7 7 —E KO UGT (2 L 5 K& 724 BlEiE s H 2 %
i, % CT& D BIBF 1202 K O BIBF 1202 7 /v 7 v VRIS IRICRE &N D,

(4) REMOFHEOEERWEMELL, FELE
<ZBZE :invitro T —H >

=T =7 OFEMFHY BIBF 1202 1%, BEHRT > A 123 Tl RS R 5% 28K
(PDGFR) o, AEZFEAIDIETEIN 2K (FGFR) 1 K ONMME PN EFEIN % 251K (VEGFR) 2
BIREL, €0 50%MERE (ICs) EIZZZFh 433, 240 KT 62 nmol/L T - 7= Y,

EH e N ARRMEEAIIIZ B8V C, BIBF 1202 1%, PDGFR-0 KON O HC U Vb ZFAEL, %
D ICso MEIXZ N2 5717 nmol/L KT 23510 nmol/L TH Y, ZhiF=rTF =7 L_TZxhZ
1 1/265 KON 1/607 DAE T~ 7=, 2 = & XLV, BIBF 1202 I21% in vivo TOAZMEIZHEFTE
RNEBZTND,

7. et
(1) P R ORI
<SNENT—H >
=T A =T IR FEICEFICHE S LD 0,

(2) Heitg

<HENT—5 >

FEEERR IS MC-= T # =7 100 mg IR & B 055 Lz & &, 72 B £ CTlo 55t
BED 0.649%75 RIS, 120 Wi & T G- EHHED 93.4%3 3 I PR S 417 79,

E) ARFOARBIN-HE - HE  @F, RANCE=r7 4 =7, 1LT1E150mg % 1 B 21[E, &« ¥R&HEIZ
BAfks45, vk, BEOREBICIV=FF =72 1L TC1H100mg » 1 H 2[5 ~FRET 5,
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100 —

80 —
i
N
X 60 —
= O #EIE (N=8)
4% @ PR (N=8)
40 A JRPPEEER (N=8)
1
Bk

20 —

L
R = T ' e ' T 1 |
0 24 48 72 96 120

e b 120 [h]

“C-ZUF A =T 100 mg iR EERORERO C METRED RS, #Erh REHHRR CHREIRER
(A Fi91E)

fEFERRAIC =0T % =7 100 mg # A 5-% KO 6 mg # RN 515 ORZE(RD R e R
X, FRENEEED 0.05%% N 1.4% T - 7= ),

(3) bt
MR L

) ARNOERE N HE - AE @, A= FT =7 L T1E150mg & 1 A 20, 5 - 8%k
A%ET5, B, BREOREICLYV=0FTF#=7LLTC1H100mg D 1 A 2 [EHFG~HEET S,
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VIL P EhREIC B9 5 H H

8. FrIVARKR—F—IZEHT B1HER
<invitro 7 —% >

=T X =TI PHERAOKE Th 205, ZAIMEREE A 2 (MRP2) & O F (BCRP)
DB TIEehole, o, =0T X =71 P-HEE A KO BCRP IZxf L THWAEEHN (kT
KFRIEMEDZNZEIL 72.9 LR 36.6%FHE) 2R LTz, =T X =7IIHWI T A F T AKR—
% — (OCT) 1126 LCHHEMEM (ICsfE : 0.88 uM) ZoR L7272y, AT =4 U liikR U <7 F
K (OATP) 1BI1, OATPIB3, OATP2B1 & U} OCT2 (x4 2 BLEMEMIT R E otz 2,

9. BMFICKDHBRER
MR L

10. FEDNDEREETLHEA
(1) BHsREmE RS B 25 p@hE )
<HARAKROSNEANT —% >
BRI = T X =7 HEE L Lz & &, Blig SRl Sh 285135 &0 1% K TH
STz, BHEREREIC X D EWERE~ O EZ N3 5 3UBRIL M L T,
IW$%@%&(H$A$%@W%aﬂ>@T & % T RESE ISR BY RBREAT DFE R, BREE
&U\E{J SEOBSREREE (/LT F =27 )T T A>30 mL/min) 3= T ¥ =7 O EREIC
%@%&iéﬁ#otoEE%%%E%(7v7%:yﬁu7?yzqommm):ow
Mé?éﬁ@ﬁ#@ﬁ<,:y?7:7®¥%@‘ X BB OV TR ST
&wo

(2) NFRERERERF BT 23K yEhhe

<HARAKEOSEANT —4 >

IPF 235 933 5l (HARNEE 69 flaEie) OF —X & AW FHERSRYBIRERT OF5 R, &5
ANCERE™ Ot~ — D — (TANRTXUVEET I ) F 7 A7 2T —8 [AST], 77=7 3
/F?y171§—€[MI]&UEUwHVm)@L%ﬁ&é$%f L7359/ e 2 B BT N [
INFR LIV, FERHEIICH B TR0 - 72, ARHE MRy EhREfRAT 12 ¢ SR T ET
FTHEREREE D & 5 BT E T THRL,

) AFRNT CORFHEREREE D 7 L — FAHEITLL FIZR T NCI-ODWG (Organ Dysfunction Working Group) T EFE
%%uﬁﬁéhfw
: ALT, AST &U\k UL e AU ERROLT
D ALT e OY AST S IEMEME IR 10 LA T, 2o B U b A EHEE FRR 1.5 (52U T
© ALT J O AST 2SEEME(E TR 10 f2LLF, o B U LB L 2 HUE LR 1.5 (588, 3Ll F
D ALT 3 AST 23 EEHEE IR 10 (58, SULE UL E v 23 AL B IR 3 (56

4
W X?Ff Hﬂ}

o B B O
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<HEANT—5F >

B ST EATRETE  (Child Pugh A, B) AT 288RE x5 & U725 TR G- BR
BRI IZ BT, AKI 100 mg 2 AR O 45 U754, BEREIRERE (2 TR EEAFREE (Child Pugh
A) EHTDHRE D Coax 15 2.2 15 (90%(EHEX M 1 1.3~3.7), AUCqolE 2.2 155 (90%(5#H XM :
12~3.8) bR U7, E7-P5ERFFREE (Child Pugh B) 244 2#BR% TI, KRG ICH A~
T Coax 1% 7.6 fi5 (90%(ZHEX W] : 4.4~13.2), AUC..lE 8.7 1% (90%ISHHIXE] : 5.7~13.1) k&L
7z, mEEFRERERE S (Child PughC) 2 H T 288RE x4 &4 23 BRIIFHEI N T 57, MR
AR

() wERE BT By B EE @

<HAARAKINEANT —5 >

mn it COKYENRE 2 M9 2 3 BRI E M L Ty, IPF B 933 il (H AN 69 # 2 &
te) OF—% & MW RS E BN OFERN D, Filns =07 ¥ =7 IREROF B2 Bf%
WREH, 1 BRI EWAAFTT XA TEYT 408 0.976%HM Uiz (FFTEROF RIETH D 66
Tk & D), FRAT R SRR O AE BRI X 39~85 ik, TRAEIL 66 I TH o 72, T IS\
TR, 66 HRDBE L B LTIZ5E, S2mOBE (5 /8—k L Z A L) ICHIF D AUC. 1L 14%
WAL, 19mDEHE (95 83— XA L) IZBWTIE 13%Hn L 7=,

1. £Dfth
iR — S (it e aetk) DRk
(1) IPF
IPF B8 2 x5 & U@ SRBER (Aol ofiroftR, => 7 ¥ =7 oM L 52
WH D FVC R R L DFIITRRIIR (Bna) ETAROBBRRRO N, =0T X =T
DIRFE & O 2T disease modifying effect (GRS FVC i) & BIE S 5705 & L TR LT,
Enax ©T /L TO 50% G R (ECso) OHEEEIX 2.6~3.3 ng/mL TH Y, 80%HDhHEE (ECg) P
HEEMEIZH 10~13 ng/mL TH 7=, IPF BHETDO 150mg 1 H 2 [EFR G LD =0T X =T D K7
7 MAEFYREE DO IAE (K 10ng/mL) 1, Enx @77 b—fHE 2R ITECTH o7z, AR T
X=0 7 X =T OIRFD RO TR & LT, BEEUIMNIRIRS LR T72,
IREE-SEBER (Rat) 2o\ TiE, =7 ¥ =7 oMmiEgEsE & L8 HE RO 3 FLLED
AST KOV X% ALT EFR-OFHBLE ORIZHVMEBERRRD bz, 61T, EAMEE ERO 3
fFLL LD AST KOV XU ALT ERFEBLDO Y 2 7 3 BT AR TEMEITE N D & DR S L7273,
EIRICHTRES EFOFSBIID -T2, £, TROEEEC D ST, THIEHDOY 27
OFREFE LT, MEREREL D bEREENEL TND I ERINT,

) K%IJ@%D ST hHE - ZhIR  FERVERTRRHEE, S PETREZEICME O MEMEMEE, EITMERME 25 M
T T KR
)EH@E A& L% A= T4 =7 LC1E150mg % 1 H 2, §l- ¥y BHZIRAKRG T, 7B,
BEOREBICIV=FT =72 LTC1EH100mg ® 1 H 2 [[HF5~FERET 5,
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(2) SSc-ILD i

SSc-ILD & Zxt5 & UTCIREE-BUSHRMNT (A2 MERMIE E @ 52 #fE O FVC R R, %4
PEREAG L H - JEYEE EFROD 3 580 D> AST KUY/ XU ALT L&) OfERIX, IPF & TORER &
B LTV,

SSc-ILD H#HFIZHWT, =7 ¥ =7 O MiERTE & & AR H Tdh 5 FVC O M 3R
EDMNTIE Epax BT MEEOBIRRBO B, =0T X =7 150mg 1 H 2 [B#EEO ~ T 7 i fEd
FE (#)10 ng/mL) 1% Epx P77 M1 Z R IETH Y, Z ORERIL IPF BE TORR & FEET
HoT,

SSc-ILD 3 & IPF B OISR ORI E T — % Z 0FOMAT L7 fb R, 1B & TR L5
& DBIFRIZ OV T IPF (83 & SSc-ILD fB# & ORIZEWL /R 22> 72, SSc-ILD & TH, =7
K =7 DI SRR & L HEEE EERO 3 500 oo AST O/ XX ALT EF- O3 & ORIZIEDOHM
BIHERR STz, IR B O BRI K 0 R EH-O U 27 2@ < e 2 "Rtk & D H] (R,
RARE, 7O7AN) WA T, Ebikthofd (REECHEERS) T, Bk~ T, &
YEME EBRD 3 f5LL B> AST KOV XUE ALT EFZAHET 5 U 27 A3 @< 72 5 AlRetE s mig S
7o, NFEESR LA ORBBIT R D 7205 7,

(3) PF-ILD 2% *

PF-ILD % & x5 & UToIg iR -SOCtr (A2 R E - 52 o FVC /B 3R, 224t
MM H c EYEE EFRO 3 f5LL ED AST KOV XUE ALT EA) OfERIE, TPF & O Sce-ILD E&
TOFREREEBL TV,

PF-ILD BB CIIMNT R R B NIR SN TWH Z L, =T X = 7“@&5%7&3‘ 1 HED# (150 mg
1 A2 [E) ThoZ ehb, IPFEE TOMTICHAD &, RE-AOMEORR % IEMIZ RS
FDZLEMTERDSTEN, =T X =7 150mg 1 H 2 E&@ﬁé@m EHBREE BT B 77 b
—fPEERIMETHY, ZOFRFILIPF BE TOMELFRETH 72,

PF-ILD £, IPF B3 KON SSc-ILD B OISR DERIRIR AT — # & DR A fEHT L 7o 5,

B MY SSe-ILD [BE T EIZRD BIVRER L FERIC, =27 ¥ =7 Ol g & & SLVEfE
ERRD 3 5L =D AST KT/ X% ALT EH- O3B L ORI IEOMHBEREGRIRO bz, RiE=E
DEFITEY V27 B3EmL D RN B HEH (T U7 A, REE, E&EFl) 12Nz T,

VT FEEE ERR O 3 fi5LL Eod AST &U/X TALT EROREANEKIT LY 27 (RFE=ETH
) DB, EHLTH 3T a0V ERfEE SN, 202 L bidEO IPF BHE LD
SSc-ILD B TOfENT OfkH & IEJ@IQ’C“Z?)OKO PF-ILD & %5 & L7-ikBR T, IPF B KO
SSc-ILD FB#HF & x5 & LT-BRIC T ALT UL AST O LR BRI T DV 27 B3 2EEh- T

(VREE B K ORI CIAEWE) 23, 20 Z LITh oGt Lz B o0 HBE TR T & e h
ST, F1z, 77 RAREETY, IPF BH KOV SSc-ILD BE 2 x4 & L7=iBRIC b~ PF-ILD % %}
L L LR BRTIE, ALT JUX AST O EADBRERT 25U 27 38 2 fifmno7z, LaL, 22 Tk
D HITENDO X, Blx O R REER R AR OB EEE RN R 5 2 LIZ K D ATREMENE 2
DAL (PF-ILD FB#F A x4 & L7 ilBR CIIMERIR L O n C oo L HEfil, IPF FB3# B OY SSc-ILD B4
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TIAFRCORYER) |, EEICHIRT 2L RS 5, PF-ILD BETO=T ¥ =7 Ol igE
B LR RO 3 500 Eoo AST KO/ 3% ALT E5- & oML, FHEIfRRO A8 % &89
L EMRE~RRE L E 2 5, IPF BE L O SSc-ILD BFE TOMER L RRE L& 2 bz, HE
il EBRO 3 f5LL > AST KOV X% ALT E5-DIAORFIsIZ Bs 3~ 2 BRI AAE ()2 1%, FEuE
il ERRO 5 4%, & L<IX 8 UL LD AST KOV XL ALT L&, BV LBy, TABYVEKRRT 7
% —) 1%, PF-ILD f##, IPF H& 8 SSc-ILD #2545 & LB CRE REWII A B
2o T, PR-ILD BBE Z x5 e LIoiBR TR bR LA, Ko oBFIZE N T, &
HROWBEE, B5Hk, B5Picky, ITARICEEMEHNICEE L,
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VI 224t (i FoiEEss) (B4 55

£ (ERLOEES) ICEBY SIEH
1. BERBEENDEH

1. &
FHOFERIZ. FFIZOVTO+H LGB EBISRBOBRIC+ALHNE - BREZLOEMD D
ETIS 2 &

(figgan)

RERPENARAEIE (IPF), 2B PETRBUEICLE O BVEPEME B (SSc-ILD) K OSETTHERRAE( L 2 £ o [
B YEMYE B (PF-ILD) O HIfE 7252 W1 M OV B1) 72 TR IR BR P A KN DT DO+ 43 72 FERIZ H D T,
ARFNOwE EFEH 2 XD BN HHT-ORE LT,

2. QEW@&%@EE

21@%Xiﬂ%bfwéﬂ EMEDH D4t [9.5 ]
2.2 ARHND RSk UIBBUE OBEERE O & % B

(figEn)

21#%%%@@?yF&ﬁ%%%ﬁwki@%é%ﬁﬁﬁf,% e EBFEAEH & AT T D3
RO HITWD T2, Il TR LTV 2 ATREMED & 5 I IIARAI 2 F 5 L2 &,
7 v hTI, %fﬁﬁnmng®152@&5ﬁ®%§%:ﬁbf.%&%%ﬂzﬁwﬁw
DR O - IR IR BOEAE S DSGRD Dy, 12 500D 18 [EOK\RER & CHfil g #
& RERS ~DFENBD BT,
T XTI, AR 150mg O 1 H 2 EHERGRFOREERICE LT, 3 fFOmmVIRE R TIE -
ﬁﬁ%@%k@w%@ﬂ WD LT, BRI B TORE R XV RVEREE & TIE - BB

\ZBHET 5 K5 7l EAS L DR~ O ERTRD iz,

Z D &5 R IERRRFMERERAS R EE S W TERE LT (TIX. 2. (5) AE5EFs A s taklik | 0TS )

2.2 AFND SR U CGREUE DBEERE D & 2 BEICARK 2 &5 L6, WBUEZ K 2 3 " he
HERHDZ LD, —RNRERLE LTRE L, ARIOEEICHE L TUXMBZEET), KR
HlO AR U GRECVE OBEEREN H 2 55 120%, AFIZELH L2 L,

3. MEEXIIHRICEAET 5B EZTNDER
(V. JBFEICBET2HE ) 22352 L,

4, AZERUVBEICEET HFELEZTDERH
(V. JBFEICET2HE ) 22352 L,
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VIl 22t (fE EoiEEs) (B4 5HEHE

5. EELGEXRMIEFE L ZTDER

8. BELEARMIE

8.1 AST, ALT, BV VB V2D EF A IEEREN S Db d Z &M 5 DT, REIE B
BERT M O G-I EHIRICRAE 21TV, BEOREZ H3ICBET 5 2 &, [7.2, 11.1.2 ]

8.2 /MR Hbod, HMIZE - 7 EERER b WA STV b7, RFIES HITE Y
A IIRIRAE AT 5 72 &, BIEE2 721179 2 &, [11.1.4 B

8.3 X7 u—VIEMHNRH LD Z ENHDHOT, FEHMTITREAZ EWNICHRET S 2
& 11117 ]

8.4 AR AELE L AREENRH DD T, FMRHIK G L HE§25 2 LBREE LY, Filitko
B 5 EBIXRE ORI U TR 5 2 &,

(i)

8.1 IPF B %54 & L= ERRIL RS I AHRER (1199.32 3Bk & T8 1199.34 #052) *Y, SSc-ILD i
F et & U= ERHERE 1 FIRBR (1199.214 3BR) Y% O PF-ILD A& & %4 & L7 [EpsdE
A5 I AHERBR (1199247 3#BR) OClE, AFIORGIC L BIEEO LAARD bR TEY, =
UL AT CHABRG O BECIERICITEE L T\ oz, £, BV A E O ERIFIPF &
Fhxtgel Uiz 1199.32 5Bk KON 1199.34 iR, PF-ILD B 2 %5 & L7z 1199.247 iBRIZHB W
TRDENTWD, IEZD LF L YA E LD LT %S FFHREREE O F8 4 DR 1L 0 R4 %
RO DIZEIR 7 ITHEEIR A &+ e BB OB 2 30 U 7o, FHSRERE S O FREE SR C
o THARFNOREN LR DA NS 57120, BECH»D LT, REIRTRE L B8N
HEIZR D,

8.2 IPF DENHRZIZIH N T, KA G HILICE - 72 B A /MR B 2 R 8 L 72 IE G123
BENTWDZEND, M/ MR DOFEA OB IERCRHIFE B0 72 I EBHIR A MR A & 4y
RBEOLIM AR E Lz,

8.3 EPADHIRIZIZIHNT, AFIEGHICF 7 0 —PIEGREEE S 2 58 LI ER DN s &
NTNDHZEnb, 37 u—EREHEROFAEDR LR R HFE RO 72 DI EHRY e RE [ O
DEMEZTRE LT,

8.4 VEGFR %4 L7-HifaN > 7 F /U niZ & LE T 2 AN W CTAGIR 2 BIES &5 U A7 )
HMH5NTERY, VEGFR 24 LizfilaN Y 7 F N RiE a2 ET 5 2 &1 X 0 /i & Nz fia
DIEFHEDPHAET D2 & THRETHLEEX LN TS, IPF BF 2 x5 L LRI
T, AFIEFE UTIER CIBAEE1T > 72 15 BlCMEE Y A7 2R84 2 HEORBUTRD 5
IR 1oy, KRAIOIEEIER ) 6 AVEIRE O BIENEE S iviz, IPF, SSc-ILD & 5\ X
PF-ILD DEFEIZE W T CH OB T BT O TR B2 Z L6, FINAETIC
(T EMIR G Z Pl L, FIRRICITAEN G T 5 £ CREOTISEEBET 5 Lo
THEME LT,
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VI Z2eft (B Lo Ess) (2B 2HHA

6. RENEREZHIVBEICEHT HEE

(1)

BHHE - BEEZFOHLEE

9.1

BHHE - BEEZFOHLEE

9.1.1 MEEREDHEETERVZOREDHSESE

ffeZEte R ORI 2 RS 5 wREMEN & 5.,

9.1.2 HINMtFRRDH 2 EE. REABFERETOTVLESE

i U 2 27 2Bk 2 RN 5,

(FiER5)
9.1.1 IPF fRE 2 %5 & U= [ERRSE[ES T FHARER (1199.32 38R K% 18 1199.34 38R) Y Ti%, AHIRE

9.1.2

D 3.8% (24/638 fl) KT T BARED 2.4% (10/423 i) (ZZERIE K MILARSEIC D S D
HAERERGEPRE SN TN D, FIRMARIERIEIC B SN DA FFLORREIE I THGHM T
Rk ORAIRE - 1.1% [7/638 BI], 77 vREE: 1.2% [5/423 fil]) Tho7=03, @hikimnfesE
BIEIC SN DA EFZORBEISITIARAIRETE < (2.5% [16/638 111, 0.7% [3/423 51])
Fr BTz, 1199.32 RER M N 1199.34 3ABRICH WL, MABIEY 27 0db 5 8E (12 7 HLL
WIZIREA N> R 23D 5 BE, BEMRFEREZAT LB I sh T,

SSc-ILD i &%t & U [EBSLE S I ARER (1199214 358) VT, RIS IERIEIC
DHEEINDLHAEEGORBENGIIARFIRE 1.4% (4288 i), 77 BAREE 1.0% (3/288 #i), &
IR AR ZERRIEIZ TS N DA FEFLORRENEGIL 0.7% (2/288 #i), 77 B ARHEE 0.7% (2/288
) Toholo, 1199.214 HERIZIBWTIE, MARIEY A7 OHHEF L LT 12 7 HALWIZI
A X2 N OBEREN S B BE IR ST,

PF-ILD [ % %5 & U7z [ERSILFEE I FERER (1199.247 #ABR) V¢, BIIRMARIEARLE ISy
M INDAEFROBHENGIIAAIRE0.9% (3/33241), 77 BARE09% (3/331 f), ik
MARFERRIEIZ SN DA EFROFBBEIGIIARARE 0.9% (3/332 #i), 77 AR 1.5%
(5/331 Bi) THo7=, 1199.247 REBRICEB NI, MBRFEY 27 ObHEE L LT 12 7 H
DIAIZ e A = s OBEER & 5 BEF IR ST,

F7o, KL FRRICINE N EEEA -2 (VEGFR) %0 L7-fiam s 7 umiEz ET 5
HHITIL, EE X5 L LIRS T, A2 - e BIE RS ORBNGERD Hi T\ 5,
PLERY, RANOFKIEHN L MR ERIEDO R EFEZORBIRNAER L, £, MRZERIED Y
AT DD EE BT DAFNDOZEMIHGER S TN Z 2D, MARTERIE DB ERE K O D
FR DB 5 BEANKT DAFI OB GOV TITEEICE 5T HLERH D LB L, 3RE LT,
AFH & FABEIC VEGFR 291 LT-#IIAN S 7 F UG 2 BLE T 2 35 CIZ i Y 2 7 o &2
FHITEY, VEGFR 4 LIzilaN s 7 VR BLET 5 2 &1 L0 i/ & R
R FPEDMEHE LFEHT D L ZEXA BN TWD,

IPF B 255 & Uz [ERs L AS I AE3BR (1199.32 kR J O 1199.34 #BR) YV Tix, AH)
BED 10.3% (66/638 Bi) KONT 7 vREED 7.8% (33/423 f5) CTHIMIZHMEIND HEFS
DHE SN TVD, BEEZHMFGIIAFIRE 1.3% (8/638 f51]), 77 ARHE 1.4% (6/423 fi)
ERZBENIFFHEE T, RO BEINIFRITAMM ORARE : 4.1% [26/638 #il], 7F
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VIl 22t (B EoiEEs) (B4 5EHE

T AREE 3.1% [13/423 B]) M O(E (1.6% [10/638 5111 %f 0.9% [4/423 #il]) ToH > 7=, 1199.32
FRER K TN 1199.34 RERICEB W TR, tHILY 27 O & 5 B (R 2 HIM RN 243 % B,
MAMERIAAESR, FIRABCOHEEER (B4 1> K A, FeHrh7y, ~U v, &
P 8T m A EOPUI/IMRERIC L W IBESN TV S EE) TS Tz,
SSc-ILD M % 5t & L= EEEILAS T MR (1199.214 3) VClx, AFBFEO 11.1%
(32/288 f5l) KOTZEAREED 8.3% (24/288 ) THIMIZ/HE SN D HEFLNHE S
TWo, BEEIEIL, 77 BRI TARABEDOIZ ) BE L, AAAOBEMOZ ST 77
7TANE—EL T\, BEERQHMFERITIAFTE 1.4% (4288 1), 77 BARHE0.7% (2/288
Bl) L HMFROREIIIEE ThH o7z, HbE WM SN FLITR MM RARE : 2.8%
(8/288 ], 77 &ARHE : 3.8% [11/288 #i]), EMmHim (1.7% [2/288 #il] xf 0.0% [0/288
1) R OumAEGE (0.7% [2/288 #i1] xF 0.3% [1/288 #il]) Th -7z, 72k, 1199.214 bk
IZBWTh, HIL) 227 0b % BE Bttt HIBERE2 A % 8B, RAEEHEOHE
BEHFRIELZ T TWLBERE) RS T,

PE-ILD/ERH %14 & L7 A EREILFERRBR (1199.247 #5R) V¢, AABEDO11.1% (37/332
f) KO T vREE12.7% (42/33141]) THIIZOB SN O AFFLRIRBO bitlc, HEERM
M EFSIARAIRE0.9% (3/33261]), 77 vAREELS% (5/33161) & HIMFLROIFE A ENIEREE
ThHY, RbEHESNIFRITEHM ORARE : 3.6% [12/33261] , 77 &AREE : 3.0%
[10/331651] ) Th o7z, 728, 1199.247TRERIZENTH, HILY 27 0H 5 HEE (BB
i FER A2 T 585, IBEHEOHREANSEEZIT> TWHBERE) IS ST,
PLEXY, RAIOFEHEEMICLDHIMY A7 ~OFEBEZEL, £/-, HiL) 27 0H 5 R
FIZB T DARFOLREMITHER SN TN RN ENBERE LT,

(3) FFikrelEEEE

9.3 IFHREEEEE
9.3.1 HEERUVEEDOIF#EEEZE (ChidPughB, C) O®H5E%E

B ESRTD 2SRV EH SN D562 RE, AT 52 &, BRI 2561, IFEE
Bz X HENZATH 72 &, HEICEETOREZBIZET 52 &, IFEREENELT 6%
Nnd s, -, PEEOFHEEERE (Child Pugh B) O % BE TlIMHEEN EF+ 5,
1 OIFHERERE  (Child Pugh C) D& 5 BEEZRR L LIANER VR AR L Lz
FEPRFRBRIT M L T2y, [7.20 8.1, 16.6.1 2]

9.3.2 BEDHEEREE (Child PughA) OH5EE

NFRSBEMR A 2 L W BERENCAT S 7 &, MEICEBFEOREZBIZT 25 Z &, IFERERE N B
LHBEFNNH D, [12. 8.1, 16.6.1 Z]

(%

i)
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VI Z2eft (B Lo Ess) (2B 2HHA

IPF B O REMIEM BRI OFER, N— R T A4 VRHIREDOFHEREFREEZ A L T\ eBEH D
FIAITARME TSI RER D 4.7%) Tho7-0, AFIOREN LT @R BN TN
b, EHR L IFHSIERE &+ e BERO M ENEA % E Lz, IFEEE (Child Pugh A, B) 2875
Wb A g & U250 THERARER (L) ™ I8V TARA] 100 mg & HER 5 U7 fE R, e
JiFFEE  (Child Pugh A) D& 2 #BRE TITMFPEIRE & L T, Cunax KON AUC 28 22 55 < 72
D, FEEFEERFEETE (Child Pugh B) & 2 #BR#E CIIMEREHEERE & B LT, Cpa 23 7.6 {5, AUC
MBIEm L D Z ENRSTz, 2D, mE (Child Pugh C) DOAFEREREDH 5 HBHETH
=T =T OREREN EATORENENRSH Y, £72, &mE (Child Pugh C) DOiFHRERE O & %
B TIIARI O NE R WZEMEIIHRF SN TVARNWZD, IR ES 2 2L S 55
AEbRE, AFOERITEET 2 2 & 2 FERE L7,

(4) 4TEREERY SF

94 XEREZEHT HE
IERATRE 72 PRIz % L ClE, AFI OB G- R O G T D072 < b 3 7 A F Tl 7okt
HEITH X o8 sZ L, [9.55H]

(fiF7)

AEHR FTRE 72 2 ME DS AA ORI AR U 7o K9 IS8 B 22 EATHE 1 oD FEfl 2 U 9~ 5 L 9 F58
5HZ L ERE LT, BHEHE 28T 572 01201%, BVE VREHER & AR xR L' CHILA O
BETE A DR 5.

7 v M ERHWITZIERR O RAEHR G HERBR CHE~DOREENBDO LN TEY, b D%k
F o7, HEEEHEEZ 70~90 H 2~3 W A) IZRETHZ L T2 720U 3 [E0HAREA
Bl Lty G TRELLIEAMEADEDOREWZ +ICE=F—35Z L RAlEELE
%, 30 A OBHEM Z#E Lz (TIX.2. 2) REHRGHERR ] OEBMH),

BURE U CARRID AR VE R DR A TEITT 20 E 2 NI TH 5,

(5) 1w

9.5 11t%
WG SUTIEAR L CW D ATREVED & 5 2EICiZ &R G- L2 &, @ (T v by v HF) 2w
TSR R MR TR ER R OV - IR IRBSEMEA NGB 6T D, [2.1, 9.4 & ]

(fin)
HWRFED T v b & UV X2 AW AR AFERR T, I8 - RIRBOEER & ey ns e
bilcloy BERoEORGEHE) &E Lz (1IX.2. (5) AfEsAREMERER] DHESM),

) ARFIOAGE SIVT-ZIEE - 20 RPRMEMEE, 2B MsREEIC > MR E, TRk M
P AR
FAE - AR @Y, A= 74 =7 LC1E150mg 2 1 A 20, 8- Yy BHICRAKRET S, 258,
BEOREICEV =0T F =L LT1E100mg D1 A 2 [EHFE~FET S,
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VIl 22t (B EoiEEs) (B4 5EHE

9.6 &7l
1B EDOAIEMER ORFREOAHRIEEZZE L, RO S UIP I 2 BEd 5 2 &, @3k
B (7 v F) THITFT~OBITARD LN TND,

(i)
7 v FEAWIZIEBRIRRBRIZE N T, 5 ED 0.5%LL F DD @ ORA KL O ORI O PR
TR N 57y, EEERASCRERSELE M THATORIZE T 2R ENAH RO, K
FNC & DIEHR TIIRALOMRE ST T 1 2 Gt 2 & o EEmE 2 i0E Lie (TVIL 5. (3) FLitdh~
DBAT) DEHEM),

(7) MR
9.7 INR

NIRRT G & LT BRI M L Ty,
(i)

INRNZ KT D AAN OER BRI SN T 67, R OEIMEITMESL L TW R W2 ORE
L7,

(8) =#E

9.8 EnE
—RICAEFRERE MR R LTV D,

(figan)
— R E A CITABEENE T L TWNA 2 ENZN LG, BEDIREZBIE LN 5 AH
ERETDHVEMND D EEZFRTE LT,

7. tBE{EH
10. MHEEHA
KNI P-HEEEHDOEETH D,
(fi#0)

In vitro @ P-BEE BB B W T =07 X =7 OHEH IR OBRENZRD Sz = Lk, KK
IEPHEEAOEE CTHHEEZ OIS (VI HWyEhEEICRET2EHA | DESMR),
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VI Z2eft (B Lo Ess) (2B 2HHA

(1) HAREELZTOER
BRIE STV

(2) HFRXELZTDERH

10.2 AR (BFRISEET S L)

Tz RAuvA T
v ARY
[16.7.1 1]

FIATV, REVPBD bNZHE1T
FH- o, HE ST IR E o) e
g ZAT D Z &,

FAN4 5 HRATEAR - VBT IA B - faBRIA
P-pE AR F L E Al P-HEE AL EA & OO AR IIBLE % |P-HEE A OREIC L D AF OEEN

FHFDERESEND B,
FhaFy—rEOHFERICEY =
T H =7 D AUC D3 1.6 f%. Cpax 235
1.8 fEIc ER L7z,

P-HE 2R (55 A
DR SV iV
HNNRTBE

P-PEE EFHEM & OOFRIC LD . AHA
OYER AT 5 ATREMEDS B> %, P-HE
B E B O 20T 720 S A

P-HEEE A OFHEIZ L ARA OB N
KFTDAREERH D,
V77 topfflicky =

Tdrx=hrA v

A3 TAF XY VY (St

John’s Wort, &>k« ¥ g—

X U—h) GHARWE
[16.7.2 & ]

DOEREMFT5Z &, TH =T D AUC 23 50%, Cpax 2357

60%E T Lz,

(i)

P-BEZE HFHEA
TERE B MR & X T, )72 P-HERAEFACH L7~y —L & R OIEY R AAE
et LS5 (1199.161 38R) ), AHI OB 5 ol i 55 v i fE - R AR T i (AUC)
THIL6~1.7 1%, HmMmEHIRE (Cnw) 138 18I EH Lz, L73->C, P-FiEAME
B 2 2mw Ay, Y uRARY E) BRAEOIIREGT D L, KA OB RN
NS 2 ATREME S B 2 DD T2, P-PEER ALER & OO, AFIOZEMEEEEIC
T=HX V7L, BERBNAEUESEAITIE, REIOBEITIRE O FR X H 10w )72
KHEMBIZRDGERZH 5, 7087 bat Yy — W EENTIHAHAI O AP AR I LT D
7= FRR—ERIITED TR,

P-FEEE FEREA -
BERE B VR E 2 X1, AR PHEEAFEATHD Y 7 7 BT L ARA DI HAF
WA L5 (1199.162 388k *°, AFIOIREE BT AUC THI 50%, Cmax THI 60% E T
TLl, LRS-, PHEEAFES (Bl V7rrevy, AR EBEY, 7oz= R
v, B3 UA XY VY (St.John’s Wort, B> bk« YVa—r X - U—]) EHANLE) 1T
AAIOBFERLZ LT S D HREMER SV, JFHEKOBRICB W TE, PHEEAFEIFEHR O
WIUID 22 WA DR N M BN IR DA N D D,

VIL SEEhieicBd 2HE 1. MPIREOCHRE 4) BF - ITHEORE) 22252 L,
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VIl 22t (B EoiEEs) (B4 5EHE

8. EI{ER

1. BIYER
ROBWERNR D oD Z LR L DT, BlEL ToIATV., BENEO bNIZHEEICITkEGZ
P9 570 ETEUREZIT O 2 &,

(1) EXGEIER & DHAER

1.1 EXLEIEA
1M1.1.1 EEOTH (3.0%)
THUER D B2 B A TR 7 X T I MEOILBEAIR G5 21TV, RFIZL S
RO &Gt T 52 &y T DOMERIEIZ L 0D LTS 5 X 5 e HEED T
OEEX, AANC L HIEEEAFIE L, BRI ThRVWI &, [7.15#]
11.1.2 FrEREREE (2.1%)
[7.2, 8.1&M]
11.1.3 MSESE (FIRMIEER (FERH) . BARMEER (02%))
11.1.4 f/MRED (0.2%)
/R 23 8 & o, HILICE - - EEARE b HE ST D, [825H]
11.1.5 JHILEZEF (0.1%)
BEDBFED b HEITIE, NS, ETXH, CTSOLERRELTTI 2 L,
11.1.6 FEEMMMA (L)
i S T 4 R A SO I B RE AR S C 0 i BB L 25 D SR FIE D RV MM 2 D 3 A B D A
X, AFIOEEZFIE L, @WYRAEEZIT) Z &,
117 27 O—EHEREE (GEER)
[8.3%: ]
11.1.8 BIRRARRE (B ARH)
RENIRAEEEZ & BRI S H S b Z LB H 59,

(i)

IPF B %504 & U7 ERSHLR S 11 AHERBR (1199.32 BRBR K O 1199.34 #k) >, SSc-ILD £

H At b U R AR (1199.214 38 Y K OVPF-ILD B & %5 & U= [HEs

[R5 I FEEER (1199.247 3B O CHE SN-AH L ORBEERAGETE RVWEERS (7

TER) ICESWTAR LIRBEA 2R Lz, Zh b OEBRILFES I HHRER TARAN IR 4

LILTWARWEESIE, SHEARKHLEKRTLL, Fuv o —FBREAOKBERICI V&

ENHHEEEME LTEEMGE LT\ 5,

11.1.1 IPF [ 2t g & U7z [EERILFE 55 T AERUR (1199.32 3R K OF 1199.34 #8#R) , SSc-ILD &
Fraxtg b Uz EESIEE I ARRER (1199.214 7BR) M OV PF-ILD BE 255 & L7z [FEE
JL[EES I FERUER (1199.247 3lR) TRO LN &K HEBESGOREWVEERIZ THI CTH -
oo TNHDELITBRENSFEETH Y, HEBESCIHEO TS CEHTRETH -
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VI 224t (i FoiEEss) (B4 55

, HEOTH (3.0%) LREILTND I ENDLEKREIEMRICHRE L,

11.1.2 IPF B Z x4 & U7- EFEIERISE AR (1199.32 308k &% OY 1199.34 #X5#%), SSc-ILD &
Fraxtg b Uz EESHE I AHRER (1199.214 7BR) M OV PF-ILD B 2 x5 & U 7= [FEE
FL[E S I AHRER (1199.247 #8R) <IE, AFFESE (10 61), 3EWYERFRES Q 6), ITHEE

(7 #51), KM E (3 #1) @EM’E?H@%&%%&;%)_A:ybx%ﬁﬁ%%aba:. (2.1% [27/1258
Bil]) A ERRRIVERICRE LT,

11.1.3 IPF B Z x4 & U= EFEIERISE T AHRER (1199.32 508k &% OY 1199.34 #X5#), SSc-ILD &
Hewtg & Uz EER LR I AEEER (1199.214 38BR) I ONC PF-ILD & 2514 & Liz[H
B[ 25 T FEERBR (1199.247 #ABR) 12\ T, FURIMAS ZERE IS/ S 2 BIVEH I
HEITWRN,

IPF (B 2 kP4 & U7 [ERR LRSS I FAERER (1199.32 3B &% OF 1199.34 3BR) TiX, #ik
MR ZERIEIZ SN D 2RO EEZE (1 61, OFfEZE (1 #)), —@MERE nsE (1
Bil) OERWEHORENH D Z & gm&%&r (FRAR AR 28RS (BEEARAA), BhRM AR ZE
2 (0.2% [3/1258 f5l])) A HERZeRIWERICRE LTz,

7233, AF| L FIERIZ VEGFR 241 L7cfilaN > 7 s & [HE T 2 3K & B G- S v g
B IZB VTl - BREEFELSORELNRD 5TV 5,

11.1.4 IPF FBE TOEWNTIRZIZIBV T, ARAIF 5% I M2 > 72 BmE i/ MRS 2 388 L

TIEBINHRE SN TWD Z &b, M/MiED 2 ERZ2EIER & U TR L, dEmhis
LHZrELT,
IPF [ Zxb e & U7z [EERILE 55 T AEEAR (1199.32 38R & OF 1199.34 388R), SSc-ILD &
Fraktgrl Uiz FEEEILRES AR (1199.214 3Bk) KOV PF-ILD B3 & x5 & L-[EH
BRI I ARERER (1199.247 3BR) CIE, AFAOHEEIC L0 f/MrERAD Q6 55
TR E (1 61) (0.2% [3/1258 5111) DORIWEA N #HAE ST b

11.1.5 IPF B &t g & U7 ERRILR S T ARG (1199.32 385 &% OF 1199.34 aft.%ﬁ) TIXIHILE
AL S D AL RS (160, MERES (16, ZRdlve+ —FRIBIR e &
[F—EF) ORIEHOMEN B D Z & OIHIEZRFL (0.1% [1/1258 #1]) ZHE K2R
FIZRE LT,
72k, AHKIL FIFEIC VEGFR 20 LI Y 7 UG & L ET 2 38K 2 5 S e
BEIZB W THEE LA ERE STV D,

11.1.6 AH| & FEkDOTF v dF—BHEBEEMNEZ AT 23EAN BV THRIBEMEM R O®E R H 5
L EBELUTERE LR, IPF B Z2 x5 L Uz FEEILE S A58 (1199.32 3B KO
1199.34 #5R) KOV PF-ILD B3 2 x5 & U7 [EBSIE RS 1 FHER (1199.247 #ER) |
W HESEME R ORIER OIS IL /20 > 72, SSc-ILD BH & x5 & Lf:lllfﬁiblﬁl% I
FHERER (1199.214 3BR) TIIAH & ORRBIRENEE TE W HEMEZEED | HlRE S
NebOD, FIREBOEEB X ONMERP L LT,

11.1.7 ERAOTIREZICBNT, AFIEGZICERER X 7 0 —BREEFREE S 4 38 LT E
BIDEHRE SILTWNWD Z &b, 37 —BEGEFEZERRENEN & LTl L, HEmE
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THZEELT,

11.1.8 L7 MEH - FrERZEE®T — ¥ ~~— A (NDB : National Database of Health Insurance
Claims and Specific Health Checkups of Japan) % W\ 7=FRAREHR L W, VEGF X% VEGF &
BEROHEER AT 534 (LLF, [VEGF/VEGFR FREA)) CiE, BHIRAFEENEEH O
VAT THHNNY AT (BinfHHiz) &g LT, BIREEEOIELY 27 R —H L
TRFRELL BIT@mVWMER AR bivlz, Skl &fi R, VEGF/VEGFR PR A D FEBLFHY
WS E 2, BIIRAFEEIS VEGF/VEGFR LEANCRBO Y 227 THL EEZLND Z
Enn, BRAEBEL AR OERRBEWER & LTl L, EEMETLSZ & LT,

(2) ZothoE|ERA

1.2 ZDHOEIER

10%L4 E 5%LL E 10%AT | 1%L0 E 5%AT0 1% A
R OV b RBARIOE, (KR
il RN
H GRS THI (56.1%), FEL (21.6%). A R R AR
MM (11.0%). AE9 (10.9%)
EEREE s A E5H- (AST. ALT. ALP, Eryarey
y-GTP E5%) (12.2%) I E
B K OV T ARk WIB. T O
iE, BLEAE
PR SER
Z DA, HH I

(figsn)
IPF B % %5 b U= ERS LR 0 ABER (1199.32 3RBR K OF 1199.34 #B8) > | SSc-ILD B
Zextge b U7- [ERSLLRS I AHERER (1199.214 3R) ¥ KOV PF-ILD B3 & x5t & L 7= Eps L [F &
I FHERBR (1199247 3BR) VNCHESWTEE L-FIEH ORELEIS 207 LT,

TR R OV i
RBRIGE (8.7% [109/1258 f5i]), IR (7.3% [92/1258 Bil]) DEWEH DA 6 7= 72 O FEE
L7,

MAERE
EILE (1.2% [15/1258 1) ORIWERBNA LT #E LT,

H Gk E
R K OV OO R 692 51 & #RAE 14 FlIEA DT IHT (56.1% [706/1258 i1]1), .l (21.6%
[272/1258 $1I]), WEM: (11.0% [138/1258 1), HEJw 83 15, LNEERIE 55 61, TH kasdm 2 61, T~
fEERYRE 1 1, BiEds 1 B2 S TR (10.9% [137/1258 #11), {HH (1.4% [17/1258 fi]),
MRS (0.08% [1/1258 f5111) DREIWEMHS A B ALz 7o OFEH L7z,

JHF AT SR B

TI=rT ) bTUAT 2T —8 (ALT) HUN 69 i, ALT $H 16, 7 A/RTFHERT I
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VI Z2eft (B Lo Ess) (2B 2HHA

) bF AT 27— (AST) t%bu 58 5, AST %4 14, y— 7 VHINV KT AT =T —F
(GTP) Hihn 45 5, y—GTP %5 141, FFHERES T 30 4], NFmEsR LA 24 1, 7 v U aR
A7 7 #—E (ALP) /N 16157J N7 AT IF—E LR 1561, &7 A7 I F—ElE
16, FFESEERAE R E 1 GIORIER R ARLNIZ20, &bt THFEE#%E LA (AST, ALT, ALP,
y-GTP bE555) 1 (12.2% [154/1258 f511) & LCitd#i L7z, F£7=, mie v ve 8 7 4,
EEULEUIE 1| BIOBWERANRALNZT-D, [Eme UL imiE (0.6% [8/1258 fil]) &
L Citd L7,
B2 B OVRZ I R BRE 7
9% 8 B, ALBEMERE 16, WBMERE 16, Z2FEMEE 16, BEMRE 1 HloRITER
MAH BN, GhETIHE (0.95% [12/1258 #1]) & LCRtdi L7z, £/, £ 2EE (04%
[5/1258 f]), WiESE (0.4% [5/1258 Hil]) DREUWEH A BTz DFiHE LTz,
PHARREE -
M (2.1% [27/1258 f51]) OEWEHRNZ B, MoF v FF—BREMREN 2449 535 T
HALINTND 2D Lz,
F O,
S 20 B, BB 3 F1, P65 3 51, i bERERIE 2 Bl & oo i B S o B VR 23 A
b, hoFr X —BHEENZAETL2HEATEALN TS 2O (3.7% [47/1258
#l]) &L CRed L7,

-123 -



VIl 22t (B EoiEEs) (B4 5EHE

SEREERARBEERVERREEREE &
1) IPF B F At & U7z [ERRILR S I ARERER (119932 3R K& Y 1199.34 BBR OO 57 — &)
BIEAFETIKR

e e =T =T
77 ERHR 150 mg 1 A 2 [#f
2 ARk G511 423 15 638 il
EIE B 120 1] 455 fi]
BIVE A BLE A 28.4% 71.3%

IPF & Z xR E L-EREEE I AEER (1199.32 BEAKR U 1199.34 FEROHIET—4) I1ZHIT5HEHER

N S - 7T v RBE =T X =7 150m
AR SUAEATE (N=423) 1 B 2 [l#Ef (N=638)g
2EIEH 120 (28.4%) 455 (71.3%)
JEYIE 5 K OVEAE U 4 (0.9%) 7 (1.1%)
R ARGE R 1 (0.2%) 2 (0.3%)
fEEmEZE 0 (0.0%) 1 (0.2%)
7 A L APEE ISR 0 (0.0%) 1 (0.2%)
EEAE 0 (0.0%) 1 (0.2%)
LiRINIOR 0 (0.0%) 1 (0.2%)
RS 0 (0.0%) 1 (0.2%)
HE N 0 (0.0%) 1 (0.2%)
RUE R 1 (0.2%) 0 (0.0%)
T RIE R, 1 (0.2%) 0 (0.0%)
fiti g% 2 (0.5%) 0 (0.0%)
SR Sk 1 (0.2%) 0 (0.0%)
B, MR X OFEARH OF 4
(I35 LUK ) — 7 % 4 12) 0 (0.0%) b 0.2%)
Er 0 (0.0%) 1 (0.2%)
MigFR LY v RfEE 0 (0.0%) 3 (0.5%)
2. 0 (0.0%) 1 (0.2%)
I S 0 (0.0%) 1 (0.2%)
U RRERIEINE 0 (0.0%) 1 (0.2%)
R LU EEE 15 (3.5%) 60 (9.4%)
BARIBOE 13 (3.1%) 54 (8.5%)
B R E D 0 (0.0%) 2 (0.3%)
ik 0 (0.0%) 2 (0.3%)
U Z YUY RfE 0 (0.0%) 1 (0.2%)
83 PR I I g 1 (0.2%) 1 (0.2%)
R B 0 (0.0%) 1 (0.2%)
ZE 0 (0.0%) 1 (0.2%)
BRSPS 1 (0.2%) 0 (0.0%)
T A B 2 (0.5%) 5 (0.8%)
5 ¥ 0 (0.0%) 2 (0.3%)
RHRSE 0 (0.0%) 2 (0.3%)
U B R—jug 0 (0.0%) 1 (0.2%)
PR 0 (0.0%) 1 (0.2%)
R 2 (0.5%) 0 (0.0%)

TEFIEL (EELEIG %), ICH EFRERMFE A AGER (MedDRA/) D& E HIK/3H M OFAGE TR
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IPF EEZ xR E L-ERRERIE I ABRHER (1199.32 SHERR U 1199.34 FHERDHFET—4) (ZHITHENER ()

. 5 - 77 AR = T H=7150m
ARGV (N=423) 1A 2 E (N=638)g
TR E 10 (2.4%) 30 (4.7%)
SEYR 0 (0.0%) 11 (1.7%)
FEWED E W 6 (1.4%) 7 (1.1%)
AL BRR 0 (0.0%) 5 (0.8%)
S 2 (0.5%) 3 (0.5%)
KFEIE 0 (0.0%) 1 (0.2%)
fird i IE 0 (0.0%) 1 (0.2%)
HEENET 0 (0.0%) 1 (0.2%)
FEfR 1 (0.2%) 1 (0.2%)
REEL 0 (0.0%) 1 (0.2%)
AN B PR 0 (0.0%) 1 (0.2%)
TG 0 (0.0%) 1 (0.2%)
b 0 (0.0%) 1 (0.2%)
— M AR 0 (0.0%) 1 (0.2%)
TAREE AR 1 (0.2%) 0 (0.0%)
EE RS 1 (0.2%) 0 (0.0%)
IRAEPED F 1 (0.2%) 0 (0.0%)
TR RE R 1 (0.2%) 0 (0.0%)
AR 4 (0.9%) 2 (0.3%)
i MR AR R 0 (0.0%) 1 (0.2%)
HERRENESI2Y) 0 (0.0%) 1 (0.2%)
SR M. 1 (0.2%) 0 (0.0%)
He R dh IR PF 2€ 1 (0.2%) 0 (0.0%)
F 2 (0.5%) 0 (0.0%)
BB XUk KEE 0 (0.0%) 2 (0.3%)
[EIHAME D F 0 (0.0%) 2 (0.3%)
iR 4 (0.9%) 7 (1.1%)
GlEs 0 (0.0%) 2 (0.3%)
Bk A 2E 0 (0.0%) 1 (0.2%)
EERETa v 0 (0.0%) 1 (0.2%)
B AR 2 0 (0.0%) 1 (0.2%)
YRS 0 (0.0%) 1 (0.2%)
S HISMIGRE 0 (0.0%) 1 (0.2%)
D EPEAFR 0 (0.0%) 1 (0.2%)
BeMiE 1 (0.2%) 0 (0.0%)
ISR 1 (0.2%) 0 (0.0%)
DG 1 (0.2%) 0 (0.0%)
Rk 1 (0.2%) 0 (0.0%)
I A8 R 5 (1.2%) 7 (1.1%)
&I 0 (0.0%) 3 (0.5%)
KB IREE PN 11 0 (0.0%) 1 (0.2%)
IETH 1 (0.2%) 1 (0.2%)
ST PR AR I 0 (0.0%) 1 (0.2%)
MmAg % 0 (0.0%) 1 (0.2%)
R R A2 1 (0.2%) 0 (0.0%)
WAL 3 (0.7%) 0 (0.0%)

JEGIE (REBLEIG%), ICH EREEIKMGE A ATEMR (MedDRA/) O#eEBIKGFE L OFREAGE CHEET
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IPF EEZ xR E U-ERERIE I ABRHER (1199.32 SHERR U 1199.34 FHERDHFET—4) (ZHITHENER ()

. 5 - 77 AR = T H=7150m
ARGV (N=423) 1A 2 E (N=638)g
MER s, MoERds K OB RE S 7 (1.7%) 18 (2.8%)
i 2 (0.5%) 9 (1.4%)
AU 0 (0.0%) 4 (0.6%)
WEEINf: Bz A5 0 (0.0%) 1 (0.2%)
GBS WA N 0 (0.0%) 1 (0.2%)
s PA%E 0 (0.0%) 1 (0.2%)
Mgk 0 (0.0%) 1 (0.2%)
e 655 2 0 (0.0%) 1 (0.2%)
W& IfiL 1 (0.2%) 0 (0.0%)
RETE P AR AEE ™ 3 (0.7%) 0 (0.0%)
Jiti FERESE 1 (0.2%) 0 (0.0%)
H I5hE 75 (17.7%) 398 (62.4%)
T 46 (10.9%) 341 (53.4%)
N 19 (4.5%) 122 (19.1%)
M - 5 (1.2%) 45 (7.1%)
HEyw 5 (1.2%) 40 (6.3%)
FREE 5 (1.2%) 26 (4.1%)
537 2 (0.5%) 18 (2.8%)
HEEBAS R 3 (0.7%) 14 (2.2%)
LR R 5 (1.2%) 12 (1.9%)
(G5 1 (0.2%) 10 (1.6%)
BB R 1 (0.2%) 9 (1.4%)
R A 1 (0.2%) 6 (0.9%)
PE(E B N 2 (0.5%) 4 (0.6%)
RIGR 0 (0.0%) 3 (0.5%)
fEEIEZA 0 (0.0%) 2 (0.3%)
iR R e 0 (0.0%) 2 (0.3%)
BLW 1 (0.2%) 2 (0.3%)
GRLS 2 (0.5%) 2 (0.3%)
H kR 2 (0.5%) 2 (0.3%)
Rl 1 (0.2%) 2 (0.3%)
TEIE R 2% 0 (0.0%) 1 (0.2%)
ZEFLME+ R RIS 0 (0.0%) 1 (0.2%)
fiE g2k 0 (0.0%) 1 (0.2%)
R 0 (0.0%) 1 (0.2%)
ERi-v 1 (0.2%) 1 (0.2%)
FERE I 2% 0 (0.0%) 1 (0.2%)
[ONCY V= E/ 0 (0.0%) 1 (0.2%)
T E B R 0 (0.0%) 1 (0.2%)
T R (B 0 (0.0%) 1 (0.2%)
BMERESE 0 (0.0%) 1 (0.2%)
[ENEnlY) 0 (0.0%) 1 (0.2%)
115 H i, 0 (0.0%) 1 (0.2%)
B OB 0 (0.0%) 1 (0.2%)
g 1 (0.2%) 0 (0.0%)

FEGIE (FEBLEIG %), ICH [EFREA MG A AGE R (MedDRA/) D& B RISy HE M OSEAGE TR
) FREEBOE L, ETROEELE T
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IPF EEZ xR E L-ERRERIE I ABRHER (1199.32 SHERR U 1199.34 FHERDHFET—4) (ZHITHENER ()

N 5 - 77 AR =VT7 X =7150m
AR EA T (N=423) 1A 2 E (N=638)g
JHFRATE SR B 5 0 (0.0%) 21 (3.3%)
JRéRE L 0 (0.0%) 13 (2.0%)
SR B 5 0 (0.0%) 2 (0.3%)
SRR E 0 (0.0%) 2 (0.3%)
JIEA 9 0 (0.0%) 1 (0.2%)
T2 0 (0.0%) 1 (0.2%)
JH R R 5 0 (0.0%) 1 (0.2%)
iiEict 0 (0.0%) 1 (0.2%)
FEIE R X OV T AR & 13 (3.1%) 24 (3.8%)
5 1 (0.2%) 4 (0.6%)
W5 5 (1.2%) 4 (0.6%)
i =5 0 (0.0%) 3 (0.5%)
O FEIE 5 (1.2%) 3 (0.5%)
ZITHE 0 (0.0%) 2 (0.3%)
INTE 0 (0.0%) 2 (0.3%)
B LA 0 (0.0%) 1 (0.2%)
Al 0 (0.0%) 1 (0.2%)
FEI 0 (0.0%) 1 (0.2%)
SKBE 0 (0.0%) 1 (0.2%)
B 5 0 (0.0%) 1 (0.2%)
O VR 0 (0.0%) 1 (0.2%)
E-RIR2 0 (0.0%) 1 (0.2%)
HLBE 1 (0.2%) 0 (0.0%)
HLBE: F2 95 2 (0.5%) 0 (0.0%)
IR B2 95 1 (0.2%) 0 (0.0%)
B2 I 1 (0.2%) 0 (0.0%)
B R L UG A LRk 4 (0.9%) 6 (0.9%)
5 R 1 (0.2%) 3 (0.5%)
R 0 (0.0%) 2 (0.3%)
B kR 0 (0.0%) 1 (0.2%)
i 0 (0.0%) 1 (0.2%)
A HiiJr 1 (0.2%) 0 (0.0%)
7 PR 57 1 (0.2%) 0 (0.0%)
K 1 (0.2%) 0 (0.0%)
BB L OURKEE 3 (0.7%) 4 (0.6%)
HH M IDE % 0 (0.0%) 2 (0.3%)
EHR 1 (0.2%) 1 (0.2%)
AL 0 (0.0%) 1 (0.2%)
i fR 1 (0.2%) 0 (0.0%)
JREEE 1 (0.2%) 0 (0.0%)
AGRE L O EREE 1 (0.2%) 1 (0.2%)
PEAR 0 (0.0%) 1 (0.2%)
LB 1 (0.2%) 0 (0.0%)
—i% « RHEER O G OREE 22 (5.2%) 47 (7.4%)
957 11 (2.6%) 23 (3.6%)
i 5 (1.2%) 14 (2.2%)

JEGIE (REBLEIG%), ICH EREEIKMGE R ATEMR (MedDRA/) DO#E BIKGFE L OFRAGE CHEEF
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VIl 22t (B EoiEEs) (B4 5EHE

IPF BEZxIRE LT-ERFHREEE I AEEER (1199.32 HERR U 1199.34 FHEROHFET—4) [ZHITHENER ()

N 5 - 77 AR = T H=7150m
ARGV (N=423) 1A 2 E (N=638)g
RS 0 (0.0%) 3 (0.5%)
L EFURIEIRT 0 (0.0%) 2 (0.3%)
FEEL 3 (0.7%) 2 (0.3%)
T 0 (0.0%) 1 (0.2%)
A VTNV PFERIR R 0 (0.0%) 1 (0.2%)
5y R 0 (0.0%) 1 (0.2%)
1045 ZE AL i, 0 (0.0%) 1 (0.2%)
[OXORG:? 1 (0.2%) 0 (0.0%)
T 1 (0.2%) 0 (0.0%)
AR M 1 (0.2%) 0 (0.0%)
1045 ZE AT i e 1 (0.2%) 0 (0.0%)
I IR A A 19 (4.5%) 103 (16.1%)
IR D 5 (1.2%) 36 (5.6%)
Y= NEIN T RT =T — BN 4 (0.9%) 17 (2.7%)
TI=T ) NI AT 2T — BN 1 (0.2%) 16 (2.5%)
B 5 2 (0.5%) 14 (2.2%)
;@7357#/@3@7‘/ h7or7 =T 1 (0.2%) 13 (2.0%)
N7 AT I —E LA 0 (0.0%) 8 (1.3%)
TEHEAEE Y h e AT T AT UIFRIEE 4 (0.9%) 7 (1.1%)
M eV e 88 0 (0.0%) 6 (0.9%)
M7 A YRR T 7 &2 —BH 0 (0.0%) 5 (0.8%)
BRI 4 (0.9%) 5 (0.8%)
T REM A R 1 (0.2%) 4 (0.6%)
I P BR A N 0 (0.0%) 2 (0.3%)
TI=2T ) NI AT 2T — PR 0 (0.0%) 1 (0.2%)
;;:%;7%/@27:/ TV AT 2T — 0 (0.0%) 1 (0.2%)
M7 L7 F ok 2R —P 0 (0.0%) 1 (0.2%)
M7 Ko bR 0 (0.0%) 1 (0.2%)
i HP LB v A S P SR e 0 0 (0.0%) 1 (0.2%)
LER ST #4y FRE 0 (0.0%) 1 (0.2%)
Y= NEINVET AT 2T —PRE 0 (0.0%) 1 (0.2%)
U HREREHE N 0 (0.0%) 1 (0.2%)
i/ RS 1 (0.2%) 1 (0.2%)
A= N =B T s 1 (0.2%) 1 (0.2%)
A I EREEE N 0 (0.0%) 1 (0.2%)
LEX QT & 1 (0.2%) 0 (0.0%)
~NES B E D 1 (0.2%) 0 (0.0%)

HEBIE (GEHEIG %), ICH EFRESEAFE A AR (MedDRA/)) D& BIRH M USEATE THERE
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VI Z2eft (B Lo Ess) (2B 2HHA

2) IPF BF Z x5 & U7 [ERR LRSS I AEERER (1199.32 3Bk & N 1199.34 &R O 6T — %) @
BN NN |

BI{EAFTRIKR
b e =T =T
77 ERHR 150 mg 1 A 2 [#f
AR R S5 5K 50 13 76 i
BIlVE S BLBIEL 18 31 66 151
EIVER BB S 36.0% 86.8%

IPF BEZXIRE U-EREREEE I AERER (1199.32 SERK U 1199.34 HERDHIET—4) DEARNADERICH
(+5EHER

N S - 7T v REE =T H =7 150m
BRIAS ISR (N=50) 1 H 2[R (N=76) :
2EIEH 18 (36.0%) 66 (86.8%)
JEYIE 5 K OVEAE U 1 (2.0%) 1 (1.3%)
A 0 (0.0%) 1 (1.3%)
REIR 1 (2.0%) 0 (0.0%)
fifi g% 1 (2.0%) 0 (0.0%)
B, EiR X OSEMARHOH A
(%H’a%i(}“ﬂ“ﬁ’u—f%é\ﬂ)ﬁ 0 0.0%) b {1.3%)
(S84 0 (0.0%) 1 (1.3%)
MR LY v CRREE 0 (0.0%) 1 (1.3%)
I B ER HENE 0 (0.0%) 1 (1.3%)
Rt L OREREE 3 (6.0%) 13 (17.1%)
BARIBOE 2 (4.0%) 11 (14.5%)
U Z YUY RfE 0 (0.0%) 1 (1.3%)
53 PR I IS 0 (0.0%) 1 (1.3%)
BRI 1 (2.0%) 0 (0.0%)
PR R E 3 (6.0%) 3 (3.9%)
FEED E W 0 (0.0%) 1 (1.3%)
ST 2 (4.0%) 1 (1.3%)
SR 0 (0.0%) 1 (1.3%)
R BLRR 0 (0.0%) 1 (1.3%)
RAEPED F 1 (2.0%) 0 (0.0%)
AR pe 0 (0.0%) 1 (1.3%)
TR 0 (0.0%) 1 (1.3%)
Db E 0 (0.0%) 2 (2.6%)
SN 0 (0.0%) 1 (1.3%)
B A4 0 (0.0%) 1 (1.3%)
S HISIGRE 0 (0.0%) 1 (1.3%)
I A8 R 1 (2.0%) 2 (2.6%)
& e 0 (0.0%) 1 (1.3%)
LSRR 0 (0.0%) 1 (1.3%)
TEED IR LA E 1 (2.0%) 0 (0.0%)
MER s, MoERds K OB RE S 2 (4.0%) 2 (2.6%)
B . 0 (0.0%) 1 (1.3%)
fifgzxk 0 (0.0%) 1 (1.3%)

HEBIE (GEHEIG %), ICH EFRESEAFE A AR (MedDRA/)) O & E BIRH M USEATE THERE
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VIl 22t (B EoiEEs) (B4 5EHE

IPF BEZXIRE U-ERERES I AEER (1199.32 SBRK U 1199.34 HERDHIET—4) DEANADERICH
(T2EHERA @)

N 5 - 77 AR =V T X =7150m
AR EA T (N=50) 1 A 2 ElfE (N=76) :
R IR ME ™ 2 (4.0%) 0 (0.0%)
NGB 10 (20.0%) 56 (73.7%)
T 5 (10.0%) 51 (67.1%)
G 0 (0.0%) 9 (11.8%)
A R JaK 3 (6.0%) 3 (3.9%)
HEyw 0 (0.0%) 3 (3.9%)
R 1 (2.0%) 3 (3.9%)
(EE7 0 (0.0%) 3 (3.9%)
HIER R 3 (6.0%) 3 (3.9%)
il -RE AT 0 (0.0%) 2 (2.6%)
Mg - 0 (0.0%) 2 (2.6%)
=it/ 0 (0.0%) 1 (1.3%)
EELS 0 (0.0%) 1 (1.3%)
B R E M 0 (0.0%) 1 (1.3%)
5 1 (2.0%) 0 (0.0%)
JHF B S fe 2 0 (0.0%) 10 (13.2%)
JRERE 2L 0 (0.0%) 10 (13.2%)
FRG ¥ X OV TRk p 1 (2.0%) 4 (5.3%)
BRI 0 (0.0%) 1 (1.3%)
5 1 (2.0%) 1 (1.3%)
T8 0 (0.0%) 1 (1.3%)
% 0 (0.0%) 1 (1.3%)
F & I 1 (2.0%) 0 (0.0%)
B SRS & OV Rk 5 2 (4.0%) 0 (0.0%)
A i 1 (2.0%) 0 (0.0%)
5 R 1 (2.0%) 0 (0.0%)
BB L OURESREE 0 (0.0%) 1 (1.3%)
HH L R D 4% 0 (0.0%) 1 (1.3%)
iR R L O ERE 0 (0.0%) 1 (1.3%)
RS 0 (0.0%) 1 (1.3%)
—i% - RHEER LG OREE 3 (6.0%) 5 (6.6%)
95 1 (2.0%) 3 (3.9%)
(=R 0 (0.0%) 2 (2.6%)
T 0 (0.0%) 1 (1.3%)
(OO 1 (2.0%) 0 (0.0%)
FEEL 1 (2.0%) 0 (0.0%)
R AR R A 5 (10.0%) 17 (22.4%)
JBESR L5 2 (4.0%) 8 (10.5%)
R 1 (2.0%) 5 (6.6%)
RS RE R AL S H 0 (0.0%) 2 (2.6%)
M e UL e 0 (0.0%) 1 (1.3%)
Y= NH I T AT =T —BHN 1 (2.0%) 1 (1.3%)
~NES B E D 1 (2.0%) 0 (0.0%)
SEGIE (EELEIG%), ICH ERREIMEE B AGEN (MedDRA/) DOIE BRI K ORAGE CHES!

) FREOEL, #TRUOHEELED
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VI Z2eft (B Lo Ess) (2B 2HHA

3) SSc-ILD AB#F Z%t5 & U [EREILFESE I AHEER (1199.214 36k, #4552 #RH)
BlEARFRKR

e e =T =T
77 ERHR 150 mg 1 A 2 [Ff
2 ARk G511 288 4l 288 il
EIE B 125 #1) 238 #i]
BIVE A BLE A 43.4% 82.6%

SScLD BEZERRE LI-ERFLESE I 4888 (1199214 588 1%5 5238 (<HIT5aHEMA

. , - 77 R =T A =7 150m
wRBRERT (N=288) 1 H 2 [m)#E (N=288)g
RIVEA 125 (43.4%) 238 (82.6%)
JEYLIEFS K OVEAE dUE 14 (4.9%) 20 (6.9%)
RGE R 4 (1.4%) 4 (1.4%)
T 0D i 3 B B 0 (0.0%) 3 (1.0%)
KRR 0 (0.0%) 2 (0.7%)
-MRgE S 3 (1.0%) 2 (0.7%)
AfEh o FHE 0 (0.0%) 2 (0.7%)
S R B R 1 (0.3%) 1 (0.3%)
B P T 0 (0.0%) 1 (0.3%)
e se 1 (0.3%) 1 (0.3%)
THER 0 (0.0%) 1 (0.3%)
A7z 0 (0.0%) 1 (0.3%)
T RIE R, 1 (0.3%) 1 (0.3%)
EATE STl bR 2 0 (0.0%) 1 (0.3%)
R B Y 1 (0.3%) 1 (0.3%)
oA L A Y 0 (0.0%) 1 (0.3%)
AR 1 (0.3%) 0 (0.0%)
B 1 (0.3%) 0 (0.0%)
AU B T RE RS 1 (0.3%) 0 (0.0%)
A e~ L~ A 1 (0.3%) 0 (0.0%)
L EEEEAS 1 (0.3%) 0 (0.0%)
MigFR LY v REE 3 (1.0%) 3 (1.0%)
T B EREE INE 2 (0.7%) 1 (0.3%)
P i Bk e 1 (0.3%) 1 (0.3%)
U 2 REREEIINNE 0 (0.0%) 1 (0.3%)
U > RERIDE 1 (0.3%) 0 (0.0%)
G g RbEE 0 (0.0%) 1 (0.3%)
PUAT P BRI o BT BT AR R 1. A5 ¢ 0 (0.0%) 1 (0.3%)
R LU EEE 8 (2.8%) 21 (7.3%)
BHRE 8 (2.8%) 18 (6.3%)
K7 V7 2 ffE 0 (0.0%) 1 (0.3%)
A V7 A LGE 0 (0.0%) 1 (0.3%)
Y ERIME 0 (0.0%) 1 (0.3%)
17 R iE 0 (0.0%) 1 (0.3%)
T A B 4 (1.4%) 0 (0.0%)
bRl 1 (0.3%) 0 (0.0%)
AHRAE 1 (0.3%) 0 (0.0%)

TEBIE (GEHLEIG %), ICH EFREZAGE A AR (MedDRA/)) &5 BRI H M UHEAGE THERH
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VIl 22t (B EoiEEs) (B4 5EHE

SScLD FEEZERRE L-ERFLEE I #85ER (1199214 588 #2552 B (CHITHEWER @)

N 5 - 77 AR = T H=7150m
ARGV (N=288) 1A 2 E (N=288)g
SELNI 1 (0.3%) 0 (0.0%)
NEZA 1 (0.3%) 0 (0.0%)
PR RREE 12 (4.2%) 23 (8.0%)
FEED E 1 (0.3%) 11 (3.8%)
GIEpE 8 (2.8%) 7 (2.4%)
T 0 (0.0%) 2 (0.7%)
PR 0 (0.0%) 2 (0.7%)
J/ I~ H 1. 0 (0.0%) 1 (0.3%)
B R 2 (0.7%) 1 (0.3%)
T SR 0 (0.0%) 1 (0.3%)
PR 0 (0.0%) 1 (0.3%)
< BT Hil 0 (0.0%) 1 (0.3%)
LB KR 0 (0.0%) 1 (0.3%)
REEIE 1 (0.3%) 0 (0.0%)
BRARMETRE 1 (0.3%) 0 (0.0%)
AR 3 (1.0%) 0 (0.0%)
AR D JE 1 (0.3%) 0 (0.0%)
B B R 1 (0.3%) 0 (0.0%)
JeHE 1 (0.3%) 0 (0.0%)
AN IR B 28 1 (0.3%) 0 (0.0%)
Hi LUk 2 (0.7%) 1 (0.3%)
HZ 5 8E 0 (0.0%) 1 (0.3%)
HAE B 1 (0.3%) 0 (0.0%)
[EIHAME D F 1 (0.3%) 0 (0.0%)
R 1 (0.3%) 3 (1.0%)
HENR 0 (0.0%) 2 (0.7%)
jes 0 (0.0%) 1 (0.3%)
F7 ) —F 1 (0.3%) 0 (0.0%)
1 A8 R 5 (1.7%) 6 (2.1%)
& I 1 (0.3%) 4 (1.4%)
18 1fn £ 0 (0.0%) 1 (0.3%)
HRAK 0 (0.0%) 1 (0.3%)
VU fise S 5E. 1 (0.3%) 0 (0.0%)
i 1 (0.3%) 0 (0.0%)
LA —Hig 1 (0.3%) 0 (0.0%)
FAEVE AR PE RS 1 (0.3%) 0 (0.0%)
M as, HElds & OWithmmEss 16 (5.6%) 15 (5.2%)
£ i 8 (2.8%) 5 (1.7%)
Ik 3 (1.0%) 3 (1.0%)
- [ B 0 (0.0%) 3 (1.0%)
Ak 0 (0.0%) 1 (0.3%)
kI iz A5 0 (0.0%) 1 (0.3%)
TR P R R 0 (0.0%) 1 (0.3%)
fitii= 0 (0.0%) 1 (0.3%)
1 flE A e 0 (0.0%) 1 (0.3%)
P P 0 (0.0%) 1 (0.3%)

TEPTE. GEBIER%), ICH FEFREEIEATRE HAREIRK (MedDRA/)) OB AR OFARE CHERT
) REBOElE ST
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VI Z2eft (B Lo Ess) (2B 2HHA

SScLD FEZERRE L-ERFEE I #85ER (1199214 588 12552 B/ (CHITHEWER @)

. 5 - 77 AR =T X =7 150 mg
AR AR (N=288) 1 2B (N=288)
i) 1 (0.3%) 0 (0.0%)
Ll 1 (0.3%) 0 (0.0%)
fifg 7k 1 (0.3%) 0 (0.0%)
S 1 (0.3%) 0 (0.0%)
MR g s P 1 (0.3%) 0 (0.0%)
Bl 86 (29.9%) 226 (78.5%)
TH 57 (19.8%) 197 (68.4%)
L 21 (7.3%) 71 (24.7%)
Mg - 12 (4.2%) 51 (17.7%)
220 9 (3.1%) 22 (7.6%)
G 5 (1.7%) 11 (3.8%)
537 1 (0.3%) 8 (2.8%)
S R e 3 (1.0%) 7 (2.4%)
HIER R 2 (0.7%) 5 (1.7%)
AN R JR 3 (1.0%) 4 (1.4%)
PEE =S50 3 (1.0%) 4 (1.4%)
H N R 0 (0.0%) 3 (1.0%)
#R {5 2 (0.7%) 3 (1.0%)
B R E M 1 (0.3%) 3 (1.0%)
(EE7 3 (1.0%) 2 (0.7%)
B 0 (0.0%) 2 (0.7%)
P 1 (0.3%) 2 (0.7%)
[EL g HH 1. 0 (0.0%) 2 (0.7%)
N REER YR 1 (0.3%) 1 (0.3%)
NG 0 (0.0%) 1 (0.3%)
NI 0 (0.0%) 1 (0.3%)
7 a— 95 0 (0.0%) 1 (0.3%)
T T B 0 (0.0%) 1 (0.3%)
BLW 0 (0.0%) 1 (0.3%)
HEE 0 (0.0%) 1 (0.3%)
B ks 0 (0.0%) 1 (0.3%)
T 15 H 1. 0 (0.0%) 1 (0.3%)
TR 0 (0.0%) 1 (0.3%)
H R I 0 (0.0%) 1 (0.3%)
TEBTEA LA H i 0 (0.0%) 1 (0.3%)
BIEIE 0 (0.0%) 1 (0.3%)
VyF s 1 (0.3%) 1 (0.3%)
B 0 (0.0%) 1 (0.3%)
A 0 (0.0%) 1 (0.3%)
+ i 1 (0.3%) 0 (0.0%)
DR A PR 1 (0.3%) 0 (0.0%)
JIIREEE(20ie 1 (0.3%) 0 (0.0%)
JHRRTE R B 1 (0.3%) 12 (4.2%)
SR 0 (0.0%) 6 (2.1%)
iiEiE ] 0 (0.0%) 2 (0.7%)

TEBIE (GEHEIG %), ICH EEREZAGE A AR (MedDRA/) D& BRI B M UHEAGE THERH
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VIl 22t (B EoiEEs) (B4 5EHE

SScLD FEEZERRE L-ERFLEE I #85ER (1199214 588 #2552 B (CHITHEWER @)

N 5 - 77 AR =VT7 X =7150m
BN ERT (N=288) 1A 2 E (N=288)g
JEZE % 0 (0.0%) 1 (0.3%)
SEWVERT R 1 (0.3%) 1 (0.3%)
FERgRE 2L 5 0 (0.0%) 1 (0.3%)
FEfaE 0 (0.0%) 1 (0.3%)
B ¥ £ OV TRk RR 10 (3.5%) 8 (2.8%)
T B 3 (1.0%) 2 (0.7%)
TR 0 (0.0%) 1 (0.3%)
HLBE 0 (0.0%) 1 (0.3%)
% O PEIE 2 (0.7%) 1 (0.3%)
ALBEME B2 0 (0.0%) 1 (0.3%)
W5 0 (0.0%) 1 (0.3%)
B e 4 0 (0.0%) 1 (0.3%)
BT 1 (0.3%) 0 (0.0%)
FEB 1 (0.3%) 0 (0.0%)
B IR 2 1 (0.3%) 0 (0.0%)
EALRS 1 (0.3%) 0 (0.0%)
SRS R A K 1 (0.3%) 0 (0.0%)
B RS SRS & OV B R b 55 5 (1.7%) 9 (3.1%)
P 2 (0.7%) 5 (1.7%)
A i 1 (0.3%) 4 (1.4%)
HEES 0 (0.0%) 1 (0.3%)
B 0 (0.0%) 1 (0.3%)
HERRIHR 2 H 1 (0.3%) 0 (0.0%)
i 1 (0.3%) 0 (0.0%)
SR 1 (0.3%) 0 (0.0%)
B L ORI IR E 0 (0.0%) 2 (0.7%)
VLB R E 0 (0.0%) 1 (0.3%)
HEIR IR 0 (0.0%) 1 (0.3%)
AGRE L O EREE 5 (1.7%) 3 (1.0%)
A ki 2 (0.7%) 2 (0.7%)
i HH i 0 (0.0%) 1 (0.3%)
PEAR 1 (0.3%) 0 (0.0%)
ARk 1 (0.3%) 0 (0.0%)
ARIEF- = Hif 1 (0.3%) 0 (0.0%)
—f% - RHREEL L OB OREE 17 (5.9%) 17 (5.9%)
95 7 (2.4%) 9 (3.1%)
ifughi) 2 (0.7%) 2 (0.7%)
g 0 (0.0%) 2 (0.7%)
A M E 1 (0.3%) 2 (0.7%)
FEEL 0 (0.0%) 2 (0.7%)
I 4 (1.4%) 1 (0.3%)
7k 0 (0.0%) 1 (0.3%)
& 2% 1 (0.3%) 1 (0.3%)
A R 1 (0.3%) 0 (0.0%)
RE BB 0 1 (0.3%) 0 (0.0%)

HEBIE (GEHEIG %), ICH EFREFEAFE A AR MR (MedDRA/)) D& BIRH M USEATE THERE
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VI Z2eft (B Lo Ess) (2B 2HHA

SScLD FEZERRE L-ERFEE I #85ER (1199214 588 12552 B/ (CHITHEWER @)

e 5 - 77 AR = T H=7150m
ARGV (N=288) 1 A 2[R (N=288)g
R R R A 14 (4.9%) 55 (19.1%)
IR E D 4 (1.4%) 20 (6.9%)
TI=rT X/ T UART 2T RN 2 (0.7%) 16 (5.6%)
Y= NEIN T AT =T =B 2 (0.7%) 14 (4.9%)
N5 e N = 5
;Eé;fa‘r/g’z?‘ S hTerT =T 1 (0.3%) 13 (4.5%)
JFBESR 5- 2 (0.7%) 8 (2.8%)
P 7B RRT 7 & —BH 0 (0.0%) 4 (1.4%)
KNy AT IF—E ER 1 (0.3%) 3 (1.0%)
PRUCHE G 0 (0.0%) 2 (0.7%)
I F5- 2 (0.7%) 1 (0.3%)
1 H R BRI AR L€ Lt 0 0 (0.0%) 1 (0.3%)
PR AR el B 0 (0.0%) 1 (0.3%)
DFEX QT fEE 0 (0.0%) 1 (0.3%)
i HRERECHE N 0 (0.0%) 1 (0.3%)
JHEREMR A E L5 0 (0.0%) 1 (0.3%)
M R 0 (0.0%) 1 (0.3%)
RSN 0 (0.0%) 1 (0.3%)
i BRE R 0 (0.0%) 1 (0.3%)
PR A i EREGE 0 (0.0%) 1 (0.3%)
SRRy S e R 7T AT R R 1 (0.3%) 0 (0.0%)
DA 1 (0.3%) 0 (0.0%)
BE, FEk LB S IHE 1 (0.3%) 3 (1.0%)
A5 1 (0.3%) 3 (1.0%)
BN 0 (0.0%) 1 (0.3%)

TEFIEL (FEBLEIG %), ICH EFRERNFE A AGER (MedDRA/) DEE BRI/ H M OFAGE TR
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VIl 22t (B EoiEEs) (B4 5EHE

4) SSc-ILD HE Zxfg & U7 [EBRILE S I AHRER (1199.214 38R, &5-52 R B ARNER S
BlEAREKR

e e =T =T
77 ERHR 150 mg 1 A 2 [Ff
2 ARk G511 36 34 B3]
EIE B 14 51 30 4l
BIVE A BLE A 38.9% 88.2%

SScLD EBEERRE LT-ERRHEEE I FEAER (1199214 5488 15552 JBR) DBAAESEHIZHT5aHER

B IE I AE 7 &:gﬁ e e
RIVEA 14 (38.9%) 30 (88.2%)
R LU EEE 0 (0.0%) 3 (8.8%)
RAHR 0 (0.0%) 3 (8.8%)
K7 V7 2 ffE 0 (0.0%) 1 (2.9%)
PR RIEE 0 (0.0%) 1 (2.9%)
BT 0 (0.0%) 1 (2.9%)
BB XUk KRS 1 (2.8%) 0 (0.0%)
HE BR AL 1 (2.8%) 0 (0.0%)
A5 B 0 (0.0%) 1 (2.9%)
& e 0 (0.0%) 1 (2.9%)
M, MAEREs J OERm RS 1 (2.8%) 3 (8.8%)
SNERE 0 (0.0%) 1 (2.9%)
K 0 (0.0%) 1 (2.9%)
£ i 1 (2.8%) 1 (2.9%)
TR P R 0 (0.0%) 1 (2.9%)
H e 11 (30.6%) 28 (82.4%)
T 8 (22.2%) 26 (76.5%)
G 1 (2.8%) 5 (14.7%)
M- 1 (2.8%) 5 (14.7%)
(EE7 1 (2.8%) 1 (2.9%)
HIER R 0 (0.0%) 1 (2.9%)
#R {5 0 (0.0%) 1 (2.9%)
B e 1 (2.8%) 0 (0.0%)
JHF RRTE R B 7 1 (2.8%) 7 (20.6%)
RS 0 (0.0%) 6 (17.6%)
SEWPERT R 1 (2.8%) 1 (2.9%)
B ¥ £ OV TRk RR 1 (2.8%) 0 (0.0%)
P 1 (2.8%) 0 (0.0%)
I R A A 1 (2.8%) 8 (23.5%)
IR D 0 (0.0%) 3 (8.8%)
TI7=2T ) NTUAT =T —EE 0 (0.0%) 2 (5.9%)
TANRTGRAET R ) N T AT =T —EHN 0 (0.0%) 2 (5.9%)
1 H R BRI AR L€ Lt 0 0 (0.0%) 1 (2.9%)
Y= NEIN TR T =T — PN 0 (0.0%) 1 (2.9%)
JBESR L5 1 (2.8%) 1 (2.9%)
I RER Al L5 0 (0.0%) 1 (2.9%)
P Bk ) 0 (0.0%) 1 (2.9%)

JEBIEL (FEBLEIG %), ICH EFRESAGE A AR (MedDRA/) D& HIK /34 M OHFAGE TR
) REEOEE T
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VI Z2eft (B Lo Ess) (2B 2HHA

5) PF-ILD & Z %5 & U7 [EE LR M AERER (1199.247 &R, #2552 H[H)
BlEARRIKR

e e =T =T
77 ERHR 150 mg 1 A 2 [Ff
2 ARk G511 331 4 332 4
EIE B 126 #1] 262 15l
BIVE A BLE A 38.1% 78.9%

PFILD & %xte L-ERREREIEE I #EERER (1190.247 58) %552 R (ZHIT5EWER

e , - A N =T A =7 150m
wRBRERT (N=331) 1A 2 [EEE (N=332)g
RIVEA 126 (38.1%) 262 (78.9%)
JRYSE RS L OVEAE HUE 3 (0.9%) 3 (0.9%)
P2 0 (0.0%) 1 (0.3%)
RSP B 2 0 (0.0%) 1 (0.3%)
RGERE Y 0 (0.0%) 1 (0.3%)
NSl 1 (0.3%) 0 (0.0%)
NS 1 (0.3%) 0 (0.0%)
BRI 1 (0.3%) 0 (0.0%)
MR LY v CRREE 2 (0.6%) 2 (0.6%)
ENIRES=Fi} 0 (0.0%) 1 (0.3%)
MR iE 0 (0.0%) 1 (0.3%)
=il 1 (0.3%) 0 (0.0%)
U RRERIEINE 1 (0.3%) 0 (0.0%)
R L OB E 10 (3.0%) 38 (11.4%)
BARIBOE 10 (3.0%) 37 (11.1%)
B R E D 0 (0.0%) 2 (0.6%)
bl 1 (0.3%) 4 (1.2%)
U v RF—iEEk 0 (0.0%) 2 (0.6%)
2 DI 0 (0.0%) 1 (0.3%)
RHESE 1 (0.3%) 1 (0.3%)
a3l 0 (0.0%) 1 (0.3%)
TR E 12 (3.6%) 18 (5.4%)
SEYR 5 (1.5%) 9 (2.7%)
ik 0 (0.3%) 4 (1.2%)
FEED E W 3 (0.9%) 3 (0.9%)
I 2 (0.6%) 3 (0.9%)
USEAEES 0 (0.0%) 1 (0.3%)
JIié 1fn 45 1 0 (0.0%) 1 (0.3%)
Pz RIT 0 (0.0%) 1 (0.3%)
&R 0 (0.0%) 1 (0.3%)
S 1 (0.3%) 0 (0.0%)
B, 1 (0.3%) 0 (0.0%)
ST RT O AE 1 (0.3%) 0 (0.0%)
U 1 (0.3%) 0 (0.0%)
AR 0 (0.0%) 3 (0.9%)
FEML I A5 ifn 4429 0 (0.0%) 1 (0.3%)
Tt 0 (0.0%) 1 (0.3%)

TEBIE (GEHEIG %), ICH EEREZAFE A AR (MedDRA/)) D& BRI H M UHEAGE THERH
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VIl 22t (fE EoiEEs) (B4 5HEHE

PFLD B&ZXRE UF-ERFHRERE I 4R (1199247 588 %5 5258 (THI+HEHER @)

N 5 - AN 5 =VT X =7150m
BN ERT (N=331) 1A 2 E (N=332)g
I EE 0 (0.0%) 1 (0.3%)
FI L OBk RS 0 (0.0%) 3 (0.9%)
[Bl#EPED F 0 (0.0%) 3 (0.9%)
ol 2 (0.6%) 2 (0.6%)
BeLVE 1 (0.3%) 1 (0.3%)
NGz ) 0 (0.0%) 1 (0.3%)
REZEROIE 1 (0.3%) 0 (0.0%)
A5 B 4 (1.2%) 7 (2.1%)
5 I E 0 (0.0%) 6 (1.8%)
E NGRS 0 (0.0%) 1 (0.3%)
PNCOIREATES 1 (0.3%) 0 (0.0%)
1A 1 (0.3%) 0 (0.0%)
FTCh 2 (0.6%) 0 (0.0%)
Hifn ks a v 2 1 (0.3%) 0 (0.0%)
M, MAEREs J OERm R 11 (3.3%) 7 (2.1%)
S i 3 (0.9%) 6 (1.8%)
WEE e S 0 (0.0%) 1 (0.3%)
PP P 5 2 (0.6%) 0 (0.0%)
W% ifi. 1 (0.3%) 0 (0.0%)
VR iR ER T 4 (1.2%) 0 (0.0%)
i ZEARE 1 (0.3%) 0 (0.0%)
iR 1 (0.3%) 0 (0.0%)
H Rk 82 (24.8%) 228 (68.7%)
T 59 (17.8%) 196 (59.0%)
NI 19 (5.7%) 79 (23.8%)
M - 7 (2.1%) 41 (12.3%)
ii:2ra 2 (0.6%) 21 (6.3%)
R 2 (0.6%) 18 (5.4%)
R A 2 (0.6%) 8 (2.4%)
HIERR 5 (1.5%) 7 (2.1%)
(EE7 3 (0.9%) 5 (1.5%)
537 2 (0.6%) 5 (1.5%)
HE R A R 2 (0.6%) 4 (1.2%)
B AE DR 2 (0.6%) 4 (1.2%)
NG 0 (0.0%) 2 (0.6%)
(mEa LA 0 (0.0%) 2 (0.6%)
BLW 0 (0.0%) 2 (0.6%)
PE(E B N 1 (0.3%) 2 (0.6%)
B I H 1 1 (0.3%) 2 (0.6%)
A P 0 (0.0%) 2 (0.6%)
H7 i 0 (0.0%) 2 (0.6%)
FIT 9 H ifn. 0 (0.0%) 1 (0.3%)
SR EIN 23 0 (0.0%) 1 (0.3%)
NI 0 (0.0%) 1 (0.3%)
#R {5 0 (0.0%) 1 (0.3%)
EEAS 0 (0.0%) 1 (0.3%)

TEBTE GEBLEIR%), ICH [EFREIETTRE H ARER (MedDRAJ) OB BIRGE L OFEAE TR
) FREOELE ST
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VI Z2eft (B EooEss) (B4 2HHA

PFLD B&ZXRE UF-ERFHLRERE I 4R (1199247 588 %5 52 8H) (THI+HEHER @)

N s - 77 R =T X =7 150 m,
BN ERT (N=331) 1A 2 E (N=332)g
MRS 0 (0.0%) 1 (0.3%)
fRed% 0 (0.0%) 1 (0.3%)
H-XRL 0 (0.0%) 1 (0.3%)
LyF s 0 (0.0%) 1 (0.3%)
mEE/S 0 (0.0%) 1 (0.3%)
TG 1 (0.3%) 0 (0.0%)
fEEIEZA 1 (0.3%) 0 (0.0%)
AR PER% 1 (0.3%) 0 (0.0%)
it 1 (0.3%) 0 (0.0%)
JHF RETE R B 7 6 (1.8%) 27 (8.1%)
e 25 3 (0.9%) 16 (4.8%)
SEWPERT R 0 (0.0%) 5 (1.5%)
JixEi=te 2 (0.6%) 4 (1.2%)
Jp 0 (0.0%) 2 (0.6%)
KBt 9 ¥ 0 (0.0%) 1 (0.3%)
iRl foksE g 1 (0.3%) 1 (0.3%)
EE UL M 0 (0.0%) 1 (0.3%)
&7 AT 2 —VIE 0 (0.0%) 1 (0.3%)
FEIE R £ OV T Rk RE 2 (0.6%) 14 (4.2%)
% 1 (0.3%) 3 (0.9%)
i B SE 0 (0.0%) 2 (0.6%)
HLBE 0 (0.0%) 2 (0.6%)
T &R 0 (0.0%) 2 (0.6%)
ZITHE 0 (0.0%) 1 (0.3%)
JTBRAR P T 0 (0.0%) 1 (0.3%)
% O PEIE 0 (0.0%) 1 (0.3%)
B Al 0 (0.0%) 1 (0.3%)
T2 T e 0 (0.0%) 1 (0.3%)
AR 0 (0.0%) 1 (0.3%)
=EME R BE 0 (0.0%) 1 (0.3%)
BT H 1 (0.3%) 0 (0.0%)
B R d L UG A LRk 5 (1.5%) 4 (1.2%)
(IRES 0 (0.0%) 2 (0.6%)
R 0 (0.0%) 1 (0.3%)
E2 i P 0 (0.0%) 1 (0.3%)
RAENE AR 1 (0.3%) 0 (0.0%)
B R L 1 (0.3%) 0 (0.0%)
VU e 9 1 (0.3%) 0 (0.0%)
iV v~ 1 (0.3%) 0 (0.0%)
T B0 A R R s A 1 (0.3%) 0 (0.0%)
[T 1 (0.3%) 0 (0.0%)
B L ORI EE 2 (0.6%) 1 (0.3%)
PN 0 (0.0%) 1 (0.3%)
i P P 1 (0.3%) 0 (0.0%)
HE R 1 (0.3%) 0 (0.0%)

REBIE (GEHEIG %), ICH EEREZAGE A AR MR (MedDRA/) D& BRI B M UHEAGE THERH
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VIl 22t (fE EoiEEs) (B4 5HEHE

PF-ILD BEZExRE LI-ERRAEES 111 4888 (1190247 38R 185 52 B (“HITHEHER #rE)

. ; - AN 5 =VT X =7150m
BN ERT (N=331) 1A 2 E (N=332)g
TR B L O EREE 1 (0.3%) 0 (0.0%)
FLIEJH 1 (0.3%) 0 (0.0%)
—i% - RHEER LG OREE 11 (3.3%) 25 (7.5%)
9 57 3 (0.9%) 11 (3.3%)
) RE 7 (2.1%) 9 (2.7%)
RS 2 (0.6%) 4 (1.2%)
Jiabra 1 (0.3%) 2 (0.6%)
R AN Rk 0 (0.0%) 1 (0.3%)
HEE S 0 (0.0%) 1 (0.3%)
PR FRAETT 0 (0.0%) 1 (0.3%)
RS R 0 (0.0%) 1 (0.3%)
(Y2 N e 18 (5.4%) 77 (23.2%)
TI5=rT I NI URAT 2T —REN 8 (2.4%) 36 (10.8%)
Z;?E;Jfﬂ?/gﬁl S NTEAT =T 6 (1.8%) 32 (9.6%)
IR D 4 (1.2%) 31 (9.3%)
Y= NHEIN T AT =T =B 3 (0.9%) 14 (4.2%)
M7 AH Y RRAT 7 2 —EHN 0 (0.0%) 7 (2.1%)
JHEREMR A E L5 1 (0.3%) 5 (1.5%)
NF AT IF—E LR 0 (0.0%) 4 (1.2%)
It HppLIE Ak SE SR 0 3 (0.9%) 2 (0.6%)
B 5 1 (0.3%) 2 (0.6%)
ey ve 8 0 (0.0%) 1 (0.3%)
A% Y 7 2 0 (0.0%) 1 (0.3%)
I+ E5- 0 (0.0%) 1 (0.3%)
SR i B 1 (0.3%) 1 (0.3%)
DX QT AEK 0 (0.0%) 1 (0.3%)
U EEER & 53 S 0 (0.0%) 1 (0.3%)
PR A e B 0 (0.0%) 1 (0.3%)
PRAEE AR 0 (0.0%) 1 (0.3%)
27 L7 F R AR % —BHIn 1 (0.3%) 0 (0.0%)
C—RUGEE B8 1 (0.3%) 0 (0.0%)
DR T s 1 (0.3%) 0 (0.0%)
5% 71 it w 1 (0.3%) 0 (0.0%)
1R A 1 (0.3%) 0 (0.0%)
5, PEB X OB IHE 3 (0.9%) 3 (0.9%)
HR 5] 1 (0.3%) 1 (0.3%)
HIEHRE 0 (0.0%) 1 (0.3%)
B2 i fE 0 (0.0%) 1 (0.3%)
A5 1 (0.3%) 0 (0.0%)
IS if R 1 (0.3%) 0 (0.0%)

REBIE (GEHEIG %), ICH EFREZAGE A AR MR (MedDRA/) D& BRI H M OHATE THERH
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VI Z2eft (B Lo Ess) (2B 2HHA

6) PF-ILD & &% & U= [EBSIEESE I AR (1199.247 386k, $e5- 52 M) @ B AN -
BlEARFRKR

e e =T =T
77 ERHR 150 mg 1 A 2 [Ff
2 ARk G511 56 {3l 52 13
EIE B 21 4l 47 151
BIVE A BLE A 37.5% 90.4%

PF-LD & 45t & U-ERRAEREEE I #88ER (1199.247 5E& %5 52 38R DBARAEOERIZHT5EWER

B IE I AE 7 g\:sgﬁ* e e
RIVEA 21 (37.5%) 47 (90.4%)
JRYSE RS L OVEAE HUE 0 (0.0%) 1 (1.9%)
e 5 0 (0.0%) 1 (1.9%)
R L OB E 1 (1.8%) 3 (5.8%)
AAEOR 1 (1.8%) 3 (5.8%)
TSR R 1 (1.8%) 0 (0.0%)
L 1 (1.8%) 0 (0.0%)
ol 0 (0.0%) 1 (1.9%)
B LE 0 (0.0%) 1 (1.9%)
A REE 0 (0.0%) 3 (5.8%)
/& ML 0 (0.0%) 3 (5.8%)
e g, MaEhds K OMitlmrEE 1 (1.8%) 1 (1.9%)
S i 0 (0.0%) 1 (1.9%)
VR 2R T 1 (1.8%) 0 (0.0%)
Bl 14 (25.0%) 42 (80.8%)
T 13 (23.2%) 38 (73.1%)
L 0 (0.0%) 12 (23.1%)
A 0 (0.0%) 6 (11.5%)
R 1 (1.8%) 2 (3.8%)
S R e 1 (1.8%) 1 (1.9%)
R 0 (0.0%) 1 (1.9%)
s 0 (0.0%) 1 (1.9%)
R 0 (0.0%) 1 (1.9%)
GRLS 0 (0.0%) 1 (1.9%)
R H I 0 (0.0%) 1 (1.9%)
WIS 0 (0.0%) 1 (1.9%)
Bl iR R 1 (1.8%) 0 (0.0%)
JH B S fe 2 2 (3.6%) 14 (26.9%)
JFHERE 2L 2 (3.6%) 11 (21.2%)
SR B 5 0 (0.0%) 2 (3.8%)
TR 0 (0.0%) 1 (1.9%)
B ¥ £ OV TRk RR 1 (1.8%) 2 (3.8%)
JTGRRR P i 0 (0.0%) 1 (1.9%)
% 0 (0.0%) 1 (1.9%)
BT i 1 (1.8%) 0 (0.0%)
B RSB & OV Rk 5 1 (1.8%) 0 (0.0%)
B R EL 1 (1.8%) 0 (0.0%)

JEBIEL (FEBLEIG %), ICH EFRERA G HAGER (MedDRA/) D& HIK /34 M OHFAGE TG
) REEOEE T
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VIl 22t (B EoiEEs) (B4 5EHE

PF-LD & ZxIRE LI-EFFHRESE I ARAER (1199247 3R %5 52 :E[HE) DBEARANISERIZHTHEHER
(#EE)

—i% - BHEER LA OREE 0 (0.0%) 1 (1.9%)
S T 0 (0.0%) 1 (1.9%)
g R AR A 3 (5.4%) 15 (28.8%)
2%%7%/%7’:/ NV AT 2T — 1 (1.8%) 7 (13.5%)
TI=T ) NI AT 2T — BN 1 (1.8%) 6 (11.5%)
IR D 1 (1.8%) 5 (9.6%)
I RER Al L5 0 (0.0%) 2 (3.8%)
MAT A Y RAT 7 &2 —E I 0 (0.0%) 1 (1.9%)
M e UL e 0 (0.0%) 1 (1.9%)
B LA 0 (0.0%) 1 (1.9%)
AT I F—E EH 0 (0.0%) 1 (1.9%)
RN o=l % 1 (1.8%) 0 (0.0%)

BE, hEB L OWE S IHE 1 (1.8%) 0 (0.0%)
RIS if. e 1 (1.8%) 0 (0.0%)

JEGIE (REBLEIG%), ICH EREEIKMGE A ATEMR (MedDRA/) O#sEBIKZFE L OFEAGE CHEET
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VI Z2eft (B Lo Ess) (2B 2HHA

1§

9. FRRBREHRICRITTE
%&“Eé:hfb\iﬁb\

K&
I

10. BERE
BRE STV

M. BRELEDEE

14. BRLOZEE

141 EFIZFEHOIE

14.1.1 PTP WEEOHKANL PTP o — b6V L TIRHT 2 L 2 8&E3 52 &, PTP v — h D4
RIZE D, OGN IERE A~ L, B2 2 U CHRIRREDEE G
PHEZ OIS B Z B dESN TN 5,

14.1.2 RANIRIBIENR B DO T, IRAERNC PTP ¥ — F bl BT Lo fREST L&, £,
TAIa—mEY OFERAEITOEBEE LY,
&) 17 A vn—aiEhic 28 e (14 172D PTP o — hx2) &&T,

14.2 BRI SROIE

14.2.1 IRIEZ BENTZHE1E, ROBIEA ¥ 2 — GAXIZY F) HOHERAETHET S 2 &,

1422 B7B/VTWRETICay 7oKk E L BIZRIET D Z &,

(fi0)

14.1.1 TPTP ORERXIRICOWT) (L 8 423 A 27 BT HIKEHIEEE 240 75, KOk 8 4F 4 A
18 HAT HHHEIEEE 304 75) OHF LEDOEHEEICEY, PTP WEEDRANCE T 2 —MKAI721E
HHEEELHRELE,

14.1.2 AANTRIRMHENR D Z LD, KAIOZAS & ARMREOBARWICE T 2B HFHE & L TRIE
L7z,

1421 BEHRIBAE L 725 72 L EAEHOBLEN HRRE LT,

1422 7 RIVORNEWITERNH Y, I T7RAZEMAT DT 0 LTI A7 0 5Ky s be
X 2 BIIRF S LT, 2Ot e iR AEE L CRiE LT,

12. ZDHDIE
(1) ERERERICE D ER

15. ZOMOEE

15.1 BREREAICE D < 1HIR
AN & DR RBIRITIARE TIZROA, AFIORE 2 k5 & LT BRIRRER W\ THB BSEDER
HHNTWD, Fio, HEE [ A ESEEKN 2K (VEGFR) LEH] ([T, 5%
ICHH BN B LTI L OWRERH Y | Z < ITE AR ARF— FR/HFZ G- IR G-
BRobHBETH T,
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VIl 22t (B EoiEEs) (B4 5EHE

(fif55)

FEREARGER CTlX, FHEEE, H2DWITEUTEET AT IR O BTV, 3 (VEGFR
FREAD) CHEEELOEFNHE, EERESN, EARAKRE— FREFOFENRIL ST
W5, —J7, IPF B x5 & U7 [ERS IR 2 T AHERBR (1199.32 3R K& OY 1199.34 #5%), SSc-ILD
BE RS U EESILE S TLAER (1199.214 3RB%) MK OV PF-ILD B Z x4 & L7z [EEE 3L FE
o5 I AHERER (1199.247 38BR) TiE, BAEETEEROAEFTZIIALN TRV, EEE
ARG L LTZERERBRT 1CB 0TI TREENEEL TWDZ D, TOMOEEFELE L
TR L7,

(2) FEEREREABRICE D 1EHR
15. Z0HoEE
15.2 JFERIREABRICE D < 3R
KE G- mMERER T, 7 > M CIIHii L O A 1E S Bl O3 58D b, 7 v D
PLTIE, EFOE TEmMBEERDIEENRD b,
(i)
MR B G FIERBR O RN D, AAIOEBMERICERNT 2 EE 2 O DML OEIIKT 5
FE (7 v oML O Z S U Ok, 7 v MOV LVOREFOEICEIT 5Bk E
WORBIE) BAHHI, BREO/NIHCHEFHIIAFOEEY R/ NEZ 6N b, o
NOEOFTRZZOMOEEFELE L CRidi L ((IX.2.) XEERSGHEERER 0EBM),

) AR OKRBENIZZ0HE « 205« KR PERTERAEIE, S PEIRAEICE O MR MERR B, EITIERRHE L 2 fE D [
B R R
vk & GEE, RAZ=r 74 =7, LC1E150mg % 1 H2[E, §l- yBFZBIRAKES TS, 2B,
BEDOREICLYV =T =7 L LT1E100mg ® 1 H 2 FEHE5~RERET 5,
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IX. FEERARBUERICEE9 5 HHE

X. 3E

1. ZEEIEAER
(1) EMFEEAER
VI. HIEEICB S 2HE ] 2R T52 L,

(2) ZEeMEFEERAR
1) — R
— R ERFREER 12D\ T in vitro TN in vivo DFRER %2 3k L 7=,

mREHERICBEI 1R E

— g IR ER O
1]
B O T/ 48 ik A& Cukvedl Wi
)
HARAR IR SR T
Irwin 7% ~ A HEREA |0,50,100, | HE (6) |1TEINNT A—F RUMKIRICEEIIRD b
R #5 ]300 mg/kg 720N, 100 mg/kg LA ED#EIC b\fﬁwﬁﬁ
BALDEO BTz,
KEEEHE |~ R HEf&A |0,50,100, | M (7) |[EHEICBIT D B R EE QMG OTTEILR
Be5 ]300 mg/kg D HIIR,
DB RE B O RE 1 I F 28
hERG i + |HEK293 ffa - invitro [0.1,0.3, (5) hERG 7 U U LAEHIZxE T 25 1Cs fE I
IHEVENINIE | ELE > MEH 1.0, 3.0, 4.0 ymol/L, E/VE » M HFLEA ML Tl
FLEERT A 10.0 uM %K 10 ymol/L F T 90% -/ 1l O iEEhE
PLFReRe I B A RIT S 220,
DL 7w M HmEkEn |0, 10, 30, W (8) | HERmEIIHEERFNIC B L, &h5%
R E Wistar #5100 mg/kg 7 WM DBIZZHARMIRS TR TRt IR 2
(7 vV A b B M E 35 A A TR 10 mmHg E5-
U —akBR) ODHAEL, IR, PR DY 1 R EIC A
B D B e,
LIME#RE |74 R 0,3,10,30 | & (5) |30 mgkg CIMEERTZEDHD G, FEAKT
AONNEEY #h. | mg/kg THRNCEI#E, 30 mgkg TOHLIAKUT
#4910 [E1/45 B0,
QT kR TH &K ERME, QRS
R B CREEMEA 2R 5 b,
A IE THC IR,
B RE L OVT AR I BIE 3
JFHgRE Fv HiEF& 0 |30, 100, WERE (10) | #% 5 4 BERI#, 300 mg/kg T, ALT KOV v
Crl:WI(GIx/BRL #5300 mg/kg a— 2 ORI, #E 8 Wk, EME
/Han)IGS BR ICREDOES D, 5 24 KFEE, 100 &
U300 mg/kg © ALT, GLDH K ONBEEfEAE I
B2 B REHA N, 300 mgkg ThU 7 UEY K
FLOSRE UV E RN, 5 4, 8,
24 K%, 100 X 18300 mg/kg TIEFEEIK T,
T HRE 7w b FERO |0, 10, 30, e (5) 100 mgkg THH- 7 B BIZMmiEH GPT A3
JiFHne Crl:WI(GIx/BRL B 5 100 mg/kg | Mt (5) | K LefHEM, MFEFT FY 27Uk FRES
/Han)IGS BR IR 52 6
51 8B, #51% 4~8BEIC T, 100 mg/kg
TRELGRFTF MY o LB ERN (%
NEN 13 BRO 23, 51 HE, &
54% 4~8 iR T beta-NAG 13 1.5 {50
o, 30 XTX 100 mg/kg T, Ca?'BEARIL 3 1%
DN,
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IX. JERAR AR ICBE4 5 IHH

—HREEIEER (B )

ezl
HER ORI VN Fik A& (@i FEF A
)
H SRR I I E 3 B
BNASEE |7 v N H[ER O o, 10, 30, HE (5) | 100 mg/kg T B NEHEH 2 H B IS,
Crl:WI(GIx/BRL 5 [100mgkg | MHE (5)
/Han)IGS BR
BIR 5w RN HE4-2|0,10,30, |#E (7~8) | BiRSW, HEEE, BN pH K NHEREICK
Crl:WI(GIx/BRL | #8I5P | 100 mg/kg Bir L,
/Han)IGS BR 5
B EEEE | T > b/ HERRA |0, 10, 30, e (5) 30 KUY 100 mg/kg TE MBS EEA A B AF
JYAON TFES Crl:WI(GIx/BRL 5 100 mgikg | M (5) | B9l HNH,
/Han)IGS BR

hERG : t | Ether-a-go-go BIHEEE T, ICsy : S0%PFHEIREE, QRS : .LEXO QRS HEEHE, ALT: 79 =073/
N7y 27x2Z—¥, GLDH: J V¥ I VT e Kest—8, GPT: FAVFIVHE-—ELEVEN T VAT IF—
¥, beta-NAG : B-N-7EF L7 LvaphI=F—F

2)

2 SRR

PSR O NI BT 2 FEER RO UMK (GLP) 1CBEL, WUFOZ M7 Sy
7Y —RBRE S LI R, =7 X =T OUMER, RO~ B Rt

T T R TE,
REMEE (GLP aT7/N\yTY—) HER D
PRI
ABR O FEAH T/ R Jrik & (B LR |
)
PRI N T A —Z I RIF T
Irwin 2895 Z v /Wistar HElRe o 0,3, 20, 4 | BoiTE), ARESE, KEEKNZOM
EY S HAN a2 100 mg/kg | W (4) OAFLFERPIREEIZH] & 2372 28 k72 L
Crl: WI(GIx/BRL
/Han)IGS BR
W R R — Z I R F T
32 &5 Z v h/Wistar H[ER A 0,3, 20, e (4) | PRERER, 1 EHRS R KR OV R R R S
HAN b 100 mg/kg | M (4) L,
Crl:WI(GIx/BRL
/Han)IGS BR
DA /T A — 2 F T
DIEHRE | =49 | KERD |0,3,15, HE (3~5) | WUHEI K OEIE £ 1 5228 72 L, 60 mg/kg
5 60 mg/kg M (3~5) | TEER 1 HEHO®&RE 2 Rk O LA
FEHAIN Gef FREEIZ 6 L C 5. 7%3800), OB
NG A= B\,

(3) ZFDithDEEIBRER
mMER L
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IX. FEERARRERICE Y 5

2. E4HER
(1) BEEEESHHRAR

U ARKONT v MBI 25 HERE O &5 FERBRIC O T, IR 0 BSE & (ALD) 13>2000 mg/kg
Thh, BOBEHO= T H =7 OAEFERIIERVWEEZ DT,

(2) REFEEHMHRAR

=UT =T ORERGEEE, v v A kR 13EB), 7> b GrkE268M) WiCT B 7
P (RES2HM) ZHOVTIMELZ, PRy axxT 427 22X, RBRICHWZWDFRoE)
MFEICBWTY, AEMINC -T2 T X =T ORFREBENRBD LT,

=T X =T ORE®RE T, WENREEERFZ5A (VEGFR) 2 BREWE TR Z21EM
(7 7 2R), T72bbHEALMERICL D LB 0ND S ESERIEREFR LI, Bz,
BEEOREN FIZFERTRWGS OREOEIHMERDIEE, F > #E TH LN HAERD
R, BORERIR D B & O IR it = T FREE T 7 Yuth (PAS) ARG N A TR,
PEARHEME, SRR & QIR BRIZ 35 2 SR LIRR DO E7R ECTh 5, 2 b DELO—ERIT,
FRNBE OIERICEETRWEBZ LNDH, WOFBRREFO/NL~OIRRICITREFHEE S
bbb,

7 v bORERGEERBR AR O - R R (NOAEL) (281 2R (AUCius) 1%, H
AN150mg/H (1 H2[EH#ERE) I2BT2BEE (AUChus) O 1ERBCHoN, 77
TIL3fEThoT,
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IX. JERAR AR ICBE4 5 IHH

—oTHZJoREROKREEMHR

ELz/k BhH | @ik H= &5 R NOAEL
E30n R | (B | [mgkg/B]| WM [mg/kg/H ]
~ A R 12/12 0 13 384 |30 mg/kg/H <10
Crl:CD-1 B 12/12 10 FRMEE L, ~EZ/ 1, MCVT,
}gg ﬁ% MERARMERE |, PR |, BMRER
MEJE, BAER-E I AEAR
100 mg/kg/ H

ARIMERE L, ~EZ/ v 1, MCVT,
MERAR MBS |, FEE L, WOREE,
B EILE, BASCEMaER, %
RALIRRE, Rk RS
TRTOHEGH

REIEINE |

7k Gisekirl 20/20 0 26 R |20 me/kg/H 5
CrlGIxBrl | #n 20/20 5 FRMmERER L, PCV], ~EZarr |,
Han:WI 20/20 20 EER | (MR A8, FHm~ey
20/20 80 TV Ui, BAfE MIRER, Sk
/IMb RSN

80 mg/kg/ H

WL, RESINE |, ARmERE |,
PCV]), ~EZuwvrr |, ALTT, T/
KZ—€1, GLDHT, #EER| (I
i, EIE), #OME, EimtkIEE,
fa~eT7 U Uik, Mg (B,
frof, FE), FEMAHE M BEIARSIEM,
JFAM B LR, RO - A AR
WAEW N D > REREE D

s el 4/4 0 5208 | FXTOREHE 10
HL frqm 4/4 10 B iR AR
4/4 20 >20 mg/kg/ H
4/4 60/45/30 REHIN G |
60 mg/kg/H

T, 7T, RmEURZ]

T, | e
MCV : YR MERAFE, PCV @ JRIMEREFE

() EEFMHER
FEHER N 7 ) —3lBRTH 5 in vitro TOHE % AV 58 {n 72282 Bl (Ames iA5R) &Y,
YRR (L5S178Ytk+/-#ifa 2 JHW o~ D 2 U o7 4 —~<3kBR) WONT in vivo AR B MERER
(T v MEBI/IMZRBR) 232 LR R, =07 & =7 IRBEEEIEERD bk ho T,

(4) MATRHERER
2EMMB AR Z, ~7 2 (0, 5, 15, 30mg/kg/H) X7 » b (0, 2.5, 5, 10 mg/kg/H)

TIHEMLIZ/RER, =07 X =7IEINARMEITRD biviero Tz,

OEEELE
=V TS =T OARRERNEE T v P RO R % TR L7,
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IX. FEERARRERICE Y 5

7 v bW EOZIERE K VAR £ TOMIIRIEAEICET 28 BRICBWTE, =074 =7
DOREVEA SR I OV OFSERIC KT 2 BITRO b2 hoT-, 7 v MEHWEHMOZREELR UE
IR & COPHARFE LIBT3 BRI BV T, 20 mg/kg/ H O A & THEAREE NS BRI IR D
BN OV AUC K 2 ER BB OB GE S Hitlz, 100 mgkg/ H OHETIX, S HITRHEY
&R 70 EOREMEE LA LN, WTILOHEIZBWTYH, HREFERSIRAEICB W TH
HROY WM T 237 B0, FLARO AR KRR 63 2 B O L RIK T 255880 b7z,

Ty RO X RN AEEAEERRICBWT, =T X =T R ITREEOIR - J5IE3RE
WG Lzl 2 A, HhillEissR, KBRS, D& OWRATEE R DI EICRT DI a e rE
RANRH T, AR LNTEHEICEIT 2 2HREIL, b FOBEHRICKIT SRER L
AR I Z N AR T o 7o, BRI, T v FTIE 10 mgkg/HELE, 7% F TiX 60 mg/kg/
HOH&ETRD LI,

Z v b® F1 IROHAER TR AR ORAEIZE, =0T X =70 5mgkg/H £ TOHETREY
G5 OEBIIH LA > 72Dy, 10 mg/kg/ B O & TIIERERAFRIETRRD bz, Zh
ORI, Wb b OIREHE TORE &L FTOREE TR bivk,

ZUTEZTOROKEATEREEHSR

. ; EULZEE = &5 _ NOAEL
ABROIR B3 [mg/kg/H] | HIH ks [mg/kg/ A ]
ZHREEOEKRET|F7 v b 0 13 R |20 mg/kg/H HEBLEM BE : 3
DOAIHIIE Crl:WI(Han) 3 W OEE HEMEABHEE © >100
20 100 mg/kg/ H PR FEAE © >100
100 D
A 0 22 AR |20 mg/kg/H FEiEitt : 20
Crl:WI(Han) 3 Plb | L, RHIRIRE OSSR | MEORERER Y
20 IR O ZHAHE - 20
100 100 mg/kg/ H PIIRTEA - 3
ARV, FH RN IR K O
7 R % AR K= o N O
WA RR R R
IR - JRIRBEE~DE | T v b 0 10 A& |>2.5 mg/keg/H REEE : 10
e Crl:WI(Han) 25 IS 1 FAEBME RETET
5 10 mg/kg/H
10 WL SR, R VAR
A 0 13 B |>15 mg/ke/H FEWENE: © 60
Crl:CHBB 15 fEa LS AR RETET
(HM) 30 60 mg/kg/H
60 DQINESS =Dl |
HAERTLE O A% D | T > b 0 137 |10 mg/ke/H 5
FEAEW N REHA D | HsdHan: 2.5 A |3 R TERIL, 2 FHAT
i3 WIST 5 AR, [FE R EED
10
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IX. JERAR AR ICBE4 5 IHH

(6) BAFRIKILRER
=27 4 = T ORFRAIE R

FRER DS BYWHE R BTk Bh & ENEES

A G S JRET E J& YE A #05¢g FERE R 72 L

IR g 2 A FE SR | B Al 5 20 mg AR L
/Chbb: NZW

SR TR MR A BRI S |2 mg/mL FrRAN B 5 ClrE o 7 BE M
/Crl:KBL(NZW) Zad b, NG TITRT

FEMES 0

A EARP & 5- 2 mg/mL ST TES 0
/Crl:Chbb:NZW K T}
Crl:KBL(NZW)
Z v M PR 5 2 mg/mL SRR M S O
Crl:WI(Han)

(7) ZDHoEHENE
1) EEE

Ty N, =T APAVROT B 7% TRk mibain g £iE L2, WIhoBgEic
BWTHRERICKT 5B LB EITERO b ivienoi,

2)  tEfERHm

Balb/c 3T3 Az HW\WC=27 ¥ =7 Ol 2 50 L= /528, AHEH 267 2 6e
WREZ BN, L, Ty FORBROIRERICEIT S "C-= 7 & =7 Ok i s
WKL, BRREBR TR, HDAWIINET LAAF—Z2 R T IKENRD N7 Z L b,
ST =T R INTEEIZBWTCREEIEH ORELZ T2 Y A 7 138D TR & <
iz,
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X. EHHFEICB 5 HHA

X. BEEMFEICHYT SEE

1. RERX7

f K AT =TT/ 100mg/150 mg BIEK, AL EEE SR AL
) EE-EMSEOQFZEICLVENTL L

BRRSy  =v T X =T 2 AV R B

2. BxhHEIR
BRI : 34 (BEMERBROFRIZES)
i IR « A IR & R

3. AERETOIE
BSCHBZHE ZAITHEFELRN L

4., BFHFEWEDIFE
E XN TR

5. BEMITEM
BEMEELTAR A
<TvhoLEY - HY
ZOMOBENMTEM : A7 =7 MBS HBE I A~
(REFEVERTRRHESE B PESRECIE LA © TV MERGPE R,/ HEA T IERRKE L A 1 5 T MR 2
(RMP D U R 7 e/ IMETE B D 72 O ITAERL S VT2 EHE)
[T, MEICET2HE] 228452 &,
R=U T —=A T NNA DTR— A= SR S AT B IR
(https://www1 .boehringer-ingelheim.co.jp/patient/Z )

6. F—m5 - A
FFEEIRE, —W) ZAPROBEITZR N,

7. ERSEIAEEARH
2014410 H 15 H

8. HERFTARBFEABRUVARES, EMELWEFAB, RFEMKERA
BLERTEARREH H 1 201547 A3 H
xR &K B AT A 7ENA100mg 22700AMX00693000

F7 27 H 7N 150mg 22700AMX00694000
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X. HHAYEHIC

B9 5 H

A FEYENVEAE A B - 2015458 A 31 H
Ay 52 BA 46 4 H H : 201548 A 31 H

9. FMEEXIIZHEEM, FRZERUVAZZREENFOFEABHRUZOAR
NEEIBIN : 2019 4F 12 H 20 A

BIMS 7 zhee

HEIBIN : 2020 4E 5 H 29 H
R L EATIERRHE L 2 £ O TV MR R B

BANE L= shRe -

* R - ESPERBUEITFE O B PEN PR &

10. BEERR BIEERAKRFABRUVZORNE

LN

11. BEEHIM
RS A RRAEIE

104 : 2015427 A 3 H~20254E7 H 2 B (F 0% A ESK )

PRI O B PEMIR

10 45 : 2019 4F 12 H 20 H~2029 4= 12 H 19 H (F/ %05 H EE 3K )

HEATPERRHEL 2 £ O VM

54104 H : 202045 A 29 H~2026 43 H 28 H

12. HEHMEFIRICEE T 5155
AANE, BH (D DVITEE) HIRICET 2 HIRILED S Tnawn

13. I —F
L A S P
N e | 25 26K = =2 R - K
S | T hor 34 &% | s AT A
. Y] =2—1F) .
a— R ENEE
T
21‘7;1;)7;; ’ 3999039M1022 3999039M1022 1243925010101 622439201
T =T AT RN
* 3—15701]1; ’ 3999039M2029 3999039M2029 1243932010101 622439301

14. RERFERH LDEE

F BRI LY IEEN IR E 2 T TC BB I TEREN RO R L 72D,
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Cottin V. et al. : Eur Respir Rev 2019 ; 28(151) : 180100. (PMID: 30814139) [0006000216]

FEWNERL : A7 =7 7L 100 mg 2 OY 150 mg DBIE# 22 EPEIC- SV T (0004039051 ]

FEPNERE : [ BRILE 25 T AR R (1199.32 36k) (2015 427 H 3 H7&F CTD 2.7.6.3) [0004039055]

FEPNERE : [E BRI 25 T FHERER (1199.34 36%) (201547 H 3 H7&RFS CTD 2.7.6.3) [0004039056]

FEPEORE : [E BRI 55 11 AH AR (1199.214 308%) (2019 4F 12 H 20 H7&F CTD 2.7.3.2 2.74.2,

2.7.6.3) [0006000168, 0006000169, 0006000170]

Distler O. et al. : N Engl J Med 2019 ; 380(26) : 2518-2528. (PMID: 31112379) [0006000157]

FENEEL : R FOREEER (201547 A 3 H/KRE, CTD2.7.6.1) [0004039076]

FEPNEEEE HESN S TUAH A S50 S AR (1199.30 788%) (2015 457 J 3 H/KRS CTD 2.7.6.3) (0004039058

FEPER) - [EIBRALEIES 1 AHRAER (1199.247 38k) (2020 4= 5 H 29 A7&GE, CTD2.7.3.2, 2.74.2,

2.7.6.1 [0006000209, 0006000210, 0006000211

FEPNEEL: B AR NBE TOREM L OSRYEIERER 201547 A 3 H7&AGE, CTD 2.7.6.2) [0004039057]

Ogura T. et al. : Eur Respir J 2015 ; 45(5) : 1382-1392. (PMID: 25504994) [0004039091 ]

Richeldi L. et al. : N Engl J Med 2011 ; 365(12) : 1079-1087.( PMID: 21992121) [0004038552]

Richeldi L. et al. : N Engl J Med 2014 ; 370(22) : 2071-2082. (PMID: 24836310) [0004038553]

FENEEE - [EIRRIERSE I AR (Mo O fgtT) (2015 457 H 3 AZ&ER, CTD 2.7.3.3)
[0004039059]

FEPE R« ERRIEE S I AR (ZetEo0FaidT) (2015 427 A 3 H/KGE, CTD 2.7.4.2)
[0004039060]

Flaherty KR. et al. : N Engl ] Med 2019 ; 381(18) : 1718-1727. (PMID: 31566307) [0006000166]

FEPEORE © 5 T AR 4 -3kl (1199.33 &kER) (2015 4F 7 H 3 H/KR, CTD2.7.4 1§k 7.3,

2.7.6.3) [0004039061]

Crestani B. et al. : Lancet Respir Med 2019 ; 7(1) : 60-68. (PMID: 30224318) [0005002563 ]

FEPNEEE « 5 I AR BB (1199.35 3A8k) (2015 427 H 3 AKGE, CTD 2.7.4 14§k 7.3,

2.7.6.3) [0004039062]

FEPNEEE © 5 I AR GaER (1199.40 5ABk) (2015 427 H 3 A7KGE, CTD 2.7.4 14§k 7.3,

2.7.6.3) [0004039063]

Wollin L. et al. : J Pharmacol Exp Ther 2014 ; 349(2) : 209-220. (PMID: 24556663) [0004039092 ]

Wollin L. et al. : Eur Respir J 2015 ; 45(5) : 1434-1445.( PMID: 25745043) [0004039093 ]

Hilberg F. et al. : Cancer Res 2008 ; 68(12) : 4774-4782. (PMID: 18559524) [0004039094 ]

Hilberg F. et al. : J Pharmacol Exp Ther 2018 ; 364(3) : 494-503. (PMID: 29263244) [0005003334 ]

FEPNERE © SEZDEEEEER (b MR M EAZERAIE 5 D A T ¢ = — & — Kokt 5 EH)
(2019 45 12 A 20 H7&GE, CTD2.6.2.2) [0006000171]

FEPNE R - SEhEREEER (B b THIIE S D AT ¢ =— X — Ik 2/E/H) (2019 4F 12
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H 20 HA&GE, CTD2.6.2.2) [0006000172]
27) FENEE) - L FEEEER (AR 9 2 EH) (2015 47 A 3 H#GR, CTD2.6.2.2)
(0004039064 ]
28) HENEEL - FERIEEEAER (RS R O T U D /EH]) (2015 427 A 3 H7KER, CTD
2.6.2.2) [0004039065]
29) Hostettler KE. et al. : Respiratory Research 2014 ; 15 : 157. (PMID: 25496490) [0005003348 ]
30) FENERE - HGHIKEEER  (MRRMEIE R O RE, B L OMURE IS )3 A EH) (2019 42 12 A
20 H7&#Z, CTD2.6.2.2) [0006000173]
31) Atanelishvili 1. et al. : Clin Exp Rheumatol. 2019 ; 37 Suppl 119(4) : 115-124. (PMID: 31573469)
[0005003376]
32) tENERL TR () WBRMBAEIEE 7T /L~ 7 RIZB T D4EH) (2015 47 A 3
H&#R, CTD2.6.2.2) [0004039066]
33) fENEE - KRR (T LA~ A T UBRMMEE T T L~ U R8T HEH) (2015
7 H 3 AR, CTD2.6.2.2) [0004039067]
34) FENEEL  FNHEIRER (T VA~ A VOB RMBHIEE T LT v M2 T D THRER)
(2015 47 H 3 AR, CTD2.6.2.2) [0004039068]
35) FENEEL  FNHEIRER (T VA~ A OB RMBMIEE T LT v M T DIRERER)
(2015 47 H 3 AR, CTD2.6.2.2) [0004039069]
36) HuangJ. etal. : Ann Rheum Dis 2017 ; 76 : 1941-1948. (PMID: 28814429) [0005003315]
37) FEPNERE @ SERIEEEER (BT VLT RO M RIE K ORHEME DG Y £ 7Y o 7B
THYTRAETMIEBITHIEH) (2020 45 H 29 H7&GE, CTD 2.6.2.2 [0006000212]
38) HENERE : HEEHIIERER (SSc-ILD EF /L~ 7 AT A1) (2019 4E 12 H 20 HKRE,
CTD 2.6.2.2) [0006000174]
39) tENERL : HENKEEER (SKG ~ U A DW A T A Ve Fs BN Y v~ 7 B i E At £
BT MBI HER) (2020 45 H 29 HA&GR, CTD2.6.2.2 [0006000213]
40) tEPNEEL - EhIRELABR (PDGFR F 13 v %+ —8 U VB ik 21EH) (201547 H 3
H7#&#, CTD2.6.2.2) [0004039070]
41) FEPVERE: SRR AR (e SR O AR k9~ S 7EHT) (2015 42 7 A 3 H7KGR, CTD 2.6.2.2)
[0004039071]
42) tEPEEEL : SERNFEPHERER (PN BRI K O A TR DHAR R L2 k9= 2 /R ) (2015 4 7 1 3 HIKGR,
CTD 2.6.2.2) [0004039072]
43) FENE L N EEEER (VEGFR U > FR{LFRE O Ffefef) (201547 H 3 H7&GR, CTD 2.6.2.2)
(0004039073 ]
44) FHPNERL: 32 3EPEEER (PDGFR V) v 2L PR O FfiRsfH]) (201547 A 3 H7&GR, CTD 2.6.2.2)
(0004039074 ]
45) FEPNERE: ALy MR BE I O VMNP B 1061 2 W EhRE (2019 4 12 H 20 A KGR,

CTD 2.7.2.2) [0006000185]
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49)

50)
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53)
54)
55)

56)
57)
58)
59)
60)
61)
62)
63)
64)
65)
66)
67)

68)
69)

FEPNE R : BT MR A £ O VB MR R BB 123810 2 3B HE (2020 42 5 A 29 H KGR,

CTD 2.7.2.2) [0006000214]

FENER o F Yy — L O3 AEEMRE (2015 4 7 A 3 AR, CTD 2.7.6.2)
[0004039077]

FENEER V7 e v O3 AEMRE (2015 4 7 A 3 A&, CTD 2.7.6.2)
(0004039078 ]

FENERE: R Z o & O3B ERER (1199.239 3U%) (2019 4 12 A 20 H7&GR, CTD

2.7.2.2, 2.7.6.1) [0006000175]

HNEE : = F =Lz X F T P4 — VRO LR VT A b LVELSA L O SRY R B AR R ER
(1199.340 #Bx) (2020 4= 5 A 29 H&KGE, CTD2.7.2.2) [0006000215]

FENE R At S A AT XA T U T 4 3B (201547 A 3 HARR, CTD 2.7.6.1) [0004039079]

FENE R FEREIR I EhRERRER (BRI B 50 OFAR /A1) (2015 4F 7 A 3 HKGE, CTD 2.6.4.4)
[0004039081]

FEPNE B FERR AR S B REEER (FL~DFAT) (201547 H 3 HKGE, CTD 2.6.4.6) (0004039082 ]

FEPNEE: FERR IR FE B RE AR (AR (RS &) (20154F 7 H 3 H7KE CTD 2.7.2.3) [0004039080]

FENE R : FERFR IR B RE R (R 5-1% DA A7) (2015 427 A 3 H7&GE, CTD 2.6.4.4)
(0004039083 ]

FENEEL . ~ AT 2B (2015427 A 3 HAGR, CTD2.7.6.2) (0004039084 ]

FEPNEE : JERR AR SR B EE R R (v MMRED (2015 457 H 3 HUKGE, CTD 2.7.2.3) [0004039085]

FENEEL  JEERR KRR (RH) (201547 A 3 HAGE, CTD 2.6.4.5) [0004039086]

FEPNE R : FERG R SR BB (FFGE) (2015 457 H 3 H&RS CTD 2.6.4.5) [0004039087]

PG B FERR RS ENRE R R (BN (2015 4 7 H 3 HAFS CTD 2.6.4.5) [0004039088]

FEPNEE) - SRR (2 BIBF 1202 O%5E) (2015 457 H 3 H/KGE, CTD2.7.2.3)
[0004039089]

R RSB ER (F T AR—2—) (2015 4 7 H 3 HEKFR, CTID 2.6.4.4)
[0004039090]

FEPN R R R METARAEIE B (2 361 D RESE IS EhREARAT (2015 4F 7 A 3 H7KGE, CTD 2.7.2.1)
[0004039075]

NG EL - IPF B35 & O SSc-ILD 55 Td Exposure-Response fEHT (2019 4F 12 H 20 HAGE,

CTD2.7.2.2) [0006000176]

LN © PR-ILD 255 T Exposure-Response fi#HT (2020 4F 5 A 29 H7KFE, CTD2.7.2.2)
[0006000217]

NDB % W =i R OME (VEGF/VEGFR FLEMEM %243 2 A O BhRAEEE BT 5 U

A 7 B : https://www.pmda.go.jp/files/000266521.pdf

FENERE - —RBEE R (201547 H 3 H/KGR, CTD2.6.2.3) [0004039124]

FENERL - ZAMEIEBERER (201547 A 3 HIKGE, CTD2.6.2.4) [0004039125]

FENEE - FERBR (2015457 A 3 HARR, CTD2.6.6) [0004039126]
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iv) FRREPERVEMENGR ZH S InROFoI S (ETH 3 i) « BAMREGFS OFAMEIMRE 2
i - BRI A 74 AMERZERS - BILE

V) FERPERTARAEIE DIREIT A R T A 2 2017 © HARME T2 BILAL

vi) Raghu G. et al.: Am J Respir Crit Care Med 2018 ; 198(5) : e44-¢68. (PMID :30168753) 0005003266 ]

vii) van den Hoogen F. et al. : Arthritis Rheum 2013 ;65(11) :2737-2747.(PMID :24122180) 0005003267 ]
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ix) EHVESREIE « [RIGPEFREAE « SFBRERIERBAR S - BALPEZENGNE FE O 2 W L TE - FRERE 430 -
DRI A RTA > BREUE « BERRME(L B OB W B YE - BHIEE M - I A R T 1 1E
B - SR R

x)  BEIRICLE D BV R W - TR FE S 2020 : B ARMER g - BRY U~ FEREH B
JFIR A S MBS 2 - IRfREF 2020 1ERE RS - AT 4 I L E 2 —1h

xi) FEFREVEREMEMIR 2 e IREOTFIE 2022 (ETH 4 MO @ AARFERIER TS OVE AR
BZW - IR A R4 AMERER S - ML
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XI. &5&E

1. ELGHNHETORTRR

7 =7 B 7L 100 mg KN 150 mg ORPFEMENTHRAERE (IPF) OISz DOWT, BN, KET
2014 47 5 AIZAGRRGE 21TV, ZO1%, BINTIEL 2015 4 1 H, KETIX 2014 4F 10 AlZENE
TR STz, 2024 4F 2 HBUE, #5080 HELL ETHARBENTND

B MERREDEICLE O RV MR R (SSc-ILD) DGOV T, *Iﬁmmﬁ3ﬂ’%ﬁ$ﬁ
ﬁw2m9¢9ﬁ’% L E AT, BRINTTIE 2019 4F 2 HIZAGRHFE 21TV, 2020 4F 4 HIZKR ST,
ITHRRME(L 2 £ O RVEPERB R (PF-ILD) DMEISIZOWTIE, KET 2019 4F 9 HIT&RAGE

ﬁw2m0$3ﬂ KRR S T, BRI TTIE 2019 4 8 HITHKGEHRE 1T\, 2020 427 AIZEGR STz,

F 72, Vargatef DERFE4 T, FEANMIREMIA A GRRER IR (2xF9 2 “RIBEICBIT 5 KX
FH L & OBEFFIRIEIC OV TN T 2014 4F 11 HICERB STV AHD,

RE, AR LR - R, HIE - ARELUTOLERY THY, SMETORGRIRD & 137
7%, EWNOEGBNROHPACARFZHEHT 52 &

4. HREXTHR
O R MERMIRMEAE
O£ S RAEITH S B MRS
OHEFTHMMAL T4 S B MR R

5. MREXIMMRICEET HFE

<& GMRREAE I S ME HmEE>

5.1 BRI DR PETR BRI O WVE PR B LS D lifasin 28 1253 2 ARAN O A k3R S

NGV

GEATHERRMEAL 24 S M E SR B>

52H7%f%ﬁJ@%@W@%%ﬂb\%%%\@% SIER K OV i G FT  D s 5 H Z2 5 Ak
TR0 EATHERRME(L 358 D B D M E MR BB ICAA 2R 555 2 &,

6. AR UVAE
WHE. RACIF=r 74 =7L L1 150mg Z 1 H 2, 8« Y BHZIROKGT 5, 2B
BEOREBICLYV =0T X =7 L L T1E100mg D 1 H 2 BEE5~EET D,

7. RERUVHAECEEY 5T
<GhReftE>

H) RKFEOERBNRE L HSBIRENEL B> TWE T8, EABNEOZEMIIIR L TR,
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7.0 B, B, EEFEORIERZGRD b GAE T, xHEFRIER & O A E 21T -72 9 Z,
ARANOIREE D FIREZLIRBEICBIE T~ 5 £ COM. WEUTIREDO T2 RFd 2 2 &, 1BFED
Il B9 5550 % 1 Bl 100mg, 1 H 2 2D HET 22 & 2REHT 52 &, BEDIREE
WA T 1 [\ 150mg, 1 B 2 [BI~EET D Z ENTE S, HEEG UIMET 258 1TEEIC
Beh L, #5%ITBEOWREL HOICBIETHZ L.

7.2 AST X% ALT 28BS VEE BRR D 3 5 2B 2 7235613, AR OWBESUIIERO FW 217V, +43
IRRRRBIEE AT S T b IRIEE I LG A2 BT 256 121X, AST 3T ALT 23 & G-Ri DIk
REIZEME L7241 [F1 100mg, 1 H 2 [E6# 5925 2 & & L EBEORIEIZIE U T 1 E 150mg,
1 H2BI~EETLZENTED, FREINET2HAICTEEICES L, #5%1348
FoREr+olcBlegds2 b, (810 11.1.2 B3]

<& GMERAE I 5 ME MmEER>

73 Y7 uRAT7 7y IR, THEFATY v & OO MR L EMITRFT SN TR,
[17.1.3 & ]

BRINIZE (T 5 F5TIRI (2024 £ 2 Ak m)
7k, WIMIET HEBARICOVWTIE, BEH, BHOMIXELHRT L&,

4 K

Ofev 100 mg soft capsules
Ofev 150 mg soft capsules

A 7 L
B - & [100mg: => T X =7LLT100mg 2&HT5
150mg : =274 =7E,LTCT150mg 25H7 5

KEREH  [20154 1 A

RN ORFFAEMHRHELE (IPF) OIRE
ZHEE « Zh | RN OEITYERRME(L 2 £F 5 BV PERR B (ILDs) DiGH
RN OB PEBRFIE T AE 5 RVE M A (SSc-ILD) DR

TBIRIE, Ofev DIEISAED WY & IGHRIZ -5 205k - BER AR OEMIO b & ThMGT 5 2 &,

HE
HERMARII=0 T4 =7 LT 1E150mg & 1 B 21, % 12 BRI TR 5,
18] 150mg @ 1 B 2 [ GICEEEN I LR WEFITIE 1 [ 100mg O 1 B 2 [ 52 #1345,

RIEZ SN2 AE, ROBRERA 72— #EABETHNT S Z &, IREZERZHATD
—EZ2ESEFEED TR LAV &, | ARAHAE300mg 282 TIRE LW &

JH &

B - Ofev DIEFIZ LV BER DA b HEIE, SHEFIEIZMZ T, Ofev OIRHA W REZRIRAEIZ[RIIE
T 5 F THESCIHEDO TR 2 a+ 25 Z &, Ofev IC & Hi6%AZHBT 2841, 1 H 150 mg @ 1
H2BEEGOIEE L2 1 [ 100mg @ 1 H 2 BICTHEAT 5, 1H100mg O 1 H 2 Bl 5235
NHLNRWEAIE, Ofev ik B1EFEAFIETEZ L,

WO RHERIEIC S 2 B9 TR, B L0/ SUTEESFESE T 2 541, WESUT P2 it
T5Z L, Ofev IC L DI5EZ BT 28A1E, 1 E 150 mg © 1 B 2 #5398 & L 7= 1 [3] 100 mg
D1 H2ETHET S, ZNALOREREIZ 20 ST EEO TR, HEl O TR O ER
DEET 5 5A1E, Ofev IC Xk AWM ATIET 52 &,

TARTGXUETI ) b7 A7=27—8 (AST) XiE77=7T 3/ I A7 x5 —F (ALT)
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DIV EIRD 3 (5227272012 Ofev IZ X DIBREEZHW L7GA1E, MU AT I F—ER#%
SROWRBEICETE L7-%, B L7- 13 100mg » 1 H 2 B EGTHEB L, RIS T 1 E 150 mg
D1 H2EERE~DOHWELZRITHZ L,

Ak
Ofev TR HATH 5, BIZIC,
DLW &,

WEFTICEZDOEEKRTRAT L L, BT BAERITIZD, ELE

REIZHTEHRFTINR (2024 F 2 AFFR)
B, WHMIRT HARBABTICONTE, WE, RFOIMMILELZHR T L,

=4 KE
HR5E4 Ofev capsules
W 7 A

100mg : =27 X=7LLT100mg #&5HT5
150mg : => T X =7LLT150mg 254 T5

FAFRAEEH 2014410 A

Ofev IXLL F &2 5hE - ShR LT 2% T —FHMERITH D,

e - e | FESEMEIGRRMERE  (IPF) DIRIE

PR < SEATHEARME L % £F 5 RRT MR B O 10
- MR EREICEE O RIS (SSc-ILD) %45 % B O MRS DK F il
Ofev & 5-Hi DA
Ofev |2 L DI Z BldAT 2 RN T X COBE ITNTHEREM A 2 S50 U, 43R /T RE 72 2o M I AT R A
EEETH L,
HELE &
Ofev IX, #ELIHEL L TIRI150mg = 1 H 2, 912 FefEERE G325,
Ofev IZBBRITARA L, FOEEKTEAZTrZ &0 Ofev I 7 RILONENIENDTIEATS D FNT-0 LR
WZ & Ofev I BAZAT VN0 LTEIRO =T X =7 OIWEe 5t 5 58 IR Ch 5,
Ofev DR % B 5E1E, RORERA Yy a— A bHET A L, (AN O3ITRA L
WEHSBEEZRETHZ L, | HERKRKHE300mg A CTRE LW &
JTRERERE R I D HERH &
#28 (Child Pugh A) OFHEREREE O H 5 HB3F TiX, Ofev OHESEA R L LT, 1[E 100mg % 1 H 2
[, 12 FERIMRE CRZICBGT 5,

Ak - &

AR EE N ON B D PR RERE 5 D & 2 A 1T % Ofev O ITHELE S h 7y,

BUWEAIZ X 2 S

Ofev DIBIFRIC LV RIERANR A LN AT, SHERIEIZMZ T, Ofev IZ L AIEHA AR/ IRREIC
EIET 5 F CHESS— R R P A st 5 2 &, Ofev I K TR A BT 53561, 1 H] 150 mg
D1 H2EEESIRELZ 1E 100mg @ 1 H 2 EHEEGTHERL, Z0O#%, IREEIZS U T 1 [E 150
mg D1 H2EHFG~DOHEEZRFT D2 &, 1H100mg @ 1 B 2 [\ GICERENH LW
ElX, OfevicLB1EEEFIETHZ &,

JiFlEsE BRI L, AEFE SUXIBEO MRS NER G AN S 5, IFHETEMRE (AST, ALT, v
YLE L) % Ofev DIGHEBAMAHET, THMEBEND 3 W HMIZ—EMR T, #0083 EMAISUIERER
TR B HRMCENET D Z &, IFHSRERAIE, Y, BACRIR, A EIEMATE, KGR, HE2
Exgte, BEOERSIFREE 2B 256 0l I T2 Z &, AST Xt ALT 23SV EIR
D5 R EF LIZBE, HDWE AST XUE ALT 2SEEYEE RO 3 (58I FF-L, 2 offEED#
BEZLE D BE 1 Ofev DF G- 2145 2 &, AST Xi% ALT 2N EEHEE IR0 3 f5#872>0 5 [5R14 T,

JFEEOBENTRD IR WEATE, Ofev IZ X DR A W35, ME%E 1E 100mg® 1 H 2 [H]
~NEET D, SRR GRTORIEIZEE L72R R T, Ofev I X DI AZE L 72 1 [E1 100 mg D 1
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H2EESTHREL, REIZJSCTIE150mg @ 1 H 2 [BEG~OHEELZRGFTHZ &,

HEEE (Child Pugh A) DORFREREREEDH 5 BE T, BIEANRONTZIBA, BEOPEIEE LI
HIEABRET 2 2 L,

2. BB T HERARXIERER
(1) Wb B D UEAME

AARDEFIRLD [9.4 AFHGEEH T 2%, 9.5 i), 19.6 #3Liw) OEOFHEIILL T D &
BOTHY, KEEOA—ANT VT OUNCEL TR,

9. RENERZAI HBEICHT IR
9.4 AHERREHT HFE
SRR FTRE /2 2RI LT, AFIOFREG P R OEREG-RT O 2 L b 3 1 A% E TIEEy)
IREEEZAT O X OFRET o 2 &, [9.5 5]
9.5 1%
PR SUTIEIR L CO D WTREMED & 5 i3 G- L2 & 8 (T v by U9F) 2H0
TGS A FE AR CHERT M E K ONE - IR IRBBEERISRED I T D, (2.1, 94 ]
9.6 &I
BREOFEMERORFLREOAREMEZBE L, RALOME SUTTILEMETT 52 &, @)
WEBR (7> ) THIT~OBITRRO LN TN D,

HH FLENE
b NSNS Pregnancy
(202241 1) Risk Summary

Based on findings from animal studies and its mechanism of action, 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. 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%.

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. Because of the potential for serious adverse reactions in
nursing infants from OFEV, advise women that breastfeeding is not recommended during
treatment with OFEV.

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. Counsel patients on pregnancy prevention and planning.

A —A ~Z U7 OUAFIT | Use in pregnancy - Pregnancy Category D
& There is no information on the use of OFEV in pregnant women, but pre-clinical studies in

- 160 -




XI. &5&E

(2022 48 H) animals have shown reproductive toxicity of this drug.

As nintedanib may cause fetal harm also in humans, it must not be used during pregnancy
and pregnancy testing must be conducted prior to treatment with OFEV and during treatment
as appropriate. Female patients should be advised to notify their doctor or pharmacist if they
become pregnant during therapy with OFEV. If the patient becomes pregnant while receiving
OFEV treatment must be discontinued and the patient should be apprised of the potential
hazard to the fetus.

Women of childbearing potential should be advised to avoid becoming pregnant while
receiving treatment with OFEV and to use highly effective contraceptive methods at
initiation of, during and at least 3 months after the last dose of OFEV. Co-administration of
nintedanib has no relevant effect on the plasma exposure of ethinylestradiol and
levonorgestrel in patients with SSc-ILD. The efficacy of oral hormonal contraceptives may
be compromised by vomiting and/or diarrhoea or other conditions where the absorption may
be affected. Women taking oral hormonal contraceptives experiencing these conditions
should be advised to use an alternative highly effective contraceptive measure.

Use in lactation

There is no information on the excretion of nintedanib and its metabolites in human milk.
Pre-clinical studies showed that small amounts of nintedanib and/or its metabolites (< 0.5%
of the administered dose) were secreted into milk of lactating rats.

Decreased postnatal viability during the first 4 postnatal days was observed in rats dosed
with 10 mg/kg/day nintedanib from gestation day 6 to postnatal day 20 (exposure less than
the clinical exposure based on AUC).

Because of the potential for serious adverse effects in breastfeeding infants, breastfeeding
should be discontinued during treatment with OFEV.

(Category D: Drugs which have caused, are suspected to have caused or may be expected to
cause, an increased incidence of human fetal malformations or irreversible damage. These
drugs may also have adverse pharmacological effects. Accompanying texts should be
consulted for further details.)

2) /NREICEET Dt
HARDOEFIRILD 197 /NS OHEOFTLEIFLLTO LB TH D,

9. BENERZEH T HBEEICHT HEE
9.7 INRZ
INREE ARG b U T2 R BRI S5 HE L TRy,

Hi i FEANA
NES[RY SO . . . . .
*(zlngﬁﬁl_jé ) Safety and effectiveness in pediatric patients have not been established.
R DS S E . : N
Uziléz ;éﬁﬁgj; ) Nintedanib should not be used in children.
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1. FAK - REXIEICE L CEEKHBETSICH-> TOSEIER
(1) 9

P - v A

(2) B - BERRURERST 21— I OBBH
AR L

2. TOMOEEER

RMP DB Y 27 fe/MuiEE & L TIERR S TV D B4

C ERMIRE M T = THEEER S A R
R Y YA U H NS Bl Bk D TESRBIR A TN
https://www.bij-kusuri.jp/

- BETEM AT =T ERA SN BE I A

CREFEMEIBRRARIE 4By PR TR BE (T A O VB PERZ R AT IERRAE L 2 £ O [V PEZR AR
R—=Y U — A VA DR — D=V B S AT BN HR
https://www1.boehringer-ingelheim.co.jp/patient/
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