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(I, B SO RO S AT A AT T 2 SRR i S BRI E N B D, KA DR
FIEWMAYE (LLF, MR) F~OEROBNGFERSCERICLVEREMTLTETND. 20D
BRI LB A MR AT T 2720 0HA Y A R LTEEMNA V2 Ea—7 4+ — A5 (LT,
IF LH&3) 233 L7,
1988 fEIZ H AYRBe Ml (LLF, HIREE) 7 2 /NEB R IF OMCEM T, 1F fLdkk,
IF e EHEZ R E L, TD% 1998 1 HIREZINGE 3 NEESN, m%ﬁ£2m3$ ERES
ARG HRE R IF ClEHOUGET 217> T .
IF FC#ELGE 2008 LARE, IF (X PDF HOE )7 —&# & LCIRMET 2 2 EnRAIE o2, Th
IZRY, I CEOFERUGT N & > LG EICWET ORIT — & 28 L7z IF 23E0 ISt
EhbZ b bleodz. BHMD IF I, E%WE%F““ AR (LT, PMDA) O EH AR
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2019 FE DU L ELHBEEOLEFICA DY, [1F FEHZEE 2018) NAEXSH, Sk TERAE
S OIRGEE ML EENCE T 2 A R T A ) ICBET 2RO 720, £ DOEHRE K E
L7z.
2. IF &1
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DIz DIFH, FF 7R BE 7T DT OIERENEN SNIZREH 7@ O EIE MR E S L
T, BRSO EE A RE L, SRAIAE O 7= 12 Y 5% 2 3K 5 0 BGE IR T U RTE IS5 D3
(BB O BE 2 (K L T2 A& R EALET Hivs.
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PR R EIES I IF OEHFEHE L ISRV, SV 2 5 &, BRSNS SR S - IF 1
FIFRE B OS5 - Il - BEREA T2 & & bic, RERMEEZTHILOE VI BEHERF>Z k
ZHREE LTS,
IF OfRIE T — 2 2 AL L, RIELETORAIILHATITRV.
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Ndbb. o, MERFSGET SN AN EOFEEZEICETA2FHEICEH LT, IF PUGEIESNHE T
DT, RSP IRIT DUETNEZ I S0 L2 3CES, 525 WOIZA Mo E 3R L F ity
— BRI L BRI ST S & & IS, TF OFHICHTZ- TIE, RKEORMNCEL
PMDA O [ 3£ it RS I R R DR — P TR T D LR D 5.
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IEHRETRETHD.
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Wha—RK-F7 7777 4 AEORINE —EREZ T S 5528500, BoEEREIMIISEI T A R
T A UL, RGO HIEFIZET 2 IE BRI OV T, RIS ENEREFEE N D
DROIIECTIT) ZEIFELEZRNEEINTEY, MREADA VX Ea—H DO SCHEGH
HREICEY, FIAFEBONIF ONFEREIFLIRELOTHDL Z 2Rk L TEriTh
7270, BEEMENLR LN EROFFHRMZHER L, TORBIMEL RikE, ERBS
2B O EME A MERT 2 Z SITEAMOARBE TH Y, IF ZFMH L THFESZ EITMEDH
HHLDIZ LTV &0,
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1. B2 B4 5 HA

1. BBZICEAY 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 251K (PDGFR) o, B K ONRMEZERIIL SN -2 218 (FGFR)
1, 2, 3 KOUME NIRRTk (VEGFR) &ML 32, Ky Fr v ¥ —EBHEAIT
b, A7 2T XINEDOZREDOTT /v 5=V VB (ATP) &R~ MIBARICHA
L, RRREPEMRRAERE (IPF V), 2 PEsRBEIC 0k 5 BB A (SSc-ILD #2) K OMEFTIERR
HMefb ok 5 BRI B (PF-ILD %) OFREICE G T2 LA SN TV D v 7 U RER E
T2,

7 = 7 O IPF 1Tk 2 BRIRBHTE 1T 2005 - I2BRts S vz, IPF BE x4 & U7z [FEERHLEE 11
FHERBR (INPULSIS fRBRT : 1199.32 5B KON 1199.34 5 BR) M Ehi Sh, IPF ST 547 =7
DERER OLEPEDN R ENTZ, ZOFRICHSE, AT, 2014 4 10 I KE 5 EE
Jii (FDA) X0 TEpFEVENGHRHESE (IPF) OIEKE] O CRR A= T 7z, BN TIX 2015 41 A
RN ESESL T (EMA) R0 TR DR MERTARAESE (IPF) O] Os CRR A=< 7, H
ATIE, 2010 £ LV IPF x4 & L7 [ENE T ARRER 2 Ehid 5 & 382, 2011 4F 9 AIZIEmD R
WHESRLOEELZ T, 612, EERILFES N AHRER TH 5 INPULSIS SBRICS L, HA
NBEHEIHT DARBN OGN L 2Rt RrEnT, b OB E & T EPN IO R BE R %
H LT, 20154 7 AT TRERMERRRHERE ) &2 %068 - IR E LT, AREZRSG LTz,

F 72, SSc-ILD fBH Zxi5 & Uiz [FEEILE S 1 55 (SENSCIS 3B S @ 1199.214 35k) 23
FhE S 4L, SSc-ILD Tk 247 = 7 OF MR NLRMEN R I NIz, ZORRICESE, st
TIE, 201949 HIZ FDA KV TR MEGREEIZFE S MEMEMZEE (SSc-ILD) & A9 % BE DO
WLHERE DA TN OIS TR Z 51 72, BRINTTIE 2020 4F 4 A2 EMA £V TER A O 4Bk
FERENZPE D BV MR R (SSc-ILD) DR Ot CER A =T 7o, HATIX 2019 43 AIZHA
DI ER G O EAZ T, 2019 4F 12 AT TR MERAEICLE 5 RIS ) 2208 - %)
RELT, EBEIG LT,

—HOMEMENMZEE (ILD) OBF TIX, BIKRRIEO H 2 K5I8 THEITHE OB LD - b il
HEWHIIRDT = ) A TERTZENMBNTND YV, 2D X5 RIBMERMEIED ILD %

[PF-ILD] & U CHEMTH X, EESEFS O /4 (INBUILD 3BT : 1199.247 3ER) 733
i X4V, PF-ILD (233 247 = 7 OF MR NZRMEI/R ST, 2 OFERICES X, WS CIE,

7 1) Idiopathic Pulmonary Fibrosis

7£2) Systemic Sclerosis associated Interstitial Lung Disease

7 3) Progressive Fibrosing Interstitial Lung Disease

14) INPULSIS iBRIEFE —7 WA T L 2 2 DOKRBUE, EBEILRE, 742k, “HER, 77 BRHH, 5
I FRRRER (1199.32 3BR K TF 1199.34 7BR) TH %,

715) SENSCIS BRI M, EEILE, 7% 2k, “EEK, 77 A%, 5 IR (1199.214 35R)

Th b,
7E6) INBUILD BB, ERRLFE, T4 a0k, —EEH, 7T 2R, & IHERR (1199.247 R5R)
Th b,



. BEEICRE3 5 HA

2020 43 HIZ FDA £V THETTHERRAE L A 1 © TG B ORI  (Treatment of chronic fibrosing
interstitial lung diseases [ILDs] with a progressive phenotype) | D3 i CHAGRZ 52 1T 72, 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 HIC—HVATARHFE 1TV, 2019 45 12 HICEEHA L BICHE S, 2020
E 5 HIT TEATHERME L 2 08 © VL MERR R 24088 - W R & LT, ARZIF LT,
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©)

4)

)

(6)
@

HADBBERFHEE
PDGFR-a, B} O'FGFR-1, 2, 3 KON VEGFR-1, 2, 3 ZiEM & T 5Ky FFry v F ) —8
FHEAITH 5,
(TVL 2. (1) 1EHEBAL - fERIBEF ) DA 2R
Fti e SR D BB, 5L, R LA 2 PR U, FiRRHEL O 23R S 7= (in vitro, in vivo) ,
(TVL. 2. (2) #HZh%xBEAT DB OHESH)
INPULSIS #BRIZ LV, IPF EHFICRIT DFEREREIR T (B OERE [FVC] OFERREDER) 27
T BRI L THEICIHIT 2 2 L AVRENT,
(TV.5. BRIRAGE) DA
SENSCIS #BRIZ L ¥, SSc-ILD MBHFIZH T L FFIEREIR T (FVC OERBDER) 277 R
WX L CHEICIHIT 5 2 RS,
(TV.5. EiRpA) DOHEZZR)
INBUILD #BRI(Z &V, PF-ILD & ITH1T L FFEREIR T (FVC OFEMBAR) 277N
(X L CHEIZMHIT S Z RS,
(TV.5. RS OHEAZR)
1 771 H2EOROFEGERETH D,
AAND IPF BE % x5 & L= INPULSIS 5B, SSc-ILD &% x5t & L7- SENSCIS a5 & Y
PF-ILD M4 %65 & L7 INBUILD #BR O R K& NEN T RZ OBWERFBURGLIZ T Tl <, F
LR F—BHERDY T AT =7 MHIIZE LT, ERARRIWEM A B O TR, TTReREE,
MmARTERSAE Bk gers, ShRMARIER), M/ g8, LB R, EMR%X, *7r—
BREMTE & OERAFRE S LT D, Zeds, EREWEM & LTI, Hul, ITEEE L5 (AST, ALT,
ALP, y-GTP L55), WEM, RGO LN TWD,
(TVI. 8. @IVEH] DA Z)

B RO EF|IFRIEFE
PN

BEIEFERAICE L TRMY N EHHE

ST (<Y 5 &, #
ZR
REERAELENA KA 0%F | & 24 ML, BEE
sl #o| (N1, BSLCBIT 27 H 6. RMP OB DHABRT S L)
EMOY 22 BMeiER L L | g | ERIERERTRM AT = TEEERT A R

https://www.bij-kusuri.jp/
THERR SN TW D& https://www.pmda.go.jp/PmdaSearch/iyakuDetail/GeneralList/3999039
c BEWITEM A7 2T BRSNS EBE I A
(R MEIRRMEIE 2B PERR BT I RE D MR MEE R AT
e 2 R 5 RV )
https://www1.boehringer-ingelheim.co.jp/patient/
https://www.pmda.go.jp/PmdaSearch/iyakuDetail/General List/3999039
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ARFNE 2011 A9 HIZ TRPRMEMARHEE ] FEEE = : (23 38) % 254 &), 2019 43 HIZ T4
By PERRRZIEICRE O BV MR AR ] (FBEH 5 - 31 ) 55434 5) 2 TPERRE - IR L LT,
FVOFERAERS (=77 KT v 7)) ITHRESN,

AEBEFHRUME - ERALOFIREIER
RS
RIS Y A 7 EHENE A RED L, WENIER TS &,

2015 4% 7 A BUEBOEARIIFRS, LT ORRSEMNMT SN2y, FrE s (S5
&) OFEMIZEY 5,754 ] GAEZERENIEFE) OF —FZHLE L2 &b, 2023445 H
R RRER & e o7z (TV.5.(6) 2) 7KGESAT & U CTHEM FEDNE XL FEM L 7-fRA -
REROME ] OHSH),

<FFFE M RRMEE >

ENTORBIEF DR O TWD Z &b, BERTHR, —EROIEFIIRD T — % N ER
SNDETOMIL, BIEGIZ G REREZ FEfT 5 2 Licky, KA HREE DN
REREIET D L &I, RAIOREER OEMEICET 27— 2 RHICEL, £AF|
DO ELCLEREELZH LD Z &,

il - AL ORIREER
Y LA
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6. RMP O#iE
EERYRYEEHEE (RMP) OHE
REMRFEE
(EERGBESNIZURY] (EZRBEMYRY] (EELGFRER]
< T, RS O LR IR « [RVE PR 2 YL
- FFHRERE - EAE R RE IR E
- MR ZERE - i
+ I/ - BRI
- LB 2L - AlGIR IR AE
- R 7 —PEERE - PP ST A EE O REREE  (Child
- EORAEEE Pugh B, C) BEH~DEG
BT SREEE

IR N2 T 5 H 4T

I ERRICEEAS S RRMEER O 72 OIEH)

| ERRICHES Y R 7 oMb T2 D 15 E)

ERXRATEMERTEOME

1) 29 s/MEETEIOBE

BEOERXRATEMERTY

BEDY R &IMEES

EBMOERARZEMEREE

BID Y R Y &AMEEE

< REEAE AR (RFREMENTRRAEAE)

- BRERHRGEAA (KRR (S PEEEEICHE S [H
R )

- BREMHRGEAA (RIS GEITHERAE L 2 fF 5 [
R )

AMEICET HAE - ABROFEOHRE

« REEME R (RRREVENTRRAEAE)

- ERBRE T EM 7 = ZTWEIEER T A F)
(RrFEPERTRRAEIE, 2B PETRBEIZ A O TV E AT
TR, WEATIERRMEIL & fF O VB PR E) O1ERL
L Eft

-BERTEM (57 =7 2R ENDBES )
TERR & Rt (FPRIMEARAEIE D B & A, 2t
SREAELZ A O FEMERR O BH S A, EITIER
Mz £ O FE MR B O BE S A)
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0. PR 5IEHE

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 Frlz7e L
2. —fg4
(1) #0 & (HfE) U TH=THURVRCEEE (JAN)
(2 #* % (&%) Nintedanib Ethanesulfonate (JAN)
Nintedanib (INN)
B) 2 7 L FF—EFHAI, - nib

3. BEANITRMER

s
N 0
K\N/\[( \©\
/NJ 0 —CH . PN
HsC ” O O~ e HC” TSOsH
NH

o

4. HFRARUHNFE
4728 C31H33Ns504 © CoHO3S
ST 649.76 (& 2 ALK UEE), 539.62 (WEEfEHEIL)

5. E%FR (X)) XIFXE
(F&  4) Methyl (32)-3-[({4-[N-methyl-2-(4-methylpiperazin-1-yl)acetamido]phenyl} amino)
(phenyl)methylidene]-2-ox0-2,3-dihydro-1H-indole-6-carboxylate monoethanesulfonate (JAN)
(AAL)  (B2)-3-[({4-[N-A FN2-(4-AFNERT P l-A )T & b T 2 K]
Tx=)W T R NT == WAF YT 24 F Y -23-2 Ke-1H-
A2 R—=I-6-TIVR VA TN —x X 2R (JAN)

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



. AP HIEE

. B ICET HEE

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

(2) &R
EEREITH T DHBHBE

VA HASEJR 07 DT L 2
K LRETIc<
AL )= RRET T

VAFNANERY R RRBTOT

x5 ) — (99.5) Wiz

18 pH BRRICHT BBE (22 = 2°C)

ESGs VIR
0.1 mol/L Y& 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 i

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

(3) WiEBMH
SR A ETANA

(4) BR (DR, BE RER
fill 1305 +5°C
Ui, BEELA : O GR L

(5) EISEMEMTEH
pKar =7.9£0.2, pKap=2.1%02

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

(7) 20O HFIEE
MR L
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2. AMBODERFHTICEITAREN

RO RIS PRAFHAT RIFERE e
IREREER Y = F L L HU4Y
EMEas | 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
T AN— KT A
IR 70°C 43R H T AR () EX |29
ﬁ N~ 25°C, 60%R.H. 3HA ) X (AP
S| ] 40°C, 75%R.H. 377 ik Zfk72 L
L v/ 507 1.2x106 Ix-hr _
A2 = /jﬁ 71-
b)" W 500 W-/m? HZ A b7 L
R.H. : FEXHTEE
3. B DHERRERE ETEE

RS BRI

IROMBIL A~ D AVRIE TR
s~ N7 74—

TERIE

Wik o~ ~N757 4 —




V. ®ANZEE4 5 A
IV. ®%¥|IZE89 51EH
1. Fifz
(1) BFOE
[/ G R %
(2) EFNDONERUHEIR
54 NI HX 4, NEY)
c s . , I ST
A7 2T HTERN @100 <:> ) 441.96 mg jﬁgﬁé B ORERIED
100 mg iz & 2 IR
% #9163 mm, EE : 6.2 mm
o H XM HE
j7i;ﬁ7?” @150 <::> 62676 mg | WEFEW | GoOKBIED
me B 2 MBI
E@ K9 17.6 mm, EAE 7.1 mm
(3) #EAa—F
5E4 A7 =7 J 7L 100 mg %7 =7 J 7 150 mg
ol = — 1 i 100 I 150
FLAE AT H T VA %
4) EFIOWHE
BMMER L
(5) =it
BAISAA
2. HF|IDOHERK
(1) BMES GEMRS) DEERUHMA
fR5E44 HhEk sy WAl
o 1 B WNEY)  heEIEAEE N Y 77U &
ZL73—10707U7JZ/1/ ST R TR RAVER N 1204mg | U R, N— K77 v b, KE L
me (=2 F 4 =7% LT 100 mg) SFu
o 1 St NTRNVKE BTG F L, 7Y
*7ﬁ;ﬁ7?” S T H =T s Rk E 180.6 mg | B U v, BRLT X, =R
me (=25 #=7%& LT 150 mg) B, S Rk




V. BHNCBI 5 A

3) #E
7R VAN

—~

auk

3. ™MTBAMROEAKRVEE

M LN

4. Al
LA

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

6. HADHFEEXUTICEITSIREN

REROFESE PRATSAE el PRAFFEHE fiE
PTP +
EMRFRE | 25°C, 60%R.H. 36 1 A Tt w— Ak L
BES
PTP +
*@? 30°C, 75%R.H. 12 % 1 TAIED— B L
PRAFSA R
RS
PTP + ,
S5 HH MR A3 7
PIEEE o 40°C, 75%R.H. 6 11 A Frsen— |3 PATEHEIE L
s °h
PTP % bz L
25°C, 60%R.H. 6 71 /1 Py VA ZZ 2% &Ky OB
e I ASERD DT,
PTP 34 ZEAbie L
25°C, 75%R.H. 67 H e VA A ZBZ 2% &Ky ORI
_ T BT 3380 DT,
- ;g PTP 4t 1w£f%mﬁmﬁ%m@%
| R 30°C, 75%R.H. 67 A [ERtbbRr,
B Py 170 A TR PRI B P 028
B e (L3 Bz,
PTP A5 1 5 H CRHERBUES & 72
ST,
40°C, 75%R.H. 67 A — .
’ s 1 57 7 G MR RSN & 72
- o7,
= | 1.2x10%luxh
b.9 #?@éj/7 200 W-h/m? FHEH T AL e L
PLE

R.H. : AH*HE

2% . HEH OREME?
(1) PTP @&z BT & EME (7 /v e —RE#%)
100 mg 71 72 /L KON 150 mg & 7 & /L® PTP @2 MIc >0\ ¢,
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V. BHNCBI 5 A

Tt b MBS ICE G T 5 2 L A MFEICHERT 5720, RERORELZHOGZSE LI VR LW
TEHPEDHIEILAE (45 3% 0 Q fH 80%) 1T TRk L 7-#5%, 40°C/75%R.H., 30°C/92%R.H., if
N 30C/75%RH.ORAFEAM T Tk | A OZEMED MR ST,

72, 25C/75%RH. KO 25°C/60%RH. DO LRIFSRME T TlE 6 1 H O EMEPHEE ST,

(2) MAEIRRE IR T DR ENE

100 mg % 7B/ KN 150 mg 7 72V OEAILSIZOWT, PTP @l T EEIL TRFES N
B HARBICEA T2 2 & 2MEICHET 720, RIEFORELE B8 L2 L0 B LWIE
HPEDHEHAE (45 3% D Q B 80%) (2 THHAM L 7#5H, 40°C/75%RH., 30°C/92%R.H., I
12 30°C/75%R H.ORAFSAE T Tl 1 HIEOREMEN R S,

72, 25C/75%RH. KO 25C/60%RH. OLRIFSEMAET Tl 1 B HHOZEM MR I,

7. REERVBHBREORTEMN
LN

8. fFlE DEAEIL (MBILFMELL)
MR L

9. BHM%
H Rt HEBRE S RAVIEIC K W BR&21T 5,
e S5k SO TR I BE Y E T

10. B8 - A%

(1) BN RLELGRSE - O NENSHRLESE - AEICET H1ER

AREZRIR Y 702 =0 A e —a 2 2 BREEFICAIT 2 Z E L Ly,

TN = A0 —mEEBET A EAIE, PTP O — b0 7RV AR H L CTHRAILZR2NZ
L,

(2) a%
7 =TI TN 100mg : 28 BT (14 51 7N X2) PTP

FT7 =T HTEN150mg : 28 B 7 (14 7L X2) PTP

(3) FREBE
GARBYNA

-11 -



V. BHNCBI 5 A

(4) BEROME
PIP>—hF : T RAF w7, TII= A
T = A m—aldk

1. AERH®ESNDEME
Y LA

12. ZOfs
AR

-12-



V. BRICEd 5 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)
ORF 3 AR MESE

[EI R IL 55 T ARRABR (1199.32 7kBR K T8 1199.34 7kBR) 39 TIE, HERMEMifiiEE (PF) H#E %
TR REEIIAF 150 mg 1 H 2 [AHEC2: 3 DHTT v F kL, 52 BEOEEMM AT,
ARHFN DA ZINE R OV V2 fEt U 72, 1199.32 3R I 513 61l (H AR 55 il 2 & Te) 2 %1512, 1199.34
RERIL 548 B (AARN 71 BlaEie) ZXRICENTNEN L, &5 EFEITHERERCH 1061 5

(AARN 126 flZGTe) Thol,

ZORER, KFNLT 7 BRI TEEFBEE Th 255G E (FVC) OFRIBAF %4
FHEMICHBEICIE T 8872, FVC OFEMB ROBERIZ I MR CRBRE TH Y, EiCHIME
DI D3R %E R LTz, IPF BE TILFVC O FENR—-B L TRKEL, FVCOXR—ZAT A InbHD
FHr DT ORI TR B OET L —F T 5 LB X b, FVC OIK T &2 i3 5 A& D20 R
TR B OEITIHNC D72 B EE X BND,

FERIRDE TR L < W SNTEARREOAEFZITEHEE 76.5% (488/638 ffil) TH Y,
D) BT E K WA ST IEARGEIL TH 62.4% (398/638 ), Hls 24.5% (156/638 ), MEAt:
11.6% (74/638 i) T o7z, ZNHDHFERORKE/ZITHEE TP FEOHEERLOTHY, *f
SEPERVE M OV SUEIARFN O Pl TR O iz L 0 FER AR Th - 72,

¥, BARNHSERE 2EERAOFIET B L TV, eI EfER & REOMEm T
HDHZ LD, BERENOFREIIAEARNER~SMEIEEE 2 T,

UEDZ &int, KFOEE - hR% TRREVEMIMERE ] &fE L7,

OAH VERBZAEIZLE D [V M AtR B

FEIBSIEIAIEE T FHERER (1199.214 3R) S TiE, S MHMMEAEICHE 5 FEMEMZE (SSc-ILD) A
77 R RBESUIAR 150mg 1 H2EFEC 1 : 1 OETT A 2bL, 52 B oS ZZT, A
FN DA OV A fat L7e, 1199.214 305k1E 580 5] (HAN 71 filA Ede) Z %G F0E LTz,

ZORER, BHNLT 7 B RITH_TEEEEE Th 5 FVC OFEMBAD R A2 G FHICH EIC
KRS, EEEOH 5 F%2 /R LT, ILD 1L SSc DERIEKRNTH Y, FVC O & SSc BHED
TRESR, LR E OMICEEMEN RSN TV D720, FVC DK T Z 39 2 AF D %h 1% SSc-ILD
DHETEROEDLZ LIS T EEZE XD,

FHEBIRDFE TR b 2 W SNTEAFIBEO A EFEFRITIB GIEE 88.2% (254288 f5) THVH, Zd
2 BRFICS < il SAUTZ ZEATEIT T 75.7% (218/288 1), HELs 31.6% (91/288 1)) , M- 24.7% (71/288
i) Toholo, FROKFIREITFFEDIFEER O THY, THAZFHEL LI HE DK 90%

-13 -




V. BRICEd 5 HA

%, THRIOIHEBIE AR OB Gk FRETh o7z, F72, SScILD BE TOAFOLZEMET a7 7
AMZ, IPF BFE—HL, =07 X =TI HTR ) A7 TG0 oo,

7B, AARNHSERE 2EEROFHET B L TEY, RAMIIAEER & FEFEOME T
bHZEnD, REREMORRITAARNER~SMEREEEE X b,

UbDZ &int, KEIOREE - W8 % TR VEREEICHE O BEMEMEE) LRE LT,
OMEITHARME(L & £ © VR MERER R

RIS LA 26 T ARARER (1199.247 3BR) O Cix, #EATHERHEL 2 £F 5 ME MR A (PF-ILD) &
Fra 7T v RBEUIAA 150 mg 1 H2EBIFEC T : 1 DOTT &b L, 528 0BG 2%
i, REIOA R VMR R LT, 1199.247 #kBriZ 663 1 (HAAN 108 filz&te) %%
\ZFE R LT,

ZOFER, BHNLT 7 BRI TEEFEEE Th 5 FVC OFEMBA R 2 FHICH B
KT, BEEOHLIMEEZRL, =0T X =750 81T HRCT Ol % —> KO ILD
DEEKEZE LT B L GRO BT, IPF LRERC, MOMETIERMELZ LS ILD ([2BW\ T
& RRIRFHY 72 A RE O IR 72 T 23R B O AT R OBECIC #3252 L 2D, FVC OAR T & il
T HARKNDOZNEIL PF-ILD OFEEBHEITEZELEDHZ LITHYTH LB b5,

FERKRGH TR B Z < E SNTARREOR EFGILEBFEE 80.7% (268/332 fil) THY,
DD BRIICE < i S AU EAGEIT THI 66.9% (222/332 ), s 28.9% (96/332 1) , &M 18.4%
(61/332 f5) Th o7z, FTRIOKINFTRE ITHEEOIEELRLOTHY, THIZHIL
BEDOK 70%1Z, THOEIZ L= T X =7 ORE IR G P ILIIZES R -T2, £72,
PF-ILD fB# COARFN DL ENMET 1 7 7 A4 /WL, L CTIPF & OSSc-ILD & & —F L, =74
=TEGIED T2 ) A7 133O b o T,

7k, AARNHSERE 2EERORHET B L TEY, RIS ER & FEOMN T
HDHZEnD, RREMORFEITAARNER~SMFREEE B 2 b,

b Z Eint, KREIOEE « bR % THEATHERRHE(L 2 F O B MERIR R E8E LT,

2. PMEEXIIHRICEEY HEE

5. MREXIMRICEET HIE

{E SRR M S B 1Ak B>

5.1 BUWASE O EE VEBPEEIZ A 5 RYE MR ELS ORI 0 D AFOAZME IR STV
VY

GEITIERMEE 24 S M E MR E>

5.2 117. [RIREGE] OBEOWAZINL, HEEEE, FPRGER L OWIEBEIEAT O ERIZRRHIE L i
ITPERRAE LSR8 DD RN R A (AR 545 2 L

(fiFah)

<ARBPEBREZREIC Y O RV EPENGPE B>

AFNDS ILD LIS Dfifas i B 25 2R B AT SSc BFICHR G SN Z Lok 9, KER
ZED SSe A2t D ILD US DI N6 T 2 RKFN DA IMETREN TV RN Z L2 T, 1§

- 14 -




V. BRICEd 5 HA

WA D72 DICFRE LTz,

SHETTHERRME(L 2 1 © TRV M P2 8O

AKFNZDWNT O+43 72 50584k & BB DRI A0 70 ik - B2 FFOBEANAY, 1199.247 R
ORAANNEIEZ B LT, MitaE, MRk & OWaER G AT 7 O & R 725 IS & 0 AT
HALDSRO OGNS ILD BELZRINT HZENHEBETHLZ EOLRE LT,

3. RERURE
(1) RERUVRAEDMHES

6. AR UVAE
WHE. RANCIF=r 74 =72 LC1H150mg % 1 H2[E, 8« YBHICROFEG TS5, 2B,
BEOREBICELYV =0T X =7 L L T1E100mg D 1 H 2 FEG~EET D,

(f#3R)

AANL, MR LR LERZICEW TIREERNENT 2R H Y, KREORENED LN
e D, Eie, BRICRALESES, B EkR COFBEEREAE L OND I END,
BREGPERS L,

(2) AERUVAZEDHERE - IR

IPF fB38 2 x5 & U7 [EBR IR I AEER  (1199.32 5RBR & TN 1199.34 385R) YD HE - HE L
L CR%E L7=AH 150 mg @ 1 H 2 [IfE 51X, EEFHMEEE Ch 5 FVC OFEMBUEE 77 R
WX L CHGHPRIICAH BIZIR T S8, AAIOZRE - DR TH D TRFEMEMHRHEE ] & 3R LTz,
ZORERIZESE, RAOME - HEEZHE LR,

FeAT L OO BB O G ARRER™ 128\, 1 1EXYD S 1 B 2EOEFE ) NEREICENT
W Z EERBWIC, AFIOREIEL B 2 B ERE S, IPF BEZX SR E Lcisheg 1AM E
BOGEER (1199.30 #ER) YT, AAIDO 4 >OME - A& (S0mg1 B 1[EH#EE, 50mg1 H 2 [H
B, 100mg 1 H 2 [\F5, 150mg 1 B 2 [E#EE) ™ OfREERICEWT, BEMERBLH TR
LA 1 BT oMk - FAE~OBEE OEEOTAHFR SN T\, AL Laetticks
WTARET oy b« URAZFHZAT S T2 /ER, RmHED 150 mg 1 H 2 [\ G- FEERILE S 11
FHFRBR TRRERES 2 ML - L U CEIR Uic, ERILESS IAHRER T, 150 mg 1 H 2 [Al# 5T
BEMED RAFTRWGEIZIE, 100 mg 1 A 2 [BligG~JEE (—Ra9 U IkEeRy) K ORI O i
WHFRIN TNz, bz E0n, HahE L ZaMIcBT 28 miE, A% 150mg 1 B 2 [ 5
DFHTIE7<, 100 mg 1 A 2 ARG ~OHE (—RFSUITKE) K OTER O HE & & D 72 FE -
HAEIZ X > TEI NI,

B[R 25 T ARERER ClE, 1RBRIEDOJECIRFEOFEIC LV, 150 mg 1 H 2 [R5 & ffi T &

) AR OKBENIZZ0EE « 2058« KR IERERAEIE, RS PEIRAE L O MR MERTR B, TR L 2 fE D [
B R R
vk A& GEE, RAKEZ=r 74 =7, LC1E150mg % 1 H2[E, §l- ¥yRBFZBIRAKEST 5, 2B,
BEDOREICLYV =T =7, LT 1E100mg ® 1 H 2 mEHE5G~REET 5,

-15 -




V. BRICEd 5 HA

IR T BE IR DAKIOAMNEE BT D720, AERELZN T L35 FVC O 2 1k
B BT 2 T LTz, ZORER, RBBHIEBIT 5 X—2F 1 25O FVC OVt 28
{LEOHERIX, HEIRED 90% DKM & 90%LL T OEM THEHEIL TRV, HEREOWHE (—K
B AFAKAE)) T ORI DO R IWHIARFI O RIC K E R EE 52 7002 EBRB Sz, AARA
oy & AR EMTHEREXFE Ch o7, £, 2RERTREEDOHEZIToLEED
FEX T 7B AREET3.8%, AFIFET27.9% ThH Y, HBEOMKE LK TH -/, 100mg 1 H 2
[B]$% G- ~DJE 1T - T2 ARFIRED B3 DRI 20%03 7T D 150 mg 1 A 2 [ 5 ~HE L T\, AR
NEE TEREEOBE T T-E8E1E, 77 B REET2.0%, AFIFET329%THY, 100mgl H
2 [l G-~ D EEAT > T ABIRED BE D) 40%23 75D 150 mg 1 H 2 [Bl#RG~HE L, 2L
& RBRDEM B A BT,

H AR NI M DA VR B OFERIE, SEREMORERLE B LT\ ez, SREH
OFERN BB D HTE - HRICET 2T A ARAERICHIMFREEE B X bz, oz
EnD, RFIOME - A&l (7B, BEOREICLXV=7X¥=7LLT1E100mgD 1 H?2
G~ ET 5, ] L ERE LT,

SSc-ILD fE# A x4 & U 7= [ERRL R 1 AR (1199.214 3ER) I CTix, AAIOHE - HE s
LT150mg1 H 2 [REEEZEIRL, 100mg 1 H 2 [FIEG~OBEL OGS OFEi 2L Lz, M
L7 oMk AR, TEEEE TH D5 FVC OEMBDREZ 7T 2R ICxH L THRE RIS
AEIKT S, SSc-ILD B TH IPF B L [AERIC, A ATREe BRMEDRGTRD b vl

EHFEMIZIBWTERE 2B TR &b 1 EIRGEEOBEZ{T 12 BEHEORIGILT 7 &Rt
4.5% (13/288 i), AAFIEE 40.6% (117/288 fl) TH Y, ERFRIITHI TH o720, KPITRE
MIFHFEETH Y, BEIC K ARF OGN ATRE TH - 72, Hh 52 W ToR< &6 1 [FE
BEDOWEEITT-AARNEEDOEIGILT T 2 REET 0.0% (0/36 ), AHIRET 41.2% (14/34 1)
ThV, BEEREREOBEMNA BT, REEMIZKT 2IEIEO HERE LT 7 & A
98.4%, AHIHE 90.3%, TRBRIEZ IR LB ST D HEME LT 7 v R 712% (13 #), &K
FIFE 77.6% (117 f5) Toh o7, AFIFEDHETRED 90%H (182 f51]) KT 90%LL T (105 fi) @
RN 85 52 E TO FVC OFEMBARIL, ZNE—572 mL/AF (95%(EFEXH -
—91.6~—22.8) KU —443 mL/AF (95%(EHEHX[H : —88.9~0.4) TH Y, WE UIIIEHED HHTIC
EoBEICBWTCOAFIOFNENHFTE D Z AR I, &5 52 B O HEMREICS
WTH BARNEM (77T B REE 99.63%, A 89.48%) & RN TRE B WITHR SR -T2,

1199.214 B D A A NEMOFIMEORE F1T, BER L —B L7 E 23580 b, FVC O
TN RIT 2 =0 T H =T ORI O T HARNERM &I AR AL TR — TR s h
minote, BREMOFERNHENNDHEE ML - HEICET 2/ mITAARANEFICHLH TITE
% &#F %, SSc-ILD B Ixf LT IPF B LRI UHYE - HEZ®E LT,

PF-ILD B2 & x5 & U7 [EERILE S AR (1199.247 3UR) T, AFIOME - HEE L
T150mg 1 H 2 [E#5Z2IRL, 100mg 1 A 2 EFEG~OREE K REO W2 & Lz, et
L7=Z oMk AR, TEIMEE THD FVC OERBLRE 77 B RISk L THREECE
BT &4, PF-ILD 38 T IPF KUY SSc-ILD B & [RIFRIC, FFA ATRE /e RAMEN RO bz,
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V. BRICEd 5 HA

SRERICBWTRE 2B T2 &S 1 EEGEOREZIT > L BFEORGITT 7 R
5.4% (18/331 #i), AAHIRE 33.7% (112332 #)) THY, ERFGUITHI ThH o720, KPITERE
MIFHFEETHY, BEZICEE Lz, %5 52 B TICEREOR S 2R IE L BREEASE, 7
7B AREE 14.8% (49/331 f51]), AKIEE 24.1% (80/332 f5) TH 0, JEEBRIKD HEWME LT T &R REE
98.6%, AHIHE 92.5%, VRBRIEABE LB 2R 5 HEMREIL T 7 B A 823% (18 fil), &
FIHE 79.4% (112 f5l) Toh o7z, AFIFEOHETREED 90%E (234 1) KT 90%LL T (90 ) @
RN T D45 52 £ TO FVC OFEMBAFRIL, £ —61.8 mL/AFE (95%(EHHXH :
—97.5~—26.1) KU—72.8 mL/4F (95%E#EXM : —129.5~—16.0) THY, WEXIXIHEDOH
W B ST BEICBW T O RO EIMEDRIFF TE D 2 EPRBI NI,

1199.247 #&ER D A A NEM OFIEORE R 1T, BAERE & L-Em3580 b, 52 HEiH
ThHR< LY 1 R EOEEZIT > 72 HARNEE ORIGIIARAIRET 44.2% (23/5241) THY,
BREHO =0T X =78 (33.7% [112/332 fil]) (ZHAATROREm 2T, £, &5 52 HFO
REME L, AARANEMOAARE (87.7%) TIX, 2EFEMO=0FT =78 (92.5%) IZH~T
RRED o7z, Lanl, 52 B L TIBREDR G- 2 1k L7z BFE OFGITHARANERA D =T
L =TRE (21.2% [11/52 #11]) & RAREMO =27 X =7 FE (24.1% [80/332 #1]) TRIRETH Y,
AANTD, BEICE> TR TE 2200, BEORELTE (FEFGICRIICLED
k) NEYITH D EEZOND, £12, AANEMOEERNAREEEE T 07 7 A LT,
SHREMEBBDRRKRTH Y, BARNBE THIRZRMEOBENROLND Z &ITRroTz,
U EXY, 2EERORESR BN D HELERE - HEICBET 2T ARAERICL S TTE
% &#F %, PF-ILD B 1Zxk LT IPF ROV SSc-ILD BB L [A UL - HEZ#RE L1,

4. RZEBRUVRAEICEHEY HIE

7. BERUVAZICEET HFE

<EhREFt@E>

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 E2METT 22 &, BEDOREIN
U T1[E150mg, 1 H 2 BI~EET D2 ENTE D, BRI ET L8 AITEEICRS L,
BeHARITREOREL 0Bl 22 L,

7.2 AST X% ALT 28 ELVEfE BIR D 3 5 2B 2 7235513, AR OWBESUIIER O FW 217V, +43
IR AT O T L, IR AE TP LIS 2 T 558121E. AST XX ALT 3% G-RiDIR
REIZEIE U721 Bl 100mg, 1 H 2 [ 6859252 & & L BEORREIZE T T 1 [E 150mg,
1 H2BEA~ET L2 ENTE D, FREIMET 2HAICITEREICHRS L, &E%ITRE
DRREZE +IBEZTHZ L, [8.1, 11.1.2 B]

<& GMERAE I 5 ME HmES>

73 Y7 uRAT7 7y IR, THEFATY v & OO R L EMEITRTT SN TR,
[17.1.3 & ]
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V. BRICEd 5 HA

(i)
<%heedtim>

IPF BB 26t & U 7= [E BRI RS T AHGER (1199.32 5B M Of 1199.34 5BR) *YNcB WV C, 2E
AR TR DZ S BE SINT-AEFRITHMIEE 76.5% (488/638 fil) THY, D5 HLE#H
B ST FEARGEIL T 62.4% (398/638 i), HEls 24.5% (156/638 f51), W& 11.6% (74/638 f3i]) T
Holz, TNDHORERRORISIIRE T EEOIEREE RS OT, IHERIEKL O UIAK D
B (—HF UK HER) TR O TN L BEAEETH o 7,

AFFED TR OFBLEIS (62.4% [398/638 #il]) (X7 7 BARRE (18.4% [78/423 fil]) DFI 3 £5
Tholo, ZTNHD I BHLOKRERS (KREIRE : 85.7% [341/398 ], 77 wAREE : 59.0% [46/78 Bil])
TRBREAE ()RR K0 BB & ORIRBIRIIEE S hoTo, Bl K UM D BLE
B, WIS T T ERFEELY bAFBECTEVETH -7 CEO [ARAIRE : 24.5% (156/638 i),
7T REE  6.6% (28/423 ) ], WEM: [11.6% (74/638 ) *F2.6% (11/423 ) 1), 1RERIE & KR
BN EETE Nt SNEEELEVETH 72 CGEL [782% (122/156 #) %f 67.9% (19/28
B 1, WEH [60.8% (45/74 ) *F45.5% (5/11 451) 1),

77, IR LR LABI ORI AERSR L LClG Sni, I#EZEo LEFITHmTho,
RS DREIR e O & D BIHLZRRD e o To, AR G- 0 BItAET & O G- IS EMRI M
HL, BEOREELRN SIS U TR (R UIAREER) TR O L0 &8
ARETCdH o7,

FFiESE BRI SN DA ERESR ORAIRE : 13.6% [87/638 Bil1, 7T & REE : 2.6% [11/423 #i])
X, BAETHDL y— I NVEZIN T A7 2T —8 (y-GTP) HhN (3.8% [24/638 #i] %F 1.4%
[6/42341]), 7o =07 /) FT7 A7 =T —F (ALT) #0 (3.1% [20/638 #1] %t 0.2% [1/423
B1), TANRTXUERT I/ T A7 =7 —F (AST) B (2.5% [16/638 %] % 0.2% [1/423
Bil1), FFRSRERE (2.7% [17/638 5] %t 0.2% [1/423 #iI]) K OTEESE S (3.3% [24/638 ] %f
0.5% [2/423 f5l]) IZEKR L TW\We, EERAFEFRLE L THRE SRR LA O RBBEISIHE
VMET & > 72 (0.6% [4/638 1] xF 0.2% [1/423 #i]1) . 1 &Y LB IO RBEFIGIHE< (1.3%
[8/638 fil] Xt 0.2% [1/423 fiil]), HELAEFRIIAOLNRNTZ,

SSc-ILD f#F & x5 & U7z [FEFRIL[E S 1 AHRER (1199.214 3R) YT L < Ao A HFFELIT,
FERIRSED THGBEE) BT 55 (TH, B, ) ThY, 13L& ERE TP
HETHol, KRBT, THZRCORIEREEE LT, sHEREREOMYRLELTT- T
BT, BENIIIBREO TN ARG S 2 LR S Lo, ARBIFET TRIO DI AR L
7oA X 222%, HEEPIELEBEFEITZDT N 6.9%TH -7z,

7, MR LA ORAEIGIIARBFEDIE ) BNEho70, WINbLIEEETHY, 1FLAL
23, VRERE O, WEXITH I XV [EE L7z, Hy's law JEFIIHRE STV R0, ARER T
X, B LA K OREY AL EVIEOE=4 Y 7K1, ZhbORWERAEHE L CTHEDWR
B, 1RO T KB G I SHERE S e, 52 RIS ALT KO XUE AST 23 EMEE IR
O 3ELLEIC B UTERNS, ARAEE 4.9%) TTI7E'AREE (0.7%) L0EZL<@BEHLNZ, 2D
FERIT IPF BBE 2 xf g & L7z 1199.32 3BR L O 1199.34 BR TR O/ T — 4% & — L7=, 1199.32

- 18 -
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FRBR M N 1199.34 3Bk C ALT, AST Ofiffi#ER EAIX, AFIBEOK 5%DEE THE SN TWD,

PF-ILD BH Z x5 & U7z [EESIEEE 1 AHEER (1199.247 3ER) YT L Ao A HFRELL,
ERIRSED THIBREE) BT 555 (TH, B, ) ThY, 13L& A ERE TP
FEThole, ARBATIE, THRHZRSOREMERE LT, SHERER EOMEURLEZIT- T
BT, WEXIREOTW EZRETT 5 2 LN HERR ST, ARFIRET RO 72 ORI & ki
R L7213 16.0%, 52k LB IO TN 5.7% Th o7,

Fio, AEFERL L THE SNIFESRE LA ORBEEIBIIARBREOIE ) D@10, 1EEA
ENLE 7R < BHET 27, & L <IXIRBRIEO W, i SUIHPIEIZ LY [EIfE L7z, Hy's Law JEVE
TV LV EED ER A IR BT, WESHTE ARSI TEY, WTho
BELERICEIE L, PRRAEKEOREIZESE, 52 BRI ALT KTV Xt AST 73 FLHEfH
EBRO 3 500 RIC BR UERNE, AFIEE (13.0%) T 7R (1.8%) L EIRBHENT,
FFBEE A EE S, WO HEYEE IR 3 £50L B ALT KOV XE AST EF-0 U 27 HidaREIcHE
M SAL72 IPF X% SSc-ILD B Zxig & LB L RfEE Th o 7o, KRBT, HFEEE LA K
OREBVAEVIIEDE=42 Y TR, ThOORIERERE L THEDORE, 1R X
TR G- LSRR ST, EORER, AAIBET AST ROV 3T ALT EF-Z28H & LTK
BN CIRBRIE 2 s L 72 R 1E 10%, &5 2H 1k L2 BE 1T 3% R Th o7,

IPF (B CHEME SN TV HRIEREHE SSc-ILD X U PF-ILD fBE CTHL A TH H 2 L VREN
77

PLED X512, RFIOANM: & ZatEIcBET HEmmIEL, 150mg 1 H 2 B 502 T72 <, 100 mg
1 H 2 BEEG~OWREE (—kRrUIKGR) K ORREO RS &7 E - BRI X > TEM
TEY, KEORENLAERRTH L BLESE LITEEE (ALT, AST) LEFHICHOWT, HE -
FEICEET A H EoEE s LTE L,
< By METREEIT A O P ME T >

1199.214 FBRTIL, SSc-ILD BFICB T H2HEHMBEENL 7 ark A7 7 I K, THFHT
U OGP & OO HREOF MK L EMEIIRF SN TN 2 & 2RI 5720
IE LT,
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V. BRI 5HE

5. BERERRIE
(1) BBRT—21R\yH5r—2
IPF_ (3% tERmERAEAE)

EREREER—E &
AERE 5 . N o
i - 7 x—XR PG FIES gk
(ﬁgi?) e 1 BB e | PP e
AW SRR
1199.17 ZERERE TR % | 55 14 150 mg R A Hi[Efe 5 FFAM
(51 BREOANA AT EER, 704 |[ROoks Bk
A7V T4 RO | b, HEREO 16 1 (Bdik)
Eydheomst |kE, 287X
A==
1199.75 FRIRAN B BRE D2 | 55 1A 1, 3, 10, 20 mg R A Hi[ml$E 5 FFAM
(HEsL) R OEFED | BN S5 - 7 | RN 5 Bk
FEA, REOEESRE | T RRR, BE 30 B (BER)
DT SA AT | KR, Wik, HEE | 100 mg
AT EUT 4 OFF | Rk Bo&s
i FE O GH  A—
Ty, HERENL
R R
1199.21 WRHHEN R 25 |5 14 150 mg e Hi[E$E G- FHAMm
€7i249) 2fEOH TN | HERE, FE |[RARE B
(fast, slow) ROV #, T A1k, 36 3] (Egk)
WIR O BREN | 7 0 AF—/—
ONCHERS A AT
_AFEYT 4D
i
g PR SE Bl e R
1199.20 WC.=v T X =7 |HI1H 100 mg (100 mg R Hi[ml$ 5 P
(HEsL) W O RY | EER, BERES | YC-=vT ¥ =% Bk
B OB O |5k 2.6 MBq [70 pCil &p) |8 Bl (%)
BhHRE D Kt Bo&s
1199.31 BT 2= RF | 5 1a fH 50mg 1 H 2 7], 100 mg | IPF &3 50 mg HEAE | FFMm
(EM) A BT | T oAb, TE 1 H 2EXE 150mg 1 |66 6] C&8K) | K TF 100 mg
ST =T DR | B, 77 R | A 2E HERT 14
RO |, ZhaskdtE, |[Roh HfH, 150mg
R, =7 ¥ =7 | B RIER S FERET 28
OFA - FEDFRREETC H ]
DODEN T 2= R
DO IR EHE O R
1199.161 B G- e OV | 85 148 50 mg R A H[a]#% 5 M
(#51) =B | FEER, T ¥ |ROkE Bk
BERHZBIT DM | Ak, 2 87 v X 34 B (CBgk)
KENXAFT AT | F—3— DEHZE -
EU 7 o O Zah i
400 mg

H1) AFROERSHEZRAE - AR @, RAKE=r 74 =7+ L1 150mg % 1 H2[[E, - ¥ &%
OG-+, kb, BEOREICEYV=FF=7LLTI1E100mg D 1 H 2 [mFKG~HET 5,

12)

7 by = WEEN TS A O B IR e STV D,
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V. BRI 5B
EREREER—EBEXR (i F)
RS . I . -
e . 7 x—X e b PIES Ekt
(?@gﬁ) AROEN | gy g e s sepi | DR s
1199.162 YR A 25 A R 150 mg R B[l 5 R
€7i249) ic X p3maEhme | 4 —7r, 2% | Ro&s B
RTGRA—H~DF | GIEFEE 26 Bl (B4%)
EOM DFAE -
V77T 600 mg
A B OV e R
1199.30 Mk - HEORZ, | E 114 50mg 1 A 1[8],50 mg 1 |IPF 3 52 JE[H] FEA
(g5 L4 OFEME | T Xk, ZE| B 2[E, 100mgl H 2 |679 6 (k)
TOMORROW | &L ZaMDE | EfM, 77 24Ax%|E, XX 150mgl1 H 2
RER MR, SPATREM Eeg | 1=
Fo&s
1199.32 B & &tk | 55 AR 150mg 1 A 2 1] IPF 25 52 J# M BT
(HAREE Wt T MME, CE (RO 718 il (B4%)
To[EI BRI [A]) B, 7T AR5
INPULSIS-1 FR, A ATHER b
AR
1199.34 Hohtk & Ao |2 1A 150mg 1 A 2 =] IPF B4 52 M AL
(AXRZE | FUE MMy, CE | RAkE 794 {51 (&%)
ToEIBRIL[A]) B, 77 ER%
INPULSIS-2 MR, A TRER b
AR
1199.33 FEHMEEREOZ | 55 111 150mg 1 A 2 [[] 1199.32 3Bk | BEHfkie R | FFAm
(AAR%E | 2okt FEEWM, SMEIE | Boks X 1199.34 | (B 54
To[EI BRI [A]) W, ERRIRE, A RERASET | R 1836 4
etk 5 L7ZIPF& | A)
*
686 51 (5 8%)
1199.35 FEMEEROERE [ 1H 50mg1 H 1[E, 50mg1|1199.30 Bk | Eiikiveatsr | 5EAN
Mgk PER OO | JFER, Shakdt| B 200, 100mgl B2, |25 T Lz | (58I
) A, EEELRE, %] 30X 150mg1 H 2@ |IPF B JLfE 27.18
fE kG- e 199 51 (543%) | A)
1199.40 | A N - | ¢ 150 mg 1 H 2 [A] 1199.31 3Bk | & HIfkfT B | AT
(EW) Rz k2R E | IFER, SRt | RO&kE BT LE | (%5HRH
R DERMER O | [F, kel 5 IPF {4 YL 28.64 1
EETe 7y AN 20 5l Cg) | A)
D
1199.26 A=F =7 LW | 5 1A 200mg 1 A 2 [H] iR |4 EREREE |25
(HEsL) L7=AMER O | A —T, Fo& | A&y Hir2 | 23—
EMEORE, QT | oMk, Zhsk, I 113 51 (B ik)
RIME (QTcF) ~o |1THER Lk RFFREE RRRIE
DR A=F=750mg1H1 4 ARG &
[=] ZDH%ITHE<
oy 2 E oK
1 a—RA

1) AFOEBS AL - AE 8, A= T7F=7L L T1E150mg & 1 H 21, §# - FBH%ZIC
BO%ET 5, b, BEOREICLY=0FF=7LLTI1E100mg® 1 H 2 [mFKG~HEET 5,
1 2) AFIOAGRESIVIZIRE « hE: | FRRMIIRHEE, S PRRECEE D FIEMIHRS, M MR LAk S RS
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V. BRI 5HE

SSc-ILD (£S5 eI 5 ME Ak E)
PR —ER

RRE . N o
e . 7z —X Pe B gD PO ok
Rl I 5 e e | R
FRIR S B R
1199.239 HiR e 5% 0Ky | 51+ 150 mg R AT | B G AL
(fg54) HBICKIET AR [ EER, 28RS |ROKRS P
VHVRERS O | EFEE 13 4511 (TRBR
-2 1Y) DF S K5
A2 125mgl H2E
S NE R
1199.238 VARIAFZ L |1 200 mgl A 2 [A] JNHERERG |7 AFLLE |5
(44 NMTF= xR | FEER, 2HERE |[KRAOkE DS A BEED
kT VA= VELE | NEFE B 2 1 (TEEREE
TUFI B4 514 O D e hi)
I BREIC TS VAR VT AN Lv
=T H=TRIE 150 pg/=F =/L= A |k
5 DRBORF F V4 — 30 ug
EInEies
1199.340 LRI A Z ML |55 1H 150 mgl H 2 [A] SSc-ILD .  [10 AL L | &%
(A4 NMEF =X | FEER, FHER | RS #H
NI UA—ABE | T, 2 BEE, 2 17 51 7Bk
FIHEIZGREOI | M7 v 24— 3 | RS Pt ey
YEelIZ T 5= | — LR IVZZ R LjL
T H =T R 150 pg/=F =L & b
O3B O Z V=)L 30 ug
e NEtR
A0 R OV MR
1199.214 Hhk L etk | 55 1A 150mg 1 A 2 [[] SSc-ILD & |52 H[H R
(AAR%EE |t Ty A ME, ZH| ROk * (I $= 100
To[E R B, 77 Rx%t 576 il (15B% | HEE CEMK
W, WATHER i W5 T CHkfE)
1199.225 E G- 02t | 55 11 150mg 1 H 2 @ 1199.214 & | BHIfkGeRER | 2%
(BAR%E | o FEM, S| koS B I3 TR
TeEBRIER) I, Hkfisk - SR HAE
B % 52
T L7 SSc
-ILD B
426 5 (TE%R
i)

1) AFOEBES AL - AE 8, A= T7F4 =7 L T1E150mg & 1 H 21, # - ¥BH%ZIC
BAfks45, vk, BEORBICIV=FTF=72LLT1H100mg » 1 H 2[5 ~FRET 5,

1 2) AFIDOKR S NT-ZNEE - ZhIR - FRRRMEIARHEE, S PERBUEICHE O RVE MR A, EITHRRME L A& L S 8
B i
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V. BRICEd 5 HA

PF-ILD GE{THE#RHMILZ M S FEHEMmES)
PR —ER

R . "
. . 7 x—X B P ‘e
Rl I e s | M
5 M OV MRS
1199.247 B & LAako | 5 1A 150mg 1 A 2 =] PF-ILD f&35 |52 i@ fH FEAT
(AAR%EE  |WHE FoAMME, TH|EARE 663 Bl (JpER| (52 HLIRE,
TeEBRIE) B, 77 R% P 5) AIRBRTE T X
R, ST R bl (e IoE:i
HIZEYT 5
F Tkt
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V. BRICEd 5 HA

(2) ERPREREEAER

1)

DAMERER

IPF (R 28R ARMESE)

<HARANT—
BEIZHITH2EYETER U ZAMESAER (1199.31

&>
sEg) 01

© BANIPF BEZXMBRIT, BT == N - R CO =27 7 =7 0Ltk f O3 E)
REERET 5

HHO | Rk PR R, =7 2= TG - SRS TO E AT = = KL 0 RIS
T5
BT A v |Flatl, Tk, “HEKR, 77 ERMM, ZhusdbE, B RKE R G
AANIPF B 500 (L7 == RO HBEIZE L7 == R 1800 mg/H % 3 1 H UL E#E &hn
PoE TWAEBE ISR LT, 72770, =0T X =7 150mg HEHEOAE /LT == R OG5 RN
1200 mg/ H X% 600 mg/ H DEE xR E LT,)
=V T H =750, 100, 150 mg XIT77¥R% 1 B2 ERAHKSY, 50 L0100 mg HREEE 14
HI#, 150 mg M&E#EIE 28 A MG
i ® —UFF =i (n=2)
EL Lt ® 75 R (n=2) LRI
50mg 182E — . BEPR, /N1 F I A HFRRE,
CHET] | Sossoen 1S Gomin
S ; H{SsEass e FSERHEL TR (n=1) SRADIANRTT:
BESELIP =VF S =T HER SR B L UER
MDHRCTIC mme 2 o — T =TI (n=4) KRB TEYEHHE
g:ﬁ :IrJE ﬁﬁ&iﬂé 1 :y;‘—s{:? & St (n=1) BT IR =TS =T HERID
ANFEAOM :R BRLT S 7T (600mg 1 E3E) 1 Eggﬁggggﬁfg” Al
Bk Lo e R )
(n=50) =
+ %DLco30~79% =
cELTTZRUE }t(;%‘ﬁt;ﬁ‘ EL TR
HRALTWLSISEIG — eZUFI=IT+EILIT=Rr600mg 1E|3[E|(n=9)
LETmTiE e L
RO . 7=tnr+|—:1u7::ruzow4goomg T (n=1) (PR )
‘ AFU==vd , SR ; 1SR ‘
0 2 4(3m)
ZUFSZ TSR REAE(G0mg 1H20E) RO SHILL, @M B IOBES LA, 150mg 1 B 2[00 E T AR R RMENIC IS LI,
% AR IEEOREIDMC ORI F'— I EZI U/ T ERR) TR DY R TD<,
FHIEEE | =T =T ROV T == R OERYBIE, Lk
HARNIPF BEDO =0T X =7 OREMENE, 50mg1 B 28 (100mg/H) XU 100mg 1 H 2 [El (200
mg/H) O 2 EEEL TIXBIT, 150mgl B 20 300mg/H) ©4BEES TIIXFAETED L
DTh>7, 50 Bl 23 il (46.0%) \ZHFHS, 1361 (26.0%) ICEHWEMAFEILLT-, RBRFEEK
HERTHO 70 —7 vy 7HIC 18] (2.0%), EELEEFREPRBE LS, AWER S IXHESh
emole, Fiz, FHTILALILTVRN,
150 mg HERETIE, BIEAE LT TEMIEE), TALT N RO TAST #n) Ao MEREELY
S BT Suis, TEL, TEM) IZEL 7 == FUFEGFHIRIC IS, fERRICZL 5N
T 7, BT 2= RUFHOFEC b 6T, =074 =7150mg 1 B 28], 4 AMES D%
PR OARMETTFATE 28 L B2 b, ARBROMERIT, = 7X =7 150mg1 H 2[H
B 5 O IE R ONVZERMEEZRGET 25 N ERBR~D A AN IPF BREOSMEZFFT 55D TH-
77
IEyEhREICBI L i TVIL SEEhREIcBI T 2 A 1 mHREOHER - JWEE 4) BF - fHHED

W 4 vLrT =Nl (119931 3R) ) 22T 52 L,

%)

AFNOERENTME - AR 8%, RACE=FT =7 L T1E150mg % 1 A 21[E, 5 - &%
OG54 2, ok, BEOREIC

IV=vFF=7LLT1E100mg® 1A 2 [EEHEE~EET D,
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V. BRICEd 5 HA

2) QT ¥ akER

IPF (438 PR AESE)

<HARANT—H>

EELRESE I FARER (1199.32 SHER R UL 1199.34 RER) (CSMLEBERABEDY JTHER 34

RBRTYA v |, 77X b, ZEHER, 77 AR5, WATHRIERR

. 1199.32 3ER L TN 1199.34 RBRICBIM L7 BANIPF BE 120 6] (=27 X =78 71 4l, 7Z7&R
AE e 40 )

BEHE =7 =7150mg X7 7R %E 1 H 2\, 52 @BRAKS
REMETEE  [WOER (529 AEKON169 AH)

i RBR 12 33V T Fridericia i E¥51C X 2 1E QT MFE, Bazett #i1EIAIC X A HIE QT IR & OAAH
HEAESR | EQTHIMBIZSWT, KRNI L 702 X 2 RIERIIRD b T, =T X =T gERE & O
LD Lo T,

(3) RERNEFRHER
A ER R L
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V. BRI 5HE

(4) REERIEAER

1) AR
IPF (R 28R ARMESE)

<HENT—H >
BAE N HAERGEER (1199.30 k) 812

A L HBORRD 400 =0F X =7 % IPF BFI2 52 BRI G L & X O L 224t
TR e E LTHRET S
RERTFY A~ | E UM, ToFuMb, “HEKR, 77 2R, WATEER G5k
T it =] 25 77 [E 92 fiEi%
PO IPF [ 432 {3
1) 40 w2l EoRE
2) ARIRBRBNMENCXECLDRENME SN EE
3) AZ U —= 7R 5 FARMIC IPF L2l CREMEES [ATS] /BRINPER 22 [ERS] A
A4 RZ A2 [2000 4] OFEHAE) In-EH
4y T X 2MEOHT 52 BRI E G SN c @ fee = o v o — 2 g (HRCT) K OVER
PR UE (ATS/ERS 77 A FZ A [2000 4] OREMEZGE - T HLENHH5E) PNHICHIE THRET S
BN — LB
5) FVC BIEHF THUED 50%LL ETh 5 BE
6) —ME{LRFMYLEHE (DLeo [Hb I L VFREE]) A IER THMED 30~79% T 5 BE
7) BRIMEESZE/YE (PaO2 [room air]) 2MEHK 1500 m LA F CHIE L7254 55 mmHg UL E, ¥k
1500 m # THIE L 7285613 50 mmHg LA R B
1) A7 J—=" D AST 3% ALT fE3 FEYEME FRRO 1.5 (54282 5 BE
2) A7 V==V 7RO E Y L AN LIRD 1.5 G482 58
3) A7V —= URHICRIATE (B 23R8 SHLREAIE Ao 1 B3 [FEVY/FVC] 2% 0.7 AKi)
BRD LN EE
4) JRBREL () ERO AT, BRI O iR S 5 BE (B ) X b
R BELS I TWB T THIUTTERA~OSINIXATRE) )
AL 5) IPF UAANOBHBIZ LY, s 2.5 FEREOBE (BRET [08] EAoOFHMm)
- 6) 1EBRTNEXITIGBREAT (Orf) ERIOPIENIC B Z KIZ T F Rk, JRRSINCERE 5.2 5/
REtE, B L ITBRICBINT 5 2 & THRFIGRE KT AREMENRE 2 bh b A0HE (55
AR 6 7 H LANODHFEIE, TRERBIART 1 4 H LANORLEWIME) B 5 HBHE
7 T F AMERICERBOBERE (1 B2 15 BRI EoBBERE) SGERBEE
8) HIMLY 227 D% B
9) MIKEY 27 Db % HEFH
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V. BRICEd 5 HA

BOE | ERAERICEHE (1199.30 HER) (i)

=7 X =750mgl H1[E, 50mgl H2[E], 100mgl H2FE, 150mgl A 2BEXF77&R%
S2EMR A GEY, BEMIMENG AL 1 B0 1 B OR&EE T Lz,

=aorSi=e
-~ somg1E1@
(n=86)
#DMCLEa—
= sl >
o 50mg 1828
ATS/ERSAA K (n=86) FEHEED:
é:;_[)_ Si%()(g;) HOMCLEZ— FVCERT AR
SER IR T = BT EEE:
MBS 2 oo (B > it umRRE, 52
. MRS =408 L) 2 BIFASGRQE A7 D
B E S i %DMCL/:L ‘ N—=RSA NS DELE
(=432) e e
150mg 182M@
(h=85)
P
2IU—=vF _ B RS
(4B S HE (528) (~148)
o 52 )
—UF YT RS RERS(50me | 81 E)ENSHELL. BAMBIURDERRER. 150me | B2ERETRRENE
BB CRERA LT
* FIRERDREFDMC (F—E=SUV I EER) CEDHMITET,
AT B HEWE, KipEhng, <otk
TEIAMIER | FVC R %
E7 52 HEFIZI31F D Saint George's Respiratory Questionnaire (SGRQ) F8A 2T DX—R T A L INL DK
BIEHIIEE | (L&, AR
TIEMIIE H : FVC 4D ==
FVC MV RIIT TR, =274 =750mgl B 1 EI#, 50mgl H 2 [ERE, 100mg1 H 2
FIFEE TN 150 mg 1 H 2 [FIRETEILEN-0.190, -0.174, -0.210, -0.162 } (}-0.060 L/4=T&H > 7=, FVC
B EMADEOT T v REEE D7 (95%EHEXME) 1, 50mg 1 H 1 [B#E, 50mg 1 H 2 EI#E, 100 mg
2%%%9 1 B 2EBERTON50 mg 1 H 2 [HBETEHZ40.016 L/AF (-0.086~0.118) , -0.020 L/4F: (-0.119~0.080)
x

0.028 L/4E (-0.071~0.128) K& Tr0.131 L/AFE (0.027~0.235) TH Y, 150mgl H 2 BIFETIET 7k
RHEL Y FVC B RPARIET Uiz GREMT & LTIt EEICHUE SN EFIET
I p=0.0136, TRBRFENE R I AHE S 72 B FIETIE p=0.0639) ,

E1D ARAOKBINZHE - HE @%, RAE=r74=7LLC1E150mg % 1 H2E, & - ¥ BH%IC
BOBETD, B, BEOREICLY =74 =7LLC1E100mg® 1 H 2 [BHE~EHET D,

H2) 119930 FERIZEIT 2 IPF ORI T2 3 X TET 1 7 HUNOBB OO WERE L EE SN
7o D30 H LN O K AR B O RE R #E O B L I3 B, QRIEIREELIRE, [d 50 ik GBi-7e90

T A

SR OLE) TR, M X BB AH 74 U0 F AMINEEE, 7>,/ XX HRCT Eo

Bz 7R SRR, QAR OKFELARE, BIRINEES 2 WA KRR (PaO2/FiO2) 73 225 Al X i3 PaO2
? 10 mmHg P LD, @ HHZH]E OCBAEDFERIRE TUTORZ LR TE 2, BYE, EORE,
JZEARIE, IR OFFE 7T e /2 SRR E
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V. BRI 5HE

BIE I HAERIGHER (1199.30 :8) (&)

(k)

FVC ERBLVE (L/IF)

=T HE=TRE
7T AR 50 mg 50 mg 100 mg 150 mg
1 H 1= 1 H21E 1 H2[E 1 H21[E
7 B MM 87 87 86 86 86
AT Z2 451 83 85 86 85 84
FVC g 3 -0.190 -0.174 -0.210 -0.162 -0.060
(fmrEsase) W (0.036) (0.037) (0.035) (0.035) (0.039)
_ -0.262, -0.247, -0.279, -0.231, -0.135,
[95% IR AP [-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 IR [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
) MR X R R OWER X F e DAL A Z EEM R, BEDR @ &) 2ZEIRLE LTELT v & AMREEF
EFILCIESL

BIVKEHARIE B : 52 BIEHC BT D SGRQIEAIT DR—RF A V)b DEE

52 AMFICIBIT D SGRQMA I T DR—A T A GO ELED 7 T R E D2 G
5 [95%IE#EXM]) X, => 7% =750mg1 H 1 EI#, 50mg1 H 2 BI#E, 100mg 1 H 2 BIFE&L
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
U-6.12 (-10.57~-1.67) TH Y, 150mg 1 H 2 FEIHETIX T 7R LY SGRGMARA a7 NFEIC

B Lz (p=0.0071),

52 BEFIZH TS SGRAMBRATDR—RAZA UL DIERIELLE

=T =T RE
7T AR 50 mg 50 mg 100 mg 150 mg
1 H1[HE 1 B 2lH 1 820 1 B 2IA
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)
Vgggjgjﬁ 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;ig) - 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
(EHgEanss) (2.253) (2.213) (2.221) (2.262)
[95% 1 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

H) BGRE, N—X T A U, HREEER L Lo ko<
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V. BRI 5HE

BIE I HRAERIGHER (1199.30 &) (i)

BRI R
(FrantE)

BIGHIE R . SvE R R

100 AM4ESH 7= 0 O IPF O BEREIRT, T8 R, =074 =750mg1 A 1 [=#, 50 mg ]
A 2 EI#E, 100mg 1 B 2 [EEEA OV 150 mg 1 A 2 [EIFETZENE15.67, 13.03, 12.46, 7.46 KN 2.44
THY, 150mgl A2 EBETIET T EREEL W AEIT/DE otz

52 BETO IPF QA EERIER

=T H=TRE
50 mg 50 mg 100 mg 150 mg
1A 1 1 A 2[H 1 A 2E 1 A 2[E
7 B MM 87 87 86 86 86
1 [FIEL B2 EE
FEH (FIE%)
VA7 N
SPEIEER T R
77 REHIT D
U 27
[95%fZ X [H] ] [0.36, 1.93]
p fiE 0.6671

7T AR

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)

HEFRZORBFEGL, WTHhoORGBELFERRET, 78R8, =074 =7 50mgl H 1 [AI#E,
50mg 1 H 2 EI#E, 100mg 1 H 2 BE#EL N 150 mg 1 H 2 FIRETZEILEI 90.6% (77/85 #11), 90.7%
(78/86 i), 90.7% (78/86 fi), 95.3% (82/86 f5l) K& 1*94.1% (80/85 f5l) Th -7z, FIFEAH DI
BLEIG 1R 29.4% (25/85 61), 27.9% (24/86 ), 34.9% (30/86 ), 47.7% (41/86 f5) &1\ 64.7%
(55/85 f5l) C, FARARIFHEMMN A BTz, EERAHEEGIE, [H 30.6% (26/85 ), 30.2% (26/86
), 26.7% (23/86 1), 20.9% (18/86 fil) K TX27.1% (23/85 f5) 1T, JELICE » A FHHLL,
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 BONTAEFGIL, EAED T (27.6% [118/428 #il]), ixmk) (17.1% [73/428
B1), THL] (14.5% [62/428 fil]), TRE K] (12.6% [54/428 #i1]), TWEULARIEE) (11.9% [51/428
), TEmRgES ) (11.9% [51/428 B1]), T EXGEEY:) (11.7% [50/428 f5]) CTh o7, AEFS
ELTHLNTWENRSEO TEBEE L, 778 #, =74 =750mg1 B 1 [Fl#, 50 mg
1 A 2[E#E, 100mg1 A 2 [EEEER N 150mg 1 A 2 [BIEECTENZH 31.8% (27/85 #i), 38.4% (33/86
), 36.0% (31/86 %), 57.0% (49/86 f5) %X 74.1% (63/85 Bl) \ZH B, MmAED 2 BETHE
BEhote, TBEEE] 096, BARFED TrF), HEL), Mgk RO T EEEYR) oREN
£<, T ERBELD150mg 1 H 2 [EHETORBEEISIE, TFH] 23 153% (13/85 ) K1Y 553%
(47/85 f5), THLL] 25 9.4% (8/85 i) KTUX23.5% (20/85 %), THEM:] 7% 4.7% (4/85 ) KX
12.9% (11/85#1), T EREER 233.5% (3/85 ) KN 11.8% (10/85 f5il) T o7z, [HiGkE
SN EERAEERE, 78R, =07 4=750mg!1 B 1 [FE#E, S0mg1 A 2 [\IR,
100mg 1 H 2 [BE#ER N 150 mg 1 H 2 BIREZNZE1L 0.0% (0/85 ), 2.3% (2/86 i), 2.3% (2/86
B, 1.2% (1/86 ) KT 4.7% (4/85 Bl) (A Bz,

JFi%3% (AST, ALT M OXy-GTP) DERR—R T A o TIFEMEBANOME T, B5HICHBESHEIC
W LEBEORAI 7RIV b= T4 =7 150mg1 B 2 BEETEL, ASTIX7 7 &R
HEO= 7 X =7 150mg 1 B 2 BFECTENEN 4 K22 6, ALT XA 6 L8304, y-GTP i
10 XV 16 il TIHh -7z, 150mg 1 B 2 [ERFETIEX, AST T34, ALT T4, y-GTP T 16 i3
HEE EIRD 3G - RFEE R Lz, &G bBANICEROHZEY LE Y B

(>34 ymol/L) &7 o7z,

(L)

IPF BT 56 =7 ¥ =7150mg 1 A 2 EIHEGITHEICTFREEOIR T Z2Mmfl L, F7-ak
R AEMEITFRTEDL LD ThoTe, "X 74y b« UAZFHAIZESE, 150mg 1 H 2 [H%
AR CHREET D HEE L GRIR LT,
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V. BRI 5HE

<HAANROSNEANT =5 >
ERRH£RESE I FA5ER (1199.32 3BR, 1199.34 HEBR R UMMBROGE T —4) 34131419

By

IPF B2 T 5 =7 =7150mg 1 A 2 B, 52 WMEGREOEME LM E T TR %%t
BE L TR

BT YA

BILAE, 720k, “HEWR, 77 2Ax, WATHER LR

S it ]

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

PSES

IPF FB35 1066 5 (BFET—%, 5 B HAAN 126 fil &5 Tp)
1199.32 3%k : 51561 (5 HHAN 55 filE &)
1199.34 3%k : 551 5l (H HLHARAN 71 flEETr)

BT

1) ICH-GCP R UOEEOMANZE SN XEICLDFEBEME LN TND

2) A7 U—= U, 40 5L EOEE

3) X MMED SELNIZ, HFHD ATS,/ERS, HARMK TS (JRS) /T 727 A U A1 i
F2 (ALAT) HA K742 (2011 %) ISV TIPF L2k an-is

4 A7 V—=227012 I ALUNIZHE HRCT M ST\ 5

5) HRCT /% — 2 KO ATFREERG SN ER N Z —v Dar e x— a AP YHIE
IZE D IPF2E e AELTnD

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

7) FVC 2 IEH THIED 50%LL

E7
ol L ve

1) A7 J—=" D AST i ALT 2FEMEE RO 1.5 (28 % 5 B

2) A7V ==V THEEOE U A E N EEYEE FIRD 1.5 (52 B2 5 BFE

3) RIPAZE (R YEIERME FRTD FEVI/FVC 28 0.7 Kii) 23d 5 BE

4) DEREEB (T U&7 bR 6 7 A UNOLHEZE X 1 1 AUNO RLERIE) b 5 EHE

5) 1EBRE(L () ERIO AT, BRI L /a0 2 o el

6) MU A2 (Bilxi%, ¥HERBMEIE, RminmAETOREEESE (% I v Ki&FH, 4l
cZ o, ~RU v, AT ] IEHEOPUIL/IMERIZ L D1RFEEZZ T T\W5, 72720
BHEA~RY > [ 530 24000 IU/H, B2 FES] OFRirE S5 SUIE RN EEs i o
HEFFICMEL 2~ XY v e 75 o 2 a WONSHUI/IMER O TR [T T3 ) FL R % &
K325mg/H, 7B K7LV 75myHXiTZEOMOR%EHAEOFM/MEEE] XrfEs35,)
DD BE

7) MARKEY 27 Db % HEF

8) A7V —=rZHI2BBUNIC, N-TEFAL AT AV, 15mg/ 28257 R=Y Xk
% DR ZHH LTV DEE

9) A7V —=VZRISHEBLINICEN T ==Y, THFAT IV, I rARAT7 7 I FXTv
IJBARY VA EFEHL D EE
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V. BRICEd 5 HA

EFR$ RS 11 FAER (1199.32 BHER, 1199.34 MR R UBMHBROHET —42) (&)

SUTHZTRIIT TR 2 OETT U F AMEEN, =0T X =T 150mg LT 7
AREZ 1 H 2B, S2@EERAOLE, 150mg 1 B 2 B CEREN B TROVEAIE, 100 mg 1
A 2 BN Rl & AlRE & L7z,

B SELMICE —UFS=7 ERFHIRE :
FMRREE S 2 150mg 182@ P FVC R =
B NI 40:% U ERGEIRFHEIER :
e, Zigll)—=3 ® SUSALEH 3: 2 JO2MEERIBETD
; TRI120ALA ( ' R 52BEICEIFB
Bl Itk ([ HRCT e ) SGRQEZAIFD~—2R
nNTLaEE SAvhB0ELE
INPULSIS-1 5£8% : n=515
INPULSIS-2 5£5% : n=551
ATY=ZVT BSHM (528 , SEERER (~288)
‘ 0246 12 24 3 52 GB)
HRCT : B ##BECT. FVC : SA0ESR. SGRQ : St. George's Respiratory Questionnaire
FFAmE HEWE, KipEhng, <otk
FEFMER |FVC O4ER R 2
EEC A N—2F A G 52 8% D SGRQ A 37 DL E, IPF OFJ[alZAMEHETED £ T o

ARt 2 H

(k)

FEFHMIE A : FVC 4E R =

FVC OERIBID 2% RIZ, FVC DR—RA T A 16OV EOHER # KIR LT,

WiaER C, FVC DEMBARITT 7 B AREE (1199.32 7805k : -239.91 mL/4E, 1199.34 345k : -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 CRBRETHY, WIFNbLHHFNICEE TH -
72 (1199.32 3B& : 125.26 mL/A4FE [95%(EHH X[ : 77.68~172.84, p<0.0001], 1199.34 75 : 93.73 mL/
. [95%IEHEIXH : 44.78~142.68, p=0.0002]), MiFRBRIZISVNT, FHHTORMT — X OHARNF
EDFEFACE 2 D 8B B LT RIS OF R EMT O R E — B L TBY, #ROmEMENE

DR I T,

AT — 4 T, FVC OFERBA ROREMZEIT 109.94 mL/AE (95%(54EX M : 75.85~144.03) T

bV, HEFNEEZENBD DL (p<0.0001),

FVC IZMifE & IR T 2R LD, 77 v RBICH_RT=0 T4 =T HOK M a L,
HEMZITRHNIRD DRI KR E o T,

HARNE A ERITIE, 1199.32 3RERIZEBWT, FVC DEMBARIZT T v REE (-282.81 mL/AE) 12
ART=07 H =78 (-142.20 mL/AR) TR, BEMZEIT 140.61 mL/AF: (95% 58X [H : -6.14~287.35)
ThHY, BHRANHSER & EEENORBERIT—E L Tz, 1199.34 FBRIZE VT, FVC O4FEMI
DERIZT TR REE (254.02 mLAE) ICHART=0 T4 =78 (-137.60 mL/AE) TR, BEMZEIT
116.43 mL/4E (95%EHEX R : -23.21~256.06) TH Y, HARANEOEMN & 2EEMOFFERIZ—EL
TW=,

PHET —ZIZBWT, FVC OFEMIROREM AT 131.88 mL/AFE (95% (XM : 50.65~213.12)
Th AP RENRD bk,

) 1199.32 3ER K TN 1199.34 RERIZ I 1T 5 IPF ORMEHEIILL T 23X THTe 1 7 HUANOFHAD D)W ERR
& TS ALT=, 30 H AN O JFE 7R B D R R 3 oD B b 3R B, QRTEREZLIME, Sl 5 VN TRk CGor
7270 T ABEFEOBEE) TRV, JE X BB T D HICA U OV F AMEMIENES, 252,/ X% HRCT
FOFT eI EER Y, @B EBIREKOMENFENRAE CTUTOES LR TE 5, BYE, AO0R4, fi
FERRIE, JRIK O RS E ARS8 S R
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V. BRI 5HE

EFRHE RIS 1 FEEEER (1199.32

HER, 1199.34 HBRRUEHBROHET—4) (E)

(BZhE)

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

. . 1199.32 7Bk &
1199.32 5XB& 1199.34 Bk 1199.34 3B D FE
TR | =THE | TIRR | =2vTH | IR | =0T H
e =7 FE =7 R e =7 #
ERSEL 204 309 219 329 423 638
FVC DAf 23991 | -11465 | 20732 | -113.59 | 22353 | -113.59
PRI
(i an ) (18.709) | (15.327) | (19.309) | (15.726) | (13.448) | (10.984)
TR REEL D 125.26 93.73 109.94
FEED (JEUERA L) (24.209) (24.907) (17.368)

[95% {5 HE X [#]] [77.68, 172.84] [44.78, 142.68] [75.85, 144.03]
pfiE <0.0001 0.0002 <0.0001
ZZHAER p Y 0.4482

"= 28445+ | 2756.8%+ | 2619.0+= | 2672.8+ | 2727.7+ | 2713.5+

N
STAZA L) |0 735.1 787.3 776.0 810.2 757.0
B 5 520 I (mL) | 26644+ | 2669.0+ 25125+ | 2637.3=*

13) 834.0 772.0 821.4 811.8
-201.8=+ -90.9+ -204.0+ -86.9+

NV {ZN=N 3)

Zfefk (mL) 305.9 2427 280.5 283.4

SR R e

D R, MR R, IRZEZBEEDR, BEMR O LEE) 2LREHRE LTEDLT VX MEREFET A2 AV
7o DFEMRATCIE, MBRAEENRLE LTET MBI LT, ZBREMHROLSBITINCITEME L EL, BENDZ
UH AT TN TN THESWCTH D I L 2 RUE Lz,

TE2) BRI, R, SR, R, BGHOCR XRBRO L TEMEE BE R, BEDR O LHE) 2 LR
LLTED T o MREERE 7 V& Vi,

H3) 7T EAREEn=165, =T ¥ =T REn=250 (1199.3238%), 77 &AREn=180, =7 ¥ =7 n=269 (1199.34 i)

BARABLSEBRICHITS FVC OERBLE (mL/FE) (1199.32 3ER, 1199.34 HER R UMHERD
HET—%)

e . 1199.32 &k &
1199.32 7Bk 1199.34 #kBx 1199.34 3B DO PFA
TR | 20T | IR | =oTFE | IR | =T H
JiEs =7 JiES =71 Jiss =7H
AT ot B2 051) 20 35 30 41 50 76
FVC ODEF'EFJ -282.81 -142.20 -254.02 -137.60 -267.74 -135.85
P D
(f Y ) (55.986) (45.808) (53.620) | (45.086) (31.682) (26.420)
TIRREELD 140.61 116.43 131.88
ZEED (EUER ) (72.740) (71.084) (40.954)
[95% {5 FH X [#] [-6.14, 287.35] [-23.21, 256.06] [50.65, 213.12]
ZHAEH p 2 0.7340 0.5665 0.4483

D SR, MR, e, BREBEDR, BEDHR W LHEE) 2ERPIRL LTEDLT VX AMEEERET VAW
Too OFAMRNT T, RBRZEESHRE L TETICEM L7, BREFEOLSHITINITERE 2 KE L, BRENDO T
U ABEZ TN TN TESBMTH D 2 EHIE LT,

H2)  BLEE, MR, R, BR, MR T, R5EEXERDCGRSEFRN T OREEREABEENE, BEHE WhE
) 2ZBHREL LCHELT V¥ MREEIRET V&R Wz, ORI T, MBREEESREE L TET MTBIML
72
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V. BRICEd 5 HA

EFEHERIE I FBEKER (1199.32 FXBR, 1199.34 B R UMABROHET—42) (FKE)

BRI R
(FrantE)

FVC 1k [mL]

-2154
-230 4

Trial 1199.32

—@— — FA=J150mg1 H2[@
---0--- TSR

BG4 D]

T T T

24 36 52

FVC Z{b i [mL]

Trial 1199.34

—@— —UFA=J150mg1 H2[@
-0 Tk

e (]

T T T

24 36 52

8
e

FVC ZE &t [mL]

Trials 1199.32 and
1199.34 pooled

—O— Z—UFH=J150mg1 A2
---O--- TSR

b-6-4

BEHIH (@]

R=ZX54 vhbd FVC DEH/ARILEDHR (1199.32 HAE, 1199.34 HER R UMEHARD

HET—4%)

24 36 52
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V. BRI 5HE

EFR$REEE 11 F85K8R (1199.32 FHER,

1199.34 AR R UMHBROHET—4) ()

(BZhE)

EERRENRGEITEE : X—AF A Vb 5238
SGRQ & A =2 7 Dt b B A R IR LT,
119932 B TlX, _N—Z T A 2D 52 %D SGRQ A a7 OFHEALBIZ=v T X =T

(434) L7 7EFRRE (439) CTREETHY, BEMZEIT-0.05 (95%EFEXM : -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 OEHENEIT T T B REE (548) ICHART=0 T =78 (2.80) TIRIETH 7= &b,
=T F =T BRI RS QOL OB L OFRREN/NZ N E AR E Tz, BERIZEIE-2.69 (95%(F1E
XM :-4.95~-043) THY, HFFMEBENRBD LN (p=0.0197), MRBRICIVT, R
ProfERITEMTORRE —BH L T\,

AT —Z TlE, N—RTA b 52 %0 SGRQ A a2 7 OV 81375 B AREE (4.96)
ICHART=0 T X =78 (3.53) TIRMEZ /R L7z, BERIZE3-1.43 (95%F4EX M : -3.09~0.23) T
HY, MIHFIEEETBD LN -7 (p=0.0923),

1% D SGRQ A a7 O E

HANEYEERTIZ, 119932 RERICIHBWNT, R—2F 4 b 52 %D SGRQ A 1 7 D
FALRIZ T T B REE (1028) ICHA_T=0 T X =78 (6.63) TIRMZ R LT, BERIZE1X-3.64 (95%
fEHEXM @ -11.57~428) TH Y, AARNH/ERTRIFRERMN RO, AARNHERE 42
REMOFERITBBLR—E LT\, 119934 REBRICEB W T, N—A T A 2v5 52 ## D SGRQ
B2 a7 OVHEEITT T EREE (9.50) ICHA_T=0 T X =78 (5.25) TIEMEAR Lz, B
M7513-4.25 (95% X : -9.97~1.47) Th YV, HAANTHEHA L 2EEHOFKRIT-E LT
770

AT —ZIZBWT, R=AT A b 52 LD SGRQ #A 2T OB B OB 2£13-3.87

(95% (48X M : -8.51~0.76) ThH 7=,
R— X74zbb52 B% D SGRQ BRI 7 DHEXEILE (1199.32 FRXEX, 1199.34 FHER K UM
BOHET—
. e 1199.32 5k &
1199.32 5XB& 1199.34 3Bk 1199.34 B DL
TR | =THE | TIRR | =0T H | IR | =0T H
e =7 FE =7 R e =7 #
ERSEL 200 289 213 320 413 609
SGRQ#AITD | 439 434 5.48 2.80 4.96 3.53
:I:j;/j/j‘r,ft B
(3 2E) (0.960) (0.799) (0.891) (0.730) (0.654) (0.540)
TR REEL D -0.05 -2.69 -1.43
FEED (JEUERAE) (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
ZZHAER p {2 0.2081

D SR, Visit, #5HEX Visit OZANEMIE, RX—R 7 A VO SGRQBA AT, N—R T A LD SGRQ A 2T X
Visit DX ENEAEEEEDR L L, BREDHREEZLEEDNRL L CELIRAMNEETT M X D ENEE (MMRM) % M
Wiz, BEARRITCIE, RBREZBEEDRE L TET /MBI U, BENEDITE A SO I il 2 0E L,

H2)  EGEE, Visit, #5EEX Visit ORANERE, X—R2 7 A VRO SGRQ AT, X—R T A VD SGRQ AT X
Visit DR AAERTE, Rk, HGHEXRROZLERELZEEHRE L, BEDRELERDR L LTET MMRM %
7=
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V. BRI 5HE

ERRH£RESE 11 FAEER (1199.32 3XBR, 1199.34 HEBRRUMHROHET—4) (&F)

BRI R
(FrantE)

BRANSBRPEHIZCEITEZR—RX 54 b 52:8% 0 SGRQ#H R 27 DX 2L = (1199.32 58,
1199.34 KB E UMKBROHFET—4)

o . 1199.32 7Bk &
1199.32 5XB& 1199.34 Bk 1199.34 3B D Fo
TR | =T H | IR | =20FEF | TR | =T HF
Jiss =7k B =7 R Jis =7k
AT Z2 451 20 32 30 41 50 73
SGRQ#EAZIT D | 193 6.63 9.50 525 9.68 5.81
PR AA D
(e 5) (3.155) (2.448) (2.204) (1.870) (1.832) (1.497)
TR REELED -3.64 -4.25 -3.87
D (JEUERAE) (3.985) (2.891) (2.351)
[95% {5 HE X [ ] [-11.57, 4.28] [-9.97, 1.47] [-8.51,0.76]
ZZHAER p (2 0.2247 0.5870 0.7721

1) BHRE, Visit, $HHEX Visit O AMEHIE, N—ZX T A VIO SGRQMBA AT, N—RAF A LD SGRQ A =T X
Visit D HAEAEZ BEEDHRE L, BEDREZEEDEL LTET MMRM & AV, DFAMNTCIE, 38R % [EE 25
L LTET MBI U, BENEENIIE A SFRIED 5 Bl % (R0E LT,

H2)  FeHE, Visit, $BeHHEX Visit O AMERIE, N— 2T A VIO SGRQ WA T, N—RAF A LD SGRQ A =T X
Visit DAZEAEFE, HOoERRE T, KGR MoERRTOLEEAEEFEESNRE L, BEHREERHRL LTE
e MMRM % iV iz, BFEMNTCIE, RBREBEEZR L LTET MITBM LT,

EEARBREHEE R : IPF ORI 2T £ ToRR

IPF OAE 2R £ CORFME2RITR LT,
%&EE(E%)E%@ﬁﬁﬂ%d<mF@%@ﬁ%mﬁﬁﬁEmﬁﬁﬁfﬁ#okon%&%ﬁ
BRCiE, 52 EMNCIRRRET (FHY) EAIOFEICIE-S < IPF 02 E 238 L BE 0FIA
=T H =TT 6.1%, 7?Tﬁf5@ﬁ&mt@@E%ﬁ%%if@ﬁﬁ ZRFT DY — F
I 115 (95%EHEHIX @ 0.54~2.42) ThY, MIHFNAERETZED RN o7 (p=0.6728),
1199.34 FRERTIE, 52 @I P%EE(%E)@%@ﬂﬁﬁ%d<mF@%ﬁﬁ%%%ﬁbkﬁﬁ
OEIEIXT T EREE (9.6%) IZHART=2 T X =78 (3.6%) TIRMEZ R LTz, FIRISMEHEE
TORHHIZT D — FHIX 038 (95%EHEXH : 0.19~0.77) THY, =7 X =7HTILA
BREAT () EMOFGIZIE-S < IPF O@MEEERELY 2 7 M FIICHEBITIERWZ & 2308
Shiz (p=0.0050),

AT —% X, 52 EMICIRRET (D) ERIOFGICHE-S < IPF OSMEA REL L/ BE
DEGILT TR (7.6%) [THA_T=0T X =78 (4.9%) T, WlEEAPEREEE CoRER
IZxET DY — REI 0.64 (95%EFEIX M : 0.39~1.05, p=0.0823) Th 7z,

TR ET () ERAAEHM L 72 IPF QR PEREIIMN I ER B SICB W TERIL TRl S vz,
PSTHEZRBIZ XK Y Tconfirmed acute exacerbation (BVMEHETE) | i3 [suspected acute exacerbation
(BPEHEEEE) | Rl S - APE 2 KB U2 A OBIA 1T, W E bic7 7 B REIC
RC=VTH=THTRMEE R Lz, 119932 3Bk CTlE, MArpE RSk TRk u
r%@%%ﬁ%Jk%ﬁéﬂﬁﬁF@%@%%%%ﬁbﬁ%ﬁ@%%ﬁ,M/Tﬁ TR
TRARBET 23 L N3.9% Tdh o7z, 1199.34 5RERTIE, MAZHIERBE 2T LY TAMEHEE] T T4
PEHGEREV ) LHIE SN2 IPF OGMEARE L BE OIS, =0T ¥ =T HROT 7k
REETI15 RO T13%TH o7,

FENCHE SNREMNT & LC, MIrHERB S OREIZIES < Abh %ﬂ%&bfﬁAm
Mra5fio Uiz, TaMiEmE) Xk M EEELSE ) CHE SN A EL R L2 BE oS
TTRAREE (57%) WHRT=0 T =78 (1.9%) TR»-o 7o, PlEEVEEEE ToRERM| ﬂ
T B AP — NI 032 (95%(EHEXRE @ 0.16~0.65) THV, =T X =T7ETII IPF O2AMEE
FEBLY R 7 BSFHEHFIICHERICE» > 72 (p=0.0010),
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V. BRI 5HE

ERH£RESE 11 FAEER (1199.32 3BR, 1199.34 HEBRRUMHRDOHET—4) (&F)

B ES
()

AN EERITIE, 1199.32 FRERIZIHBWT, IPF OAMHEL KB L -BZ 0B S ITI=r T8 =
THRET 3B (8.6%) ROT T BAREET2H] (10.0%) (ZFRD HL, HlAIEPEEE TORRIZXd
B — REIE 0.86 (95%(E#EX M : 0.13~5.54) TH Y, HARNEIEN & 2EEFOREREITER
Brera—H LTV, 1199.34 FHERICIBWT, IPF OAMMEARE L/-BEOESII= T4 =
TEHTIEREO LT (0%), 77 BREET4H (13.3%) 12RO ST, FIEEMEEEE co/M
KT B — REIZEH TEX 2 hy o 7223, IPF QAR E 23 LI BEOBS137 T ¥ REEC
WRT=0F =T CRMEELZ R L, BARNSSER & 2ERERMOBRIT B L T,

AT —ZIZBWT, IPF OAPMEMEARE L -BEOBESII=0 T =TT 34 (3.9%), 7
FTEARBET 6 (12.0%) 1B O HL, HIEEVEHEEE CoOMBITT 2 — FHIZ 0.25 (95%
{EHEXR : 0.06~1.02) THo7z,

IPF Q#EISMHEEE TORRE (1199.32 38k, 1199.34 HBR R URAHAROHET —5)

) . 1199.32 3Bk &
1199.32 75k 1199.34 75 1199.34 3B D HFE
75 R | =vFE | IR | =vFF | IR | =T
iE3 =7 #t HE =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
f_‘%\%, N (%) (54) (6.1) (9.6) (3.6) (7.6) (4.9)
TITRAREELED
%H‘— 1
p {2 0.6728 0.0050 0.0823
NP — RS 1.15 0.38 0.64
[95%5 #E 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
%H‘— 1)
p B2 n.c. n.c. 0.0010
NP — RS 0.55 0.20 0.32
[95%(5 #E X [H] ] [0.20, 1.54] [0.07, 0.56] [0.16, 0.65]
ZZHAER p (Y 0.1563
nc. : HHET,

I T FAMeo 372 B (Day373) £ CIRINE ST —ZI2HES<,

2) mrSrrBER RV,

E3)  EGRE, MR, ERROSEZEEDRE LTET Cox MIRET VAR, PR T, Bz EEMEs LT
ETILIZEBM LT,

E4)  RERE MR, i, HR, B OREREXRBROZEEAEEEEHR L L TET Cox HIRET LA A,
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V. BRI 5HE

ERRH£RESE 11 FAEER (1199.32 3XBR, 1199.34 HEBRRUMHROHET—4) (&F)

()

BARANESSEFIZE T3 IPF OFESMHIEEFE TOBRB (1199.32 :RER, 1199.34 HER K U HER
DHEET—4R)

1199.32 7Bk &

1199.32 Bk 1199.34 35 1199.34 3B D IFE

TR | 2vTH | IR | 20T | TIRR | =rTH
id =7kt i3 =7 HE i3 =7 R

BEE 20 35 30 41 50 76

TRBRTEE (534R) RN ORI S < SUEEE

/m\r El P %%éfﬁ‘ [_/ 2 3 4 0 6 3
7o, N (%) (10.0) (8.6) (13.3) (0.0) (12.0) (3.9)

T eREEL D
%H‘— 1)
NP D 0.86 n.c. 0.25
[95%fE B [h] ] [0.13, 5.54] -] [0.06, 1.02]

ZZHAE p Y 0.8802 n.c. 0.3274

nc. : HHET,

1) T A2k 372 H# (Day373) £ CIIISE ST —ZI2HS<,

H2) G, MR, FRROHREZETEHE L LTET Cox FUREF AW, IR T, RBRzEEHE L LT
EFIVITEM LT,

H3) BRI R, BR, HoEFR T ROBGRE G OERR T OZBEERE A FEESE L L TET Cox EIFE
TN E AW, DFEINTCIE, SBREBEESHRE L L CET/MISEM LT,

(L2tE)

119932 RERICHBWT, FEFRORBENEE, 77 R L N=0T X =7 R T 88.7% (181/204
Bl) 00 96.4% (298/309 f31]), BIERORBEIAIZ= T F =T BN T 78RO 25 L7
ot (7T REE : 31.4% [64/2041§J] =T H =T 73.8% [228/309 H]), =T X =T Rt
B DEREWERIZ, EATED [FHI 53.4% (165/309 #11), THLL | 17.8% (55/309 f) KON [
ﬁkﬁaﬂj 8.1% (25/309 fiil) Th o7, HERAEFZORBBEFNGIL, FIEAHLR=TF =
THET 27.0% (55/204 ) N 31.1% (96/309 ) TH -7z,
1199.34 & ERIZBNW T, AERHRROFEHEIGL, T vRBRO=0T X =T HT 90.4% (198/219
Bl) KON94.5% (311/329 #1), BHEAORREAIT= T X =T BN T T B RO 2 FLL EE 2o
7= (FTuREE 25.6% [56/219{§J] ST HE TR 69.0% [227/329 151]), =T H =T REC
B2 EREWERIE, EAZED TR 53.5% (176/329 #1), THE.L 20.4% (67/329 #1) KOY T&
BRI 8.8% (29/329 ) Th o7, EELRAEFLORUAIEGIL, I EFAHEKO=0T ¥ =
THRET 32.9% (72/219 ) 21 29.8% (98/329 f§il) TH o7,
HET—ZITBWT, HEFELOKREAAST, IR BLIV b= F X =T HThOT M E,
ST (FT7BREE:89.6% [379/423 ], => T X =7F : 95.5% [609/638 1), RBIVEFRH DI EHE|
ABlE, 7T ERHELV b= T X =T HOIE ) DK 2.5 EE 0o T2 (28.4% [120/423 6] %F 71.3%
[455/638 #11), E%fxﬁi$%®%ﬁ% I GRETHI LTy (30.0% [127/423 1] %f
30.4% [194/638 f5l]), FEEICE ST HEFROBEENGILT T AR T=0 T X =THET
&ovo7= (7.3% [31/423 1§J] %I 5.8% [37/638 f511),
PET —ZIZBWT, &b S < A ONTEWERIL T B BREE ) T (17.7%[75/423 115+ 62.4%[398/638
B, WSRO ZET, RICEARFED TTFH) (10.9% [46/423 1] %F53.4% [341/638 fil]) K
O THELL ) (4.5% [19/423 6] %5 19.1% [122/638 #1]) IZHEKTA LD TH -7z, £72, R
FORERE] b= T ¥ =T HTRAEGNE < (3.5% [15/423 fil] %t 9.4% [60/638 f511), i
BEREM O, EBAED [BAEEE] 3.1% [13/423 ] %f 8.5% [54/638 1) (THEEKT D & D
Thotz, TBIEEEE] ORE/TEBE X IHPEET, FEEERLOT, MPERELD =
TH =T OREFESUIHEIC L W EHEATETH -2, AT —ZIZBWT, 77 BRI
T T X =T TRBEIENED > - ERERAEFRIE, THBES) (1.7% [7/423 #il] *xF3.0%
[19/638 #i1), THEFEMAAS] (0.5% [2/423 5111 %F 1.3% [8/638 f5il1), TAFARIE RFEE] (0.2% [1/423
Bl % 1.1% [7/638 Bl]) Thoto, —F, Wy, MEld L OWtRESE ) 1L, =7 ¥ =7
IV b 7S ERBICEL o7 (14.4% [61/423 1] st 12.1% [77/638 1), HAZER|TH %
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V. BRI 5HE

EFR$ RS 11 FBER (1199.32 BHER, 1199.34 MR R UMHBROHET —42) (&)

BRI R
(L)

S HONTEERAERRT FPREMEHEE (FEBOE(L, #ITROWELZET) ] Thol
(9.2% [39/423 5] %t 6.6% [42/638 1),
AARNHSERDOPFET —ZIZHB 0T, RPICHEFEGDRALNT: (7T 2R : 94.0% [47/50
Bll, =T X =T78:98.7% [75/76 f51]), BIVERH ORBLEIGIX, TI7®¥ABHLIV b =0T X =7
FEDIZ S D258 B> 7 (36.0% [18/50 fil] %f 86.8% [66/76 f5il1), BHEEAEREROREIE
BB EREE CRBRE CTh o7 (42.0% [21/50 111 *f 43.4% [33/76 Hi]), SELTICE -~ T=FEES
77 RHELID =0T =T HOIE ) MEWEIE TH 72 (6.0%[3/50 611155 1.3%[1/76 $511]) ,
HARNTSEHOMET —ZIZBNT, mbELAOLNZREIERIT THERREE] Tho7z (20.0%
[10/50 f511] %t 73.7% [56/76 f5l]), #RERIRDEN TR b Z < AN OI-EBERAERERE 3 0%
T e, THERES, FEis LOWERREE ) (28.0% [14/50 6] xf 17.1% [13/76 #111), TEYER X
DA HBAE] (14.0% [7/50 i1 %t 13.2% [10/76 Bi11), TEM:, Bl X OGEABH O A (2.0%
[1/50 B1] 5t 7.9% [6/76 Bl]) T oT=, HICE -T2 AEFHLITTT (RS, MRk Lt
flRlEE] Tho7z (6.0% [3/50 BI] xF 1.3% [1/76 Bi).,

MVIL 2242t (M FoorEs) 2B+ 5HEE 8. FIVEM @B BIEIE N3 B EE & NG R A
WERF—E] KO TV, {RRICET A 5. BREE ()Fof) 228952 L,

BRI R
(L)

=T YA NZL D2 DOKRBME, 7T &R RIEREILFES I AERER (1199.32 35k & O 1199.34
BE) IZBWT, =T X =T/ 5 FVC OFEBBURITT 7 2R & LT 50%H S
=T X =T OERFEDFITHRR CHELL L T\ e, =T X =71%, FVC &4 & 3 5 I
BRI L, EECHBERD Y, NoMet2iicEBE ClREMICEROD R E R LT, &
MOV, BB LEAERSE~OMNERIESC =V T X4 =7 OHERENIC LV EBARETH
Y, IPF DIRIFICT D BEFRAN_ET 4 v b« URI NG U AIIRENTZ,

-38 -




V. BRI 5HE

SSc-ILD (£ by#:58 B (24 5 B Mt )

<HRANKOSMENT — 2 >
EFRHERIE I FEERER (1199.214 FHER) °©

By

SSc-ILD BHICRIT 5 =074 =7 150mg 1 A 2 [, 52 @EHFGHEOGIMM L LetEs 7T TR
EXRE L THRETS

BT YA

BILAE, 720k, “HEWR, 77 2%, WATHER LR

S it ]

32 A [E 194 Jifi g%

RES

SSc-ILD #4580 5l (2 HHAN 71 % &)

BT

1) ICH-GCP K UOEEOHANZIIE SN XEICLDRENME LN TN D

2) A7 U—=27K, 18l EOBE (72721, BARTIE MO R LHE)

3) 20134 kKEV v~FFE (ACR) JEIMNY v~FFEHA KT A4 (EULAR) HE#EZTT-
9" SSc D

4) RZV—=V TR THELUNIZ SSc IAEEIIE L7 BE @OV A/ —ERICL Y EE

5)  SSclZff D BEMEMRD/Z —PNA T ) —=2 Fqi 12 7 HUNIZHRE L7- HRCT IZ L Y i
BINTBE, MOMMEILOFIED, I LYl L7z HRCT 2BV T 10%LL ED &
=

6) FVC BNIER THIED 40%LL ETH 25 BHE

7)  DLco (HbfEIZXVWAHIE) 2 IER FHUED 30~89 % TH 5 HHE

E7
ol L ve

1) A7V —=2ZWD AST X ALT N EEMEE RO 1.5 (5282 5B

2) A7 U—= QYA NEYEE FRD 1.5 G282 5B

3) RIREAZE (R SIRIEAE FHRTO FEVI/FVC 28 0.7 Kii) Mdb 5 B

4) LIERB (A7) —=7H16 7 HUNOEEOEIME [160/100mmHg LI ], [DAHEZE X
WEREERE) 2D RE

5) IRBREE () EMAEERANCER & HW LMoo RE 2 /3 585

6) HMmY A7 (BIZIX, $HEREAEE, RalaRHAE COPEREE (v I KA, B
by EURHES, ~XY Ly, AT ] AR BROFUILIMEIRIC L A1ERE ST T
W5, 72720, AR N COTFERE S SUIE RN B S OHERFIZ LB 22~ %) > .
7Zvva [ %380 4000 IU/H, B T#EE] IONCHUL/ MESED TBRER [7&F
AU FAREZR K325 mg/ A, 7 at K7 Lv 75 mg/ B XIE%E Ofhoo [ &0 Mg
] IR L T 5,) Db LHBE

7y AT VU—=FHi12 7 HUROIMmEA N> b (zad k O—iarEME m /e oBERH 5
BE

8) A7 U—=r7i2BELANIZ, 10mgHZ28Bx 5 XTFNEREOHEOT L K= V& ff
ALTWD A

9) RZV—=VZRISBEBUNIZTFFATY Yy, B RrFrroaFxy, ajseFr, D2
=TI UXFANT IO EFEH L TWHEE

10) AZ V—=VZTHi6 HALIN®D, »7akx7y I K, UV~ T, R X7, TAHF
TSN, VIAIINR, 78U AR, "7y F=TOX BB LWEIBEEIRE, o8
ARV VA, NIFTIVREBEFERI) U LEFEHL TS EH

1) 2a7=/—=ARE7=F N/ FT YT LAITA b b LS — k& TR E 2 R L
(FEOOFRBIEIIART) 22 TWAHEHE, 72720, UTOBRFITEANT LTS,
a A7V —=V IR L SHEMUANIZI 27 = /) —ABET =F )V, F M U AT
AR MUFY— b EHWEREEZT TWRWESE, HDHVIE
b. A7V —=VJHiO6 IARICI a7z ) —ABET=F N,/ T r) TLXIA S FLF
P — M E2HWERE LEREEZTTRY, T 7 2Bt g% b Eb 6 I AMICHhT
D, ZOEEERE R TEMICHET 2B
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V. BRICEd 5 HA

EFRREZE 11 8588 (1199.214 BER) (&)

SUTH=THNET TR 1 ORETT VA MESH, =T X =7 150mg T T
TAR%Z 1A 20, S2@EMKROKEEY, FERAMEEMAE 52 BRHIITV, Bk OBE DOIRBRK
TET (k100 HM) HEEZME L7z, 150mg1 A 2 BIEE- LT 50, FEFRICIST D
DI, 100mg 1 H 2 ENIHEXIXIHEEO &2 "laE & Uiz,

2IOU—ZVTH7 & - ERFFAHIRE
DAIC 2 S MR AEE 3717 528D FVC FERTRIAN R
FIE. 18U L (BA \ 150mg 182E
N AlF20mAE) . RT o A

Be5 7k Je=2on s ZYF AL 1 gggiiﬂgﬁiﬁm&—z

IUAIT HRCT hisEftics syt g Lo e ) GO
N SAUNSDE(LE. 52:86FCH
ncLhamE (3% SGRQER AP DA—Z S
(n=580) UhSOZE(LR
RAoU—=Z27 ST LEBIVRITER 2 SHARS ) ENHAR (~28H)
0 52 " 00 (8)
mRSS : Modified Rodnan Skin Score
A B HEWE, KipEhne, <otk
FEFMER |52 @O FVC O4FRED =
EG: 52 JEFIZ B 1T 5 modified Rodnan Skin Score (mRSS) D_X— R F A b OE{LE, 52 BIFCE

ARt H H

7% SGRQMA AT DN—RF A b DL

(FrntE)

FEFEMIEE - 52 O FVC R #

FVC OAERBID R EFKIZ, FVC OR—A T A 2 inb OB BOHER 2 KR L,

52 @M D FVC OERIBA RIT 77 B AREE (933 mLAE) 2N T=2 T X =78 (-52.4 mL/4F)
TIEfEZ /R LTz, FVC OERBADROBMZITHEFZOICAEETH Y (40.95 mL/AFE [95%(FHEX
M :2.88~79.01, p=0.03501), =2 T X =T NFVC R RE 77 &R & il L CHAYIZ 43.8%
RS2 2 BRI NT, BESHTTOBRG FMITORFBRLE—HLTEBY, HROBERMEDHER
SNz, FVC O EIZ 2 BB ZE LT, 77 BRI T2 T4 =7 O FIINE L,
REMZITHREG% 2B EH ORI B, 52 B E CREFNICKEL otz

AARNEREEE T, 52 B O FVC OERBY RIZT 7 2 RRET909 mLAE, =7 ¥ =TT
862 mL/AETH Y, FERIZZIT 4.67 mL/AE (95%[EHEXIE @ -103.28~112.63) Th o7z, ZKHMEHD
RED p fliX 0.4851 ¢, AARANER LI EAARNEFROEROALLEMEZRET LT v A TR
O BT,

) EHAEATaL R, BRPEPLE—-AECHATNREEL, Y ZukA7 7y IR, 7THEFA7IV v, v H
B EOATaA FEIZOWTIHU TICERT D HRIICERRE(LOLAEERE, HFHRFTERE LT,
OFVC EF FRUEDOHEED N—2F A 9B D 10% 28 2 59D (Bl 41E, FVC EEF FRUERN—2 T A

D 70%0 5 60%ANMIZEL LA
@mRSS D=2 T A 5D 25% % B2 DKL OR—R T A D 5 KA v b &2 it ED

2k

OB () EAIOHRIWIZ X 2 MOl R TR ST A —Z ORI E R 22 E( L
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V. BRICEd 5 HA

EFRLRZE 11 F85KER (1199.214 BBR) (&)

52 BED FVC OERBLE (mL/F)

e e =T =T
77 k'R \
i I
AT ot B2 051) 288 287
FVC OAFER D (EHERE) | -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 T X [ [2.88,79.01]
p fE 0.0350
R—2F 4 (mL) *2 2541.0+815.5 | 2458.5+735.9
Pe b 52 fKE (mL) 3 2450.3+809.4 | 2436.7+755.3
i (mL) *3 -104.8+228.9 | -42.7+219.8
ST AR

WD) AT TV ANEROBEEDREE LT, B8, HLNRA Y AT =P 15k (ATA) OIREE, PERI, 24k oo 8 & 2h
L LT, W], R—RATA UBED FVC, FElis, HE, SOICHEGHEEXFROZEEM, ~X—RA T A4 VEXEHORZAE
HEEDIZT o MEEERET VE R, 72 LR E LTE, BEBB OGN K ORER 2507,

H2) =T H =7 n=288

E3) 7T vREEn=257, =T & =7 n=241

21 3 —e&— = F4=7150sg1 828
0]z —O-- F5uk

-104 XL

2] d

-30 4 s P 1 1 -

B V@ %\‘}
-50 -_\‘-

-60 4 .1
®1 3

-80 4 T - N
=90 1 -

-100 4 Tl

-110 1 ?
-120 4 A
130 4
-140

-150 4
-160 4

(FrntE)

FVCE{LHR (al)

246 12 2 36 52
#5Em (8
BEN

7oK 283281280 283 280 268 257
T HZTR283281273 278 265 262 241

R—RFAhLH%REE2BKETO FVC DEHTILEDHTRE (THEFEERE)

BAABAERICE TS 52 :BE D FVC DEMBADE (mL/EF)

HAN FEAARN
75 R */7?%;” 75 KR '”/7“7%;'”
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 AREEE OFED (FEUERE) 4.67 (54.95) 45.67 (20.72)
[95% {5 HE X [ ] [-103.28, 112.63] [4.97, 86.38]
ZHAEM p 1 0.4851

W) BT I INVEROEEDRLEL LT, ATA OWREE, MR, BHEEROBEEDR L LT, ~—2F A VD FVC, i
HR, WNZR—=RT A RO FVC X IR, BEGREXEREH, BGHE X R XM OZEAEM 2 G177 v & MMk
BEFET VE MWL, U F LR E LT, BEMENOTN RO Z ST,
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V. BRI 5HE

EFRREZE 11 8588 (1199.214 BABR) (&)

FEEARBIREHMIEH : 52 8EED mRSS N—ZX F A b DE{hE

mRSS DAL E RN LT,

52 HIKFD mRSS DX—A T A L b O &I =0 T X =T FET2.17, 772 HREET-1.96 T
B, BEMZEIT-021 (95%FEXM @ -0.94~0.53) THEZETRD SNRh-o72 (p=0.5785),

HARNEEM TIX, 52O mRSS DN—R T A DD ELEIT =T X =TRET-24,

TR ARHET-12 THY, HEMZEIT-1.19 (95%FHEXM : -3.26~0.89) Tholz, FI-LAIEHD

MED p I 03159 T, HARNEMR & FEBANEFAMITIRENROREN A T~ET ST
Ao YY A RAINSY

52 SBEFD mRSS DA—X S5 A4 U bLDEILE

e e =T R =
75 REE 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

) A7 TV ANVEHOBEEDRL LT, ATA OIREE,
B O TIRAE T NVANE % ATz,

Kb,

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

HFARR | R ASSERIZE T B 52 BEED mRSS DR—R 54 b 5OEILE
(BE2hE)
AAN FERARAN
75 KR ”é%;“ 75 u R %1%5%
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]
R HAEH p 0.3159
) 7Y AAEROBESRE LT, ATA OIREE, KB, H5HEX S EEDORBE O EIER, MO RENE L L

HE L FIREHIEE

TR—RAF A B0 mRSS X KPED R AN % E T2 EGE T VERNE & vz,

52 D SGRO AT DR—ZXF A4 v b DB E

TET AR

SGRQ A a7 DA &EFRITR LT,
52 KD SGRQ A AT DR—RA T A LD DWEREN BT =0T X =TT 081,
T-0.88 TH VY, BEMIZEIT 1.69 (95%(FHE X M :-0.73~4.12) THEZEITRD S - 7z (p=0.1711),

7T R

HARNERHEMTIE, 52 KD SGRQ A AT DR—RAT A b DELELEIF=v T F =7
BETO0.6, 77 BREET29 THY, BERIZEIL3.55 (95%(FHEIXM
ZHAEROBED p 1% 0.5682 T, HANEM & FEH A NEH
ROLNRoT,

-3.26~1036) Th-o7z, Fi-

(IR RO AR A2 kT %
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V. BRICEd 5 HA

EFRLREZE 11 *Héit.%ﬁ (1199.214

HER) ()

(k)

2D SGRQMAIATDR—RAS5A4 UM LDELE

o e =T =
7T AR e
AT 6t B2 051) 283 282
PN IR A B1E) T Y
chgff AT ORERT (R -0.88 (0.87) | 0.81(0.88)
[95%1E #H X [#]] [-2.58,0.82] | [-0.92,2.55]
TR RBEE DED (FEERRE) 1.69 (1.24)
[95% 5 fH X [#] [-0.73,4.12]
pfE 0.1711

W) BT TV INEROEEDRE LT, ATA OIREE, Kb,

BOIREET NVENEEZ N,

BAASSERIZE1T2 52 BREIDO SGRQMBRATZDR—RS54 UMb DELE

BeGREORBED BN, N—A T A AMEXRBED 2 EAR T %

AAN

FHEHRAN

7T v AREE

=T =

THRE

7T v REE

=T =

THE

L IRSESY]

35

34

248

248

SGRQ A 1 7 DAV B (FEuE
)
[95% 5 #A X [#]]

2.9(2.4)

[-7.6, 1.8]

0.6 (2.5)

[-4.3,5.6]

-0.6 (0.9)

[-2.4,1.2]

0.8 (0.9)

[-1.0, 2.7]

T REEL DFED
[95%(5 #E X [ ]

(R E)

3.55 (3.47)
[-3.26, 10.36]

1.43 (1.32)
[-1.17, 4.03]

SHEAEH p 05682
W) BT IV IAVELOBEEDIL LT, ATA OIRRE, SKPe, #5-8E X MOEH X KBEDZZ HEAEH, Mo EES R L L
TR—=RAF A VIED SGRQ A 27 X KPEDIZHAFM & & O TR G E T VEAENIE 2 v iz,

(Z4a=tE)

1199.214 RER OB G 52 WRAICBWT, AEFROBBEISIL, 778 K ON= T ¥ =TT
95.8% (276/288 i) TN 98.3% (283/288 f4il), RMEAOFRBREIGIZ=0 T X =T N T 7 B ARE
D)2 L7272 (T T B/ARE : 43.4% [125/288 5], => T ¥ =78 : 82.6% [238/288 #i]), &
EREERGOFRREST, I ERER =T ¥ = 7 HET 21.5%(62/288 i) K& TN 24.0% (69/288
Bl) THotz, HEIWLESTZAEFRORBEGIIT 7R T14% 4288 %)), =T X4 =7
BET 1.7% (5288 #3l) T o7,
BE 2 BBV TR LEL AONTEAEFRIINBENRSED [HEE) T, 78R
BCHAR T T X =T HEDIE I BNE -T2 (T T2 RRE:56.9% [164/288 #i], => T X =7 R :
88.2% [254/288 f5l1), 7T B RBHCLERT= 0 T X =T HECTRBAEIA N B N> - L FEHGIX
FEAFED TFHRT) (31.6% [91/288 1] %f 75.7% [218/288 1), TH.v (13.5% [39/288 ] %I 31.6%
[91/288 fil]) KON MEH) (10.4% [30/288 Bl] xt24.7% [71/288 fl]) ThH o7z, £z, TREM
b1 (42% [12/288 Bil] xt 11.8% [34/288 f5il]), [BAIEGE] (4.2% [12/288 #il] %t 9.4% [27/288
F1) K OY TALT #8950 (1.0% [3/288 #il] %f 7.3% [21/288 i11), [GGT #4hn (1.4% [4/288 3]
%t 5.9% [17/288 #11), TAST #8011 (0.3% [1/288 %] xt5.2% [15/288 #1]) &7 T B AREEICEE~
TV T X =T HECRBEESNE -T2, FTRIOIFEACITREIFEETHY, BEELRE
ENTELDIXFEEA LR oT, =0T X =TT FREZ R LIZERE DK 90%1, RO
Bb = T X =T ORGHENARE Th o, =T ¥ =T HETHE S THIOKRY: (90.4%
(197218 B]]) KON T B RO FHRIOK 6 El (62.6% [57/91 1) TIHBRIR & DK RBEURIEE
ENiginots, WMERARSHE CRL S MEIN-EERAEEZT MRS, MWEE X OWEHR
BEE| (FT72REE:8.7% [25288 4], =v T &= 7ﬁ.gmemwmsmb'f@ot07§ﬁﬁ
AR T =0 T =T HTEME SN EERAEFGQIIEATEO TRIEMEMESR] (1.7%
[5/288 i1 xt2.4% [7/288 fil]) JOY ThfiZe] (0.3% [1/288 ] *F2.8% [8/288 B]]) TH -7z,
BRI EECRBIT 2 AEESZOMEIL, %552 BEOFT—4 L —HBLTEBY, IZLALDHEE
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EFRREZE 11 18588 (1199.214 BAER) (&)

BRI R
(Z4=fE)

T1 MU EOFEEFEGRREA L (7 2REE: 97.6% (281288 #l], =27 X =78 : 98.3%
[283/288 B11), RMEHORBEEIX, =T X =TBTT 7 RHEON2 (ETH-oT= (46.2%
[133/288 f4il] %} 82.6% [238/288 f5il]), HiEARAHFL (27.4% [79/288 fil] %t 30.6% [88/288 f4i])
KO CICEST-HEES (1.7% [5288 #i1] xt2.1% [6/288 #i1]) ORBIEIA XA CRIFEE T
HoT,

TR 2R TN L < ADNEAERTST, ML TG 52 B RET, SEBIRSE TR
RENENE b EN-S 2D TBIGEE] (77 v REE: 61.8% [178/288 #il], = 7 # =7# : 88.9%
[256/288 1) T 7=, [BIGEEE | OIEAFETIE, [ FH (32.6% [94/288 i %I 76.4% [220/288
F1), THELL) (14.2% [41/288 Bi] %F 33.3% [96/288 #il]), Tm@m:) (11.5% [33/288 #5111 %t 27.1%
[78/288 #il]) TH T RN T = T X =T HOFEREEITE -T2, £, KRB
(5.2% [15/288 f5il] x+ 13.5% [39/288 1) KN Bk (4.9% [14/288 %] % 9.7% [28/288
Bl TH=v T X =T HORREENE N T2, TALT HN) (1.4% [4/288 ] %t 7.6% [22/288
#11), TGGT #ghn1 (1.4% [4/288 511 % 6.6% [19/288 #11), TAST #4/m) (0.3% [1/288 ] % 5.6%
[16/288 #il]) DFERENEG L ST RN T=r T X =T HOIT ) BNEh-> T2, 2B
Tk E < HEINT-EERAERFGIT MR, Mgtk X OWHEREE) (11.8% [34/288 fil] %t
11.8% [34/288 f5l]) T -7z,

AARNEEROES 52 BRICEWT, KRPICAEBFEERBALNT (772 AREE: 91.7% [33/36
B, =T X =78 :100% [34/34 f5]]), BIWEHOHEBEE G, TI7®8ABHLV b= TH =7
BEDIZ ) D 2 58 B> 7o (38.9% [14/36 f5il] %F 88.2% [30/34 f3il]), EHEELAERELORBE
BT ITERBLY b= T X =T HOIE O BE»o7 (13.9% [5/36 i1 %F26.5% [9/34 #i11),

BB TAEHRII= T X =7 O 1 I THRE Sh, BRI E ORBERERIZEE SHeh
ST,

AANEDER OB S 52 BRICE VT, kb I ADNEAEFRRITHREIRSED [Hi5EE)
ThV, 7T ERBICHRT=U T E =TI RNEoT (FTBREE : 50.0% [18/36 4],
SUTH=THE97.1% [333461]), TD I BEL ALNTHEARGEL, [TFHI (30.6% [11/36 fi]
X 82.4% [28/34 511), T (8.3% [3/36 1 xF20.6% [7/34 #il]) KO TgEH:] (2.8% [1/36 1]
%1 20.6% [734 61]) THY, =T X =THDOIF ) NEREEITEN->T2, ZHHICEEL T,

MAERA | (2.8% [1/36 1] %t 17.6% [6/34 $i1]) KOt T&AIHEE) (0.0% [0/36 #i] *f 11.8% [4/34
Bl ORBEE L =T X =TROIEI BEmrot=, £72, TALT 81 (0.0% [0/36 #1] %F 5.9%
[2/34 611), TAST #9hn) (0.0% [0/36 511 %t 5.9% [2/34 B11) 2Nz T, TAFREE] (0.0% [0/36
B %t 17.6% [6/34 1), TRIVEMENEE] (0.0% [0/36 ] %f 8.8% [3/34 1) KON [ fEIEE
(8.3% [3/36 #il] %t 23.5% [8/34 1) ORBENEG =T X =THDIZ I BEMoTz, 2B IR
DETRLEBESN-EERAEFLT WL, MRk X OWREES ] (2.8% [1/36 #1] %t
11.8% [4/34 f1]) TV, WNT MFIEERESE] (2.8% [1/36 i1 xf 8.8% [3/34 fiil]) KUY Ik
YUER L OFFABSE] (2.8% [1/36 Bil] %f 8.8% [3/34 fl]) Thoto, =T H=THTRHZ<
WESNT-EELRAEEFGIIEATED TRHEMEREER] (5.9% [2/34 #1]) T, ZOftds 14T
Holz, BRI ESKRTHTICEST-AEFRII= VT X =T8O 1 B THEAFED AMEE]
DL X0, T ERBETCIIL LN ST,

AARNERICBT 21RO F FEELORBURILL, 5 52 B IZIERETHY, £,
EREM L AR THREREVE RN 72, WEEE BIZ, FEAEOBETHEFLNALN
(FZBREE:97.2% [35/36 ], =T X =78 : 100% [34/34 BI]), BIERHORBEEIEL, =
VTR THTT T RREEOR 2 FTH o7 (44.4% [16/36 1] % 88.2% [30/34 #]), EELRA
EELOREBREAIL, TIERBICHRTC=0 T =T ThPhic@Emmr->7= (30.6% [11/36]
%t 35.3% [12/34 fl]), IBBRHIM AR CHTICE T HEELT, =0T ¥ =70 14 (2.9%)

THoT7,

AARNEHICB T 2R T L < AN EES T, L CRE 52 HE & FRET
Holz, kb L AONTAERZRIIHBERRSED TBIBEE) (77 8RN 55.6% [20/36 4],
SUT =T 97.1% [33/34 f5l]) Thotm, FHAFETIE, [THI (30.6% [11/36 ] xI 82.4%
[28/34 f5111), T (11.1% [4/36 5111 5t 23.5% [8/34 Bi]1,) KON THEM: | (5.6% [2/36 §il] %F 23.5%
[8/34 ]]) T=o T A =T HORHAEGIIT T ERHO2HEBTH -7, ZNHITHEELT, [E
i) (2.8% [1/36 il % 17.6% [6/34 f51]) K OY T&AGEGE] (0.0% [0/36 5] %} 11.8% [4/34
F]) OFBEZIT=0 T X =T HOITZ I NE o720, WL b2, #5652 @& E CREE
HThoTo, BB S TALT ¥h01 (0.0% [0/36 ] %} 5.9% [2/34 #i]), TAST #4
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EFRREZE 11 8588 (1199.214 BABR) (&)

BRI R
(L)

my (0.0% [0/36 1] xt5.9% [2/34 Bi1]) KO ThFRESE) (0.0% [0/36 %] xf17.6% [6/34 f5111) @
FEEEE, &5 52 @M EFCTHhHo7-, BERHIMAETIE, miEE bz, THEMEMESR ©
FBEE (5.6% [2/36 BI] %F23.5% [8/34 1) 235 52 BERICHE~_THIN L, BEERAES
GDIL, =T X =T RETR LS WE SN EARRET TREEMZESR @f) Tbo, 95
2 BB 52 BRI COHRETH oo, WTNLFEEBOBLTH Y, RBRIYERMIZE VA
BRI & ORI BEBERITEE S Lz,

VI 4t (FEH EodEss) (B3 21HA 8. EIEA @IEH BIEIVEH 3 BUEE & DGR
R %] 2B3BT5Z &,

BRI R
(L)

7T R PRERR L F S T ARRER (1199.214 3Bk) 1I2BW T, =T ¥ =7 REICBIT 5 FVC O
FERED I T T B AR & A THREFEIICARIZ/NE L, =27 ¥ =77 SSc-ILD OHEFT % 4]
92 2 LR ENTD, ARRITRE ST X0 EEEMEDSHER S, FVC Z481E & 32 fiikkae R
HORIKEHED OfE 0 b b &N, = T4 =7 BETI abhi-aEELT, 895
B BT 2FR (TH, B, |t ThY, FLAERREUIFEETH-T-, Fiz,

R ERAORBRBENE T =0 T X =TRHOIE O BREN-72D, WINLIERETHY, 1TEALE
28, BB, WESITTIEIC X YV EE L7, SSc-ILD BEA THALNT-=v T X =T DOR4E
P n 77 A%, IPF BEICBITABMO 707 7 AL —FHLTEY, BEMICHIEE 25
i EOBARITAECero7-, UUEXY, SSc-ILD BF kT H =0T ¥ =7 Dk 51,
N7 4y bINY A7 & FEIDFRABRIBFE THD Z LRI,
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V. BRI 5HE

PF-ILD (EATHERRAE(L 2 £ 5 B R R)

<HAANKROSNEANT =5 >
EFRHE RIS 11 FEEAER (1199.247 FXBR) 910

By

PF-ILD BFICRB T 5 =07 =7150mg 1 B 2 [8], 52 W SEEOHHE L 2e2ttd 7T 2R
EXRE L THRETS

BT YA

B, ZoFuik, “EHEW, 77 BRAH, WITEEMbEGRR

S it ]

15 771H 153 fak

RES

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

BT

1) ICH-GCP K UOEEOHANZIIE SN XEICLDRENME LN TN D

2) A7 V—=VZJWRRTI8 UL E (HARTIX 20 Ll ) OEHE

3) MIEVERIRER LB SN, BRZE CHEH S #IeHAOEREZRNTHP, A7 Y —=
A 24 D ALIN T FOIRRMED DL b 1 D4 T 5 HRE
a. %FVC D 10%LL Lo (FEtZ ki) B3Hohd
b. %FVC @ 5%LL |, 10%AGm OB (FEE(LE) N b, 230, FERESEROEN H
%
c. %FVC @ 5%LL b, 10%AmMOWD FXEbE) BAabh, 7o, MG ETofit
BEALOHEMMR A E D
d. FRIRZEEIR O B K OB i {2 _E T OB L AL OBMN A BN D

4 RZV—=V77Hi12 7 ALUNO HRCT L, fiofHEL EEMFTROFEIC X 5T, @ik
FIIHEGIMRE LR EET) DA O 10% 842615 85

5) BEWEATLEE, BERNLE L TCWLEE (A7) —=2 741 6 @ELNIC, BEHEO
Bz 7o e a2 BIA XL, IRIEE T IE L Ty

6) DLco (Hb{HEIZ X D HHIE) MIER THED 30%LL |, 80 %A D HE

7)  FVC DNIEH THIED 45%LL E oo B3

E7
ol L ve

1) A7V —=2 WD AST X ALT S EEMEE IR 1.5 (52882 5 B

2) A7 U—= QYA NEYEE FRO 1.5 (G282 58

3) AV U —=V VKD Cockeroft-Gault TFHFE L7/ LT F =27 U T T 2 AW 30 mL/4r A
DEBE

4) 2PEATRA (Child Pugh 2548 A, B X C OAFHEREREE) #A0FT 5 BE

5) =UTFH =TI T == RUoOR 5L AT 5B

6) A7V —=27Hi1HAUNUIERID 6 FUNOHIE (W TFhnEWIED) ZoMmoikR
WORE &2 TR

7) ILD OEHE BT FOWT N OIEFE R LI2E3: 7 & AMepi 4 BRAUNO 754
7V (AZA), Y7 uRARV Y, 327z /) —LABET=2F), ¥7al) LA, ROa)LF
azx7rA K (0CS) 20 mg/ BB XL OCSHAZA+NAC OFH, 7 & 2{LHT 8 LI D>
JaFRAT 7y IR, FUELMMEET6 WALRDOY Y F <7
HE . ERRdANC L > TRA/CTD OJERA 2 hr— L ENTWHEREIL, ERELERR
FIROEFTIRVERY , RIBBROKRI G SRS 5

8) 2011 D7 A U HMHESFS /3 — v Mg BARRER TS/ T 707 AU S
MEFEDOH A I H-S3E IPF L 2Man-BaE

9) LUTFOWTNMNIC L » TEERSIN D EKRZMERMENM S mEE (PAH) BE
a. ERA DAL T IREORRZE T b o —fE 5
b. WEDHOLH T —T WIET, RED 2 L/5/m2 LR
c. TRFORT ) —/ LR AF = L AIER O E VLB L35 PAH

10) SiRFAZE (K& ShEsRERIE FETO FEVI/FVC 25 0.7 Kii) 2MENL Th 5 B

1) JRBRET (OfM) EROFTRIZE D, ZOMICEERNICEZE Mo RENRO b b BE

) IS DOREERIEER 2o A L LT, aLrFazxTFuls N, TEFFFV L, Ia7x /) — BT
TxF), NNTEFALATA Y, UVFL~TF, Y r7akA77I R, Y70 Ry, 470l AAR
EENDD, TNOIZRESINRY, £, AMMEOFEEERD, B EMTERZ R OIAI ORI
FECE 72\ CIRBRH Y ERT 2SI L 7= BE IS OW I, B EiTER 2 FF o3 A o Flc X &AL ATRE

L7,
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EFRREZE 11 F85KER (1199.247 BAER) (&)

BN
BRoh

12)
13)

14)

fish O EE R A FAIHIR (WEERE, ZEOMKZRE) BROLNDLEE

OMERE (A7 V—=7Ri16 7 ALUNOIEE T CERRROEESME [160/100mmHg
PLE]Y, DS SIIARRERE) 26T 5 8E
UTFOWTINOHIY A7 26T % EBE

a. BENRHMERNEETD

b. BRHERVEMEE, BREAEOPRERE L (B I KT, B o e EK, ~
RYY, BT E), HEAVITEREOTIL/IORE GEE  PHHRREHED~ Y »
TR B OMERF O 7= OICBEIS U CEBT D~ 7 T v va [ FH98
U 24000 LU. s.c/H72 &1, HUi/IMRFRIED TR EER [72F 8 U FUERCK 325 mg/
H, XiZZ7 v 7L 75mg/H, XIER%HREOZOMOFUIL/ MR LR 8] IT5FAE SN
%) OREELELTHHEE

c. A7 U —=7Hi12 7 HLRO YL FRARER (CNS) FROBEARE

d. A7 UV —=2Z7R13 7 HLRIZRILUIIR, EErEEE (GD Hi i Gl &%, BEX
RAME T KRFIROWT NN YT DB

e. BEENTA—F 27 ) —=2 7T, EEFEFEELTr o vt (INR) 23222 5,
7o hr R (PT) KOVEMHALERS hu v R 77 2F VI (aPTT) OIEE (FEHE(E
FRO 15 FEE25)
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V. BRICEd 5 HA

EFRLREZE 11 F85K8R (1199.247 BHER) (&)

SUTH TR T BRI L L OETT U F AMEEN, =0T X =7 150mg L7 7
EARE 1 H2E, 2 EMKEAEE, EERADETME 52 BRFIITY, kO BEDIRBRET,
TGP IEOFRBICEE YT 5 F TR AR L7z, 150mg 1 H 2 BIE5 L350, HFEERIC
HIET DO, 100mg 1 A 2 B EXITRRO TR 2 e & L7,

IPFAADILDE2 u FEEER:
ENF20MU L. RT 4717 1B 552B%F TOFVCOERSFAE
U—=7Hi245R 150mg 1820 FBEIRHEIES:

Py B S L){PYICILD(D@?‘I&@ —. 1:1 528 DILDDY O MHIEE R (&
BREHLL. 20U~ 77 LI SELFTOMM. 528M DT
=T HE12nRLA FTOHM. #5528HBICBED
[CHRCTHO'REENT K-BILDEZIZDR—RS A
W3EE (n=663) hH5DZELE
AoU—=7 SV LI B5HR #EEHARS

' 0 52 &)
IPF : S5 MR BRI, ILD : ROTEMEAD B, HRCT : B HREECT. FVC : SSHATER.
K-BILD : King’s Brief Interstitial Lung Disease Questionnaire
A B HEWE, KipEhne, <otk
FEFHMIEE |52 D FVC O [ =

IRt H

52 WIRFIZ 331 % Kings Brief Interstitial Lung Disease Questionnaire (K-BILD) #&A 27 D_X— R 5 A
VInb DAL E, 52 EFOD L-PF Symptoms ML REE K A A 2 22T OR—2F 4 b OELE,
52 JEIFOD L-PF Symptoms Wk KA A L AT DR—A T A VinbOELE, 52 BREO%FVC DX
— AT A IpLOREYER AR 2 10% 282 5 BEOEE, 52 BREO%FVC OX—2A 7
AU PHOBAE FEE) 2 5% &2 2 BEOFG

Z D OFA
HH

TEERIIRE 2R T o ILD OWIEIAMERE Y 3381 £ TOHIM, ERIMASETOIET £ TOWHM

(A 2hPE)

FEIMER - 52 MO FVC 4R %
AFERTIX, HRCT O & — N2 HS S J@RIET T 2 M L, 2 DD co-primary FFHl4ERH &
LC, A% RO THRCT CEFHRMEMMAE (UIP) BERHHM L X7 —> R bn b BEE
M) #3E L7,
FVC OFERBID R EFRIZ, FVC DR—R T A 2 inb OB BOHR 2 RIR Lz,
AR TO 52 B O FVC OEMBRIZT T 2 AREE ((187.8 mL/AE) ([ZH_T=r T F =7
(-80.8 mL/4F) TIKEA /R L7z, FVC OFERJRAD RO ZITHFFMICHERETH Y (107.0 mL/
. [95%(EHXMH @ 65.4~148.5, p<0.0001]), =27 X =T NFVCBAEL T TR LKL T
FESTBIIZ 57%NH 45 2 & AR &7, HRCT T UIP BERRAE(L S 2 — o BB BN D EM T T T
BAREE (2111 mLAE) IR T=2 7 X =78 (829 mL/ARE) TIKEZ R L7=, FVC ORI
FOFEMZITHFFRICEE THY (1282 mL/AF [95%EHEXH : 70.8~185.6, p<0.0001]), =
TH =T N FVC D EE T 1R L g U CHRRIINC 61%M6] 42 Z £ /RS iz, FVC O
— AT A NSOV ECEOHERE T, 2 BEEZICIIHEE TENH M0, 52 B E CREF
FICKRE S FeoTe, BEDHTORER G EMPTOME L —H L CTRY, fROBEEMSHEGE I,

HANER 2RO 52 80 FVC DERMBARIL, 7 I B RBET2404 mL4E, =0 F X =TT
1483 mLAETH B, BERIZEIX 92.1mLAE (95%fEHEXH : -10.7~194.8) TH o7z, HARANEHAA
LIS D E A SR O S BAERBED p E1E 0.7506 T, EBERBEIC RO R EIEILERD &7
Moz, HRCT T UIP BRI N Z — U BB b D BARNERM O 52 B O FVC O FHEA R
X, 7T AR T257.1 mLARE, =0T X =7 FET-163.6mLAETH b, BERIZET 93.6mLAFE (95%
fEHEXH:-31.8~219.0) TH o7z, HARN & BHARANLISOE 5 R O 2 BAERRE O p fEiX 0.5605

T, EoEHRICR O EMRITRRO bhiinoT,
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(k)

SHRERIZH TS 52 BREID FVC OERBBALE (mLFE)

7T R =T R =T R
SRR G451 331 332
FVC OAFM D (EHERE) | -187.8 (14.8) -80.8 (15.1)
[95% 15 X [H] ] [-216.9,-158.6] | [-110.4,-51.2]

TTRREEL DD (AR E)
[95% 5 #E X [#]]
p fE

107.0
[65.4,

(21.2)
148.5]

<0.0001

N—2X7 A (mL)

2321.1%+728.0

2340.1+740.2

#5552 HEE (mL) #2

2157.8+733.0

2271.8+783.0

Zfefi (mL) "2

-181.1£220.0

-75.1£250.8

SR R E(R

WD) BEEMDE L LTRER, HRCT NZ— 2 ROMN—ZXF A LD FVC [mL], W

T A MEXBEEORZ AR & D=7 v & MEEKRRET VIS,
E2) 77w REEn=274, =T X =7 % n=265

—e— Z T4 =7150mg1 H2E

(R HHE X R O 28 BAEH R OV — 2

204
e o o F5uHK
S T —
g 0
=~ -100 )
o 2 e
B ool -
a -180 4 ?
200
220
240 4
260 1 . .
BL 2 4 6 12 24 36 52
Q5N (8)
WA
TSt 325326 35 320 311 296 274
ZUFHZ7W 3263032 314 298 285 265
LREFIZETEIR—RSA U HERE 52 ABETOH FVC OFHELLEDHT (FHELZ
HERE)
HRCT T UIP ##g# 1L/ N2 — U H LN B EFIZE TS 52 BED FVC OERFELE (mL/4F)
77 v REE =T =T
LIRS el 206 206
FVC ORI ED (FErEREZE) | -211.1 (20.5) -82.9 (20.8)
[95% Z FE X 4] [-251.4,-170.8] | [-123.7,-42.0]

TIRRBEL DFEED (fEAEREE)
[95% (5 HH X [#]]
p fiE

128.2 (29.2)

[70.8,

<0.

185.6]
0001

N—2F A (mL)

2373.61+720.1

2363.41+762.9

5 52 #EE (mL) "2

2210.5+713.7

2301.4+814.2

LB (mL) 2

-197.9£237.8

-68.7£240.8

AL AR

ED BEENRE LTERER, ~—2T4 UBOFVC [mL], WG X RO L AIEA R BNR—2 T A il XIFH O %
HAERZ G027 v & MABEIRE T TS <
1L2) 77 &FREn=162, =7 ¥ =7 n=160
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(T2 1E)

FVC ZitE (mL)

T
BL2 4 6
BER

I5eRE 20 2w 20
SUFA= TR 203 200 199

—@— = TFH=7 150mg1 B 2[@
O TSR

1

- T
12 24

-
36

REHE GA)

197 190
193 180

HERE)

176
171

BARAEH£&KIZE T4 52 BEIO FVC DEMBAE (mL/4F)

52

162
160

HRCT TUIP R/ — U NB OGN BERIZEITER—X 54 U b5 528 ETHFVC
DEHELEOHTE (FHELE

HAN FEAARN
752 REE ”/%5”7 72 REE %/75%7
ERSEL 56 52 275 280
FVC ORI RY (EYERE) | -240.4 (36.9) | -1483(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

1Z35<,

1) BEEZSE L CHRCT X% — 2 R ONR—RA T A VD FVC [mL], 7> & L3058 U CREMBIOU A RO, Eouc
NR—R T A RED FVCXIFE], B G X ERAr 5, Be Gk X o6 X R O R HAEM & & w127 v & MREIERE T v

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

)
AARA FHAN
U, =T H =T e =T H =T
75 R B 7T AREE 2
iERSEL 45 39 161 167
FVC ORI R (EYERE) | -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]

TR AREEE OFED (FEHEREE) 93.6 (63.7) 135.3 (32.6)
[95%/15 #E X [#]] [-31.8,219.0] [71.1,199.5]
RHAEH p 0.5605

) EESRE LTR—=RF A VIO FVC [mL], 7 v & L08R & L TRERERBIOEI R KO, IWNZ~—RF A KD FVC
X, B GRE XA, B G- BOCGR R X MR O R HAEM &2 & 7 v 4 MEREEIFET M EES<,
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(BZhE)

BIVGHIE R - 52 D K-BILD A AT DN—ZXF5 A4 NS OB LE:

K-BILD #8227 Ot \mEFRKITRF LT,

SREATO 52 IED K-BILD AR 2 7 DR_X— R 5 A b OB EIE, =T ¥ =T8T
0.55, 7T BREET-0.79 TH Y, BEMZEIT 1.34 (95%EHEXRE : -0.31~2.98) TH o7,
HARNEMAKRD 52 D K-BILD 82 27 DR—R2 5 A U SO, =vF¥=7
BET-001, 77 BARBET-067 THY, BEMZEIT0.66 (95%FHEXIH : -3.02~4.34) ThHoT-,

52 BED KBILD MR ATFDR—RASA4A UL DELRE

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

K-BILD ® 2 271 0~100 OFEFHTH Y, 100 i35k b RWVERDIREZ KT,

WD) BEERRE LTR—=RT A AH, HRCT /"% —, SKbe, HGHEXCRBEOZZHEAEN, R—2 7 A AEXKBE O HAE,
BHEDOT U H DR EEDTLIRETT VRENEIZIES L,

#2) 48 Eopll

ABAAEALKIZEITE 52 BEDKBILDMAITDR—RSA U LNDELE

7T AR =T = TR
iERSEL 56 52
K-BILD &2 2 7 OZAb &Y (HE#ERR) | -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 2271 0~100 OFIFH TH 0, 100 i35k b RWVERDIREZ T,
) BEESHFELE LTR—RT A UfH, HRCT /3% —, KB, #EGEEXCRBEORZEAEM, N—2 T A Al X KBEDZZHAEM,
BEDOT L H DG RaEORAETT VEREICESL

BIREHMTE H : 52 @D L-PF Symptoms KA A LV AT 7 DOXR—=RF A4 N HDOEE

L-PF symptoms FEIE KR OEHK R A A > 2 a7 ORX—RA T4 I OE\bBEERITR LT,
REEFIZIBVT, L-PF symptoms FFGAIEE R A A 237X, WEGHEBN—ZF 14 0 b
S2EMETHM LT, FERIREEOE L, =0T X =T HTIIT T2 RBIZEBHE TR o7,
I B DRERIZEIT-3.53 (95%(EHHX M : —6.14~-0.92) TH Y, =2 T & =7 | TPk R EEE R
DOEALE T T RIS TELE D Z EARB SN,

L-PF symptoms BZHk K A A > A3 7%, 52 @IFIC=0 T X =T RETIER—=A T4 U NnHbT 0
B LIzoizt L, 7T BRBETIER—ZA T 4 UL LT, EHE L EORERZ13-6.09 (95%
BHEX 0 —9.65~-2.53) TH Y, =T X =7 BNEWIEROE(E 77 2RI CHIET 5 2
EWIRENT,

HA NS 2K C, L-PF Symptoms FEUZAISE KX A > 2 a7, 52 BRFICHEBEEREE HX—X T
AUNLEEI LT, 52 EEONR—RT A b OB ELRET, =T X =T8T 5.00, 7
ZBARHET 8.95, FHEBEMZ1T-3.95 (95%(EHXH] : -8.98~1.09) ThH o7z,

L-PF Symptoms "Mk K A A > 2 a7 (X, 77 BARFETIL 52 BFICR—RF 4 Vb L7Z0l
XL, =T =TT ENE S BT, 52 BFFOR—RF A i b OFEE A L&
SVTH=TRET38, T EARRET 847, BERIZEIT-11.65 (95%E#HXR : —19.05~-4.25) T

bV, =T =T RGO LM L. Z AR,
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()

52 ;BB D L-PF Symptoms OMEFEHERUVEH KA A VXA TDR—XZA U 6DEILLE

77 R =T =T RE
AT 6t B2 051) 323 329
L-PF Symptoms FEU RIS K A A
N2 T4 UPEOELETY (FEREREE) 7.81 (0.94) 4.28 (0.94)
[95% 15 X [H] ] [5.97,9.66] [2.43, 6.14]
TTRAREEL DD (EHERRE) -3.53(1.33)
[95% 15 X 1] [-6.14, -0.92]
p fE™=? 0.0081
L-PF Symptoms BZMk K A A >
N2 T A UPDOELETY (FEAERAE) 425 (1..28) -1.84 (1.29)
[95% 1 X [#] ] [1.74, 6.76] [-4.36, 0.69]
T RAREEE OFETY (EYERE) -6.09 (1.81)
[95%fZ X [H] ] [-9.65, -2.53]
p {2 0.0008

L-PF OJERD KA AL 227 OFFIZ 07235 100 THY, A7 BEWIEERERRENT LE2RT,
WD) BEEDRE LTR—=RT A MH, KBE, BHREXKEORINER, _—R T A AEXKBEORZANEM, BEHEDOT & A

IREEDIRAET NVRKEREICHKSL,
H2) 48 EopifH

BAANEASKIZE TS 52 88D L-PF Symptoms DIFIRR#ER VB KA 4 XA T7DR—X
SAVHILNELE

7T R = T H=TRE
ERSEL 56 52
L-PF Symptoms PRI K A o1
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 FE X 4] ] [-8.98, 1.09]
L-PF Symptoms "Wk K A A >
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, 2Aa7BNEWVIEERENRE N LE2ET,
) BEEDRE LTR—RAT A H, KBE, BGREXKROLZENER, R—2 T4 MEXKROLRENER, BEDT 5 L%5)
BEEGORAETARENEICHESL,

BIVGEHIIE R : 52 ABEDO%FVC DX—Z 5 4 UMb O %R ki) 2% 10% 30T 5%% 8
25 BEOEE

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

EHREMICBWT, S2HBEBEO%FVC DR—2Z A4 UL O R (FIXELE) 2N 10%%2 B2 5
BEOEIAIZ, =T X =78 (40.7%) TF T EREE (489%) L VIE) -7, A v Xt
0.70 (95%EHEX : 0.52~0.96) THVY, = T X =T NS FTERICHF L TRV &R LT,
FVC LARVZ—, T35, %FVC O E FEXZE ) 23 10% %8 2 oo o BE0RE
E=V T X =TRECT T EARREL Y @ooTe (59.3%%F 51.1%) .

52 ABEEDYUFVC DR—R T A B DD RN 5% a2 B2 HBREDEIE L =0T X =T (52.4%)
TT 7R EE (68.6%) L VIR, A v XX 0.50 (95%EEXM : 0.36~0.68) THH, =

VTE=TNT TR L TCRWI EERLTE, FVC LARUE—, §772b5, %FVC O
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EFRREZE 11 F85KER (1199.247 BAER) (&)

(HZhE)

FHMEERE) DB S%EBIRDomBREOEEEI=V T X =T TT 78R BEL Y &ho T
(47.6%%f 31.4%) ,
AARANSEMABIKICHENT, 52 BEEO%EFVC DR_R—Z T A 96 DDA 10% %82 5 BE0E
BlE, =T X =TT A404%, T ERETS51.8% TH Y, FHEA » XL 0.58 (95%ZHEIX [ -
027~1.28) Th-o7,
52 BEEDO%UFVC DR—2F A inhOWD RN 5S%E2 B2 5BEOERL, =0T X=T8T
59.6%, 7T EREET69.6%TH Y, FHEA Y XHiX 0.61 (95%FHHEXM : 0.27~1.38) Th-o7=,
52 WIRFDO%FVC DX—RAF A 2 3B ORI ZEN 10% % B2 720> 2 BEHEOEE, 5%%BZ
R EIEE, TR T =0T & = TR CRERICE o T2,

52 BBED%FVC DR—RXASA4A U5 DFLE (HBAELE) N 10%XIE5%FBZ 5BEDEE

A )Y =T H=TRE
AT 6t B2 051) 331 332
%FVC D=2 A b O H (B L) 25 10% %8 2 5 B
BEH (%) 169 (51.1) | 197(59.3)
7T RERT D A AEEY [95%(2 18 X ] 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
BEH (%) 104(31.4) | 158 (47.6)
7T REIRT D A REED [95%(2 18 X ] 2.01 [1.46, 2.76]
p ™2 <0.0001

S2HREDT —ZNRMTHLBEIL ) Y VAR A — L BT Uiz,

) HEEROMER L L TR—RT A4 VO%FVC, 2 fEIER L L THRCT XY — 52 ED-r VAT v 7 BIFET VT
o<,

H2) 48 EopifH

BARANEFASEIZEITS 52 BED%FVC DR—XS54 U5 DFEDVE FERELE) A 10%X
X 5%%BZ5EEDEE

TIRREE | =T A =TRE
ERSEL 56 52
%FVC D_X—RF A D O (R bE) 2 10% %82 5 B85
BEH (%) 27482 | 31(59.6)
7T R RBHIT B Ay K [95%(ZREIX 1] 1.71 [0.78, 3.76]
%FVC DRX—Z2F A b D3 (A i) 28 5% %z 588
BEH (%) 17(304) | 21(404)
7TV RBHIRT DA y K [95%(EREX ] 1.64 [0.73, 3.70]

S2EREDOT — 2 BRPWTHLBHEIT ) Y VAR F—L Bl Lz,

1) HgEOHERL L TR—2T 4 VO%FVC, 2 fE#ZE#m L LT HRCT N4 — 2 2EH-n Y AT 4 v 7 BT T ik
3<,
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ZOMOFHEIE R : FEBREIM 2R T ILD F)E AN E I £ TR

ILD #E &M E I £ TOMIMZ2RITR Lz, ILD OWEIZAMIEE X I £ O D

Kaplan-Meier Hi#f & XIZR L7z,

BEERICENT, JBEEBRHIMAE T ILD OFRSMEBE IR CICE T EBEOREIF= T4
=78 (13.9%) TT7vREE (19.6%) X YV{&)-7-, ILD #EIEVEME Y 3BT £ TOHIB O
T BRI T D — R 0.67 (95%(EHEXH @ 0.46~0.98) TH VY, ILD OFJEIZMEIEE
IFHTED Y AT = T X =T HTT T REL D 33%ENZ RSN,

BRI EAD ILD FIE 2 EEEXIFETF TOHME

TIRREE | =T A =TR
AT 6t B2 051) 331 332
A NFEBUH (%) 65 (19.6) 46 (13.9)
7T RBHI T D — RHED [95%(EHEX ] 0.67 [0.46, 0.98]
p E*? 0.0387

H1) #HEROEEZ D, HRCT 3% — > TERl L7z Cox BlfEF MICHES<,
1 2) HRCT & — TR L7c@hle 77 v 7 gl 3ES5< 4 H Lo p i

= <
(F2hE) B

: mm—

< %9'%_,% -a.m..__.mLR

= 80 Wy

= s -

5 o ey OB 0

—

E

g

4 60

[=]

=

H

&

b

T 44

H

3

£

£

=

T

=

2

Placebo
Nintedanib
gL Censored At 52 weeks
T T T T T T T T T T T T T T T T
0 60 120 180 240 300 360 420 480 540 600 660 720 780 840 900
Time ro first acute ILD exacerbation or death [days]

Number at risk

Placebo 331 325 320 314 311 302 298 290 252 171 121 71 5 13 ] 0
Nimedanib 332 330 325 318 314 309 305 303 268 194 127 81 3B 4 1 0

BEBRYBEAD ILD OWEAMEEXIFIET F TOHABD Kaplan-Meier 7R v +
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(F2hE)

ZOMOFHIEE : BB K TOIE L F TOHIM

W E COHM 2 FRITR Lz, LT F TOHM D Kaplan-Meier #iff % XKIZR L7z,
EREMICBNT, RREMEE THETICE-ZREDESII=0 T X =7 (108%) TFI+&
AEE (13.6%) LV oTc, ECETOHMOT T v RBECHT D2 — RIIE 0.78 (95%f5HH
X[# :0.50~121) THY, TV RITF=V T X =THTT ITERELD 2% KN 2 ERRIBS
niz,

BRAMEEDIET F TOHM

TIRREE | =T H =T
AT 6t B2 051) 331 332
A NFEBUH (%) 45 (13.6) 36 (10.8)
7T RBHI T D — RHED [95%(EHEX ] 0.78 [0.50, 1.21]
p fE™=? 0.25944

H1) #HEROEEZ D, HRCT 3% — > TERl L7z Cox BlfEF MICHES<,
1 2) HRCT & — TR L7c@hle 77 v 7 gl 3ES5< 4 H Lo p i

100 4 — —
— = .

Taplan-Meier estimate of death [%]

Placebo
Nintedanib

od ©  Censored At 52 weeks
T T T ! !

T T T T T T T T T T T
0 60 120 180 240 300 360 420 480 540 600 660 710 780 840 900

Time to death [days]
Number at risk

Placebo 331 331 318 329 324 317 312 306 268 183 129 81 35 14 0
Nintedanib 332 330 329 326 322 317 315 311 273 199 129 B4 36 14 1

BRIMESADOR T E TORRBOD Kaplan-Meier 70y

==

(Z4a=tE)

1199.247 HER OG- 52 BARICEB W T, AEFRRORAEEE, VIR HLO= T X =TT
89.4% (296/331 i) K Tr95.5% (317/332 #5)), RIMEROFBEIGIZ=0T ¥ =T N T 7 2 HRRE
DRI 2ETH -T2 (FT7'/ARRE : 38.1% [126/331 5], =2 T X =78t : 78.9% [262/332 #1), &
ERAEFRGORBABIAIL, TIBRHERO= T =TT 33.2% (110331 ) KT8 32.2%
(1077332 f5) Tdh o7z, HIICESTAEERORERESITT I BRETS51% (17/331 §), =
UTHE=TRET33% (117332 6l) THhoTz,
5 2 EMRICBWTRLEL AONTEAEEFRIIBENRSED [HEE) THv, 77X
BT ART=o T X =T HEDIE I BNEo 7= (7T v RRE45.0% (149331 6], => T X =7 R :
80.7% [268/332 1), 7T B REECHNT=0 T X =T HTRERBEENE P - ERAEEELRIT
FEAFED TFRI (23.9% [79/331 1] %F 66.9% [222/332 511), TH.L (9.4% [31/331 i1 %F 28.9%
[96/332 %1), Tm&r:] (5.1% [17/331 6] %F 18.4% [61/332411), THEH1 (2.4% [8/331 #5111 it
10.2% [34/332 #1) e ON T EJEERsE ) (1.8% [6/331 ] %t 9.0% [30/332 f51]) T o7z, £7=, TALT
) (3.6% [12/331 6] xt 13.0% [43/332 #11), TAST ¥8h0) (3.6% [12/331 f5il] %F 11.4% [38/332
F1), TREREAD ] 3.3% [11/331 Fil] %t 12.3% (41332 61]) &7 IR TC=0 T4 =7
FECRBEG N ED T2, THIOIZE A CITREIIFEETHY, EELREINTZ DO
EAERPoTe, =T H =TT TRERBA LIZEFEDOL (70.1%) 1T, T?‘ﬂ@%ﬁfﬂ?&%:‘/
TH =T OWEX TG ILIEES2hoTc, FTRIOXKN: (77 'AREE : 74.7% [59/79 #i],
UTHE =T 882% [195/221 fil]) TIRERIE L ORRBURNEE SN o1z, ””*EIUV%ET
b MG SN EERAFERGT (M, il K OWRREE ) (19.3% [64/331 5] % 13.3%
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BRI R
(Z4=fE)

[44/332 51]) T o7z, ZD 5 bk bREBEIGNE M- AT [REMREE ThYy, %
HEGIL, =0T 4= HTTITERBEL V&N -T2 (94% [31/331 B1] %F3.3% [11/332 #i]),
WP OBET 2B LI A SN EICE T ERAERRIT, =0 T X =T HETEKED 12
PERE R4 ) (3/332 f51), THfiZe) (2/332 ), TRIVEMEMIZER]) (2/332 61) KON MRER A4 (2/332
Bl), 7T BRBETIHEARTED TFEMEMER) 4331 61), A4 (4331 61) KOV Thi%k)
(1331 ) TH-oT=,

BRI EEICB T A AEHREORKRIL, ®E5 52 @AEOFT—F LB LT\, EFHREGICLS
IR OB > TPHEND EBY, AEFROFRBEEGIL, 52 B TOREEZORKI
BIE LV EDoTz (FTBREE:93.1% [308/331 4], =T % =R :98.2% [326/332 5],
BEWERHORBREX, =0 T ¥ =TBTT 78 RHEOR 2 % Th 72 (40.5%[134/331 ] %f 81.9%
[272/332 f51]1), EBEERAEFTLRILT T B AREE 49.5% (164/331 ), =2 T & =7 44.3% (147/332
Bl) THY, HEICETAEELOERERL, =0T =T TTIvRBEI VKN T=
(10.9% [36/331 #il] %} 6.3% [21/332 f511]),

TR 2R TN L < ADNAERST, ML TG 52 B L REET, SEBIRSE TR
HEGNRbENST-DOIX THIBEE] (77 B AR 49.5% [164/331 1], =T ¥ =7 : 84.0%
[279/332 B1]) Thotz, FITHERBHCHR T2 T ¥ =T CTRREIENE - - ER ARG
i, TR (25.7% [85/331 Bil] % 72.3% [240/332 $i1), TEEL ) (10.0% [33/331 5111 %F 30.1% [100/332
F1) KO TEH-) (4.8% [16/331 6] xf19.3% [64/332 fil]) Th-ote, £z, EEEE] (6.9%
[23/331 fil] %} 16.3% [54/332 f5il1), T{RER ) (5.4% [18/331 f5il] %I 14.8% [49/332 1), TALT
N (3.9% [13/331 ] %I 14.8% [49/332 1), TAST Hihn1 (3.9% [13/331 511 xf 13.0% [43/332
B]) OFEREEL TR T2 T =T HOIE I DNE N, =0T X =T HTEL
ST RIEANIZEEATED T (18.7% [62/331 4] 5t 64.5% [214/332 411), L) (5.7%[19/331
B %F24.7% [82/332 111), TEM:] (2.1% [/7331 $] %F 13.3% [44/332 %11]) TH o7, 2FERIK
DHECHRBEENE P EERAFEEGUT, [MELER, MR L OMMEREREE ) (28.1% [93/331 fi]
%t 19.6% [65/332 1]) Th oz, WEICEST-HEERIY, =07 X =T B TORBEGNE)
S TN FEAGE T TRMERE AR 4] (0.6% [2/331 fil] % 1.5% [5/332 %i]), TRERAR4) (1.5% [5/331
BT %k 1.2% [4/332 1), TRVEMEIGEEE) (2.1% [7/331 611 % 0.6% [2/332611), (%) (0.9%
[3/331 #il] %t 0.6% [2/332 fil]), RO THi#RHERE ] (0.0% [0/331 f5il] %f0.6% [2/33241]) TH

-7,

AARNESER OBE 52 BBICB W IEEAEDBETHERELNR LN (7T REE:100%
[56/56 Bil], =7 X =78 : 98.1% [51/52 fl]), BHEAORRENGIL, T vRHELIV b=V
FHE=TEECE o7 (37.5% [21/56 111 %F90.4% [47/52 1), BEALAERLOFHEEISITS
FSERELIV b= T HE =T EDITE D BTN - 72 (48.2% [27/56 1511 %F 36.5% [19/52 5111) .
WCILESTEAEFRII = T X =T HTRE SN o7 (7.1% [4/56 1] %} 0.0%)
AARNEAHER O E 52 BEICB W T, &b L AL NEAEESGIINE IR EO T8 15k )
ThV, TIERBICHAR T T X =T HOIE I RNEr o7 (FTBREE : 46.4% [26/56 1],
ST H TR 942% [49/52 B1]), TR ARBHCHAR T T A= TRECTRBEIE N &N T
TR EEARGEN, AT (32.1% [18/56 ] %f 78.8% [41/52 #111), H.Lvy (1.8% [1/56 Bi] % 28.8%
[15/52 f511) RO ThgM: ) (0.0% [0/56 ] %f 15.4% [8/52 1) ToH-7=, £7=, TAST B0 (1.8%
[1/56 B1] >t 15.4% [8/52611), TALT #9hn) (1.8% [1/56 51 %t 13.5% [7/52 f511), TIAERA ]
(5.4% [3/56 f] xt13.5% [7/52 1) KO THFHREE T (3.6% [2/56 fil] %t 25.0% [13/52 #il1)
DORBPENEG L=V T X =T HOIT I DR oT, B RKSBH TR L HESN-HERASE
HHIT TERER, MERE L OWERRRES ) (37.5% [21/56 il % 23.1% [12/52 fi]) ThH-o7z, b
Z L WEINT-EERAERGIIILATED TMEMEMZER] (32.1% [18/56 #i] %f 11.5% [6/52 f5])
Tholz, WEILEST-HEERIIS T RO 4 G CHAZED TRVEMENES] K] TR
Re] BRESNTZD, =0T X =THETIERLNR -T2,

HARNEMIZBT 2 1RBRHSEROFEFRZORBERIL, &5 52 AR OFEFEZORIUH A &
BBOhh—# LT\, EHREICE2BBEHMOEIMItE- CPHlEnD B0, BEFLHD
REEGT, ®ES2BEBOBREEG LIV E»o7 (FT7RFREE 100% [56/56 ], =T 5=
TEE D 100% [52/52 11]), BWEHORBEIGIE, =0T X =78 (942% [49/52 ff]]) TF TR
B (39.3% [22/56 Bl]) D2 (EBTHoT-, BEERAEFRORIEEX, 77 B 64.3% (36/56
B, =T H=TEE558% (9/524) THY, HTICESTHAEFROREREEIT, IR
B 14.3% (8/5615)), =T X =71 0.0%Tdh -7,
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BRI R
(L)

HARNEMIZE T 2RI SE Tl L < AN T-AEEFHORBMENL, &5 52 &R
BOR—HL W &b L ADNEAERRIIBERRDEO HIHREE | (777 2 HREE:58.9%
[33/56 5], =27 X =Tt :96.2% [50/52 f5l]) ThH o7z, =T X =T THEEIGNEN»-
ToFEAGEX, TFH (35.7% [20/56 {511 xt 84.6% [44/52 %11), THEELy) (1.8% [1/56 5111 %t 28.8%
[15/52 511) R O® Thgek) (0.0% [0/56 6] %f 15.4% [8/52 611) T o7z, £7=, TAFHERERE
(3.6% [2/56 1511 %F25.0% [13/52 f511), TAST H8hn) (1.8% [1/56 1] %} 17.3% [9/52 #1]), TALT
I (1.8% [1/56 Bi1] %t 15.4% [8/52 #il]) KO MEERA | (5.4% [3/56 #il] xf 13.5% [7/52 1)
DORBENEGL T T ALV =0 T ¥ =T TR T, ROBEHRFENEN - HERAEFR
G, WREE BICERE IR T MR 2R, MElds L OMERmmE ) (50.0% [28/56 fil] &F 32.7% [17/52
Bl THY, mHEL<HEINIEARTET TMEEMER) (44.6% [25/56 ] %F 19.2% [10/52
#]1) Tholz, I BRHETHRE SNERTICE-T-AEFSRIL, HATED REMMZESR] 2
265 (3.6%) G STV G 16 (1.8%) TOHRETH-T,

IVIL Ze4tk (A EoiEES) (BT 23E 8. RIER &I HBIRIER A BUEE K O R R
R 5 22W4D2 L,

BRI R
(&)

7T R PRERR L [F S T AERER (1199.247 3BR) 1I2BWTC, =T ¥ =7 REICBIT 5 FVC O
AT T T B REE & TR FIICAEEIZ/NE <, HRCT T UIP BERHE(L S 7 — 2 3
LNDEMTHRBEOREENE LN, BESHIC LV EEMESHR Sz, £z, timeto event D
FHMEEE TIX, =T A =TI X DR EEETRERNICEROSH DT 7 N LA X2 R IH S
N, =7 X =7 PF-ILD OH#ITEMHIT 2 Z AR ENT, BT, =0T X =T7&E5I12LY,
HERED R 7 4 v FFHND & LI, BEOERIER CEENRD LNE,

ST =T EETCIL AN AFEFRRL, TBBEES) BT 5285 (F/, B, EH) <
HY, 1FEAERBREUITEECTH o, £, WHERLEFORREAI=0 T X =THDIZ
IMEMDOTEN, 1FEAENRERL BIET 52, IRBREO PR, BEXITHPIRCI Y EELE,
PF-ILD BE CH LN = T X =T ORENET 17 7 A WL, SAFRETH B h SUTARSEE T4
L2HFEGEDHRTHY, HRPICREE 258l et EoBREITAE Lo T,

PLEX Y, PFILD BFIZKT A= T X =T OREIE, XX 7 4 v R U AT % ERISH MR
BECThHDHI ENREINT,
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V. BRICEd 5 HA

2) REMHR
IPF (38 MBI

2 DO I AHFER (1199.30 AR & O 1199.31 548%) , 2 DO 5 T FHEER (1199.32 38k & OF 1199.34
AER), 3 >OIFEMmMk GRER (1199.33 3R,  1199.35 AER & TN 1199.40 #klR) OREZE £ X2
R L7z, 1199.33 3RER I 1199.32 3R & OY 1199.34 akBR Ofkfe 56 5588k, 1199.35 5BR1E 1199.30 5
BR OB 5aBR, 1199.40 5RBR X 1199.31 iRBR Ofkc it 538 T 5, 1199.35 7R X Y 1199.40
FRER O G BRI OV TR, el OKEERY) D7 DT — 2 [EER A £ TITIUEE
SINTeT =2 IS BEMEDORERZ T,

51 AR % 111 FEE5R
1199.30 35k 1199.31 Bk 1199.32 35k + 1199.34 35k
HELOG HARANICBITS . 5 Je V22 2k
= e N OSSR BN RE
s\ FAE e P T == RO O
N 72 nk, 52 1S N Z & Mk, 52 08H
N |
E2H
ERTHRERE s
#
w 1% N . N
?En i 1199.35 35k 1199.40 35 1199.33 35k
%% FraeX iy A0 EErIliR etk reexiun
if P 7 = RO
—> BEOWHN
* 7 == R IENERB
i e 7 == ROFRH
RO E
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V. BRI 5HE

<HAANROSNEANT =5 >
51t itz 55Xk (1199.33 EAER) 718

By

1199.32 3B X 13 1199.34 3RER TVRBRIE D 52 W 5 L BRI 2 58T L 72 IPF B3 2 X 5UZ,
ST =T REYRERE L L 2 0REERET D

BT YA

BILA, FEEM, ZhiaxdLlE, [ERRILFE, ki 5 alik

S it ]

23 7 1E 166 fiigk

PSES

1199.32 3 BA NI 119934 R T= 0 T =7 L7 v R0 52 WG & B E M 252 T L
72 IPF (835 734 Bl (=2 T X =T ki 58E - 430 6, =2 7 X =7 HR&L 58 : 304 1)

BTk

1199.32 FBA X 119934 RBRIE TRRC =0 T ¥ =7 X7 7 B AR 150 mg 2 5 SN TV BFIC
i, =74 =7150mg % 1 B 2 BIFEAH S, 1199.32 3B T 1199.34 HBRFE i FIHE L, #%
TRIZ=UT X =T L7 7R 100 mg #H5 SN TWZEFIZIE, =074 =7 100 mg XX
150 mg % 1 H 2 R A&E,

BEHEITIED T ST, BEOHLAICL D PR P BB AHT 5 ETRAKEGT 5, B,
150 mg 1 H 2 [\ G THEMENRG TRWESIE, 100mg 1 H 2 ENTJE 355 F W% w6e
L7,

BRLEEE

Ao (EEEHRER ; BER L), Latk

BRI R
(FrantE)

RRAEHMETE H : FVC BB R
192 BIZHIT D FVC ERBADRIL, =0T X =Tk 51T 145.0 mL/AE (GEYEREZE 0 58), =
UTF R =TS T 119.7 mLAE (BEYERGE £ 92) ThoTo,

(2tE)

IRE@H MO D REIZ = T = Tk SR T 302 U H (BEYERZE © 16.0), =0T X =T HHH
H#T274 7 A (FE¥ERE : 17.0) Tholz,

HERRII= VT X =7 5 EED 98% (422 $11/430 ), =2 7 X =7 HRBEE5HED 99% (301
#/304 Bi)) \ZH BT, BERAEFERITI= DT X = TR GEED 70% (300/430 #)), =2
=T BB ERED 68% (206/304 B) \ZAH Bz, HGHIRICESTEFERRI=0T X =Tk
IR EHED 40% (172/430 1)), =2 T X =T HHRBEGHED 46% (141/304 ) (AR BNT=,
BLEL HAONTEAEEGITEATED [T T, =07 & =Tk 55 CORIEIL 60.1 [4]
100 A « 45, =0T X =7 FER SR CORBERIT 712 [E/100 A - F£TH o7z, KHFBHEIEHN
FWEE R IEICE > G EELE, EAEO THIEMEMRHEE (FURBOE(L, TR OHEE L
Gte) | T, =T H = TR GRED 11.9% (51/430 ), =T & = T HHH 5RED 14.1% (43/304
) lZH T,

ALT KO/ X% AST DN EEHEME EFRD 3 5Ll B &2 R LT B 1T =0 7 # = THke i 5/ED 3.5%
(15/430 B)), =27 X =7 FIFEERED 6.6% (20/304 f51]) (ZH BTz,

(F&®)

ST R =T OREMET T 7 A VTR EOBRKRBR THE O L FETH Y, IPF BE X
THZUTH =T ORMNEGROBRENRENT, =0T X =T OEMNREORBELEZ LN
HE T EREGIIRD LN T,
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V. BRI 5HE

<HEANT—H >
% | FRETIR 5588 (1199.35 FE&) 19

By

1199.30 SBR & 52 T L7z IPF BBE ZRRIC, =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 iR 252 T L 7= IPF 34 198

BTk

1199.30 B T & [ UHEME (=74 =750mg1 H 18], 50mg1 H 2[E, 100mg1 H 2
BT 150mg1 H2[E) ® FHLLIF=>F ¥ =7 150mg | B 2 W& &%0#% 5, #&5HI1ZED T
6T, BEOFLIZLD2HPIECHIEEECEH T2 ETRAKEG T 5, 0B, 150mgl H 2
B GRECRRMEN B CTRWIEAIE, 100mg 1 B 2 BB TE 5 hilr 2 rlhe L Lz,

BRLEEE

HE (EEFHMEEE ; FVC OFEMBUDE), Lotk

BRI R
(L)

SR HIRNIE 28.11 B H (GEYERZE © 18.14), FRAEIX 27.18 B H TH - 7=,
HEEGIIEE D 99.0% (196/198 f5]) 1A b, BHWERIZEE D 63.1% (125/198 #i) IZAH Bivie,
HERAEFRITIEED 67.2% (133/198 ) 12BN, TOEIIABREE L-FERFLTH-
T2 WTICE S TZAERTLITHEAD 293% (58/198 #) 1B bz,

BEHEL AONT-HEELRT, BERRSETIX BYYER X OZA R (72.2% [143/198 #1]),
WNT THIGEE] (66.2% [131/198 #i1), TREkEs, MR L OWERREEE ] (62.1% [123/198 £i]1)
T, FEARGETIE TTHI (54.0% [107/198 f51]), THREFSVERTRAEE (KB OB, TR UMEE
ate) ] (37.4% [74/198 #]1), T&E XKl (23.2% [46/198 f4]]) Th 7=, BBEEDZL S I1ZFH
ERTH-N, BEXIPEET, =0T ¥ =7 0% R UTEEICL Y EE L, &%
BREENEOEERAEEFST, [y, Wk K OWEREE ] (39.9% [79/198 fil]) T, &
T NEYER L OFAERAE] (19.2% [38/198 #il]), TERESE] (14.1% [28/198 f5il]) THhH -7z,
FEARFE Tl TRRRMEMRRHERE | (27.8% [55/198 fil]) OFRBLEIG NIk bE o7, BEEZR TR,
MR L OGS OB A 12136 (6.6%) 12, BEEZR [(&MH) OAFEIE] X446 (2.0%)
IZH BT,

ALT OV % AST S EYEME EIRD 3 5 LA E& R L2 B3 1E 8.1% (16/198 fil) T, 2.0% (4/198
B) ITFEMEE ERROD 55 LL EAR LT2AY, Hy's law 252729 BE TV o7z,

(L)

HEFGIIM L CTEEPEIXUIFIEIC X VAR LOTH Y, IPF BE T =074 =7
DABMEPHERTE T, =V T =T ORYBRGORBELEZ ONDIH - AERFLZIIROLN
2o Tz,

) AF|OEBENT-AYE - AR @Y, A= 74 =7, LC1E150mg % 1 H2[E, &« 8%
BAfkb45, vk, BEORBICIV=FF =72 1L T1H100mg » 1 H 2[5 ~FRET 5,
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V. BRI 5HE

<HARANT—%>
1 IR EEER (1199.40 HER) 20
o 119931 SBR A 52T L7 HARN IPF BE A KRIC, EA T == RURIICINA =7 % =7 150 mg
1 A2 FEHEGREOIRER VLT a7 7 A Ve BT 2
RET YA v |, EEHR, SR, kbR
i BT 2= RGP T 119931 BERAZSET L, RBFHANRRIC D BV 7 = = UG L
TV 5% IPF #2320 f
e =T A =7 150mg & 1 A 2[R O#EE, E5HMIZES TELT, BEOFEIC I D HIELH
IEREICAKTHECTROEET S, BEALEREAICIT100mg 1 H 2 BIES S AEEE Lz,
PR E | AR (FEEHMIEAE ; RER L), WA
SEHIRE G HIRNE 23.92 0 A (EYERZE : 12.25), Rl 28.64 W A TH -7z,
HEFHGUIEE D 100.0% (2020 ) 12H 5, BHWERAITEEZED 75.0% (1520 ) (A BTz,
EERAEFRITEED 80.0% (1620 ) IZA LI, TORITIIAREZE L-FEEHTH-
7o BETIZE T2 AEERIFEED 35.0% (7/20 ) IZH BTz,
L2 AoNT-AEESIL, [HBEE] (90.0% [18/20 1), &WT [FEWEE, Kkl L OWE
S %%%Jwﬂm[wnwmxF@%Eﬁi@%iﬁﬁJUy%jw@Mm)T,%$%fme
(422 bE) i1 (65.0% [13/20 #il1), TReFEVEMSHEE (REEBOE(, EATROMEELZET) ] (60.0% [12/20
w1, TEL (50.0% [10/20 1]) TH o7,
EOLRAEENEWEBRAEFRRT, (MR, Wl LOWRESE ] (70.0% [14/20 #1]) T,
FEARGETIT TRPREMEMARAEIE] (60.0% [12/20 fl]) Th-o7z, 761 (35%) IZBDH BT TITE -
FAEEZIINVTN G EARGED RREMIRAEE] ThoT,
ALT O/ SUd AST 28 BYEE EIRD 3 (5 LL B & 7R L2 31X 10.0% (2/20 1) T, 5.0% (1/20 f51)
I ZEYEME EFR D 5 LA B & 7R L7273, Hy’s law JEUEA 72 3BT 13V 2o 72,
HMEBREE (A7 =2= RSO RARNIPF BEICHT D20 T A =T R EOIEE IR TE T2, =
(FLW) |TH=TORMEGOREBLEZ CNIHZRAEFZIIRD SN2 -T2,
(5) BFE - RERIGRER
<SNENT—F >
| HEER5HER (1199.200 FER)
A BEJE IR E OFREE  (Child Pugh A, B) & HHRE™V IZH10 5 =27 ¥ =7 100 mg K
[E 552 oy EhRE, 2tk VERME~O BB 2 (PR 2 RIS RET 5
BT A v |, EER, HERE, AT REER
SOES R EERFRE B (Child Pugh A) 8 #i], |5 EEFREE MBS (Child Pugh B) 8 fil, fEEEHkERE 17 4
BHHE | =0T 4 =7 100 mg % H[alkE O # 5.5
FMEEE | = T X =T OWEIEE K O A
TREEREBR S I S CHREERFRRE  (Child Pugh A) ZH T AHEBRE O Cmax 13 2.2 15 (90%[FHEIX ] -
1.3~3.7), AUCpolZ 2.2 % (90%[ZHEXH : 1.2~3.8) EH L7z, £/, HEEFEE (Child Pugh
B) BT DA TIL, BEEPBRF T AT Cra 13 7.6 5 (90%EHEXM : 4.4~13.2), AUCo.
1L 8.7 (Q0%EFEXM : 5.7~13.1) EH L7z,
HERKE R | AEFESROREBEEISIL, Child Pugh A BE28 0% (0/8 f41), Child Pugh B #£28 37.5% (3/8 #), fdkE
WERERED 17.6% (3/17 #) T -7, Child Pugh B BEICH SN EERIT, 360418 (B
e, TH L, D FEAE L, BRI L E), MR REC 3 B4 4GB 2 4, TR 1,
G 1) Thotze, TRTOFHFEFRIIHYEMIC IV RREBEENGE TS RV EHEINE,
R OB XUXZE DM O EE R G EFG & HE S NI FRITR -T2,

1) AFIOEGRBEAIINE - ZhAL « FEEMEITHRHEE, DB EREEICLE S VB, AT LA 1 S Ve
H2) AAOARBSNI-ME - AR @, BRACE=F =7 LT1E150mg % 1 H2E, - ¥ &%IC
BAfks45, vk, BEORBICIV=FF=72L1LT1H100mg » 1 H 2 [[HF5~FRET 5,
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V. BRICEd 5 HA

(6) AEMER

EABERE (—REARERE, HECAREREZ ERARELEERE), RERTRT—42
N—RFRE, BERFTRERABROANE

a) FpEM A (RIS (B MEmREUEICHE O FEMEMRER) (SEhET)

B PEFRBIEIC AL O BEMRE D EFE 25 L LT, AROMHEETICET 2 RHBGREO

LEMEDORFT R OCAEIMEOHEZ AR L T 5,

b)%ﬁﬁ%&%%ﬁ(ﬁﬁ&@)(ﬁ PERRHE(L 208 O RVEMERRE)  (SEhET)
ITVERRHE(E 2 18 O VB MERAR BT S92 ARAI O i F2RE T IS iéﬁ%ﬁ%?@ﬁéﬁ@@%
&ULE@%%%®E%%E%&T60

o) EITVERHEIL 20 O FVEPENIR S (PF-ILD) BEF 2RI, =0T 4 =7 ORI e 4
FETd 2 E R e 4 BRI (6 T)

55 11 FHERER 1199.247 BB Z 52T (RBREEE G 2 B IE L Cuneny) Lo THERRE L 2 1 5
MEMM%EER (PF-ILD) BEEXRIC, =07 ¥ =7 ORI OB G ROZHEM R LM %
RERAE

BHHE VR OBIMAGER F TR & U THEM L CW AR Z, A% IC RIS IRGE % B AR R
BV X720 TH D,

2) RRBREH L LTERFEONBXIEER L-HAE - HROBE

IPF (438 MR Bt BRAE )

2015 4% 8 A DF852 & [AIRFIC, TRGRERME & U CRE ST R MR MEIE B 2 kG & L7 F et
FRAETE (SRFHE) Z5M L, 2023 455 AIC 2GR ISR 2 KRR Z2 T Lz 2 & 23

RBENZD, LITOAREEN GRS,

M*@ ENTOBRBRIEFNR S TND Z b, BUEIRIER, —EROEFIIRDLT —H
DEMIND ETOMIE, BREMZIRITHEIMFRE L FE T 52 21280, KA
FHEBEOERERETIET L L & bIZ, RFOREMEROGIMEICET 27— %
FHNZNE L, ARANOEIEMERICLERIFEZH LD Z &,

<¢%E1§ﬁﬁﬁifanﬂﬁ ( fﬁjnﬂﬁ) >
HY : Ee M RRAMERE IC X9~ 5 4 7 = 7®4 7 F /L 100mg - 150mg (AT, A#H]) offi flFEET T
VR O HEIZ DWW CHERT 5,

e B VERTRRHEIE A
JRRIRIT, FRREMERRRAEIE B & 3RB O KIE IR B S (ATS) BERMIFREGREE

A& (ERS) ./ AIMERE2 (RS) /HHKIESES (ALAT) #4 K94 AL T
W S T B 5,

TR | 1000 Bl (7 VRN R B L L)

W1k A

AL O FEHE T E I | BRI - AAORRTEBI AR H 2> b AGERI DR S D A £ T

62 -



V. BRI 5HE

AR - AFIORFEEIAE S 2021 426 A 30 B (&) £T

AR AT EIERIIE, 2017 45 10 A 15 H & TITAKI O 5% Btk U I E S K OFH4A
IRAEE DS PIE SRR A LI &I U 7SER &35, 2017 4F 10 A 16 A LIBICAF| 05
ZBAth LT IEBNZ DWW T, GRS DMEER S 3L 5 & CORITIEFI B GRD ki3 5,
FEMRTEMO ANFNSE L 2o - A TREEOTA R KET 5,

(7) Z0ith

IPF (438 M iR AESE)

IPF BB 6t & U 7= [E BRI RS T AHGAER (1199.32 5B M OY 1199.34 58BR) D2 et D HF&fif
FricoWT, ERfERZ2RLE D,

My

(1) IPF BF A x5 L U EFRILFESS I AHRER (1199.32 3R K O 1199.34 3R) OfFET —H I
B 5 BEONT K OMRE R

2IRT 1061 FINIRBRIEOR 5-25%1F, 42327 78R, 638Bllc=T X =7 150mg 1 H 2
BN SNTe, BEOK S 50 1 WEREORGZHIEL, FIELZBFORIGII=T ¥ =
TEEDIT ) WO TN Em Do T2 (77 1R 18.9% [80/423 ], =7 X =7 : 24.5% [156/638
B, FIEOTERBEBHIIAHFFL TH o7 (13.9% [59/423 ] %t 19.9% [127/638 f51) ,

2 OOEEHEOVHEGHRIZFRKETHY (FT7vREE 108 VH, =T X =% : 103 7%
H), BEORLOEGHMIZ6~12 7 H (71.6% [303/423 {51 xt 65.4% [417/638 fil]) XixXZh
LV DOTNCEW12~13 B H (18.9% [80/423 f5l] *f20.2% [129/638 f4il]) T o7z, MHEIRE
OFHMEITHE R GREE B 0% AR T2, =0T X =T REOKRE G BN O EME O I
T T RRFHCHEARTONEL, = T X =T HCHESCE G H B Z LI BE ORI NN 2
R TS

1199.32 BB KR U 1199.34 HEBRDHET — 2 1B T 2 BRE~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)
FAEREETED (%] 98.94 (4.47) 93.68 (11.26)
a5 Y [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 )

HD HEREE, BRI I RIS LA O B 2 1B S i mE S HE S MR E (150 mg 1 A
2@)?%@8%@Kﬂ@%(Xiﬁ%¢tif)&5Ltk%®%ﬁ®;f@bfﬁﬁbto

H2) MkSEIIRSHE (A CERORERE (g 2R U TEH LT,

AARNEERIE, 21061 6055 126 fl Th-o7z, ZDHHS50HICT T &R, 76 flic=2
7&::7womg152EMHQﬁékw; BE DK 4550 1 NRBEROEE 2 Fi L, ik L7-A
FOEEFI=0 T X =THOIE ) NI ICEN -T2 (T T BAREE:22.0% [11/50 1], =>T %
=T HE28.9% [22/76 f51]) . FIEDERHHITIAFEFZ ThH o7z (18.0% [9/50 #] *kF 25.0% [19/76
B, S OBEEITEARER L FRETH -T2,
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V. BRICEd 5 HA

AAR N ER O PG HMIE, 778 RBETI108 WA, =0T X¥=TRTI8WHTH-
2o BEORN-OFEHINL 6~12 T H (7T BREE: 64.0% [32/50 6], =2 F X =T#E:73.7%
[56/76 $11), XiZZN LV bHFEW 12~13 B (28.0% [14/50 ] % 7.9% [6/76 #]) T
bole, =T X =7 R THEMEK NRBREKR 5O RN TOn - BEORENELS, =7
F=TREOHEREIT T 7 vREEL D L0000 o 72 (98.4%%F 91.8%), Z LD O BT 2AE
&Rk Th o7,

(2) IPF FBF A x4 & U7 EFRIEE R I AHEER (1199.32 3B U8 1199.34 3BR) OfOF&T —# 1
BT LEEHE LR OHELET
85 1 AH 1199.32 3RBR KL O 1199.34 RBRICE W T, AEHRL~OXELE LT, RBRERGOH
Lﬁx 1£100mg 1 A 2 BEI~OWENTE STV, AEFRMPEE L72SA121T 150mg 1 A 2 [H
FIZHET 5 Z LTRSS TV,
T&“’éﬁ&ﬁlﬂ%ﬁbf:%%@%ﬂé\ﬂi, 7T RREE (9.9%) ICHRT=0T =7/ (23.7%) TEdo
Too WiRGHEL B, KPEOBEN 1 BOLOEGHET Ch oz, 5 FW ORISR+ —
I m LT\, =7 X =7 oK GHEo E2 M, BIEH (683%) THholz,

1199.32 BHER R U 1199.34 HEBRDHET — 2 12 H 1T RS+

77 v REE =T X =7 150 mg
(N=423) 1 H 2 [EI#E (N=638)
1 [E0L B 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 MEHE 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%) SUEEE (FlE%)
e 7 A2l A LRGP OB EERREFICRE T L L L,
) 113G OFRHI L TEEROEBANH > 7,

WEL-BEOEET, 77 vREE 3.8%) (TR T= T X =78 (27.9%) Trnr-oTz, W
BeEREOWED ERIMIL, BWEHATh o7z, MEOFAERNL, RERMIH T —ERIZHH LT
7o AEENMTONT T 7 v R EGEE 16 HlF 70 k0= 7 X =7 8585 178 i+ 40 4]
T, 150mg 1 H 2 FE~OHHEENITOIL, ZIUTERGEEZEDENEN 1.7% KV 63% Th o7,
=T H=THOBEDRI 455D 3 (76.3% [487/638 #511]) HMEALEHELFE L 150mg 1 B 2 [H]D
BECRGEZKT Lz, Inbo@BEE, BRI ZE L CBMH &L MR Lo BH S ERICH
HEMTON-BENEEND, TT7BREETIE, HETXTOERE (97.9% [414/423 BI]) 23Bith
BTG ET Lz,
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V. BRICEd 5 HA

1199.32 FHER KR U 1199.34 HERDHET—2 B ITHRHERUVBIEE

77 v AREE =T X =7 150 mg
(N=423) 1 H 2 [EI#E (N=638)
1 [BICL B U7 R 16 (3.8%) 178 (27.9%)
1ELLE 150 mg 1 H 2 BN FEEE L8 7 (1.7%) 40 (6.3%)
P DA FHEHK 16 (100.0%) 195 (100.0%)
W EOH ™
IPF oG 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%)

FEBIEL (EHEIG%) LA (FlE%)
) 1 BRI L CHEB OB R o T,

AARNE D EM TO#E %2 W L2 BE OEA1E, 772 REET16.0% (8/50 ), => 74 =
THET 28.9% (22/76 ) Tholc, MFEGHEE S, KEDEE T 1 HOLOEGFWE TH -7z,
=T X =TROREREOELRBEEITRIEHTHY (Pl L72BF D 75.0% [27/36 fil]), Zi
O OBEMIERARER L FRETH 72,

£72, TTEFREED 2.0% (1/50 ) THEBEMTHOI, BEIZINOGTXTOREETI[ET
bole, =0T X =T TIL32.9% (25/76 ) THERENTHLON, BEDEZ (25.0% [19/76
1) CTHEIZ1EOATHoTe, =07 ¥ =7 HOBEO E2BHITAEHTHY (BE L&
F D 90.9% [30/33 f3111), Zi o OHMITEEER L AR TH o7z, BMEMNMTONTZT 7 B RFED
1B 0B N= 7 X =T FED 25 I 11 BT, 150 mg 1 H 2 [BI~OFEENTHONTZ, i1l

EHARNHZEFDZIZEI 0.0% (0/50 ) KN 14.5% (11/76 ffl) Thote, =7 ¥ =7 H#
®$%®ﬂ4 7D 3 (75.0% [57/76 f5l]) H3BAsEHEELFEIL 150mg 1 H 2 FIOHE&ETHEGEZ/KT L
Too ZH ,ﬁ%%ﬁ%LLf%%ﬁﬁ%ﬁﬁbtﬁﬁéﬁiﬁ I EMTON I BRENE
Nb, 77 BREETHE, 1ZFTITOHEE (98.0% [49/50 #i1) 23BAMGFHE CIRBRIRE G 2T L
7oo ZIUD OAILA WQI&H%T%otO

Ny

(3) IPF BF A XxIGe L U ERE L N AEEER (1199.32 3B KON 1199.34 #ER) Off&7 —
BT OAFEFRZOELN

KEB DBFN N UL EOFEREGR AR LN, BEABIGIET 7RI T=0 T ¥ =78
TrEhole (FT7BREE:89.6%, =T X =T7H#:955%), RHEHORRENGII=T ¥ =7t
TE< (284%%f 71.3%), HEHILICE T2 FEFRORBEIG S, 7T BRI T=0T
X =T RETrED o7z (13.0%%F 19.3%) . BERAFEFROFBBENGII MK G- THH L T,
HEICESTAFFROBURE ST T 7 AT T =0T X =T TR o2 (7.3%%F
5.8%)
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V. BRICEd 5 HA

1199.32 HEE R U 1199.34 HBRDHET— R ITBE T HHEERDEN

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%)

TEBIE (FEELEI G %)

AARNER TIERET LU EOFEEGNA LI (77 BAREE : 94.0% [47/50 ], =
TH=TRE 0 98.7% [75/76 B1]), BUWERORBEEIGIX, 77 BRI T=0 T X =T N5
moTz (36.0% [18/50 1511 %t 86.8% [66/76 1511]), & G-HILICE S TeAHFFRROFKIE GG T Tk
PR HAR T T X =T CEd -T2 (18.0% [9/50 Bl %t 25.0% [19/76 fil]), EEAHEE
GORBEGIIHEETREE TH Y (42.0% [21/50 BiI] & 43.4% [33/76 1)), HTICE-T-HE
HLORBESGIIT 7 BRI T2 T XA =T TR - 72 (6.0% [3/50 6111 % 1.3% [1/76
Bill),

(4) IPF BFE ARG L U ERE LS AR (1199.32 3B KON 1199.34 3ER) offa6T —# 1
BIsEGERILICEST-HEES
BREOBREHR IR s AFEFROBUAENEGIE, 78R8 (13.0%) (X T=0v T4 =7
B (193%) CTrRirole, =0T X =T H RGP IICE T2 F A EFRITWMENRSEHO [H
IEREE ] BT 2O THY, T B RRETIIWERNRDEO MRS, MR L OMhEmE
BT A FFEBEGEHILOEREHBTH T2,

119932 HEE R U 1M199.34 KB DHET — R ICB VW TEARET2%ULEDEEICHON-REDIE
[CE->1-FEER

N y - 77 B RH =T A =7 150 m

A5 E BN SHRIEAS (N=423)E$ 1 B 2Bl (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, #TRUEELED

Hﬁ}\%ﬁﬁ%ﬁ\tjﬁb \f{ﬁ%ﬁ;ﬁé@&ﬁﬂpﬁﬁlﬁo f:ﬁ%%%@%\éﬁ%l]é\ﬁi, 705’[27‘]:%?4: RS
=V TF = TRECE T (FTRREE 18.0% [9/50 5], =2 TF X =78 25.0% [19/76 %],

BHAR B A ERRO D b, 20T = TR TORREEN T T RBEL Y b 5% L
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V. BRICEd 5 HA

STEHEFRGIL, SEMNRKSBEINCH L & UGB JOSRERE] (0.0% [0/50 #] %t 5.3% [4/76
1) T, EREAFEZ [BRHKBEE] Thotle, 77 B RBETIIWENRDED Mk, Wi
FOMERREE ) NG PIEOERHEBETHY, T RRHCHERT, =0T ¥ =T TR -
(16.0% [8/50 #i] xt2.6% [2/76 Bil]),

(5) IPF FBF A x4 & U7 EIFRIEEEE I AHAER (1199.32 3B M ) 1199.34 3BR) OfOfF&T —# 1
B DK EICE T A EFR
KGRI EBINCE S T EFRORBAERIT T T REET05%, =T X =T TI158%ThH
oz, #RBEHRSEINCAT=0 T X =T HTREICE T E e AEFGIT HHEE] ©, K
LENSTEAGEL [THI) Tholz, =V T X =T HTALNZREBICE>TZOMOFER
B3, RO RFICEET 2O T, ZROIFESERIRDEO THRMAEE ] (1.9% [12/638 1)
L THFARERFEE ] (0.9% [6/638 f51]) & LCHiissniz,

1199.32 B R U 119934 HBRDHBET —FITEVWTEKXRET1%EHR HBEICH N T-KEH
BREIZES-HEER

BRI AT Cras | inomm ores
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 AREET 0.0% (0/50
B), =T H=TRET 132% (10/76 f5l) Thotz, =v T X =T HTHEICEST-HAEFHO
O Bl bIRBLEIG D@D o T HEARGEL TFH (7.9% [6/76 1]) TH Y, Zofth THFHERERH

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

(6) IPF FBF A x5 & U7 EIFRIE M I AHEER (1199.32 3B L ) 1199.34 3BR) OfOF&T —# 1
B LEERAERES

HERAEFG HCIE-TAEFLLEE0) ORREGIE, WERGEHCRREL 72 (7
TBAREE 30.0%, =T X =T :304%), 7T ERBHIHART =0 T X =T RECRIEIS N E
Do e BRI, TEHBREE] (1.7% [7/423 611 %t 3.0% [19/638 #i11), THEHEMZE] (0.5%
[2/423 BiI] xt 1.3% [8/638 Bil1), [HiE#%RE L OWEAHAMEkREE | (0.9% [4/423 1] %} 1.3% [8/638
B, THFIGERREESE | (0.2% [1/423 1] xt 1.1% [7/638 #i]) THh o7z, HAGER TR EL H
LT EHERAFERRIL TRRMEMRMEIE] CT7 7 BRI E o7 (9.2%%F 6.6%) .
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V. BRICEd 5 HA

1199.32 B R U 119934 HBRDHET —FITEVWTEKRET2% AL BEICHAON-EEL
FEER

. ; - 77 R =T X =7150m

R EA T (N=423)g$ | 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%)

TEBIE (FEELEI G %)
) RREOEL, EITROHEEE G T

AARNHSEFCTAHA LN EE LA EFROBHEGIIME S CRRE Ch -7 (78R
BE 2 42.0% [21/50 1], => 7 X =78f : 43.4% [33/76 #l]), Fb %< WE SN 2B BRI
ik, TRERER, FElE L OWERRREE ) (28.0% [14/50 511 xt 17.1% [13/76 #i11), TEIGER X 0%
AEHE] (14.0% [7/50 6] % 13.2% [10/76 1), TR, M X OGEMAH OB A (2.0% [1/50
B % 7.9% [6/76 B1]) TH 7=, TEME, BEHER X OREHARHAOFAEY | ORBEIG I
RE R A LN Z L &2RE, ARANIHOSERCTA LN EERAEFFRITLMER &L L T
W BRERTTO TRM, Bl JOGEMAH O AY ) ORBEGILT 7 1R HE 3.5% (15/423
B, =T H=TR28% (18/638 #l) ThH -7z,

(7) IPF BFE A XIS L U ERE LR I AREER (1199.32 3B K TN 1199.34 3ER) offa67T —# 1
B TICE-T-HERS

WL E ST A EFROBHEAGE, 77 R TC=0 T X =T HETRNo72 (T
REE73%, =T X =78 5.8%), ZAUITICEREBIRSIEEO TSR, Mzl X OWEmEE

(5.2%x%t 3.6%) K OY DO ] (1.4%%F 0.5%) OMWEEOFBREIG OEICER T 5, EAFERT
R EL HONTHTICE ST AEFGIL TRRMEMHRMEE] C©, ZORAFSITT 7 B ARREC
BRT=0 7 X =T TR o7 (3.8%%t 2.8%)

HLEICESTEAEFEFRD O L, SERRGEO TR, EMEROFEMAHOR LY 1%, =~
FRE=TEED 56 (08%) I[CHSNR, FTERBIZADN -T2, TLODHRED I H
R—A T AV THEWICEHET 28 E T e hroT-, WINOBRE S, BIER & IXHK S T
W SHID S B 3FNEIE CTH T, 3BNITNT RO R—RAT A VRS THBEE CTh o T,

BEITREELELT, AT —Z OBREEIRD 10.6% (112/1061 B]) (77 & REE : 11.6% [49/423
Bll, =T X =T :9.9% [63/638 f5l]) T, WERIRSEHD TRV, EMEF X OGHEAH O
AW ICRT DIRBNNR— AT A VRS SN T e, SERIREO TR, BB X O%E
MR OB ED ] (A SN DA EFZORRNRBEEEGIL, FIT BRI R=0T ¥ =7
BT o 72 (4.3% [18/423 ] xt 3.6% [23/638 Hil]), F7=, ZOEHIRSFEICET HEER
BEFROBIEEL T 7R AR = T X =T TR o 72 (3.5% [15/423 #I] %t 2.8%

[18/638 f3i]).
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V. BRI 5HE

IPF BT, B (BRC, i) ORBERAFEVZ RO TS, =T X =7 O/Ef%
FaBEz5E, =07 =7 )i EE OS2 R 5 afietlun e E 2 60, £z,
fifE o BB A BT IUE, =0 T X =T TR INTRCICEST2HEMIL, 77 Ak
DO CTRFITIE L O TR E,

1199.32 BB R U 1199.34 HBOHET —FITEVWTEARET 2L EIZALGNERTIZE ST
FEER

BRI AT Cras | inomm ores
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
FEIE L O ) — 7 51 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%)

TEBIE (FEELEI G %)
) FREOEL, EITROHEEE G

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

(8) IPF FBF A x4 & L7 EFRIGEZ M AHFER (1199.32 3B O 1199.34 3BR) OffF&T —# 1
B ERAERR

1) T

THIOFRBEEIA X, 77 RN 18.4% (78/423 #), =T X =T7RED 62.4% (398/638 H)
Thole, THIDIZEAEDRRE X IHEE THoT-, ZNHD S HLOKMBIIIRIEHTH- -
(7T R 59.0%, =T X =T :85.7%), NHINHOLNTBEDI L=V T X =TRD 4
D3 LLE (78.6%) IXIRBRIED KGRI ESUIH AT L LiehoTo, 14.3%IT KR 7235
BERALNER, Pk LBEOFSIIE» -7, EEARAERSE L THE S TR 72
< (1.3%%F 0.5%), FETCICE -T2 FHIOHRE X272,
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V. BRICEd 5 HA

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

e e =T =T
7T e 150 mg 1 F 2 [El#
Dp Ly L ELLED FRIZ B L BETY 78 (100.0%) 398 (100.0%)
HEE
(35S 60 (76.9%) 226 (56.8%)
R 16 (20.5%) 150 (37.7%)
EE () 2 (2.6%) 21 (5.3%)
B ED 46 (59.0%) 341 (85.7%)
TRBRFE DALE
WS TG 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) EARE THR) S S8

H2) =7 =780 16 (03%) 1ZFRRBERIAH
1E3) RO PR OC— R REEE ST

ST H=TREC TN A LNTZEED S H 44.0% (175/398 i) 138 GBS 1 LIRS
TRIOHIZED I SN B EBED S 3 0 A UNICHIRE DA LN BEDOEIEIT67.1% Th - T,
=2 T X =TREO RO E TOHM O P RAET 148 H ThH -T2,

— 100 l
o AN o — R
5wl ea, e, PAZA N i
g o N\ e s .
:;%HR 70 \
Rii
o “’“\“
S oo, =UTH =T
E = - \
= — . 150 mg 1 H 2 [A]f##

40 4 e
S Po-a00050-_

30
A
QK’ 20
.‘ﬂ% 104
H#o
&

0 © @ s 10 1% 10 20 20 20 %0 30 %0 %0 a0

BEFELL LTHHOYFEE COHIM [A]

Number at risk

Placebo 423 378 361 353 347 340 329 321 314 304 299 293 287 218 2
Nint 150bid 638 462 401 345 309 286 255 242 221 199 191 180 169 131

1199.32 FHER KR U 1199.34 HERDHET— 2 IZH 1T 5 THDHFEE TDHIMAE
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V. BRICEd 5 HA

H AN TO FRIOBHEIAIL, 77 BREED 18.0% (9/50 #1]), =2 T X =7 FEMN 75.0%
(57/76 f5l) Toh-oTe, FTHRITTXTEESUIPHFET, &E (HE) O FHITIARLNRNST,
ZDHIBLTTRREED 55.6% (59 B) M OR=2T X =TFED 89.5% (51/57 #i) TEIVEM & Hlkr
ENTc, THIRAONIZBED Y L= T X =T RO 8.8% (5/57 f5]) TIRERILD K fpirt) 7o n3
TR, Pk LeBEOEIEIT3.5% (2/576)) Lk ol, EELAERFS L LTRESN
7= R 72 o7,

ST =TT TITRNALNTZEBED I L 45.6% (26/57 ) TEEBIMENS 1 7 AUNIZT
FIDOFEN Do, BEBRNG 3 I A LRI TRIOFIREN b EBEOEIGIT 61.4%TH
S, =T X =TREO THIOPFEE TOMBOFIEIL 102 BRI TH 7223, 77 v AFETIE
HEERGETH -T2,

2) L

ELORBLEIGE, 77 v REEN 6.6% (28/423 i), =27 X =T FEN 24.5% (156/638 f5l) T
&Okopb®k#i%71i$ FEThol, Z09 BLEWER &R SN BT T T AR
D 67.9%, =2 T X =T REN 7182% T o 1=, Bl xkt L TIRIEM TN BE OFIG XK~ 72,
BN ONTZBED I L= T X =TREOD 5.1% CIRBEE O KM 72 & 21TV, IRBERO 5
FIEIE83% Tho7c, HEERAFFRLE L THE SNELIT R o7,

1199.32 HEE R U 1199.34 HBROHET— 2 ITH T HBLDERN

S =T =T
7T e 150 mg 1 F 2 [E1#
D by 1AL RO AR L BT 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
BRI G ETEY 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%)

FEBIE (FEBLEI G %)
D) HEAGEE DED) 2GS
IE2) RO PR O— R REEE G

SUTF A TR CELERDIEZD S B 60.9% (95/156 ) T, BEBEAHS 14 H LN
BELOPPRNA LT, BOLOYE COMBOPREITHERE ThH -1,
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V. BRICEd 5 HA

3) Mg

Wt OFBEIGIL, 77 B AR 2.6% (11/423 f5)), =27 X =T F 11.6% (74/638 f5]) T
Sl WRMDORAETEESUIPEHEE TH o2, 209 HRIEM &l S uzimetlx, 77 B aREE
M A55%, =T H=TREN 60.8% CThH o7z, =0T X =T O BE O RN RUE TG % ke
Lz, WRMAABNTZBED S H =0T X =THED 6.8%MN GBI D KK 7R E 21TV, TREREE
OFGFIEIL 68% Th o7z, =0T H=TFED 1 FICHLNIZIRIZABRICE Y, EERAES
Gl L THEINT,

1199.32 HER R U 1199.34 ABRDHET— 2 ITH T HIBHDER

e e =T H=T
7T ERE 150 mg 1 F 2 [E1#
Diad b 1 RILL EONgH A R L 72 B 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
PR TP kY 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%)

JEFIEL (BEEIE%)
) FEAGE NEH) 2ZHiEsh-B#E
1 2) IBRO P KON — R 2R % & T

=T X =T RETCIRMEN A DT BE ORI (47.3% [35/74 f1]) THREBLBMS 1 7 HLURN
R DWIFEN I DT, BHBLE S 3 7 A LNIZIRM-ORIFE N I 5 7= BE OEIE L 74.3%
Thot, IRtDOHHE TCOHBOFIEIIHEERETH - 1=,

4)  BAEGR
BARBGEDORHEIAL, 7T B REEN 5.7% (24/423 1)), =2 T X =TFEN 10.7% (68/638 4i)
Thotle, =V T H=THTHLNIERFBHRIZT R TREIFEETH-72, TD I HLEWE
&KW S - ARRBORIY, 7T B REEN 54.2%, =0T F =T REN 79.4% T o 7o, BEBLEN
HONTBED D H=0 T X =T HED 5.9% CIRBRIE O KFHI 2 IMEZ TV, RBRIEOR 5 11X
132% Chote, =T H=THO1IPICALNT-BEBGRITEE LA ERFL L L THREIRT,
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V. BRICEd 5 HA

1199.32 BHER R U 1199.34 HEBRDHET — 2 I1TH 1T HBMBRDERN

e e =T =T
7T e 150 mg 1 F 2 [E1#
e b 1R EORFKEERZ R L BETY 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
PR TP Y 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 (42%) 1 (1.5%)

JEFIEL (BBEIE%)
D) EARE TRAEHR) Bty SR
1E2) IBRO P KR N — R 2B E % & T

SUTF R =T RECERBUER R LN EBED S L, 36.8% (25/68 i) THEBRLAHE 1 4 H LA
\ZEBBORDYIFE N B AL, BHBMEE 6 51 A LINIZEBIBOR D HIFE N A b L7 B OFIE X
75.0% (51/68 f5) T o7z,

5) IREEAD

(REJRD ORBEIGIL, 77 B RN 3.5% (15423 B), =2 T X =7FEN 9.7% (62/638 f)
Tholz, 205 LEIWEM &l SV ARERDIL, 77 B RBEDN 33.3%, =27 X =7 HEN 58.1%
Tholz, KEBONLONTZEBED I HL=0 T X =T RO 4.8% CIHEBRIEO KB 2R Z 1TV,
BEEOEGHIEX9.7% ThoTe, =T H=THO 1 FINABEL, EELRAERFSEHESN
77
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V. BRICEd 5 HA

1199.32 HEE R U 1199.34 HEBRDHET— 2 1B T HHRERLDERN

S =T =T

7T e 150 mg 1 F 2 [E1#
Hiad b 1 BILL EORERD & 5B L BmETEY 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
PR TP Y 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%)

JEFIEL (BBEIE%)
M) EAGE MKERD ) BAEIh-BE
1E2) IBRO P KR N — R 2B E % & T

(REJRD OIS AT RO LTV D & 9 Thotz, KREED O¥%E £ ORI
OFREIHEERFETH T2, BREOBVIZIT T RHLY =0 T X =T RHTHEETHY, 52H
MR GHZEDON—=AT A e OV E (PRE) 1377 B ARFET-14 (-1.0) kg, =T ¥ =
THET3.1 (-2.8) kg Tholz,

6) NMTREREMAME L OE Y LB ME

R—=2 T VEFHZIEFETH > - FERENE (7 7=7I/ 7 A7 =7 —8 [ALT],
TANRGE BT I ) v I A7 x2F—F [AST], 7AHVKATZ 7% —F¥ [ALP], y-GTP) K&
CRE VL E U G I RS 2B 2 - BREORSE, I vRELV =T X =T/
DIFI NENoTz, BEOKRPL, FHERTRFETICERILE (T72bbh, EERHNOMIC
RoTz) WALT (77 |REE: 3.4%, =27 X =78 :44%), AST (1.7%%f 5.0%), ALP (2.7%
%t 3.4%) KONy-GTP (4.9%%f 14.1%) OFGEEAEDMEIZHOWT, EHERHHAEZ TWeBHED
BIIX T I 8REL D =0 T X =TREDIE O BE -T2,

=T Z =T BT Hy's law 23RS B (ALT KT/ % AST 2V IEF FIRED 3 8L 3
NZ ALT KUY/ X0k AST OIS 30 HUNIZE U L E VB IES ERMEO 2 521 1) x4 50
ot
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V. BRICEd 5 HA

1199.32 HEE R U 1199.34 HEBOHET —RICEVWTAR—R 54 URFICEEGHFENICH > F-FEE
RRUVBEYIILEVEAREHRPR VO GR TRICEEGREZEA TEILL-EE

N—R T A VR IEF M
FEHIH I FEHETRIC
FEVEFPH & 8 2 1 B FEVERPH & 2 T B

e =T =T e =UTHE=T

77 e 150 mg 1 E§I72 [EIHE 77 EwE 150 mg 1 H 2 [AI#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 ERIERIIHN T - 7o 8 EHREIE%)
N—=B T = VFER=A T A VIR T A —Z PREERIFAN TH > 72 BE RIS,

1199.32 BB KR U 1199.34 HEBDHET —RICEVTHERXIEEYIILEVOEREBELEROEHK
TONT I~

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 /Efgi ;%&ST 23 ULN, 1 (0.2%) 0 (0.0%)

JEGIE (EELEIG%), ULN : E#E LR
ME UL E I AST XX ALT O8I0 5 30 HLLN O3B L Lz,

ALT OV X% AST 3 EH ERRED 3 5L EA2 R LT BE S (=07 X =7 L 32 1) 2
Dipinololz, P ETOMMOPIMEZEFHE T2 Z LIXTERMo70D, FFEDORRIZER
T2 LR EMCOE s THEICHLEDLDNAEA TH o7z, =T X =T7HETALT KT/ &
AST N IEHR ERED 5 5L LD ERRAZLNTEBE T 14 6§ 22%) Thoto, EHORERILRR
(SIS AN Y TR A

HARNODERICZIBNWT, "= T A CRHZIEFE Th - 72iTB e &8 (ALT, AST, ALP,
y-GTP) M OB E U LB o MR G IR A B 2 72 BEORIEE, 77 v ALY =0T
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H=TREDIE D DD 0T, BREOINE, BEKRTRETICER L (Thbh, SAEHA
WNOMBEIZER>72) 23, AST (77 EAREE : 4.0% [2/50 B1], =T X =T7H:69% [5/72 %)) Kk
O y-GTP (6.8% [3/44 f] %F 21.7% [15/69 fil]) 1ZFBWT, Feitmafins SLERiPH 28 2 7 B
DENGIZT T REELY = T X =T REDIT ) 8% 0 o 7=,

AARNE LR COFBER I Y L OEFME EROGEH O T 2V —RIfRNTC, T
BE EH 2 R T BEOEIAE R OZ ORE T EEEM & AARNBIEN CTREECTH o 72,

1199.32 FABR R U 1199.34 HEBEDHET—RICEFTE2EARARBPEHATORN—R T 1 VEFICE%E
HENICH >FERRVREVILE VENRSHFEPICREHEREZBZ TEILL-ESE

e =T X =7 150 mg

77 1A 2 IR
ALT 4/50 (8.0%) 3071 (42.3%)
AST 4/50 (8.0%) 26/72 (36.1%)
ALP 5/50 (10.0%) 19/72 (26.4%)
V-GTP 5/44 (11.4%) 37/69 (53.6%)
@“euLey 0/50 (0.0%) 23 (2.7%)

JEGIE/ N — 2 T A VRN TH - T2 BE . RHEIE%)
Nt T —VEFR—RT A VIFCE T A= PIEUERFIN TH - - BEEICE S,

1199.32 FER R U 1199.34 HERDHET—RICH T H5EBRABIEKEATORFERXIEIEYILEY
DEFEBLEROERH TI ) —TOERFT

7T v REE =T X =7 150 mg
(N=50) 1 A 2 [\l#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 e 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 KO/ X% ALT fe KA

>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 V> ULN KT 0 (0.0%) 0 (0.0%)
ALP <2 ULN

JEGIEL (EELEIE%), ULN : [ERE LR
BEUILE UHIINE AST XUX ALT @ E5H205 30 HURN O3B & L=,
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(9) IPF B A x5 L U7 [EFSILFS I AHRBR (1199.32 BABR KON 1199.34 #5R) OFET —H I
BIHERTREFEFR

HERERGI T DEEAER T 2 /5T 5 b D L LT, MedDRA FEXEMFZZ (SMQ) ™ K UVRE
BIRRZE AT TV — (SSC) ZHWH LN UOED [TEATREFEHREL (AESD | ~OHEEIT
572, SSC I MedDRA HEAGES 7 /L—7 b L TIERL L 72, AESLIZ X D f#HT TlE, MedDRA D%
AFE LV TOMBIZ L D RTEE Lo/ NHliA R 5 2 Sk v, BLod 2 RIVERO R
LD AEMICH LN TH 2 ENTE D, AESI DT ClX, = 7 X =7 OR[REHED & 5 RITE
M, VEGFR 71 v o ¥ —EHEBEAROEIEN 7 T AT =7 N, KOZEOMOBELO L5
BEFELR (DA R E) IZESEH T,

1) SR B SR OV s BE i AR AR A

AESI & U CHR Lz TiIFEER LS (SSO) | X7 78 RBEL DV =0 T X =T TEL A LN
(7T vRRE:2.6% [11/423 Bl], =T X =TF 1 13.6% [87/638 #il1), = D7, y-GTP, ALT,
AST, ALP O EBIH T Dk~ REAEICL DO Th o7, WEHMICKERZE 2%) 2
BT DI Ty-GTP HEN) (1.4% [6/423 f51]] %F 3.8% [24/638 f51]]), THFEEE L5-1 (0.5% [2/423
B %t 3.3% [21/638 $5111), TALT 89401 (0.2% [1/423 $1] %F 3.1% [20/638 #11), [FFHEARESLH 1 (0.2%
[1/423 5] %F2.7% [17/638 f51l]) K OY TAST ¥#4hn) (0.2% [1/423 %] xf2.5% [16/638 f5l]) T&H
S7, BEEZ TFEESRE LA (SSC) | OIEBLEIG 1T > 72 (0.2% [1/423 5111 %t 0.6% [4/638 #i]) .
AESLIZE S D TIFIEBEERE R A (SMQ) | X, T SMQ BlZEFR L7z, [HTHEE
HERRRAE (SMQ) J 121E TiTEESR B5- (SSC) ) K OMITHEREREE & B4 5 —HGE b & £ 5,
e TIFEEEERRE (SMQ) ) 1X, =v T X =7HED 0.6% (4/638#) (A bi, 77ER
BETIX 02% (17423 %) ThH o7z,

7£) MedDRA ZE#EfRFR. (Standardised MedDRA Queries : SMQ) 1%, & 2 EFH% S N/-EZAREX IR LOH 5
TR BHE# 95 MedDRA HFED 7V —7"C, BHEITEARFE L~V CHERINLD, SMQ @ HMIT, Fa'gliﬁﬁ‘%)
HIREMED & B (EBEGI L WA ORE L MREIET 2 LICh D, BN D HEL, BiE, ER, 3
JEMERE, FIRFTR, BERET —%, TOMOERENRET —& 72 SICBEET 5, SMQ | ;ﬂ“éa"béTE
3 SMQ THEH SN EAREICY 75 b DDA THY, MO FREHFTT~THI SN D,
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2)  IMARZEFIE

MR L OMAe ), TEFROFER S L Ok (VIE) ) &Y T#hiRO%ER S L Ok (ATE)
I% SMQ (22T, AESI & L THT L7z, 723, TVTE (SMQ)J & TATE (SMQ)J 1% [ZEfe
B (SMQ)J O FALlZE LD,

(R 3 L O (SMQ) | 1X, I RBEL D = T X =T HETEL Zbi (F T BREE:2.4%
[10/423 fl], =T X =T : 3.8% [24/638 fil]), 1T & A LDLEITEHEERATFRFRL L THE
Sz (2.4% [10/423 5111 %F3.1% [20/638 #il]),

['VTE (SMQ) | DA HEHFZOFBIEIG (35 5-HEM CHER CTd o 72 (1.2%[5/423 Hil] %t 1.1%[7/638
B, —F, BEELAEFRGLORBEIGII= T X =TL0 77 BREEOIE O BREhoTe (1.2%
[5/423 511 %} 0.9% [6/638 1),

TATE (SMQ) | D#E X ENTH - 7228, FELEIGITAEFEFSR (0.7% [3/423 5111 xF 2.5% [16/638
B]) XITEERAEEL (0.7% [3/423 #1] % 2.0% [13/638 #il]) OWTFhRICEB N THL =0T 4
=T HEDIE ) Do To, BERER O 22X FITIHEARTED NLAHEZE ) (0.5% [2/423 1] %+ 1.1%[7/638
B1) KLY TatELEIE] (0%%) 0.5% [3/638 #il]) ICLDbDThote, EHWEH &l &7
[ATE (SMQ) ] 1Z=>F ¥ =T7HED 0.5% (3/638 i) 12588 HAL7-,
SUTHETHTHERRE U CUDIEEN A LI EE 105 9 FlICIZN—R T A 12BN
TRHETA2RENDEO LN TN\, TITBRHED 1 fIKN=0 T X =T 2 FITHRTICEST-
ODEZEN B, =T X =T D 2 FlICH LA EFRITRIER &l STz,
NGO REMRIT 5720, SREHRSETHD LUIRESE ] & OVSMQ (233 < TR0
BB (SMQ) | ZXIRICFHM 21T o7z, TR OEE (SMQ) ) 121X, T (SMQ) ) KN
Mo MR (SMQ) ) MAEEND, NS KO NEMMOFEE (SMQ) ) DOFEELE
AL, BEEREMTHE L e, Mo mtEER (SMQ) ) ORBEIAIX, =T X =7#IC
HARTT T v RERE o7, MUOEIMME LR (SMQ) | IZME SN RAGET [WoliE] (7
TERBESH, =T X =T7FE260), DEBINRER) (0 Gkt 1 #1), TESINRA T > MEAL (0 B
st 140), DeEBhiREE G ikt 5 61), [esEhiRsess) 3 #kt 2 41), LLER ST #5 TRe (0 4
xt140), DLk 3 B 06l CTholo, NLAMEE (SMQ)) OREEIAIL, 2HFEHFRE (7
TR 12%, =0T X =T 2.7%) ROEERAFHER (0.5%xF 1.7%) OWTNb =074
=THEDIE ) BmnoT7ehy, BECICE S TeAFFR TIIAZEILA R0 o T2 (0.5%% 0.3%)
DLRAEZE (SMQ) | 2/ E SN T FARGEE, TR ZE ] (0 Bkt 3 6), TOAFEZE] (2 Filxt
7)), T 7 V7 Fods 2R —8Hn G x5 6, DESIREAZE) (0 filxh 1 41), TLE
B Q) (0 Bkt 1 4]) ThoTo,
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1199.32 BB K U 1199.34 HBROHET — 2 ITHEVWTLREFTRVENENMEENA 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%)

DMHAEZE (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%)
A ERSE 8 (1.9%) 5 (0.8%)
BRI A ERHSR 1 (0.2%) 0 (0.0%)

FEBIE (FEBLEI G %)

) LOAREZE (SMQ) | &Y MhoEfdoEE (SMQ) | NEaEh b

3) HLEDOZFAL

=T HE =T OERBFICE S L, =0 T X =T HOBFIITHEEORLDO Y 27 K
THAREMER B D, LB DOZIL (SMQ) | IZ=2T X =T HED 0.3% (2/638 #i]) Tl i,
I o OBF THRE SN HEATEZ, MEEIRE) KO T2+ ZRRIBEE,MEER ] Th o7,
TRCOBENEELRAEFLLRESNL, =0T X =7 TRIEA L sz EEED
22l (SMQ)J 1£02% (1/638 f5i) Th -7z, 77 BAREEHZ HLEDZEIL (SMQ) | DA X772

Mol
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VI. EMFEEICEEI HIEE

1. FHRICEEDH SHILEYMRITILEYEE
@L
2. EE%EH

(1) YEFEREL - fERAKRE 212

=T =TEA R UHEERTH Y, MR SREEEN 2 A5 (PDGFR) o, B & UWR
HMESFAIRIESHEIN 752 2 (FGFR) 1, 2, 3 K OMILE N ZESHIN 7% A4 (VEGFR) O&ZFIRIC
BWT, 77730 5-=U g (ATP) fE&ART v &AW ST 21K e dh—
EIEAITH Y, FRREMRMEE (PF), 2 MImEREIZFE D BRI R (SSc-ILD) K OMEST
PERRME(L 2 £ 5 ME MRS (PF-ILD) OFIEICEEGT 2 L MESN TN D v 7T REEIRE
T%} 23,24)O

IPF 72 & ORMEIEICIBWCIE, Mas B & A8 & PEAE T D e SRR 23 (E 5 7o il 4 52 1 3
CHIFR L, AR b T 5, 2D OfMIEIX IPF OFSE & ONETT & (23 2 Frfsn 7o 4
fulBZHNTERY, MHESFMALOMEIN, WEE &k ORI i MR B R E5ER -+ (PDGF),
FRMESF AL IEAEIR 7 (FGF) 72 EHBOMGER 25T 2 B2 b TW5,
SSc-ILD }2 O PF-ILD (%, ARAHY 72955 BB AL B 2O ME L HET TS 1235 €, IPF & OB A5
b, lx OERBTIIRIEDG &4 L R RF R OPEER TR > TWDR, WTFNOREIZ
BWTH, BHEFMIEOIGEH L, BEEKR OB, I NEEIZMiast~ N Y v 7 AREEE O i)
MRHEZF IR O EAE N A B AL, TSI ORI HE L CA b5 B Sl K 5 ik
RHETHD,

=T X =T0F, v MARMMERE (PBMC) % W7z in vitro BRERIZEB VT, BREELOFIEIC
BT 2EBXONTWAMML AT 4 =—F — DA IH Lz 22, Sbl2, =74 =7
1% in vitro FBRIZEV T, PDGF, FGF & (" VEGF #IIIZ & - CiF# S35 IPF B H it 25
AR OOAE Je N, NT AT+ — I 7GRN (TGF) B2 12 & - THFE S 1125 SRHE Sl

BRG] L7 272829, F 72, SSc-ILD HF R O MifHE AR O sHAH, ez, i 2E
R~ B K ORfsh~ R U > 7 ZADOFBLZME L7z 3%, ~UAKOT »y hOT LA~ A
U UBRMRRHEET T L, U AD ) BEEFEMHEEE T LV, ~ T AD SSc-ILD 7 /L, KO
BT VLS E R MEO R RIE R O MEE DR ) 7 U U ZICBT 5~ U AET L E WL in
vivo IERIZIB N T b = 0 7 ¥ = 7 I3RS 3T 2 Ui L h SR A 7R L 7z 213233.34.35.3637.38)
=UTH =T, FRRHHET T L~ U A, ABMET LV RS D RS IE K ORAHEE D i U £
TV U T 5~ AT VA T invivo iBEBRICE W T, AR 2 IREER 2R L

7= 21.32.33.37)
— o
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(2) EEEMITIHABRBME
1) BFEEXF—LIxtT HEERD
<invitro T —% >

bt NBELE BT T B FAAL VEHWEBRT v A28, =T X =70 invitro 128
D07 R OSBRI 2 Wi L2 fE SR, =27 # = 71X PDGFR-a . ' B Z 38 DICFLE L, D 50%
FHEEYRAE  (ICso) fEIXZILE4 59 nmol/L 2T 65 nmol/L TH-o7-, /=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 1% 610 nmol/L ThH -7, I HIZ=2 T ¥ =7 L VEGFR-1, 2 KT 3 % i
TTBHE L, £ D ICs X N2 34 nmol/L, 21 nmol/L } O} 13 nmol/L T -~ 7=,

Invitro ¥+ —E€7vtEAIZEITE2=TEF=TD%HA (ICso, nmol/L) KUERMHE

R =T H=T
A ICso [nmol/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 Z R, IGF : A > AV UEREESHIR T, EGFR : ERZHEFHIK 752K, HER2 : b b P2 HAFHIA 1
ZRKR2, CDK : %A 7 ) AMARIEMESRF—F, Lek: VU BREERMNEAEF 0 % F—¥, Lyn: V-yes-1 ¥~
TFHIED A NV AEN VB FARER S, Sre: 77 ARIEY A /L AD AEIG T v-sre DIEZFETN UFGER T
FuiroxF—ERERS, Abl: =—~UL Y o F o FF—F
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2) IEH b MERRHESIRIC 3T D PDGFR F 1 o —1 U b M O HE (59~ % B
EVER 404D
<invitro 7 —% >
IE% e MM RIC BT, =7 ¥ =71% PDGF 7 % 1 7 BB (PDGF-BB) #l#4iZ &
% PDGFR-0 X OB DAV V(b ZBE L, & O ICs fEIZZ 24 21.6 nmol/L & TF 38.7 nmol/L
Thole, IHIT, =7 ¥ =71% PDGF-BB #IIHIZ K HMASHEFEAHI L, D 50%H 2hik
(ECso) fi1% 64 nmol/L T~ 7=,

-F100
=S - 80
fin i W
o = -60 = I
G L =
2 40 ¥ 1
AN X - =
=N 5@
. :20
{m
-0
) L} L} L 1} '20

L}
-10 -9 -8 -7 -6 -5
=T X =T PRE [logM]

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

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

3) IPFEF KO K —disko b N H#RHE MG 00 358 K O 163 2 BB 29
<invitro 7 —% >

IPF BB Hisk b N AfifRMESE IR I8\ C, =7 ¥ =712 PDGF-BB, HiJit FGF (bFGF) KO
VEGF HIIBIZ X 2 MR g 4 I8 AR AF RIS NI L, # 0 ECs filZZ 241 11 nmol/L, 5.5 nmol/L
BN nmol/L K Th > 72, MHALAZK Z L TORWKRIIR R —Hko b b IH#ME I 0
T, =27 % =713 PDGF-BB, bFGF } (! VEGF HIJ#IZ X 2 AR 58 4 8 B AF I BE L,
Z @ ECso fHIXZAL-F4L 13 nmol/L, 0.6 nmol/L }2 O 1 nmol/L K¥i T - 7=,

72, =27 ¥ =71X PDGF-BB, bFGF }¢ (" VEGF |Z L W #FE S5 IPF BFE sk, KUO%HR
R —Hsko b b IHRMESEHIIL Ol E 2 a2 BICE Lz,
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Invitro 7 v EAI1ZEITH=TE=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

JEFE [nmol/L]™

) p<0.05 (HEIFHEIK 1 HIBeT I & o L)

4)  TGF-B |2 & D E I O E U kT 2 BRE(EH 2
<invitro T —% >

TGF-B2 12 & V5538 S 4 2 MRHEEAIIE D & F R ME SR ~ DT EERIC T 5 =0 7 ¥ =7 D
FREMERIZOWT, HEEL7Z- 2 EEOMRE MRMESFMEEZ O TRET LIRS, =74 =7
VT O HEER AR IC BV T b, iR b~ ——Th D o FEH T 7 F
> (aSMA) @ mRNA F&8L% H EARAFHNZHNHEI L, % ECsofliX 100 nmol/L~1 pmol/L & #EE X
iz,

B, =T H=TIHTGFBICL > TOERIENEYY AT HF U A RNTHX AT LYy
ZRETZ 2 (SMAD2) OV UL ZH LAV 2 &, BRHESEAINED & i HE M~
BT 5 =0 T =7 OMEERIL TGF-p ¥ 7 FIREDIEICL D L O TIERNWEE X
bbb,

5)  PNBCHERE K OV A8 PRG35 1 2 BEAE ) OSIRIIN o 7 F ARTEIZ )9 % B VE ] 2342
<invitro T —% >

=T X =7 Offifld L~V TO VEGFR FREEHICOWT, *H-F I VU BUAZ B A 4EIEIC LT
92 BFIDHIET v A IZBW TR LIz 2 A, =74 =71%, VEGF #li4iZ L%t M
AR B (HUVEC), PDGF-BB fil#fic &5 b Nl Figifila (HUASMC) K Of PDGF-BB #i
WIZ L 5 7 ks Bl (BRP) OFTEZINHI L, % ECso X% Z41 9 nmol/L, 43 nmol/L
KOV 79 nmol/L T - 7=,

=T H =T~ A P = UIEEEEAE Y —F (MAPK) ROR Y > AL A= EAE
¥ —E (Akt) ¥ 7 T URERES & IR R AFAOIC IS Uz, NG & OV s ) T
SUTH=TICED TR = A= —=RFE IR, BEMBETIERO bR hoT, =
VTR =N K BB OEEFEINEIVE 2S5 > T MAPK KON Akt U VR L OFLENRD STz,
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6) FHMRMERE 7 /A2 31T B Bk b & OSLRAESE A 2D

<invivo T —H# >

3 FHEOIHMEESMET LV (T AKRDT v bOT LA~ A ¥ UFERIRHEEE T L, I
\Z~ T AD Y ) BFRIRHIET T V) ZHOWT=0T X =70 in vivo TOFMEE BT LT,
=T X =TI PR ONERIICES Lz L EOWTRIZB W T, LR ORIEIZS LT
D23 e MfiER 28 Uiz, BRSO ME, SEEMMET VICBIT 5= 7 X =7 OEMRR
NFNZHDONWTOEZRITRT,

Invivo RERICE T HHBREHRVEFEESTO ba—)L

B T U~ A IR ) T FERRRHEE

B J v b | ~ v <

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

TTIL TBIY TBIFIY TBAY 1B TBAY 1B

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

FRHEEDMETIVICE TS50 THF =T D invivo BRNEICEET 5 EMAIEIE

B T VA A U FEF RRMEE > U D i FE B RRHENE
ByfE 7 vk ~ A ~ A
7N TR | IR TR | IR R
J—FR7 Db
HE AR A
FRAEE l l l l | !
PN n.d. n.d. ! ! ! 1
SE I n.d. n.d. n.d. n.d. ! 1
P RELR
TGF-p mRNA l l n.d. n.d. n.d. n.d.
7’1 a7 —/% ITmRNA ! ! n.d. n.d. n.d n.d.
waz—rv n.d. n.d. | l | !
IL-1p n.d. n.d. | | 1 1
IL-6 n.d. n.d. n.d. n.d. n.d. !
KC n.d. n.d. — - | 1
TIMP-1 n.d. n.d. | 1 1 1
BALF
eyl n.d. n.d. - - — —
~ a7 y— n.d. n.d. — — - —
I ER n.d. n.d. n.d. n.d. ! !
PIIPAN: n.d n.d. ! ! ! !

L ASNCHEY (BEtLRE S ITERR), —  HOREBDIEALNT (Re L2 AR &3 ERIRR),
nd. : PIEET, IL-1p: A F—aAfF -1, IL-6: A F—u (%6, KC: ¥ 7F /%A MEKERT,
TIMP-1 : fifi A ¥ v 7 a7 7 —EHE®ME 1, BALF : K& XMMlRvEk

) RN S-% 10 B BIZBRtA
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TV A Y UFBRMBHIEE T LT v MTI T D PR 3459

<T v h>

TUAA U UERIHIET TV E N T, =0T & =7 ORHEEE T ERIC 0T
BE Lz, KEFTATIE, 0 HRICT VA=A YU 2KENRET 5 2 LI X0 IR DS 3
T5, =T X =T7%0, 10, 30 X T'50 mgkg DHEP T1HHE2H21 HAX T H 1 HKED
Beh Uiz (PRifO$E), 22 BRI T » b & B L, Mizfih Lot Uiz, MikFrma i,
fi ORFEL IR LT, =27 X =7 10 mg/kg £ 5T Z < O 07 flE, 30 mg/kg T 72 fH5E,
50 mg/kg TIXFERRE IR bivlc, BIn FHBUMRE T, SMEEICBEES L ~— T —#Ei
1 (TGF-Bl, v a7 —4>2 1) @ mRNA BBUZX LT, =7 ¥ =7 10 mg/kg Tl 7eflE
RO B AL, 30 KON 50 mgkg TIHIFIFE L HENED L,

EBIT, Trd~A U UEAR, FCHMEEEZECIZLDS 10 HES 21 HHIC=V T4 =
70 KLO50 mgkg DR T1H 1 EREOEE LR GaRAH%YS), 50 mg/kg #5- T3k
LRI K OB T REREIZIBN T, BRHEE OHETT 2SI 582l L7z,

T U A U RMRHERE T T L~ U AT B PR L R OSURAESE A 3

< TTA>

TVUA~ AV UBRMHEET T L~ T ABIT D, =T X =T DTS (T vd~A
CUEE®% 0 BEND 14 BRICERE) RONRENES (LA~ A o B5%7BEMD 21 A
FIZH ) (12K D MifRHEE K O SIEMEER 2 MGt Lz, => 7 4 =713 30 X1 60 mgkg O
ME® T 18 1 EEEHRO#RS Lz, AEFATIE, 0 HRICT LA~ A oo Z HalRpEN &S
THZ LK, MRIELSI&EEZ L, BALF F ORI, ~7/r 77 —Y kO )5k
BNREEM, MW ONT LT IL-1B L~ULOBIIIAERD B, A OHTIC BT H IR R
WFIEDNHER STz, EHIC, Mok a T —7 BN TIMP-1 O LNz 580, Hiks:
BIHT D b, BEREDDHEITIEDFFRHEE A FIE L TV D 2 E PR TE T,

= T X =T DTN 5T, BALF 51U L SERE WY, ik IL-1p O, Mg+
ERERBHRIEO LR ORI, KO~~ hFv Uy« =AYy (H&E) Yeft U7 Ok
Mrizk v, MRIECHHINRENTZ, £72, TIMP-1 KOO = 7 —47 0 L-ULod, N
snE bhun—77=U 7 )— (CAB) Yt U7= i OASRFAI 22 5HTIC L0, HHRHEE O &
IRENT=, PR ETIE, RIEIZERSEIZ)»PO B TME S 72208, FfRHEIE 259 5 BHER)
HRi1E, 30 mg/kg #5110 60 mgkg H5-DIE 5 BT ncEmNroT,

= U T X =T OIREIIEE ST, BALF 1Y U SERE DR, FiHLRRT IL-1p L~ oEd, %
JEMED~ 7 v 77—V ROGFHRERO RO, W ONZ H&E Bea U 72l oA 24T Ic K 0,
W JAE DI SR Sutz, £7o, Mt TIMP-1 ' 7 — 7 > ofid, O8NS CAB %t L7
W AR F I HTIZ L0, BERRMERE OB & 7% 7z, RS- Ci, L TR A& 60 mg/kg
BE5-D I CRIE R ORRFEAL O T 1239 2 B B EF 23388 BTz,

E) oo FH =T 2 AR UEREEE LT
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VI HohHEPH B4 5 IH

U B FERMRHEE T TV~ 7 AR D PR L R OBLRIEEA 32

< TTA>

U BFHERIEAVERRE R OBHIEE T LV~ T ACEB T D, =T X =7 OFPlEs (V)
TEAK O H AN 30 HHETHRE) ROVREERE (V) 138 A% 10 HE2 D 30 HH £ TF
L<IZ20 HEAMS 30 HH ETHEE) 1T XD MHHMEE L OSIEOIMBIERIC OV THRE L7z, =
VT A =713 30 F OV 100 mgkg OHET T1H 1 EREAKRS LT,

=T X =T DTG T, BALF O FHEREE VY o ERBUIRD L, ~7 a7
7 = UEIITENRD SN o T, o, =0T A=A LT O IL-1B, 7' A v
(CX-CEF—7) VI N1/ 7 7F /%A MERERT (CXCLI/KC), TIMP-1 KO =7 —
o E D S, WK OSWMHEIE 2 £ 5 fiJE 2l L7z, MAEICB T 5= 4 =70
TERIZAREE CTHh o7z,

=V T AT ORFENEGTIX, YU BEAKZI0 HEG 1 H 1 EIERG LIEEER, TS
If & [FERIZ BALF HOAFHER K VY w38k, filiofe = 7 — 4 v Bl ONTHRHE(L A =2 7 A3 L7z,
=T R =T ORI L D IL-1B, CXCLI/KC, TIMP-1, RIEA =7 M OVAZERE A =2 7 O
VORI TN G R 0 /NS oo, IRIRINEE % 2 U 138 A% 20 H B 25 BAG L7oRE R,
1B = b r— LE L Bl U CREEHERIC A 7RI 0338 7= D1% BALF H1 U 2 ER-E D 2
Tholz, MUT, IBEMBRESICBNTHWZ _HEO= T ¥ =7 DIERIRRRE TH - 12,

7) PBMC KON T M2 5 D A 7 ¢ =— & —Fr Ik~ 2 #2529

<invitro T —% >

fEERI A O T Mifd %2 & 3e PBMC (%, SSc-ILD OJFERAEICKELSBEE LWL EEZLN T
%, SSc-ILD fHE OfitiClE, PBMC 25k &5 IL-4, IL-10 KOV IL-13 72 & OFRHELRE A 7
S T— X — |2 K o THAHEERMIR SR S, BSOS AMEE S D,

fEEE K —RIMA S e b PBMC ZHEfE L=, =7 #=71%, i CD3 Hifk (aCD3) #II%
K& O aCD3/8t CD28 Hifk (aCD28) #PLIZ L5t F PBMC DA ¥ —7 vy (IFNy), if
T IL-2, IL-4, IL-5, IL-10, IL-12p70 M ON IL-13 Dt % i EEARAFANZHNHE] L, 1Cso fiEiE 17~
59 nmol/L O T -7,

ffE K —ORM M2 5 T HIFEIE ONZZ D CD4 Btk (CD4Y) 7% v k& O CDS [ (CD8")
Ty NERBELT-, =T X =71%, oCD3 Hl & O aCD3/0CD28 FIIKIZ L 5 T Mifl@n oo
IFNy, IL-2, IL-4, IL-5, IL-10, IL-12p70 KON IL-13 i % BEEERAFROICHNE] L, ICso fE1E 4.9
~77.0 nmol/L D#FIPACTH -2, =T X =71%, aCD3 LK% ¥ aCD3/aCD28 #II4IZ L % CD4™ T
AR & O TIL-2 g 23l L, 1Cso EIXZE 241 47.5 KT 26.0 nmol/L TH-7=, F£7=, aCD3 #l
P KON aCD3/aCD28 HlBIZ & % CD8* T Ml o @ IL-2 fiet &4 L, 1Cso fEIXENE 4 72.9 K
¥ 83.3 nmol/L THh -7z,

E) oo FH =T 2 AR UEREEE LT
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VI, SEZhEEPR B9 % T H

aCD3 #li# & U aCD3/aCD28 Rli#I- & 5 £ + PBMC, T #fifa, CD4* T #ifaR U CD8* T flifa+
Ty bODAT 4 I—2—HITHT 20T F =T OIGIER

=T E=T OV A N aA R EEIYER, 1Cso(nmol/L)
AfLoORESE | 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 Hifia
aCD3/aCD28 - 26.0
CD3 - 72.9
CDS'T i |
aCD3/aCD28 - 83.3

- Ewd

8) SSc-ILD FF H K O i 2 M D HEGIE, 30 A= Mo QMW L2 k9~ 2 i A 302D
<invitro T —#% >

SSc-ILD DJFREABRIZ I T, BRAEIEMAL S H L etk Bl 2 Rc T L B2 T s,

=T X =71%, SSc-ILD FEF HRIHEHEL I IZ 351 2 Ml iRs & O PDGF HiIlRE o> 1456 4
TEPERAFAOICINE] L, ZERIEIEIZIE 1 umol/L C, PDGF HILIFIZ 1 100 nmol/L THEFHFAICH &
RENRBRD bz, =74 =7 (100nmol/L) & & HiZA »F 2X— KL, PDGF THIZ1T
S 7oA O HFEE 1, PDGF JPR D 24T - 7o fifd & b U CTHEICES, 24 FEE TH 1.9
%, 48 W[ E TH 2.1 1%, 72 RFE £ TRUN96 FFfHl £ THWT IS 2.5 5B -T2,

=T X =71%, SSc-ILD FBF HRIHEHEF I Z 351 2 Ml Rs . OY PDGF RilliRs O il & %
TR EEARAFAIIZINSI L7, SSc-ILD FEFE I R AARAE ZEAIIL O 21X, 100 nmol/L D=7 ¥ =
TEDA U FaN— 928V, PDGF f#1E T T 39.1%, HEMIERTHIT 26.6%IIK T L7z,

=T X =71%, SSc-ILD FEF HRARE A 31T 2 M FEIE, PDGF iR D =27 — 7
1 R OY7 ¢ 7 v 37 F @ mRNA FE BN Z R BEARAARICfl L, =27 % =7 300 nmol/L T#t
FHERICE B IMEINFRD bz, F7z, SSc-ILD %%m;ﬁﬂﬁ%‘iﬁ%ﬂwﬁ B+ D TGF-p HlE;
ZbaT—r 1 7 0 7 ax 7 F 2O mRNA FEBUHE N Z sl L7z,

PDGF 1%, JfHEREZ A L7y K — RO il M K O SSc-ILD 7 F R Jifife 241 e
ToSMA 7' & — & —OIREIEMEZ N S 5, M#RHEEZ A L7guwy R —H3k & O SSc-ILD
F RO MR HEFHIIIC BT, =27 =71F 100 nmol/L D TILMHIL D aSMA 7' 1 £ —
Z—OIEMZ LS 2o 7253, PDGF 12 L V58 L2 aSMA OEEGYEM 2 A F I8 L7z,

=T X =T, RMEIE A A L7 R —HORIRRHER IR 235 C, PDGF I X W FFE s
1% aSMA @ mRNA L L% 100 nmol/L DIRE THEIK N S ¥/, RIS, =7 =71%
JHRAEIE 2 A L 72\ R — E SR ARAE AR 1235\ C, PDGF IC L W B E SN D oSMA EHE D
FHLAK S 00 1T SE T,

3 Bl SSc-ILD FEH M HEE L 7 iR IR c VT, =7 X =71, aSMA ORI Y
aSMA FRHEDTERL % 100 nmol/L DIEE CTAHEIHNHI L 7=,
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VI. $E03EE B4 5 EH

SSc-ILD BHFH KO MifRMEFMnZ2FilEa 7 —F > AL TRELZEE, =0T X4 =7 30
nmol/L PL b TH# /L DULKE IS L BERIFRY £ - A B S iz, TRRAEIE 24 L7\ R —H Skl
fazilEa o —57 7T L, PDGF TR L7- & &, 100 nmol/L THEZRIMEINFRD b
Teo =27 H =7 DO 100 nmol/L LA ETiX, FEE=T7—5 7L Th SSc-ILD A HRAliftHe
AR D IR 3 A S S Tz,

ZIHDORERN D, SSc-ILD R H AR MESE MR DS, Wk, Miash~ b v 7 ZDFE]
e OBRMEZF AR 2> & FHARAE IR~ DT BRI KT T2 =0 7 X =7 OMGiIER AR S 7z,

9) SSc-ILD E 7 /L~ 7 AZH T D HUERHEILE 3639

< TTA>

T FR—E—EEAE-1 (AP-1) 77 IV —OEEER - Th 5 FOS BI# P2 (Fra-2) % 7
VAV x=v 7 (tg) IZLo GREFRILSE 2 &, SRR 289 5 50N E R & Ofi& i
JEREDS HERFIET D, Fra-2tg ~ v AN, HEATHEOBIPERL T & O ERRHEIE 2 30 L, FF tg DI
JEIE & bl UC, 2R, Fhfiesifiasi e Ve Fa o7 a U VEOBINAES Hitd, Fra-2tg
~ 7 ATIE, BHEDEREZ TR, Mzgtfle ONRIC RO N5, 9= T 4
=7 OG- % 60 mg/kg 1 H 1 [H XL 50 mg/kg 1 B 2 [0 A& TR L, 16 #ilin £ Tkt L
77

=T H =T, WTRORABETEELZEEL, VI VALY REATHEINDO =T
=7 UEROE FrXx o runl) vEEAARICED S, 3612, =07 =73 /s L nd
MO EIZIBWT S SR A2 A B2 S8z,

INHDOFER LY, SSc-ILD OEWE T VI NT, =T X =7 BNk, i~z
Gh~ BV w7 RYRAE, BiC O MRS O FE 2 I35 2 L AR ST,

259 -

259 ai 41

U R Ly R0 ERE
Fr¥v7nl v EBOE(HSH

i 7 A S T BB D R (L 3

o

AN R N % ® Nd Ny % ® N9 N
o Do N2 & gl 1] | s O 1l | S
;o D B - ) . nE anw
+ K2 K L | B~ S - T
&1 N = N B O I i~ =l I By i T |: g ™ Bl
& L3 s At o (] X o A B ™ el N= A B
= B 1l & @ ‘2 TR =) = é 1| % =
= = i ) = £ ! ' A & £ I (=1
:’; :—: ¥ pr ¥ F
’.ﬁ ;J f‘.\l o4 f\ll f‘,l
.L II_ E
£ £ 2B E g

Fra-2tg ¥ 7 RIZH T A fifR#LICHT 5= T F =T OHFIER
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10) 18YET LV B RME DR AE K ORHEPEDO I ) £F U v ZICBT 5~ U AT IVICEIT D
PURRHE(LAE A R O RIEEH 37
< TTA>

3SHHDOT LT T LI BT VL7 U ERMEDOMRAE &K OFBRMEEORT Y =7 U 71
BT 5~ U XAETNICEBNT, =0T ¥ =7 OFRRHELIETER OPIRIEEE 23 L7z, AR T
NT Iy, AXRTIVHIRKOF VX =HURORGW & IEENIZIES U TEMW 2 B E LINRE 2 5%
L7, ST VAT DRARNIL DT VIV Al 7TBEIT-> 72, WAILEDT L sr
ERTERAE 3 I CRESEELRBIR) I, =2 T & =7 OIS (12.5, 25 &% 50 mgke
OR&ETI H2EREORE) 2B LT,

T UMD U T Y o Z~OIER L LT, =T X =T 3o = 7 —5
GEREABICHD ST LD, P EIEEZH T2 LR EN, =T X =712k 5
27— UG ROBITHEKRFNTHY, 25mg/kg 1 H 2 [HT 20.6%DHD (p<0.05), 50 mg/kg
1 H 2 [ET451%D04 (p<0.05) 23538 HaLiz,

£, =7 X =71%, BALF FOLEEEE I VY 7 BkEE F BARAFI D OHE HERIIC A B
WD &8, PFIRIEENREZA T2 LR ENT, =0T X4 =7 D 125, 25 K150 mgkg 1 H 2 [BlD
& COHREEREG D RITZ TN 24.5%, 23.4%K%132.9% (W34 p<0.05) THY, U/ ER
B RITENZIN22.7% (FEZERL), 37.7% (BEERL) kM 44.6% (p<0.05) ThHoiz,

=T X =TI ORIEMEA T 4 = —DORE LT SE, =0T X =T FIL-5 &
FHERFCED &8, BB CHW-REHAED 50 mg/kg 1 H 2 [0] T 38.4%D A E /2800 135880
bz (p<0.05), F7=, =T X =71%, 25mgkgl H 2 BIOHEIZBNT, IL-1f, IL-12 K
KC % ZNEH 32.2%, 34.4%M N 41.8% & AEITHD SEZ08 (W vh p<0.05), Lo EHED
50 mg/kg 1 H 2 BITITAERIK T 2RI 00T,

11) BV 7~ FBBEREMEE B (RA-ILD) £ 7 /b~ 7 2281 D HiRE LR 32
< TTA>

B o~F 2 ARBIET D~V ATT /L (SKG~ T A) &AWV A TV 3% RAILD £
TNERWT, =0T ¥ =7 %60mgkg DHE T H 1 EFREO#KG Lz & & OllifkE L O EIERE,
RIEKR OB A 2T %, 2 >OFGE (RS L OB L) TRt L,

R ETIX, =74 =70% 5%, BERINERINICSHZ 5V A ) % 6 lHH
BB L, THREDNRKTH S 6~11HH OWIM 208 L CThikle L7z, %L (F1 T 54
1I~16 W H) TiE, =7 ¥=70&5%, BHRNENRRIGELZE (FA B % 1
WH) AL, BSRFEOH SR BAREEN A LN HIMEZE LT (FA TV % 16
HHET) Mkt L7z, BIEIRFHEDH B AREEN AL TH 5, 11~16 HH THf
MNE Fexs 7o) UEREREL U CHER LI IE, #ramnsni-,

=T X =T ORI T, MfTEe Fexo e ) VEROBITRO bienotz, W
AEV L EHEG LT SKG YT AZBWTC, =0T X =T EMORIENRT A= E2bTMhTiEdDd
IR L ST, T7bh, HFHPEREL O CD103c ARSI T U, BEERE I8
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Ylle, ¥, =07 X =T ORHBRETHERA AT OKRTRAONTZ, ZORTIZ=T4
=7 % 1 EMEG L EXICRVBEETHY, 0%k, BERAaT7IT4BBICHZ D REIK
Tl —H, WiEOHLZREG LI~ ATIE, BEESRAaT7 )N EA L,

PA Y ERE LT SKG YU AT 16 KIC, 27— ikED~Y—HI—ThdHifit ReXx
) UEBROVEHENIEEORE LB LTI LT, =0T X =T O%MEET, Ok
HEALDS, WS SREOMA FIEPE Frd o7 m ) & 34.4+1.565 pg CEYE HIERERE) &
B LT, 22.8F1.562 pg I[CHBEICEIR L2 (p<0.001), =27 X =745, BALF FOMIEEk
TEAE U hro ond, GFHEREL, U o SEREO O R SE M~ 7 v 7 7 — R L=,
Fo, =0T X =7 O%MFBE TIIESHRA 2T DK FIERD b o T,

A Early treatment B Late treatment
40 40+ p<0.001
v 8 p=0.8753 v & —
£9 30 S —— £70 30
5 T TS g o B s A T, —
a a
8 20 > g 2.
=] 3
e 8-
-
S £ 10 £ 10
L) ¥
S S’
] v B v 0
Zymosan - + + + Zymosan - + . +
Nintedanih - - - + Nintedanib - - - +
Week 1 1 " 1 Week 1 1" 16 16
L J L J
Historic controls Historic controls

Rt: &
RA-ILD EFILYDRIZEITAE FOoXx>Joy vEEIZRT 2=V T 4 =JNDEH

(3) YEFMAHIRRFR - kbR
HIBER I BT DR/ Y VB LERE O R R 249

<invitro T —% >

=T X =712 X% VEGFR [EOFHR 2 ME T 5729, VEGFR-2 Bin1- 438 A L7t
FEAIAE (NIH3T3 M) ZHWT o 4 v v a7 v MlBia 50 L7z, NIH3T3 A% 200 nmol/L &
ST AT R LR, =T X =T R Uy aT U ML, ST A =T BIRE
LTh 5 8, 24 KOr32 FEfZICHINEZ VEGF CTHITE L7-#55%, VEGFR-2 ®H .V v E{kidd7e
< &b RIFMITAESND Z LRI LT,

=T X =72 K% PDGFR-a. KO B FHEOFHGRFF 2 IET 5728, 1EH b N Af#RHEH
(NHLF) Z T F 7 A7 7 —ikBR&1T o7, MlilakE®E 7 7 A 29T NHLF % 50 nmol/L & =
VTR =TT 30 SRR Lo, BERT 4 v U 2 [ITAE R LTSRS K o TR 22 PR
TEFRMBLAL L FTRENEZBE T 2 7212, BEEIES L T RIOMBEET ¢ v & 2 (Sl 2 F
LB LTc, ZORER, =74 =713 4 AL bR & LT PDGF-BB IZ L Y 58 S 5 PDGFR-a
LOBOACY Vb E ZIEI 36.3% M TN 18.9%FHE L7,
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VI S EhReIZ B9 5 H H

VIL EYEREICEII HIER

1. MAPEEDH
(1) BEEEMmGEE
MR L

(2) ERERRBRTHREIN-OPRE
Hi[R| e 5 O 5
<HAERANT—%>10

H AR N OFFRMENFRHERE (IPF) B IZ=0 7 % =7 150 mg XN 100 mg 2 &%2 1 B 2 A& 0
B (A A& 53 1 B 1 [EEE) LB el oni-=0 7 4 =7 omiEhREHER
N, HEYBEANT A =X ERIRT, =T XA =T OmEFREIIES 7 B HE TICEFIR
REIZEE LT,

HARNIPF & IC=0 T 4 =7 150 mg A% 514%, 0.25~0.5 Kfi] TFHEFH BIBF 1202
OIMAEFEEIIRETRETH Y, BULAWH D BIBF 1202 ~ORFDHSLNTH D Z EVREN
72, BIBF 1202 O R ER MR IT, =07 F =7 LHEPILTEY, 7=, BIBF 1202 DlxiE
MAEPIREY, =07 & =7 Ofcm A hIRERERFE IO T NTENTRE LT,

n o m #5280 B (150 mg),
- #5188 B57~21BB(R 5 R E) %5140 B (100 mg)
%goo
L, —e— 150 mg &5 (114) —e— 150 mg &5 (114) —e— 150 mg &5 (94)
# 80 —5— 100 mg &5 (441) —6— 100 mg &5 (441) —e— 100 mg &5 (441)
K
’n 60
®n
|l.\ 40 ] l
g 20 ‘Ilii l I lLl

S T~ ] T f Sy &—1 I

gg* 0! gn@“—\-éi"":—_—_—é i S~ — *é’ %:-_«Q
- 0 4 8 12 16 20 24 0 8 16 24 48 72

B 5% [h] #5788 #5148 52188 X RBEEEER [h

BAAD IPF BFIC=>F4=7 150 mg RV 100 mg #BHISROB5 LERBTO=VF4
—JOMmMBEFEE (EMFHE + Z2EFE)
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VIL P EhREIC B9 5 HE

BAAD IPF BFIC=>F4 =7 150 mg RV 100 mg #B#ITROB5 LERBTO=V T4

ZTDEDERENT A =4

INT A =R [Hfr] =T X =T 150 mg & G | =7 X =7 100 mg 5. 5F
WE 5% (N=11) (N=4)
AUCo.12  [ng-h/mL] 152 (60.6) 59.0 (67.2)
Crmax [ng/mL] 34.9 (62.8) 132 (66.9)
tmax [h] 3.90 (1.00-6.00) 4.48 (1.97-12.0)
tiz™D  [h] 8.48 (43.1) 827 (13.9)*?
e 28 A H 14 A H
R (N=9) (N=4)
AUC:ss  [ng-h/mL] 218 (58.3) 115 (32.4)
Cmaxss [ng/mL] 39.7 (68.1) 20.0 (64.5)
tmaxss [h] 3.87 (1.00-3.97) 3.42 (2.00-4.07)
ti/2:ss [h] 27.5 (20.1) 23.4 (22.4)

S ME CGRATZENRE%), tmax (sl THRAE G/ME— KM, (ZTEFRIEIZEIT 537 A =X
AUC : P e -Re AR AR N HEIAE, Comax
1) BRI G% & EFRETOEE OENT, SARMTORMEROEN (HEBRG%IT 24 B E T, EF

REETIE 2HMET) ICHKTIEEZBND

E2) N=3

AAAD IPF £E|
DEMENEE/INT A —4

H e I AR R EE

VT4 =7 150 mg R U 100 mg £ B %I O% 5 L =5 TO BIBF 1202

NT A —HL [HL] =T X =T 150 mgFEHE | =27 X =7 100 mg % 5-f
Hal¥z 5% (N=11) (N=4)
AUCo.12  [ng-h/mL] 174 (82.6) 64.1 (126)
Crax [ng/mL] 31.0 (82.9) 14.3 (75.7)
tmax [h] 5.95 (3.00-6.00) 4.94 (1.97-12.0)
tin D [h] 6.11 (22.9) 6.52 (5.44)*2
iy 28 HH 14 HH
Bk (N=9) (N=4)
AUC:ss  [ng-h/mL] 237 (63.0) 161 (42.6)
Crmax.ss [ng/mL] 33.2 (72.5) 24.0 (88.8)
tmax,ss [h] 3.97 (1.67-6.00) 3.92 (2.92-4.07)
ti/2.ss [h] 23.0 (16.5) 22.9 (18.7)

SN CGRATZZENRER%) , tmax (sl THRAE O/ME— KM, s ITEFIRIEICEIT 53T A =4

AUC : i -] AR T A, Cmax © S ILAE TR E

£ 1) HEHEG% &EFIRIE TOREHI OENE, BRI TORMEBF S OE (HE#R54%13 24 B E T, EF
WETIE2MET) IKhRToLB26ND

E2) N=3

<HARAKOSNEANT — & >
BB EE I O BV MG (SSc-ILD) BFIc=v7 ¥ =7 150 mg % 1 B 2 B 0# 5
LERBR TR ONI=0 T ¥ =T OEFIRERO HEMIESZ O b7 7 MR RE L2 RITRT ¥,
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VIL S EhRelZ B9 5 H H

SSc-ILD B&IZ=T4 =7 150mg % 1 B 2 EEAKXEL-HBRTORERMERD M IMEHIRE

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

BTV (TEBIRER%), FEMES b7 7 mEPREIL 150 mg XN 100mg 1 A 2 [B&EEOT— & % &
<HARANKROSNENT — % >
HETHERRHE L 2 £ O MR R (PF-ILD) BB I =074 =7 150mg % 1 H 2 IO G L

FRBCA O = Y7 ¥ =T DERRIEN O RIERD b5 7 TR £ RIR T 9,

PF-ILD BFIT=oTH4 =7 150mg % 1 A 2 B O#SL-HBTORERERDNTMERRE

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

BTy (BTEBIRER%), FEMES b7 7 mEPREIL 150 mg XN 100mg 1 A 2 [B&EE5OT— & % &

(3) HEH
MR L

4) BE - ftRAROEE

) BFEOEE (1199.17 RER) 7

SHEANT =5 >

fEFERAIC =T # =7 150 mg ZRZICHRERE DG Lzl &, ZEEREGATHAT to
O RAELEAD 2 FERRIIER L, AUCool3HI 21%, Conax 1349 15% L5 L 72,

) AROERSHIZAE - A& @%, RAKE=r7 4 =7, L1 150mg % 1 H 2], - ¥ BHICK
Af53 2, vk, BEOREBICLV=UFTH=7L L TI1E100mg ® 1 H 2 [\FEG~FEET 5,
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THRE [ng/mL]
NG
|

=T =
W o\
| | |

M

—— =
g 2

% (N=15)
JEHE (N=14)

fAIFEHE) (1199.17 FHER)

Bl [h]
BERAICZTH =7 150 mg 2ZEREUVERICEEZOAKRSHROFMBHRERE (%

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

K5 A— 5 [HAE] e et
AUCo..  [ng-h/mL] 98.4 (33.0)" 119 (53.9)
Cnax [ng/mL] 11.1 (60.3) 132 (61.6)
tmax [h] 2.00 (1.48-3.98) 3.98 (1.50-6.05)

e EIgME (SR EIIREL%) , tmax (P IRAE (Foe/ ) MIE — F i)

1) N=11
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2) 7 haF— O (1199.161 5Er) )
<HMENT —5 >

fERERR A (31 61) (24 b= — D (PpER FIPLEAD 400 mg & 1 A 1[8]3 HFKEES
L, 7 hary— 5% 3 BRIC=VT 4 =7 50 mg Z HEIfFHE 5T Li=5a, JE0F
mﬁ:ﬁfém%ﬁ@iy?ﬁ:ﬁ@Nmmﬁ&H%,Qm@ﬂ%%iﬂbkoﬁ/75:7®
BREEEIINT, NA AT XA TV T L ICOBREENRL DI, tmax X040/ TERIBFRIIZ TR

D HINIRI DT,

VI Zzaete (B LovEEsSs) (ST 2HA 7. HHAEEH 220RT52 L,

@

THEE [ng/mL]

N =
RPN *—

.

/

M4 =
g

|
\
41 J&(‘ ® =Yy —ffH (N=29)
‘ \ O 7 rary—r#EpH (N=31)

BG4 [h)

73+ VJ—)L 400 mg O 3 BHEIREEAKRER R UVIEHRARIC
B’ELEHEOZVTA T OMERRE-FREHER (RATEHE)

73+ VJ—)L 400 mg ® 3 BHEIREEAKRER R UVIEHRARIC

BELEBOZUTEZTDEYEFE/NS A —4

—UTH =T 50mg #EEEO

—UTH =T 50mg #EEEO

S5 Rk ] 7 b :le:;;vélfﬁ?ﬁﬁ 7k :Z;:z;—)wﬁffﬂ%
AUCo»  [ng-h/mL] 38.6 (42.5) 61.3 (40.4)

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

tmax [h] 4.00 (3.00-6.00) 3.00 (1.00-6.00)
ti2 [h] 18.1 (34.9) 15.6 (38.3)

S EME CGRATZENIREL%), tmax (TP RAE (e IME — e RAE) , 1« THIEE00

1D 7 ba b= WEERNTIISNVARIOSBBRGEE STV D

H2) AREOARBINIZHE - ﬂqEZL% RBAIZIE= /757 L LTC1IE150mg % 1 H 20, § - ¥ &%
BOE54 5, ik, BEOREICLV=FTH=7L L T1E100mg® 1 H 2 mEEG~FHRET 5,
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3) V77 e EONFH (1199.162 3k
<HENT —F >

fEERA 2661 [V 77 ey (P-HEERFHEHR) 600 mg 2z 1 A 17 AMMEREL,
U7 7o EEAR 8 HRIC=VT X =7 150 mg ZHEHRGY Lz5a, JHH&REGET
X, =T X =T HMBEER LI L T=0 T 4 =7 0 AUCowolT 50.1%, Cumax 1% 59.8%F TIX T
Lz, =V T XA =TRBROKTIL, N AT XA TEYT 4 IZDOBEERB DI, tma XT3
S HEIBRRICELITRO Lo T,

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

M
f“ | O V77 rev 3 itH (N=26)
ro ® Uy EVUHH (N=25)

TEE [ng/mL]

migh =274
.\.\.»__ -
e
/
|

—_—

b t& 5] [h]

J272EL2 600 mg D7 BEREZORSERUVFEHFHRRKICZVTH =T 150 mg ZHEE#E
ARESLIEFEO= VT 2 JOMRHRE-FREHER (RATHE)

Y77 UEL 600 mg D7 BRREEORESRRUIFAEIC=VTE =T 150 mg & HEE
OS5 LEBOZVTATJDOEYFHE/NS A —4

S5 Rk ] U77Gi;;#ﬁ% 977&;;/ﬁ%
AUCo  [ng-h/mL] 183 (36.1) 89.4 (36.8)
Crnax [ng/mL] 22.1 (51.8) 12.8 (43.4)
tmax [h] 3.00 (0.500-6.00) 4.00 (1.00-6.02)
ti2 [h] 22.5 (22.8) 234 (24.0)

S EME CGRATZENIREL%), tmax (TP RAE (e IME — e RAE) , 1« THIEE00

E) AANOKBIN-HE - HE . @%, A= 7X4=7L L TC1E150mg % 1 B 2[0], & - ¥BH%IC
ROk 5, vk, BEOREBICIV=FTF=7L L T1H100mg ® 1 H 2 [[E5~FRET 5,
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4) EAT==RrLofHA (1199.31 #Ek) 100
<HANT =42 >

HARANDIPFEBE 200N 7 == RO/ T =074 =7 150mg % 1 H 2 [A,
28 ARG L, =27 ¥ =T ROEAT == R ORDBIE~OFEE, TNTATRE LD
AL CRE LT, v F A =T R L7 == Ry LR L7m8e, JEOERmRIC b _T =
TH =T OWEHE (Coax KOV AUC) DMEL 72 DM DT BT CEATRERIILEL) , fH % D Couax S
AUC DI EBENTOIE S X kX < F B0 AR Tl 2 L, BT x= Ko
OFA - FEDFRERI CHEZR o T, — i CELVT 2= RUDRERIC=T =712 LW 6078
WAL ot (ERNEER),

(V. IRRICBET 5 HA 5. BRRAGRE (2) MIARSEERER DARIEHE) 22305528,

120

O vi7==RUIEHMA (N=11)

100 - @ tiA7==FKH:H (N=9)

80

T [ng/mL]

60

H=

40

=T

20

1A

Fe L% [h]

80

O vr7==FRr¥EHA (N=11)
@® vt T==FHH (N=9)

60

T [ng/mL]

40 4

H=

=T

20 +

1A

¢ -\\\j
§ i_ i’;:::’:‘.::‘é"-‘fi

T T
648 652 656 660 672 696 720

5% EE ] [h]

ELTz=F2600mg1 B 3EREHAXITEHFAR AETHELE =274 =7 150mg
ZEHERVO 1B 2RRERS LEHOZ T4 ZJOMERRE-FE#ERE (EifiTHE £ =
VTHZJEEKRER T ZUTHEZIRERER)
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EILT7xz=F>600mg1 8 3EKREHAXITIECHAR QAEITHERMLE) (=274 =7 150 mg
FHERRUV1B2ERERSELEZBO_VT A JEYBENSTA—4

NTG A—54 [HiT] | N | BT == FUFEREH | EL 7 == R
il 5%

AUCo12  [ng-h/mL] 11/8 152 (60.6) 131 (154)
Cnax [ng/mL] 11/8 349 (62.8) 26.5 (160)
tmax [h] 11/8 3.90 (1.00-6.00) 3.90 (3.00-6.00)
ti [h] 11/7 8.48 (43.1)* 7.03 (16.0)*
g% (28 HH)

AUCrss  [ng-h/mL] 9/7 218 (58.3) 149 (18.0)
Crmaxss  [ng/mL] 9/7 39.7 (68.1) 23.5 (27.2)
timax ss [h] 9/7 3.87 (1.00-3.97) 3.88 (1.00-3.95)
t1/2.s [h] 9/7 27.5 (20.1)® 28.4 (22.7)%

BAEAME  (BATEEIRE%), toax (XPRE (B/ME—FKME), <ITEFIREICBT DT A

tin (ﬁf’%#/@i,ﬂ}q

) HERG% & EFIRETOREMOBENIL, ERETORMKEROE D (HEER %L 24 K E T, %K
BECENIMET) chkTsEExLND

25000
3 O =7 F=7FH N=9)
E ® —. 7 ¥=70H (N=8)
& 20000 -
i
a _
< 15000 1 ]
I
i "
H T8
2 10000 { A=t
N Ic
> /¥
X
= 11
£ 50001 /]
N=

-

Fe 51585 [h]

ZUTH#=7150mg 1 B 2 BIREHAXITIEGHAR (EHRALLE) ICELTz=F2600mg &
1B3RIREHRE LEZBOEILT = FoOmETRE-FRE#E (EiTHiE)
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5) A& oA (1199.239 #ER) 4

<HEANT—F >

fEEERR AN (136) (AR Er % 125mg & 1 A 2[E8 AMERE L, Rt ¥ & G50Mh% 7
HEIC=T7 4 =7 150 mg ZHEEED LegGe, ORI 20O =7 4 =70
AUC )0 O Cruax DT DO LEIE, I 102.0% K% TN 103.4% T 72, TILENDED 90%
EHE X NI PRSI ORI EILAE (80~125%) DEIFHNTH-7-Z &b, =0T X =T D
HEREIZR 2 PP ORBITRD bR o Tz,

+ KevzxvpH (N=13)
151 O K vz vIEHH (N=13)

[ng/mL]

VTR TR

It =

TT——

-

54+
1

0 12 24 36 60 ]

52 [h]
ZUTHZJEBBERRURE VA U REREROHFAKRERTOZ VT T DMEHRE
-FfEHER (R T5(E)

E/N

ap

ZUTHZJEHMBERRUVRtE U U RERSROHARERTOZ V75 = J DEYH
SA—4

G

KT A sk, D] *tGi;?ﬁ% *?&Z;ﬁ%
AUCo. [ng-h/mL] 204 (38.3) 208 (34.1)
Conax [ng/mL] 219 (55.2) 2.7 422)
o [h] 2.00 (1.00-6.00) 2.00 (1.00-4.00)
tin [h] 211 (19.8) 26.5 (44.0)

S EME GRATZEENREL%), tmax (TP RAE (e IME — e RAE) t12 : T I

6) TF=ATRALTIA—ARKOLR AL AN LAEESHIE O (1199, 340 35r) 50
<HENT—5F >
SSc-ILD & (17 §) IC=>7 X =7150 mg % 1 H 2 [Flb 72 < & bl 10 H DL BRI

E) AANOKBIN-HE - HE . @%, A= 7X4=7L L TC1E150mg % 1 B 2[0], & - ¥BH%IC
ROk 5, vk, BEOREBICIV=FTF=7L L T1H100mg ® 1 H 2 [[E5~FRET 5,
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BHL, =F= VT ARNTIF =130 pg KONLAR JLF A NIV 150 ng & HEE G L1254,
= T X =T IEHERCH T AR O = F =L A T VA — LD AUCoy D D LI,
101%TH VD, D 90%EH X MITEMFRIFRFMHEOHEREE (80~125%) DOHHNTH 72,
—J7, Cmax DEMTFEHMED T 117% (90%FHHIXH] - 108~127%) THY, =T X =7 DHH
LD ERTHZELWRBENTZHOD, TOZEIT/NSL, FIVE L LV E R E O
ERICE > TROBHEEIRO I T T 5 ATREMITRWZ L 2B BT 2 &, BERMICEKRO S 5
ETIEHRWEEZ BN, LRI ASZ R LD AUCoy M N Crax D PE TR/ FEDE R D 28 (a] S 15
DL, ZNEI 96.4% K% T 101%TH Y, D 90%(EHH X ML A D0 R SrE 0w FE 4 (80
~125%) DHFFHANTH>7c, UEDZ b, ZF =V A NI — VROV R I VT A N
IVDIEMENREIZ, =T X =T PFRHIC L 2 BT O 6ol

IFILIRMNSOA—IIERESBRV VTS IREREZDOHBREETOIFZIILT
AR OF—ILDEPEFRE/INT A —4

85 A 2y (W] ﬁ/Tg\I:lz)éHﬁﬂ% w/T(I?:vl-;{ﬁﬂ%
AUCo-z  [pg-h/mL] 610 (65.6) 618 (57.3)
Crmax [pg/mL] 54.7 (35.6) 63.9 (44.7)
tmax [h] 2.00 (1.00-6.00) 3.00 (1.00-5.00)
ti2 [h] 17.4 (29.5) 16.7 (27.1)

S EME CGRATZEENREL%), tmax (X RAE (Fe/IME — e RAE) t12 : T IA)

LRI RFUILBERBEEBRVZVTAZIRERSEOHBAREERTOLR/ LSRR
IVDEYIENEE/INT A —42

85 2k (B %/T&;;%ﬁ?ﬁﬁ %/T(If:w;s?ﬁ#ﬁ
AUCo-z  [pg'h/mL] 33100 (81.8) 31900 (81.1)
Crax [pg/mL] 3120 (55.6) 3150 (54.6)
tmax [h] 1.55 (0.983-4.00) 2.00 (1.00-4.00)
tin [h] 39.4 (64.2) 35.0 (42.7)

M CRATZEENRER%), tma (X RAE (e IME— T RME) ti2 2 I
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2. EYRERB/INTA—S
(1) FRHrAE
BN RE ST A — &L, o arN— KA NETFAMITIC I D EH L,

(2) TRANEEE R
EER R L

(3) HEXEETEH
<HEANT—F >
BEEER IS =T ¥ =7 150 mg % Btk 1 B[R O£ 5-FRE 1Y 98 4003 0.0308 hr! Th - 72,

@) 2IVTFSVR
<HENT—% >
fEFER AN =T 4 =7 6 mg ZFRNEE G o487 ) 752 2% 1390 mL/min T&H

o723,

(5) HMAERE

<HENT—% >

fEFER AN =0T % =7 6 mg ZH RN EE G- 0@ REE TOS M AL 1050 L Th -
7= 30,

6) €0t
RZEE R L

MI /\

3. B&EH (REaL—Yay) @iF
(1) fEH7EE
WL T 75 A b, — YRR O — Y R A AAGE LTz 1-3 28— R A b ET L

(2) INTA—ALEHER

FE N (NSCLC) B % & Te FHE M S B REAR AT & (Y TPF FBAE & k52 & L 7= FHEE T3
WIEhREFRATIZ X 0, IR R ORI MR 1 O 5 8 % et L=,

IPF B Z XI5 & Lo RSB R MEAT OFE R, WIRPER 7 & U CHln, RE, FLERBIKE
BeR (LDH) MOAFERN =0T ¥ =7 OREREICTREDREZ KIFT Z LaVvrRESiz, IPF &
Faxtg e U725 1M1 AH 1199.32 386k & 1199.34 5Bk D N Z s BV T3 L 7= A 71235

) AANOEGBSIVIZZINE « R - RS MEITHREIE, B MEIRREIZLE S FYE MRS, TR AL O YRR
FHE - A @% ACIE= T H =7 LC1E150mg 2 1 H2[, - Y BHBIROKRET 5, 2,
BEDOREICLYV =T =7, LT 1E100mg ® 1 H 2 mEHE5~RET 5,
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SRR 7R iRt (HABMNT) 28V, ZORRNIFFESNT,

NSCLC ## 2 & te REEHERM B REAEAT I W T, SMAMERIF- L LT, =27 ¥ =7 4y @hkic
4 2% BRI O FE B NGR 6D B ATz, JEMRIERE S TMUEREER O 22 R L Hei LT, BRI TN
AFT ATV T 4D 2% K272y, =0T ¥ =7 O Mgz EOMEREENIIRE <,
ZORBIIBRN BRIV EEZ DI,

TR B, ITRRRERE B, Wilind ISR 9 S RERM R BN RRART I, TVIL FAEhiRIZrd
THHEA 10. FEOHERZATLEE] 22MT D52 L,

4. IRIN

<HENT —F >

BERER NI =0 T & =7 % 100 mg B[R N5 & O 6 mg FARN AR 5 Lk mns, R
EALARKR O ERB# DO AUC OFNMREEZAFT 52 L2 Lo T, BN GHZORBINEITA
23% & HEE STz 3,

F7o, EFERAIC=T X =7 100 mg & %I HERE 085 K06 mg & FRARNHE[E 55 L
TofE RIS, MR AL T T XA TV T 41%4.69% T o725,

5 9%
(1) Mm% —RxBEIFE@ s
HEER R L
<HBE: Ty >
T MTWC-= T X =7 % 30 mg/kg IR O &G Lz L &, AR~ EED /A 1
I TH o722,

(2) Mik—BAARRAFIEBTE
AR L

(3) HA~DBITH

MR L
<BE:.7vh>
AL 12 AHOT v M2 MC-=0 7 ¥ =7 % 30 mgke HIEREABG Li- & &, 251 1%

G REIRE (269 ng/mL) IXIMAEHFHUNBEIRE (2260 ng/mL) O 10530 1 ThH Y, Ht
BEIRARICFLIT IS RAT L T, P14 24 B DA O FL A RE BRI =R 135 5- 2 D# 0.18~0.5%
Thol= ),

) AHOKRBENT-ME - HE 8%, BRAKE=FT =7 LT1E150mg % 1 B 210, &« ¥ &%IC
BOsET 5, ks, BEOREICEYV=FF =L LTI1E100mg D1 A 2 [EHG~FET S,
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(4) BEE~OBTH
MR L

(5) ZEDDIEBE~ DT
<in vitro 7 —# >

b iR Mg ORI 0.869 Th -7z 3,
<%%:.7vb>

HEZ > M MC-= T ¥ =7 % 30 mg/kg BB M # 5 U 7214 O AR P HOH BRI B 1 X3 5% 8 IRf
N KER 7y DAELAE ChemfEiC i L, 5% 24 K CTI3EE LWR 25380 b7z, ik & OVl
HHRERE X, ThEhEE1 0.5 KON 2 REfi i@ i & /R L7z 52,

blood standards

B3y MIMC-ZUTH=T%30mgkg DAETHERORERDEFF— 5 OF T 5L %
51 2 B5fE)

BEZ v MZWC-=o T X =7 % 30 mghkg PHET 1 H 1013 HEKEROEES L X, @
T K O T BT B (B REME TR B Dy o 7223, —EROMAR TIZM & 27 i BE R B o
ERPNRBD SN, YC-= o T X = T HRMEHEOEREIEIIER Tk bm < (ERiREk 7.9), kv
TH MR (42), IFE (3.3) ROKEHE LK 3.2) Tho7o, FIF (12) ROVEHKE (1.2) TiX
HREMEIXIZ & A RO bR o To, KR 5% 0PI ) BRI S 7 B EEIXIEIE 100% T H
ST 2 E RO DRI S N B REIZ DTN TH 722 LD, KERGHICHEBCETET
DHSEEIXKIRE CH D LB B ),

-104 -
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(6) MPEAFEER
<invitro 7T —H% >
UC.=oTF =70t MIHEEAKSEIL97.8% TH VD, THEAMASEAIXMBET LTI Th

oY

6. X
(1) RBELR R BHRR
<HENT—H >

WC-= v T ¥ =T % W RNENERBRICEB W T, b MBI 2= 7 X =7 OGRS
7o Invitro DFEF L FIRE, ERMHMKSITI= AT 7 —BIZXDMADRTHY, ZTORE, v
RUBRH T D BIBF 1202 AR SN, FW TV v rigfaiiEs: (UGT) 12k 7y
7 IG5 0 BIBF 1202 7V 7 b USRI AR S Ve, =27 =775 BIBF 1202 ~
DORFNIIEF T H D > T,

MAEH TR SN BEREO R EE, =74 =7 (24%), BIBF 1202 (32%) K U\ BIBF 1202
Tra UBREAR (30%) HEKROLDTH-o7, toRHEMIE, Mg SUIHES T Th 3
BB SNTZDR Thole, =0T X =713 25F b7 m—LA P450 (CYP) 3A4 12 1% N-ii A
FIAIZ LV AERLE 415 BIBF 1053 X OVE O N OMEWIE, fEERmPICiIBliEsny, ety
RS, ZORLSVEIREGED %KM Chole, LIZNoT, =7 H =70 CYP3A4
A LTRENEETIIRWEE LN,

ZORERITHSE, B MZBIT =07 ¥ =7 ORBHILL FOKIGIZHTT 5 2 LR TE 5 397,

‘ml 1 =T H =T DRATF IV AT VG OINK G RRIZ K D BIBF 1202 DA fK

(3% A HE D 32%)
-m2 : BIBF 1202 OB /LAR VERER S DHAIZ L D 1-0-T 2 v 7 v 7 a RS RO AR
(A% A HE D 30%)

‘m3 =T H =T DENRT YRS DERERY N-Iit A FLAKIZ X % BIBF 1053 DARL
(PEH i c e 58 D 4%, MR It S Tnian)

‘mé . =T X =T DERT VARG R FEAEIRY N-I A T VAR O A
(PEHty i c e 58 D 3%, MR Tl S Tnian)
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0o N’CHJ oM
H’c'NJ\/'Q (\NiH H’C'NLN\)N
m7 "e. Ni/ N\/l
miz716 Pt BIBF1053
P mo m3
N, miz 554 A m/z 526
H H
(o]
HC N
o H
glucuronid
m8 0 N H H
m/z 556 "‘"'1 P " N‘L(\ Hjc'NJk/O
He. j\,(\ m4
PN =
: BIBF1120
mo
m/z 540
m/z 542
HK'/©:§:0 HC, ’L(\N b H’C'Nj\/O A
o H i chie A AN

m/iz 718 N BIBF1202
glucuronide ; al X HOOC _ o o
o miz526 H 0, N
HOOC _o H OH ‘. mé
Al

HO o
H:S;;\H/ m/z 688
m2 - m/z 702
isomers due to
miz 702 acyl migration

ErZBFBEZZTFHAZTDHRE

(2) RFICEHET SEEER (CYPEH) OnFiE FE5=X
<invitro T —% >

=T =TI B AT VKGR, 77 a U BRIE R OWREH) N-Bii A F- Ak X0 fE
ENe ¥, e MFIZ7u Y —AIlBWT, ¥C-=r T X =T AT T =PI L DMK EZE %
FC, IR CEBERE CTh S BIBF 1202 I s, “C-=r T X =T D AT 7 =BT LD
DRGNS EEZE RIS Th -T2 (22T T —PI2 &k 5= X T VKRS FRIEHK 25%, CYP B4
(2 K DBALAENIK 5%) . =2 T ¥ =7 OKERILIE KON A FARD A B 2 i3 25 T2 70 B3R 13

CYP3A4 Th o7z,

BIBF 1202 (& L1277 v o BiaaGib &, 1-0-7 27 v v Ui a iR %z £k L 7=, BIBF
1202 7V v B ZfiEd 2 b UGT 21X UGTIALl, UGTIA7, UGTIA8 KX

UGTI1A10 T - 7= 300,
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() VEEBMHROEERVUZDEES

<HEANT—5 >

=T X =T INER O U T, = AT 7 —E RO UGT 2 X % K& Ae)nlmiash 2 %
F, & 5 BIBF 1202 K OY BIBF 1202 7 /v 7 v RIS IRICR#@ &N D,

(4) REMOFHEOBERWEMEL, FHELLE
<BZE :invitro T —H >

=T X =7 OFEEMFHY BIBF 1202 1%, BEHRT v A 1230 Tl Vi R R -5 28
(PDGFR) o, MAEZFEAIIIETEIN 722K (FGFR) 1 KON N2 EFEIN 7% 251K (VEGFR) 2
FRRE L, 0 S0%HERE (ICso) fEIXZE 433, 240 K TN 62 nmol/L T -7z o,

E% e S ARRMEEAIIIC B8V T, BIBF 1202 1%, PDGFR-0 XU O HC U Vb ZFLEL, %
D ICso EIZZNZFH 5717 nmol/L K& T8 23510 nmol/L TH Y, Zhid=rTF =7 LE_TENZE
A 1/265 KON 1/607 DIETH-7-49, Z D Z & XV, BIBF 1202 121 in vivo TOHZNEIZHIFF CE
RNEBZTND,

7. BEH
(1) HEMEBAL K ONRR B
<SEEANT—5 >
=T =73 FCERICHRE S D 9,

() HriER

<HENT —5 >

BERERAIC UC-= 0 7 4 =7 100 mg IR Z HIARR N 5 Lz & &, 72 BEE £ Clo e 55
RED 0.649%D3JRHIZ, 120 FEHE TITEG-HURRED 93.4% 033 R PRt S 7z 59,

E) ARFOARBINT-HE - HE  @%F, RANCE=r74 =7, 1L T1E150mg % 1 BH2[E, & - YBHEIZ
BAfkb45, vk, BEORBICIV=FF =72 1L T1H100mg » 1 H 2[5 ~FRET 5,
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VIL S EhRelZ B9 5 H H

100 —

80 —
i
g 60 —
= O #EPER (N=8)
?é @ kR (N=8)
I 40 A R (N=8)
=
BR

20

LR T ‘ \ ' \

0 24 48 72 96 120
LG RF] [h]

YUC-Z T H =7 100 mg iFREEZFEORSFD “C METRED RSP, Erh RIEHEM R R U EIRE
(A Fi91E)

fEFER NI =T % =7 100 mg £ A& 5-% K& O 6 mg RN 515 ORZERO R iR
1L, FNENBEGEED 0.05%% N 1.4%Th - 7= 50,

(3) btk
MR L

) ARNOERENZHE - AE @, A= TF =7 LT1E150mg & 1 A 20, 5 - 8%
n#&532%, vk, BEOREBICLV=UFTH=7L 1L TI1E100mg ® 1 H 2 [\FEG~FEET 5,
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VIL P EhREIC B9 5 HE

8. FrIVARKR—F—IZEHT B1HER
<invitro 7 —% >

=T X =TI PHERAOEE TH D03, ZHIMPEREER B 2 (MRP2) & OFLEmT M 1 (BCRP)
DOIETIEehole, o, =0T X =71 P-HEE A KO BCRP 2% L THWEEEHN (kT
KHFRIEMED ZNEI 72.9 LT 36.6%[HE) ZnLlc, =0T X =713 I T4 N7 AR —
% — (OCT) 1iZxt L CRLEMEH (Csofl : 0.88 uM) Z/RL7-4%, FHHET =4 Uik ) X7
F (OATP) 1B1, OATPIB3, OATP2BI1 ¢} OCT2 \Z%f9 5 FLEEMITR S o7z 2,

9. BMFICKDHBRER
MR L

10. FEDNDEREETLHEA

(1) EHREREEE TR 23y ERE

<HARANEROSNEANT —% >

RN = T X =7 HEE G Lz & &, Blig SRt Sh 2 BIE 135 80 1% K5 TH
STz, BEEEEREIC X D KW ENRE~ DB & AT 5 BRI L T,

IPF [ 933 5] (AARNEE 69 Bz GEte) OF —H % A\ 7- RHEM S ENREMAT OFE R, A
K OFEEOBERERES (/L7 F=027 107 72 A>30 mL/min) 1Z=27 X =7 OEYEHEE|IZ
BB RS-0z, mEBHERE (V1L 7F=27 107 72 A<30 mL/min) (22
TR ST DRG0, =0T X =7 OIYERBITT 2B OV T ERIEE b T
AN

(2) NFHRERE BT 2T 2 3 RE

<HARAKLOSNEANT —# >

IPF [235 933 5l (HARNEHE 69 flaEie) OF —& & HWI-RHERISRMBIRERT OFE R, &5
ATCERE™ Ot~ — D — (TANRTXUVEET I ) F 7 A7 2T —8 [AST], 77=7 3
/b?VX7I§—€[MJJ&069wHVﬁ)@L%ﬁ&é$%f WREE 7S L9 % 8
INFR LIV, FERHEIICH B CTIX R0 - 72, ARHE MR EhREfRAT 12 ¢ SR T EY
FTHEREREE D & 5 BT E T THRL,

) AT TOFHERERE O 7 L — RBEIZLL FIZR 3 NCI-ODWG (Organ Dysfunction Working Group) T D JE 2
EIITREEINTND
iE o ALT, AST ROEy e IR EIRELCT

B JE : ALT K OVAST 23 SEYEME ERR 10 5 LA T, 222 B U LB MHEEYEE ER 1.5 500
FREERE © ALT Jo OV AST DSEEHEE IR 10 f5LLF, o B U LB U RNIEAEE B 1.5 58, 30T
O ALT XU AST /N EEYEE BFR 10 588, I E U LB r MR IRUEfE IR 3 158
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VIL S EhRelZ B9 5 H H

<HEANT—5 >

BEEE SRS S (Child Pugh A, B) ZH 4 D HERE 255 & U728 T HEFR G- BAR
BRI IZ BT, AKI 100 mg 2 R O£ 5 L84, BEREIRERE (2~ Cl TR (Child Pugh
A) EHTHHRE D Crax 15 2.2 15 (90%EHEX M : 1.3~3.7), AUCo.l% 2.2 {55 (90%(5#H XM :
12~38) L& L7z, &S (Child Pugh B) 2 AT 245 E TlE, WA 2~
T Conax 13 7.6 15 (90%(ZHEX W : 4.4~13.2), AUCoolL 8.7 1% (90%IEHHXE] : 5.7~13.1) EH L
7z, mEEFRERERE S (Child PughC) 2 AT 288RE x4 &4 23 BRIIFHE SN TR 57, MR
720N,

(3) FEkEICRB T HHEyERE

<HARANEROSNEANT—% >

mn it COKYENRE 2 319 2 s BRI E M L Ty, IPF B 933 il (HARANERFE 69 62 &
te) OF =% E AW REFEYERRMIT O RIS, Flne =07 ¥ =7 REEOR E/2BRK
DIREN, 1 I EITNNATT A TETT 428 0976%HN L= FENTEMOHPRETH D 66
& DLER) , FENT R R OEREIIIL 39~85 1%, PRI 66 ThH o7z, TT MTE SN
TRING, 66 mEOBHE LI LIZGA, 52OBE (5 /83—t Z A )L) IZ8B1F % AUC.«x T 14%
WL, 19EOBE (95 3= X A1) IZBWTIE 13%H0 L7z,

1. £Dfth
iR — S (it e aetk) DRk
(1) IPF
IPF [BH 2t R & U7 hgEE-FEPE N (A2E) O OfER, =7 4 =7 O MiEgRE&E & 52
WD FVC AR 3R & OMIITRARIIR (En) ETAKROBERENRBDO Nz, =0T X =7
DR B DT disease modifying effect (FEA 723 FVC I/ Z IE S H 5% 58) & L TR b,
Emax BT /L TD S0%HNE (ECso) OHEEMEIL 2.6~3.3ng/mL TH Y, 80%H hHEE (ECs) P
HEEMIZH 10~13 ng/mL TH 7=, IPFERFETO 150mg 1 H2[BHFGICL =0T X =TD 7
7 MERREOFRIE (K 10ng/mL) (X, Emx P77 h—FHIZRTETH o7z, HEEMHTT
X=0 7 X =T OIRFED RO TR & LT, BEELUIMNIRIRS R0 oT72,
BREGREER (Zet) [2onWTiE, =74 =7 OmiEgER L LR LR 3 L ED
AST KOV X% ALT EFR-OFBLE ORIZHHVMEBERRRD bz, 61T, EMEE ERO 3
fFLL B AST KOV XU ALT EFRFEBLO Y 2 7 )38 BT AR TEMEITE N D & DR S L7273,
RIS EROFEREIT V07, o, TROEEEIZHD LT, THRIEBOU 27
OFHET-E LT, MEREELY ERGENEL TWD I ERRENT,

) AFIDOAZRBENT-RNEE « HR BRI MERAEIE, B VEMAEICLE O VMR R, ST 2 £ 5 [
T Nt R 2
MG - & @, A= 7#=7 L LTI 150mg # 1 H 2[H, §]- ¥ BHRICROEET 5, 2,
BEOREBICL V=T H =72 L C1E100mg ® 1 H 2 [5G ~FRET 5,
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VIL P EhREIC B9 5 HE

(2) SSc-ILD f##

SSc-ILD f#H 2 %5 & U 72BRER-SOCHINT (A 2WERHIE A « 52 W# O FVC ERRD R, 24
PEEEARIE B JEUEME EIR D 3 504 ED AST RO/ X% ALT L&) OfEFI%, IPF BE TORE L
BE LTV,

SSc-ILD #HFHIZHRWT, =7 ¥ =7 O MHiEGRTE & & AR E Tdh 5 FVC O A R
EDOMNTIE Enax BT MEEDOBIRRBO BN, =0T X =7 150mg 1 H 2 B[O T 7 iifEd
(%) 10 ng/mL) 1% Emax P77 M1 Z R IETH Y, Z ORERIL IPF BH TORR & [FEET
o,

SSc-ILD 3 & IPF B3 OISR OFRRE T — % Z 0FO M L7 fb 5, 1REE & & TR L5
& DORAFRIZ OV T IPF 55 & SSc-ILD BF# & ORIIEW T8 572, SSc-ILD BHETH, =27
K =7 DI SRR B L HEEE FERO 3 500 o AST 2OV XE ALT EF-O3EL L ORIZIEDOHM
B HERE S T, R ED EFIC K OISR EH OV 27 3@ < 725 Al aetEn & 2 £ M (B,
RARE, 7O7AN) AT, IbiChofd (REECHREER) T, BT, &
A LR 3 5L =D AST KO/ UL ALT BB 2 U A7 2355 < 72 2 AIREMEDS /R S 41
7o, PR EA- ORBEIT RN 20> 72,

(3) PF-ILD %

PF-ILD # &%t 5 & U2 Ig iR -SOCitr (A2 BRI E - 52 M o FVC /B R, 24t
MM H c JERYEE EFRO 3 f50L ED AST O/ XUE ALT E5) OfERIE, IPF & O Sce-ILD B4
TOREREEEL TV,

PF-ILD H8 CITMT BB AR 5N TWAH Z &, =0 T X =7 OFG58N 1 HEOZ (150 mg
1 H2 [\]) THotoZ b, IPF BE TOMITIZHARD &, RFE-A0ME O BGR % IEME ISR
D ENTERNPSTEN, =0T X =7150mg 1 B 2 BEFGHOMEFRE R Enx D77 b
—fPEERIMETHY, ZOFRFILIPF BEHE TOMRLFRFETH 72,

PF-ILD £, IPF B3 KON SSc-ILD B OISR DERIRIR AT — Z & DR A fRHT L 755,

BT KON SSc-ILD B T EICFRO DIV AER & FERIC, =27 ¥ =7 Ok & & KVEE
RO 3 520 B> AST KUY/ XX ALT EF-OFBL L OMICIEOFHBIBIRIZED biviz, WRiEE
DEFITEY Y 27 B3EmL D RN O SR (T U7 AN, IRIKE, E&EFlm) 12Nz T,

AR T IEEM ERRO 3 520 o AST &U/X T ALT EF-OREANHKBLT LY 27 (R =Tl
) BB, FHL TR 3T EEnZ EnfEEIhz, 202 & bimEkod IPF BE LD
SSc-ILD B T OfRHT DAk F & I?J%T*;l@of:o PF-ILD #B#H & &5 L L= BT, IPF BHE LKW
SSc-ILD & & %54 & L= BRICH~_ T ALT UL AST O EHBSRBLT 25U 27 B2 fis@mno iz

(RFENLOMERICTHEER) 28, ZOZ Lo Lz BE S R0 R CIIsms Tt 2n
ST, Fiz, 77 BARETY, IPF BH KO SSc-ILD HBE 2 x5 & L=k~ T PF-ILD % %f
G L LI2iBRTlE, ALT XUTAST O ERBFEET LY X7 3K 2 5@mho7, LrL, 2T Tid
D HITZIENDO L, Bilx O RERR R AR OB EEE N R 5 Z LT KD ATREMENE 2
b (PF-ILD & 2 x5 & L7 il CTIdMnlil OV s C O JE Y, IPF & K OF SSc-ILD B4

- 111 -



VIL S EhRelZ B9 5 H H

TIXFRCORYEM) |, EEICHIRT 20N H 5, PF-ILD BETO=T ¥ =7 Ol IgE
B LR RO 3 580 B AST KO/ 3% ALT E5-& oBEMEE, R RO A8l & & %9
L EMRE~PFRE L E 2 5, IPF BE L O SSc-ILD ABHE TOFER L FRRE L& 2 bz, FYE
il EBRO 3 520 > AST KOV X% ALT E5A-DIAORFIsIZ Bis 3~ 2 BRI A fE () 2 1%, FRUE
fE ERRO 5 4%, & L<IL 8 FUL LD AST KO XL ALT L&, BV ALEY, TABYEKRRT 7
4 —%¥) 1%, PF-ILD 3, IPF B KN SSc-ILD B 2515 & LB TR & 2E W T A b
7eho e, PR-ILD B Zxig & LI-ilBh Cid b iFliER EAIE, Kooz T, &
HROWME, B9l BE5PIcky, IIHRICEEMEBHNICEE L,
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VI ZeebE (B EoiEEs) (ZBd 5EAE

£ (ERLOEESF) ICEBY SIEH
1. BERB L ZNDEH

1. &
FHOFERIZ. FFZ OV TO+H LGB EBITRBOBRIC+ALHNE - BRELOEMDD
ETIS &

(fisn)

FERVERTRRHELE (IPF), 2B VESREZIEIZFE O BEPERZE L (SSc-ILD) 2 ONETTHERRKE(L 2 £ 5 FH
B VMR B (PF-ILD) O IR 7252 W1 M OV B1) 72 TR R BRCA AN DN T O+ 43 72 FEIZ F D ¢,
RANOwEEFEHZ XD MENHDHT-ORE LT,

2. QEW@&%@@E

21&%Xiﬂ%bfﬁéﬂ EMED & 5 et [9.5 2]
2.2 BHID A LISBUE DRETERE D & 2 B

(figEn)

21#%%%@@?y%&ﬁ%%%%wki%%é%ﬁﬁﬁf,% i RBFEAEH & AT T D3
RBOHLINTWDTED, T XATIEIR LTV D ATREED & 5 I IIA A 2 & G- L nWZ &,
7 v hTI, %fﬁﬁnmng®152@&5ﬁ®%§%:ﬁbf.%k%%ﬂzﬁwﬁw
WRiEE B O - JRIEBOEIER LA RO B AL, 12 f502 5 18 {5 DRV kR & T Hll k&
& REIRZ ~DFEENRD B,
T XTI, B 150mg O 1 H 2 FHERGRFOBREERICE LT, 3 05 VIRER TIE -
ﬁﬁ%@%&@%%@ﬂ WD HALTES, BRI & T OBREE & L KW IREE & TR - Jla 1R

\ZBHE T 5 K 5 7ol EAS L DR~ O ERTRD iz,

Z D & O R IERE IR FEME RIS RSN TERGE LTz (TIX. 2. (5) ARFiSs AR OTES ),

2.2 RANOFSTITH L CGREVE OBEEE D & 5 BE ICARR & &5 L5, MEUE 2 2 3 AT6E
PWERHDHZ LD, —RIRIEELEL LTRE L, ARIOREIZE L TUIMZEET, K
AlO AR U CGREGE OBEEREN H 256 120%, AFIZELH L2 b,

3. PEENIIHRICEHET HFE & ZDEA
(V. IREICBET 2B 22RT52 L,

4, AZERUVBEICEET HFELEZTDERH
(V. JBFEICET2HE ) 22352 L,
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VIl Z2efE (fH EoEES) (2R3 5HA

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 &,

(fi#0)

8.1 IPF FAF Zxl 5 & U7 ERRILRIE I FHERER (1199.32 3B OY 1199.34 #R) *9, SSc-ILD &
Faxtg L Uz EERILFEES O FERBR (1199.214 385R) YK Of PF-ILD i & %4 & L= [EF 4L
[FI55 I AERRBR (1199.247 #BR) VCik, AFOEGIC L HFEEZO LANRBO LN TERY, =
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
THOLNTWD, [FEEED LR L U LD ER 2D FFREHEREE O F8 4 DB 110 5L 151 %
RO T=OIEI 2 TR A &+ R BlE O MEVE A B E LT, FHSRERE E OFLE 23 ©
Ho THABIOBRFEN EF-TIHAND 5720, BECH DL, AEIRTRE L BEN
HEIZR D,

8.2 IPF O ENHIRZ BT, AFIEGEITHINICE - 72 BE A i/ MR B 2 585 U 72 IE 51 255
HBENTWDS Z EnD, M/MRIED OFAE ORI RIFE O - O EH 2 ikt &+
RBEE OBV R E LT,

8.3 EWNADHTIRZICE T, AKFEEHICR 7 0 —VIERREBIERES 2 BB L 7 EF DS il &
NTWDZ &G, X7 —BRERREOIADR L RHIFE RO 72 O EHR 22 R E A OB A
DOMEEEFHE LT,

8.4 VEGFR %4 L7-HifaN > 7 F /W niZ & LE T 5 AN W TAGIR 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, ARHEEL UTEGI TR Z1To72 15 BIYUFEY A7 2R T 5 BROREBIIRD &
Do 1oy, RAIOIEEIER ) 6 AVEIRE O BIENEE 47z, IPF, SSc-ILD & 5\ X
PF-ILD DEEIZEB W TIEMBAHECH OB T T O TR B2 Z L2 6, FINAETIC
X EHIEE G A WL, FINRICITAIEN G T 2 £ TREOPEMELZETH 2 Lo
THEME LT,
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VI 22tk (BEH EoyrEs) B+ 5HEE

6. HENEREZHI HEBEICEHI IR

(1)

BHHE - BEEZFOHLEE

9.1

BHHE - BEEZFOHLEE

9.1.1 MEERECHEETERVEZOREDHSESE

ke ZEAe FHR ORI 2 IR+ 5 WTREMEN & 5.,

9.1.2 HIMERADH S EE. NABFERETOTVLESE

i U 2 7 28R4 2 ReEn S 5,

(fif#n)
9.1.1 IPF JBE Zxf5 & U2 [ERE IR I AHRER (1199.32 FRER & OY 1199.34 3ER) >YTIx, AAIHE

9.12

D 3.8% (24/638 fil) KOT T BABED 2.4% (10/423 f5i]) (ZZERIE K MLARSEIC pF S D
HEFRRPRE SN TV D, FRMARIERIEIZDE SN 50 FFRORBEE 13K 5EEH T
Ekk ORAIRE : 1.1% [7/638 1], 77 &ARHE : 1.2% [5/423 #il]) Tho7=hy, @iRiniezE
BIEIC SN DA EFZOREBEIGITIAAIMETE < (2.5% [16/638 111, 0.7% [3/423 51])
BT, 1199.32 3R & TN 1199.34 BBRIZIHWTIE, MARfiEY 27 Db 5EHE (12 1 AU
WIZIREA N> R 23 5 BE, BEMREREZAT HBE) IR Sh T,

SSc-ILD BH & x4 & U7z [FEBEILRES I AHRER (1199.214 3ABR) YTk, #RMEZERIEIC
DHEIN DA EFLORBBEISIIAAIRE 1.4% (4288 f51), 77 AR 1.0% (3/288 f5), #h
R AR FEARIE I Z D S DA EFRORBEIAI1X 0.7% (21288 #1]), 77w REE0.7% (2/288
) Tholz, 1199.214 HERIZIBWTIE, MARIEY A7 OHHEF L LT 12 7 ALWICI
A X2 N OBERENR S B BE IR ST,

PF-ILD &3 A %4 & U7 [EERILRIE 1 AR (1199.247 3BR) OC, @R ZERIEIZ Sy
M IN DA EFRORBIEIEIIAAIRE0.9% (3/332 1), 77 &REE0.9% (3/331 f1), Rk
M ZERIEIC S N DA FEFRORBENSIIARFITE 0.9% (3/332 f), 77 EAEE 1.5%
(5/331 $l) TH o7z, 1199.247 HERIZENTIE, MABIEY A7 0HHBHEE LT 12 1A
DIz AR A > b OBEFER & 5 BE IR ST,

s Kﬁkﬂﬁ_mﬁmﬁﬁﬁl%xa%(wmm)% L7ZHIN S 7 UniE A BET S
AT, BEE AR E LBRRBRICBW T, Mk - B HERORINBD ST 5,
HL;@,ﬁﬁ@%@W%&U@&%&E@ﬁ%%%@%ﬁ%ﬁ%%EL,it,mﬁﬁﬁﬁ@)
AT D% BRI DABNO LM IMER SV TNRN T 0D, MARTERIEDREERE L O D
TR DB 5 BE T DARKNOE GAZHOWTCIEEICE ST 5 0E R H D L L, %E LT
ARH & [FEEIZ VEGFR 2 L= iR N & 7 F ARz 2 BLE T 2 A T Him Y 2 7 o EH,N
HMHTEY, VEGFR 4 LIoHilaN > 7 R ZE T 5 2 12 L 0 i/ & PR
R DFEFMHERFE LB T D B2 TN D

IPF B 2 R4 & L7z [ERR H%HM&%&Uanﬁ%&Ulww4ﬁ%)Mfi AFH
BED 10.3% (66/638 Bi) KONT 7 wREED 7.8% (33/423 f5) CTHIMIZ/MEEIND HEFS
DG SN TS, BB M FGIIARIEE 1.3% (8/638 i), 77 EAREE 1.4% (6/423 fi)
ERZEIIIFFEE T, B BEINIFRITAMM ORARE : 4.1% [26/638 #il], 7F
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VIl Z2efE (fH EoEES) (2R3 5HA

T AREE 3.1% [13/423 B]) M O(E (1.6% [10/638 15111 %f 0.9% [4/423 #il]) ToH ~7=, 1199.32
B TN 119934 RERICE W TR, HILY 27 O &b 5 B (R HIMEIN 243 5 B,
PRMER AR, FIRAR COPEER (B4 v K Al Fed oy, ~XJ v, &
NP 8] EmAEOPUI/IMERIC L W IBESNTOEEE) TS Tz,
SSc-ILD HH & %4 & L= EBSERS I FRER (1199.214 3BR) VT1F, AFBED 11.1%
(32/288 f5il) KONTZEAREED 8.3% (24/288 ) THHIMIZ/HE SN DA EFGENHRE S
TW5, BHREGIE, 77 ERBCHASTERABEOIZ S &<, RAIOBEMOREN,ET v~
TANE—E LT\, BEERQHMFRITAFINE 1.4% (4288 1), 77 LR 0.7% (2/288
Bl) L HMFRORNEIIFEE ThH o7z, HbE WG ShoFLITRMM RARE : 2.8%
(8/288 ], 77 &AHE : 3.8% [11/288 #i]), EMmHim (1.7% [2/288 #il] xf 0.0% [0/288
1) R OumAEGE: (0.7% [2/288 Bil] %t 0.3% [1/288 #il]) Th -7z, 728, 1199.214 bR
IZBWTh, HIL) 227 0b % 8BE Gt HIFEREZ2 A % B, RAIEEAEOHE
EFRIEZZT TWDEBERE) TR ST,

PF-ILD/EF &5t 5 & U7 S MAH ERR L AR (1199.247 3BR) VT, AAWED11.1% (37/332
f) RO T vREE12.7% (42/33141]) THIIZOBE SN O AFFRIRBO bitlc, HERM
M FGIIARAIRE0.9% (3/33261]), 77 v REELS% (5/33141) & HIMFHRDOIFE A ENIEREE
ThHY, RbEHRESNIFRITEHML ORARE : 3.6% [12/33261] , 77 &R : 3.0%
[10/331651] ) ThHo7z, 78, 1199.247TRERIZHBNTH, HILY 27 0d 5 EE (BB
HiER AT 585, IBEHEOHEREANSEEZIT> TWHBERE) IS T,
DbEXY, AROEEERICL MY 27 ~ORBEER L, £7-, i) 27 0H 5 H
FIZBIT DARFOZEMEITHER I N TV RN 0 BERIE LT,

(3) FFikmelEEESE

0.3 FFikeEIEEBE
9.3.1 PHEERUVEEDI#AEERESE (Child PughB, C) OH5EE

1B LR 23V I SN D564 mE . TR 5 2 &, AT 25815, ITH6E
A A Z 0 BEENCAT O 22 & EEICEZFOREBLZBIET 52 L, IFREREENEL T 2%
nNnd s, 1=, PEEOFEEERE (Child Pugh B) O % BE TlIMHEEN EF+ 5,
= O EERE R (Child Pugh C) O®H L5 BF LG E LI AGMER LML RIS Lo
FEPRFRBRIT M L Ty, [7.20 8.1, 16.6.1 2]

9.3.2 BEDTHHEEEE (Chid PughA) O&H5EE

JHHERERR A 2 L 0 BHINCAT O 70 &, HEICEF OREEZBIET 5 2 &, IFHEERENE LT
HRENRD D, [12. 8.1, 16.6.1 ZH]

(%

i)
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VI ZeebE (B EoiEEs) (ZBd 5EAE

IPF B8 ORHERSEM BN EMRNT ORGSR, N— R 71 VRRICREOFEREREELZ A L Wz iEF o
BIS IRV ME ENTRIRER O 4.7%) Th o120, AFIOBREN LA+ 268mN8 b0 T\ -T-
W, TSR &+ e BB OB AR E Lz, FREE (Child Pugh A, B) 2H7 %
Wb &g & U255 TAEGIRRRER (MEAh) TV IRV COARHI 100 mg & A U2 f5 58, e
JIFFEE  (Child Pugh A) D& % #EHE TITMEREIRE & L T, Cnax XN AUC 28 22 f55E < 72
0, WEENFEEE (Child Pugh B) O 2 #85RE CIXMEREHERHE & it LT, Cmu 23 7.6 1%, AUC
MBIEm < D Z ENRETz, 2D, mE (Child Pugh C) DOAFHEREREDH 5 HBHETH
=T H =T OREEN LRI HAREMERSH Y, £7-, EE (Child Pugh C) DOFERERED H 5
B TIIAR O R VEEMEIRE SN TN, 1RIE LR A 2 0 SIS 5
BERE, ABIOMHITET D 2 L 2 EERE L,

(4) £ERRZEZHT DE

9.4 HJEREEH T HF
PEHRS % ATRENE D & % MEIZIE, AR G- M Oefé 45 5-4% 3 1 A TNZ 0 TREAE 9 2 0 2
K ONE G 28 A I OW TS 5 2 &, [9.5 28]

(fi#)

AL, FERRRBROME R D BEFHEITIRNHOD, 7y REORTHFIZENT, B MI&K
HERARTH D 150 mg % 1 B 2 [\ 5 U7 OB BRI OMREE & CIR - IRV EIE TR0 bz
(TX. 2. (3) EizmMERER, G)AMREAEFNRE OHEBR), Zots, TEFELO®FRE IR
T LRHEOMEMGICBET DA XA BB E 2, BHTICBE T 2 EEME 2 5% E LTz,

7 v b & RO IERR O GG CHRIE~OREPFEO b THY (X, 2. 2) KEHRS
MR DEBM), AAOERFIZLY, b MBI 2 EEDORACEH BRI E 2L KIE
FTHHREMENDH Y, B R TOU R BRANTE R, LEN- T, FERGEMM%Z 70~90 B (2~3
TR ITRETHZET2RWL 3 EOAREIMAEETZ L1220, KOG otk o F g
RICHBEZRIFLIEE LTHREET 2O HaRBifThs eEXObND, £72, AFloe v T
OIMHERHNIIENZ 000, BEK THRICRIM =07 ¥ =71CRE S5 TRetEiTx<, 3
NDAMEBRES &, BBERL O BICEEN 2 ZBIIIZEENEE NS, 12, AFNA
RN KIETIERZAET 2L LTbREPICHRIET 22 LN FREEE X, 3 A OlHEHIM %
RIE LTz,

(5) WEim

9.5 1TiF
FEIm SUTIEAR L TS ATREMED & 2 KBS IR G- LanwZ &, #8 (T v b vH¥F) 20
T2 AR A R T AT TR E I S OE - R IRBSEER SR80 5TV D, [2.1, 9.4 ]

D) AFIOAE ZNT-2hRE - 2hIE - BB MERRAEE, 2B PETRREICRE 5 MR R, IR L2 LS M
T it £
FVE - R @%, RACE=r7 4 =74, LTI1E150mg% 1 H2[E, #- YyBHBIZEROKRST D, 7258,
BEOREICEYV =0T F =L LTI1E100mg D1 A 2 [EHFEGE~EET S,

H2) TEHRLOBEICHEES DREFEOMIEWEICET DA X AZOWT) (B SHE2 A 16 AfF3RA4 K555
0216 %51+, FAZF 0216 5 15)
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VIl Z2efE (fH EoEES) (2R3 5HA

(figa)
RO T v b & UV X & O A A EMERR T, I8 - IRIRESEIER & AR
LN (BRoEoFREHME) RELE ((IX.2. (5) AMsAmmRER omEBHR),

0.6 1234
1 OB ORI O A AR & I8 L | I ORREUL P L& AT 5 = &, Bk
B (7 b)) THAHF~OBITARDL bR TS,

(a5t

7 v b EROWEIERERRBRICEB N T, 85RO 0.5%LL F DD BOARA| K O O#HY OPEIE AL
HHIZRD BN DD, KEEASCBRERES )OO N THALFORICE T 2 ENRRHR -0, K
FNZ & 210 R IR AL oM UT P 1L 2 a2 K o EEE 2 E Lz (TVILS. 3) FytH~
DAT] ODHEBH),

7) MR
9.7 MR

NREEZ G & LT RRIRERBRI T I L Tu7guy,
(a5

INRAZ KT D AAN OER BRI SN T 67, ZatEROEIMEITMHESL L TW R W2 ORE
L7,

(8) =#E

9.8 EnE
ISR RE MR TR LTV D,

(figan)
— R B E CITABEENE T L TWNA 2 ENZN LG, BEDIREEZBIE LN 5 AH
ERETHVEMNRD D EEZFRE LT,

7. tBE{EH
10. MHEEHA

KNI P-HEEEHDOEE TH D,
(fi#0)

In vitro @ P-BEE AR BMIBIC BV T =T X =7 OHEH IR OBRENZRD Sz 2 Lk, KK
IEPHEAOEE CTHDLEEZOND (VI HWyEhREICRET 2TEHA | DESMR),
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VI ZeebE (B EoiEEs) (ZBd 5EAE

(1) HRAZEELZTDOER
BRIE STV

(2) BEREELZFDEAR

10.2 AR (BFRISERET S L)

) = A
I ARY Lk
[16.7.1 2]

FHIATV, BREDPBD bNTZHET
FH- O, HE ST IEE O e
WEZTTH Z L,

FAN4 5 HRATERR - VBT 1A B - faBRIA
P-pE AR L E A P-HEE A EA & OO AR IIBLE 2 |P-HEE A OMEIC LD AF OEEN

FRFDERESELND B,
Fhatry—rEoftBicky =
T X =7 ® AUC 539 1.6 f%. Cmax 2344
1.8 fiz EH- L7z,

P-EE A EA
A GV <
TN~

PEEE AFEAI L O HIC LY . KK
OVER N BEST 2 FTREMEN H 5, P-HF
BEFEERO R T 70 W IR A

P-HEZE A OFEIC L0 KA OIRE N
KT DREEMER® D,
V7o roffficky =

Trx=hrA v

A3 A XY VY (St

John’s Wort, B>k« a—>

ZU— b)) BAREE
[16.7.2 & ]

OEREHBFT5Z &, TH =T D AUC 73 50%., Cumax 2357

60%E T Lz,

(i)

P-BEZE HBHEA -
TEFE B MR & XIS, )72 P-HERAEFERCTH L7 ~ a2ty —L & R OIEY R AAE
M ARG L7z R (1199.161 3RER) 47D, A ook Gl i 4 vh i FE-FRE T AR N i (AUC)
THIL6~1.7 1%, HmMmEHIE (Cna) 1380 18I EH Lz, L723-C, P-FEEAME
Al B 2 2Amv Ay, Y uRARY E) BRALIINRGT DL, KA OB R
N 2 TEtEN B 2 b b 728, P-FEEAREA & OOFHKHCIE, ARFIOAREMEAHEEIC
F=X V7L, BWERAMNAEUREEAITIE, ARFIORE TR O HH L 15 o5 ) 72
KENBIZRDGERZH D, 7087 bat Y — W EEN TSN O A AR I LTINS
7= FRR—ERIZITED TV,

P-FE 2R FEREA -
BERE B MR 2 XTI, )72 PAEEAFEAICTHD U 7 7 v B v L AREN O EAE
Az BE L72AER (1199.162 3ER) 49, ARF| OIEFE RIL AUC TR 50%, Cmax TR 60%F T
Tl LMo, PHEEABES (Fl: V7rrevy, AR EEY, 7z= kg
v, B3 A RFEY V7 (St John’sWort, B bk« Pa—r X U— 1) GAENE) X
AAIDOBRFERZ LT S D REMER SV, PO WL, PHEEAFEER O
WIUT D A WFRBN OFRIR N BB T2 DI AR D 5,

VIL EEhfelcBE 25 AE 1. MHRECHE @) AF - FHEORE 23RT 52 L,
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VIl Z2efE (fH EoEES) (2R3 5HA

8. EI{ER

1. BIYER
ROBWERDRH 6oL Z LR L DT, BlELZ ToIATV, BENREO bNIZHEE I3k %
k9 570 EEUREZITH 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
BROFMEZRFTT 22 L, ZNHORERIEIZ G20 b O TR 5 L 5 REEO FH
OYEETX, AANC L DIEEEZFIE L, BRI ThRVWI &, [7.15#]
11.1.2 FFERERESE (2.1%)
[7.2, 8.1&M]
11.1.3 MSESE (BRI ER (FERH) . BIARMZER (0.2%))
11.1.4 f/MRED (0.2%)
M/ 23 8 B oL, HIMIZE > 72 \EEZREF] b s S Tnd, [825 ]
11.1.5 JHILEZEF (0.1%)
BEDBED LA, NS, ETXH, CTSOLERRELTTI 2 L,
11.1.6 FEM MK (BEEARH)
JIb T TR A AR T SO I B BE AR A O 7 I L 25 oD SERAIME O RVEL MR 8 DU S T I B 5
L. AFlOBGEZHRIE L, BYRALEEZITH 2 L,
117 7 0—EERE GEERH)
[8.35: ]
11.1.8 BIRRARRE (B ARH)
RENIRAEEEZ & BRI S H S b Z LB H 59,

(fiFas)

IPF B Z x5 & U7z [EB LR 1 AHRRBR (1199.32 3RBR & O 1199.34 #BR) 3, SSc-ILD &

B xig & U EBILRS AR (1199.214 3BR) 9 KON PF-ILD B#E & x5 & L= [EE i

[F55 T AHGABR (1199.247 #BR) P CTHA SNT-AA & OREBENEE CTCERWAEFS (B

TER) ICHASWTER LB BEIS 2R Lz, 200 OFEBELFE S I AHRER CAANZ B A

SBNTWARWEAIL, BHERHLEELL, Fui o3 r—PREAORBERICL Y3 X

SENHHEEEME LTEEME L T\ 5,

11.1.1 IPF [ 2t 5 & U7z [EERILFE 55 10 AERUR (1199.32 3R K& O 1199.34 #8#R) , SSc-ILD &
Fraxtg b U EESLFE I ARRER (1199.214 7BR) M OV PF-ILD BE 2 x5 & U7z [FEE
JLEES I FERUER (1199.247 3lR) TRO LN & BEBEIGORmWVETERIZ THI CTH -
2o TNHOELITRENLHEETH Y, ARBECIHROPHiS CEEAETH- -
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VI ZeebE (B EoiEEs) (ZBd 5EAE

2, BEEOTH (3.0%) HLRILTWDZ ENDLERZBIEMRICHRE L,

11.1.2 IPF B Z x4 & U= EFEERISE T AHRER (1199.32 308k & OY 1199.34 #X5#), SSc-ILD &
Fraxtg b U EESIE I AHRER (1199.214 3BR) M OV PF-ILD B 2 x5 & U7 [FEE
LS I FEERAER (1199.247 3BR) <TI%, ATFEE (10 1), FEMMATREE (8 61), ITHEE
(7 #1), NFHIRaEE G ) ORIEHOWE H D Z & bIFkRERE (2.1% [27/1258
Bil]) ZERZEWEMICHRE LT,

11.1.3 IPF B Z x4 & U= EFEERSE 1 AHRER (1199.32 508k & OY 1199.34 #X5R%), SSc-ILD &
Faxtg b Uz EESIEE 1 ARRER (1199.214 3A8R) I ONC PF-ILD & 2 x5 L LizH
BRIL[R S I AEEABR  (1199.247 3BR) (23T, FRARIMFR FEAE I /038 S 2 BIVE 138
HER TV,

IPF S 2 x5 & U7 [ERRR RS T AHERER (1199.32 BER K& O 1199.34 &ER) TiX, @ik
MARFEARRE I S LD atb L gE (1 #), OAFEZE (1 F), —mPEREmsE (1
Bl) ORUWERORENH D Z &b MieZERRE (FrikifteZEre FEER), Bk ZE
2 (0.2% [3/1258 fil])) A B RRRIWERICRE LTz,

72k, AHIE FIERIC VEGFR 20 L= BN & 7 U R & (L5 5 38K 2 B 5 S -
BE IRV TR « ERFEEFROFENEO TN D,

11.1.4 IPF BE TOENTTIRZ BT, RAIEG%ZICH 5 - 72 w2l MR 2 588 L

TIEBIHE SN TWD Z &b, /MR 2 ERZEER & L CRid L, dEmis
LHZrELT,
IPF [ 22t & U7z [EER LA 55 10 AEEASR (1199.32 38R & OF 1199.34 548k), SSc-ILD &
Fratgel Uiz FEEEILRS AR (1199.214 3B%) KOV PF-ILD B3 & x5 & L-[H
BRIL[ASE T AHERER (1199.247 3BR) <Ix, ARFOBHIC X0 /D Q6) 52
TR E (1 61)  (0.2% [3/1258 f5111) ORIWEA N #HAE ST b,

11.1.5 IPF FBF & k5 & U 7= [ERS LA T AHERER (1199.32 3B KUY 1199.34 #kER) CILH(LE
TS B S AU D R FLE T HERES (1610, MEREZE (161, ZRfLiE+ —FRmisis s el &
[F—ER) ORIERO®RENH D Z LNOIEIEZIL (0.1% [1/1258 #1]]) A EKZ2EIE
FIZERE LT,

728, AK| L FEEIZ VEGFR 20 L7-HIIN S 7 s & BL5E 4 2 A 2 & 5 S -
BEIZBWTHEE I RE STV D,

11.1.6 AH| & FEkDOTF v dF—BHEEHEZ AT 23EAN BV THIBEMEM R OREDH 2
L EBELUTCHRE LTz, IPF BEE &G L U ERR L 1 AEEER (1199.32 36k K OY
1199.34 7)) K& O PF-ILD B3 & x4 & U= E RS F S M ARRER (1199.247 &RBR) (23
W CRVE MR B OBIER O 137200572, SSc-ILD BHF & x4 & L [EEE LR 11
FHERER (1199.214 3BR) TIIAH & ORIRERAGE TE RWBEMMZED 1 flRE S
NebOO, FIREOEEZZ ONBERP L LT,

11.1.7 EAAOTIRFZIZIBWNT, KRABGRZICEE2x 7 o —BEfEERE s F R 2 B EL L E
BINME SN TNDZ DD, F 7 —BREMEHLBERLEIER S L Rl L, EEwRE
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VIl Z2efE (fH EoEES) (2R3 5HA

THZEELT,

11.1.8 L&~ MEH - FrERZEEHT — ¥ ~~— A (NDB : National Database of Health Insurance
Claims and Specific Health Checkups of Japan) % W\ 7=FRAR5 R L U, VEGF X% VEGF %
BIROREERZA7 254 (LLF, [VEGF/VEGFR FLEHAI)) Tix, BIIRAEEEADZEm D
VAT THHNNY AT (BinfHHiz) &g LT, BIREEBEOIELY 27 R"—H L
TRBELL EICEWEEIEED Hivlz, H%ARR, VEGF/VEGFR B A KA
WS L E 2, BIIRAFEES VEGF/VEGFR IIEANICIBO Y 227 Thor eEZLND Z
EMD, BIRAEBEE AR OBERLBEWER & LTt L, BEEMETLSZEE LT,

(2) ZothnE|ER

1.2 ZDHOEIER

10%L4 E 5%Lh E 10%AT | 1%L0 E 5% 1% A5
R OV b RARBOE, (KR
il RN
H GRS THI (56.1%), FEL (21.6%). A R PR AR
M (11.0%). 8% (10.9%)
EEREE s frmsE EH- (AST. ALT. ALP, Eryarey
y-GTP E5H5%) (12.2%) I E
B K OV T ARk WL, O
iE, BLEBAE
PR SER
Z DA, HH I

(figan)
IPF SR ZxtGe & U7~ [EESHLEE 1 AR (1199.32 385 KO8 1199.34 348R) 39 | SSc-ILD H#
Zxfge b U7 [EERRE I ARRRER (1199.214 3BR) 9 K ONPE-ILD B 2 %5 & U= [ERS L $
1 AHERER (1199.247 #BR) N HEASWTAE LI-EWEH ORBRES 2R LT,

TR B OV i
RBRIGE (8.7% [109/1258 f5i]), IR (7.3% [92/1258 Bi1]) DEWEH DA & 7= 72 O FEE
L7,

A RE
EILE (1.2% [15/1258 1) ORIWERNA LN FR#HE LT,

H kR
B M OV A BE 0D T 692 51 & HRAE 14 BlILA o T THT (56.1% [706/1258 f511]), by (21.6%
(272/1258 f5111), W&t (11.0% [138/1258 1), NE¥m 83 i, LMEHVM 55 41, H{bawm 2 4, T
fEERTRE 1 61, BiEdE 1 B2 CER (10.9% [137/1258 #i11), {Hf (1.4% [17/1258 fi]),
R ML RIBZ (0.08% [1/1258 f5111) DREWEM S A B vz 7z OFeH L7z,

JHFHHE SR R

TI7=rT7 I hTrAT 27— (ALT) HN 69 fi, ALT R& 161, 7 AT FUWT I
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VI ZeebE (B EoiEEs) (ZBd 5EAE

J bF AT 27— (AST) t%bu 58 5, AST %4 14, y— AV HINV KT AT =T —F
(GTP) Hihn 45 5, y—GTP %5 1 41, FFHERES T 30 41, NFmEsR LA 24 1, b7 v U as
A7 57 HZ—F¥ (ALP) HiiN 16157J, N7 AT IF—EER 1561, & K7 A7 IS —EBMIE
1151, AFHSRERMAE B 1 BIORIER N btz T=, Abw T TiFRE#E LS (AST, ALT, ALP,
y-GTP bE555) 1 (12.2% [154/1258 f511) & LCit#i L7z, F£7=, mie v ve 8 7 4,
EE VL VIE 1 BIORWERN R b0, TEE Y LE S MmEE] (0.6% [8/1258 #il]) &
L Citdk L7,
B Je OVEE T AR R 2
9% 8 B, FLBEMERZ 16, WBMERZ 16, 2 o FEMRZ 16, BEMRE 1 HIoRIER
NH BT, GhETIHE (0.95% [12/1258 #1]) & LCRtdi L7z, £/, £ 2 EE (04%
[5/1258 fl]), MWiESE (0.4% [5/1258 Hil]) DREUWEH A HiTo /- DFt# LTz,
PR T
R (2.1% [27/1258 f51]) OEWEHRZ B, MoF v % —BHEREN 2449 5345 T
HALNTND T2 Lz,
O,
S 20 B, EAGHM 3 F1, P55 3 51, eSS 2 Bl & oo i BEE S o g VR 23 A
b, hoFu X F—BHEENZATL2HEATEALN TN Do (3.7% [47/1258
Bl &L CRid L7,
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VIl Z2efE (fH EoEES) (2R3 5HA

SEEAEMERRAREER VERKREERE &
1) IPF BE x5 & U [EERIE RS I AHEER (1199.32 3R K TN 1199.34 RO OFE7 — #)
BERARTIKR

by e =T H =T
7T ERE 150 mg 1 H 2 [
2 ARk G511 423 15 638 13
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) 1ZHIT5HEHER

N S - 7T v REE =T H=7150m
A HRIRREZE (N=423) 1 B 2 [l (N=638)g
2EIEH 120 (28.4%) 455 (71.3%)
JEYHER L OVEE BUE 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%)
RIS 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%)
fitiz¢ 2 (0.5%) 0 (0.0%)
SR Sk 1 (0.2%) 0 (0.0%)
B, EiR L OREMAHOHAED
(I35 £ UK ) — 7 % 412 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%)
HE R E R 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%)
ZHE 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 M—Eak 0 (0.0%) 1 (0.2%)
PR 0 (0.0%) 1 (0.2%)
NS 2 (0.5%) 0 (0.0%)

JEFIEL (FEBLEIG %), ICH EFRERNFE A AGER (MedDRA/) D& E BRI M ORAGE TR
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VI ZeebE (B EoiEEs) (ZBd 5EAE

IPF BEZxIRE LT-ERFHREEES I AEEER (1199.32 HERR U 1199.34 FHERDHFE T—4) (ZHITHENER ()

N 5 - AN 5 =VT X =7150m
BN ERT (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%)
B 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%)
Jv SRR 0 (0.0%) 1 (0.2%)
AN B PR 0 (0.0%) 1 (0.2%)
TR 0 (0.0%) 1 (0.2%)
ESil 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%)
FE BT . 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%)
DR IE 0 (0.0%) 1 (0.2%)
S HISMIGRE 0 (0.0%) 1 (0.2%)
D EPEAFR 0 (0.0%) 1 (0.2%)
WeloiE 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%)
FTCh 1 (0.2%) 1 (0.2%)
ST PR AR I 0 (0.0%) 1 (0.2%)
IS/ 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 ATEM (MedDRA/) DO#eE BIKGHE L OFEAGE CHEFT
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IPF BEZxIRE LT-ERFHAREEES I AEEER (1199.32 FERR U 1199.34 FHERDHFET—4) [ZHITHENER ()

N 5 - AN 5 =VT X =7150m
BN ERT (N=423) 1A 2 E (N=638)g
MER s, MoERds K OB RE S 7 (1.7%) 18 (2.8%)
B 2 (0.5%) 9 (1.4%)
AU 0 (0.0%) 4 (0.6%)
WEEINf: Bz A5 0 (0.0%) 1 (0.2%)
RGBS 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%)
RV AT RRMEE T 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%)
R 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%)
Rl R 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 E ] 0 (0.0%) 2 (0.3%)
BLO 1 (0.2%) 2 (0.3%)
EES 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%)
{5 R4k 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%)
VLB B 0 (0.0%) 1 (0.2%)
T R (B 0 (0.0%) 1 (0.2%)
AERES 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 [EFREAMFE A AGE R (MedDRA/) D& B RISy HE M OSEAGE TR
) FEBOE L, ETROEEL ST
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VI ZeebE (B EoiEEs) (ZBd 5EAE

IPF BEZxIRE LT-ERFHREEES I AEEER (1199.32 HERR U 1199.34 FHERDHFE T—4) (ZHITHENER ()

N 5 - AN 5 =VT 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%)
R E 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%)
STV HE 0 (0.0%) 2 (0.3%)
B LA 0 (0.0%) 1 (0.2%)
Ak 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%)
EARYS 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%)
RA A 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%)
HER 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%)
R4 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/) O#sE BIKGHE K OFEAGE CHEFT
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VIl Z2efE (fH EoEES) (2R3 5HA

IPF BEZxIRE LT-ERFHAREEES I AEEER (1199.32 FERR U 1199.34 FHERDHFET—4) [ZHITHENER ()

. ; - AN 5 =VT X =7150m
BN ERT (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%)
RGP 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%)
=] B A B L BN 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%)
25;3%7%/@27:/ TV AT 2T — 0 (0.0%) 1 (0.2%)
M7 L7 F R AR FF—BHIN 0 (0.0%) 1 (0.2%)
M7 Ko bR 0 (0.0%) 1 (0.2%)
. HppLIE A SR SR 0 0 (0.0%) 1 (0.2%)
DER 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= =R a7 i ) 1 (0.2%) 1 (0.2%)
A I EREEE N 0 (0.0%) 1 (0.2%)
LEM QT LR 1 (0.2%) 0 (0.0%)
~NES B E D 1 (0.2%) 0 (0.0%)

HEBIE (GEHEIG %), ICH EFRESEAFE A AR (MedDRA/)) O & E BIRH M USEATE THERE
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VI ZeebE (B EoiEEs) (ZBd 5EAE

2) IPF HBF 2 xtge & U= ERESLR S T AHRRBR (1199.32 3ABR & TN 1199.34 RERDOOFET — %) @
H A N E 0 2 M

BI{EAFIRIKRR
R, =T =T
7T ERE 150 mg 1 H 2 [
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-ERERERS I AERER (1199.32 SERK U 1199.34 HERDHIET—4) DEANADERICH
(+5EHER

N S - 7T v REE =T H=7150m
BRIAS ISR (N=50) 1 H2[EIRE (N=76) :
2EIEH 18 (36.0%) 66 (86.8%)
JEYSE R L OVEE BUE 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
(%ﬂ@is;m%’u—f%@@)ﬁ 0 ©0.0%) 1 (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%)
&R 4 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/)) D& E BIRH M USEATE THERE
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VIL 2zt (B EooEESs

) (B4 5 IHHA

IPF BEZXIRE U-ERREREEE I AEER (1199.32 SBRKR U 1199.34 SHERDHIET—4) DEANADERICH

(T2EHER @)

N 5 - AN i =VT X =7150m
AR EA T (N=50) 1 A 2 ElkE (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%)
RS R A R 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%)
iR AT 0 (0.0%) 2 (2.6%)
Mg - 0 (0.0%) 2 (2.6%)
ERiEC 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%)
RA A 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%)
R4 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%)
[ORORG:? 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%)
JHEREAR A S 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 ERREIRMEE B AGEMN (MedDRA/) DOIFHE BRI K ORAGE CHEF!

) JRREOE(L, ETROHEEL ST
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VI ZeebE (B EoiEEs) (ZBd 5EAE

3) SSc-ILD ABF Zxf5 & U [EREILFESE I AHEER (1199.214 36k, #4552 #RH)
BlEARFRKR

e e =T =T
7T ERE 150 mg 1 H 2 [IFf
2 ARk G511 288 4l 288 13
EIE B 125 #1) 238 43l
BIVE A BLE A 43.4% 82.6%

SScLD BEZERRE LI-ERFLESE I 4888 (1199214 588 1%5.52:8H) (<HI+5aHEMA

- , - PA A i =T H=7150m
wRBRERT (N=288) 1 A 2 [Bl#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%)
7 A LAY 0 (0.0%) 1 (0.3%)
AR 1 (0.3%) 0 (0.0%)
ELiZTS 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 BRERHEINE 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%)
P R ERHR A B B RPE il 2 2% 0 (0.0%) 1 (0.3%)
R LU EEE 8 (2.8%) 21 (7.3%)
BHRE 8 (2.8%) 18 (6.3%)
K7 VT 2 e 0 (0.0%) 1 (0.3%)
A V7 A LGE 0 (0.0%) 1 (0.3%)
R > i iE 0 (0.0%) 1 (0.3%)
17 R iE 0 (0.0%) 1 (0.3%)
T A B 4 (1.4%) 0 (0.0%)
5 ¥ 1 (0.3%) 0 (0.0%)
AHRAE 1 (0.3%) 0 (0.0%)

REBIE (GEHEIG %), ICH EEREZAGE A AR MR (MedDRA/) &5 BRI H M UHEAGE THERH
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VIl Z2efE (fH EoEES) (2R3 5HA

SScLD FEEZERRE LT-ERFEE 1 #85ER (1199214 588 125 52 B[R (CHITHEWER @)

N 5 - AN 5 =VT X =7150m
BN ERT (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%)
SRR 8 (2.8%) 7 (2.4%)
T 0 (0.0%) 2 (0.7%)
PR 0 (0.0%) 2 (0.7%)
Jisd /I HE o 0 (0.0%) 1 (0.3%)
B R 2 (0.7%) 1 (0.3%)
JR B BR 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%)
BRI 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%)
b RS S 1 (0.3%) 0 (0.0%)
Hi LUk 2 (0.7%) 1 (0.3%)
HZ 5 8E 0 (0.0%) 1 (0.3%)
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%)
1fnfEE 1 (0.3%) 0 (0.0%)
LA —Big 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%)
B . 8 (2.8%) 5 (1.7%)
Ik 3 (1.0%) 3 (1.0%)
PP A 5 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 [FFREEIEATRE H AR (MedDRA/)) OB IR K OFARE CHERT
) FREBOElE ST
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VI ZeebE (B EoiEEs) (ZBd 5EAE

SScLD FEEZERRE L-ERFEE I #55ER (1199214 588 12552 B[R (CHITHEWER @)

. 5 - AN 5 =7 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%)
MEEInf R0 1 (0.3%) 0 (0.0%)
Bl 86 (29.9%) 226 (78.5%)
TH 57 (19.8%) 197 (68.4%)
B 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%)
RS R AS R 3 (1.0%) 4 (1.4%)
PEE =S50 3 (1.0%) 4 (1.4%)
(mRa 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%)
i P 1, 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%)
B A& ifi. 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%)
VAR H 0 (0.0%) 1 (0.3%)
+ i 1 (0.3%) 0 (0.0%)
N N CF: 1 (0.3%) 0 (0.0%)
JIIREEE(20ie 1 (0.3%) 0 (0.0%)
JHRRTE R B 1 (0.3%) 12 (4.2%)
i 0 (0.0%) 6 (2.1%)
iiEiE ] 0 (0.0%) 2 (0.7%)

TEBIE (GEHEIG %), ICH EFREZAGE A AR MR (MedDRA/) &5 BRI B M UHAGE THERH
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VIl Z2efE (fH EoEES) (2R3 5HA

SScLD FEEZERRE LT-ERFEE 1 #85ER (1199214 588 125 52 B[R (CHITHEWER @)

N 5 - AN i =VT 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%)
ALBE M F2 95 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%)
R 22 1 (0.3%) 0 (0.0%)
EALRS 1 (0.3%) 0 (0.0%)
RSB R MLE R 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%)
RA A 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%)
SR 0 (0.0%) 1 (0.3%)
HEIR IR 0 (0.0%) 1 (0.3%)
AGRE L O EREE 5 (1.7%) 3 (1.0%)
R SSIEEZ 2 (0.7%) 2 (0.7%)
i HH i 0 (0.0%) 1 (0.3%)
R4 1 (0.3%) 0 (0.0%)
ARk 1 (0.3%) 0 (0.0%)
ARIEF- = Hif 1 (0.3%) 0 (0.0%)
—i% - RHEER LG OREE 17 (5.9%) 17 (5.9%)
95 7 (2.4%) 9 (3.1%)
iafa 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%)
7% 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 EFRESEAFE A AR MR (MedDRA/)) D& BIRH M USEATE THERE
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VI ZeebE (B EoiEEs) (ZBd 5EAE

SScLD FEEZERRE L-ERFEE I #55ER (1199214 588 12552 B[R (CHITHEWER @)

N 5 - AN 5 = 7T H=7150m
ARGV (N=288) 1A 2 E (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 Al B PR 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%)
5E, PHEBIOLESIHE 1 (0.3%) 3 (1.0%)
A5 1 (0.3%) 3 (1.0%)
BN 0 (0.0%) 1 (0.3%)

JEFIEL (FEBLEIG %), ICH EFREIHRNFE A AGER (MedDRA/) D& E BRI 4 M ORAGE TR
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VIl Z2efE (fH EoEES) (2R3 5HA

4) SSc-ILD HE Zxfg & U7~ [EBRILE S I AHRER (1199.214 38R, &5-52 R B ARNER
BlEARFRIKR

e e =T =T
7T ERE 150 mg 1 H 2 [IFf
2 ARk G511 36 34 B3]
EIE B 14 51 30 4l
BIVE A BLE A 38.9% 88.2%

SScLD EBEERRE LT-ERRHEEE Il FEAER (1199214 5488 15552 3B DBAAERSEHIZHT5aHER

B IE I AE 7 &Zgﬁ o 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 VT 2 e 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%)
kRS 0 (0.0%) 1 (2.9%)
K 0 (0.0%) 1 (2.9%)
B . 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%)

TEGIEL CEBLEIG%), ICH [EFREIMGEE A AR (MedDRA/) D& F IR 3B M ORAGE THRt
) FREOEE ST
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VI ZeebE (B EoiEEs) (ZBd 5EAE

5) PF-ILD & Z %5 & U7 [EE LR M AERER (1199.247 #RBR, #5 52 H[H)
BlEARFRKR

by e =T =T
7T ERE 150 mg 1 H 2 [IFf
2 ARk G511 331 4 332 4
EIE B 126 #1] 262 15l
BIVE A BLE A 38.1% 78.9%

PFILD & %xte L-EFREREEE I #ERER (1190.247 58, %552 R (ZHIT5EHWER

N , - 75 R =T H=7150m
wRBRERT (N=331) 1A 2 ElEE (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%)
IE M2 0 (0.0%) 1 (0.3%)
RGERE Y 0 (0.0%) 1 (0.3%)
LR 55 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%)
M/ MR E 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%)
HE 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%)
5 ¥ 0 (0.0%) 1 (0.3%)
ARHRAE 1 (0.3%) 1 (0.3%)
K[ 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%)
B 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%)
B L 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%)
NG i 7 ifn AR JE 0 (0.0%) 1 (0.3%)
Tt 0 (0.0%) 1 (0.3%)

REBIE (GEHEIG %), ICH EFREZAGE A AR MR (MedDRA/) &5 BRI B M OUHAGE THERE
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VIl Z2efE (fH EoEES) (2R3 5HA

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 ZeebE (B EoiEEs) (ZBd 5EAE

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 Z2efE (fH EoEES) (2R3 5HA

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%)
JIIRANY o =el 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%)
HE# 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 ZeebE (B EoiEEs) (ZBd 5EAE

6) PF-ILD & &% & U7 [FERSILESE I AR (1199.247 386k, $&5- 52 M) @ B AN -
BlEARFEKR

e e =T =T
7T ERE 150 mg 1 H 2 [IFf
2 ARk G511 56 {3l 52 13
EIE B 21 4l 47 1)
BIVE A BLE A 37.5% 90.4%

PF-LD &4 & U-ERRAEREEE I #858ER (1199.247 5% %5 52 38R DBARAEOERIZHT5EWER

B IE I AE 7 &Zgﬁ o 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%)
ME s, MOERES K OVEhmPEE 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%)
550 0 (0.0%) 1 (1.9%)
R 0 (0.0%) 1 (1.9%)
EES 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%)
A S A L 1 (1.8%) 0 (0.0%)

JEGIE (EBLEIG%), ICH EREEIKHGE B AGEMR (MedDRA/) D#x'E BIKGHE L OCFAGE CHEFT
) FEBOEE ST
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VIl Z2efE (fH EoEES) (2R3 5HA

PF-LD B&EZExIRE LI-EFFHRESE I AERAER (1199247 3R %5 52 38D MOBEARANEERIZHTHEHER
(#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%;57%/%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 R ATEM (MedDRA/) O#eE BIKGHE L OFREAGE CHEFT
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VI 22tk (BEH EoyrEs) B+ 5HEE

1§

9. FRRBREHRICRITTE
%&“Eé:hfb\iﬁb\

K&
I

10. BERE
BRE STV

M. BRELEDEE

14. BRLOEE

141 EFIZFEHOEE

14.1.1 PTP )& @iﬁimT/wbﬁaﬁDMwa%#éio B4 52 L, PTP > — LD
RIZE D, OGN IERE A~ L, B2 2 U CHRIRREDEE G
ﬁf%ﬁﬂ‘%ﬁ“é EREIN TS,

14.1.2 AFNIRIRIENH DO T, AR PTP > — b B H T X o8+ 2L, £/,
TAIa—mEY OFERAEITOEBEE LY,
&) 17 AIvn—aiEfiz 28 7L (14 172V AD PTP v — hx2) &&ETe,

142 ZFITREROIE

1421 IRIEZENT-5A1E, RORER 7P 22—/ GAXITY ) HOHEERETHRTS 2 L,

1422 B7B/VTWRETICay 7oKk E L BIZRIET D Z &,

(fi0)

14.1.1 TPTP OREHGIRIZOWT) CFk 8 4 3 H 27 BfF HEGEIEE 240 5, K OVEAL 8 4F 4 A
18 HAH HIKHFEE 304 5) OH LAEDLEHEIZLY, PTP EEEOHKANCET 5 —ixi 7l
HHEEE L TRELL,

1412 AANTRIRHEDR D Z LD, RKAIOZAST & ARMBFO BB CEAT 2 EFH S L THRE
L7,

14.2.1 #5-RIBEA < 72 5 7¢ EE EEHOBLA G E LT,

1422 7 RIVORNKWITELRNH Y, I 7RAZMAT DT 0 LT AH| o 3y B bg
ZRT B EBIIRET ST, O DlEu R RAE S L CRid LT,

H

12. TDODEE
(1) BRERGEAIZE D {1

15. ZDOMOEE

15.1 BEREREAICE D < 1FIR
AFHN & DR RBIRITIARE TIZRWA, AFI DR 2 k5 & LT BRIRERER I3\ THUB BESEDER
HHNTWD, Fio, B (M N EOEEKN 2K (VEGFR) LEH] I\ T, 5%
WCHH BN B LT L OWRERH Y | Z < ITE AR ARF— FREHFZ G- IR G-
BRObHBETHoT,
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VI 222t (B FoojEEs) 2R+ 5HEE

(fifs5)

FEREARGER TlX, THEEE, H2DWITZUTEET AT IR O BTV RS, 3 (VEGFR
ﬁi%)fﬁﬂ%%®ﬁﬁﬂﬁm,@%@tén AR AR — FRIEH OB R S LT
W5, —J7, IPF B Xkl 5 & U7 [ERS IR 2R 11 FHERBR (1199.32 3R K& OY 1199.34 #85%), SSc-ILD
BE g b U EERILES AR (1199.214 5BR) K& O PF-ILD B & %4 & L 7= [EE3L[H
o I AHERER (1199.247 38BR) TiE, BEEEITEEROAEFTZIIA LN TRV, EEE
Exigrl LEERERRT BT I TREEARBEL TWAZ b, TOMOEERFELE L
TR L7,

(2) FEEREREABRICE D < 1EHR
15. Z0HoEE
15.2 JFERIREABRICE D < 13k
A G FERBR T, 7 v b CIEHIL R OS82 £ 5 Btk O 3580 b, 7 v RO
YT, R OE TEURERDILERFED b il
(i)
HERER B G FERBR O RN D, AAIOEBERICERNT 2 EEX O DWMEOEIIKT 5
WE (7 v FOMIN R O AE LS GIR O, 7 v F ROV LV OREFROFICEIT 2 FimsRE
WROEE) BHHiv, BREO/NEHRLHFEFEHNIAFNDOEEY R RNEZOND T b, T
NHOFTREZOMoEERELE LTi# L (X 2. Q) XEXREGHEERR] OEER),

%) K%U@%a SITRhfE - 2R - FRREVENGRRHEE, S VETRBOEIC A O B MR, MEITIERAE(L 2 f 5 [

B VER B
ﬁﬁ/ia A& mE EJzM:ti:‘/—?éf‘:ﬂ: LTI1E150mg 7 1 H 2, 8- Y BHIROEGT 5, 25,
BEDOREICLYV =T =7, LT 1E100mg ® 1 H 2 mEHE5G~REET 5,
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IX. FEERARBURICEE9 5 HH

X. JERGRERERICBE 9 HIEH

1. AR
(1) FHREHER

VI 2B 2HA ) 220352 &,

(2) REMEEHER
1) — BB

—FRERFREBR 12D\ U in vitro O in vivo DR %2 Fhi L 7=,

— B SR IBEAER ©
el
SRBR O TEAH i/ e Fik A& (@i HRiEIH
)
R AR RN R T
Irwin Z5 1% ~ A HEREN 0,50,100, | & (6) [1TEI/RT A —& ROMKIRICEEITR D b
R #5 ]300 mg/kg 720N, 100 mg/kg PL EDFEIZBW TR D
BALRTEO BTz,
KEEEHE |~ R HERE N |0,50,100, | M (7) |EEICEIT D B EE O MG OTTHEILR
s 300 mg/kg D HIRN,
DB RE B O RE 1 I F 28
hERG ¥ - |HEK293 HifE - invitro [0.1,0.3, (5) hERG # U U AEFIZxE 35 1Cso fE 1T
IHEVENINIE | ELE > MEH 1.0, 3.0, 4.0 ymol/L, E/VE » M HFLEAM ML Tl
FLEERT A 10.0 uM %K 10 umol/L F T 90% -/ 1l 0I5 EhE
NrRHGERF I B 2 RIF E 720,
DL 7> M HmEkEn |0, 10, 30, W (8) | EHERmEIIHEERENIC R L, &h5%
IR 1% BE Wistar &5 100 mg/kg 7 B OBIZRWIRRIIE T R E CTRRe, IS 2
(7 v A b B M E 35 A AT 10 mmHg B 5
U —ikBR) OHAEL, IR, PR DY 1 R EIC A
{BITRRD S\,
LiERRE |7 RPN 10,3,10,30 | HE (5) |30 mg/kg CTHERE F2BD5EH, HEAKT
AONNEEY #h. | mg/kg THRNCEI#E, 30 mgkg TOHLIAKUT
#4910 [B1/43 5800,
QT MIkRIF4#E T H B FAIIC AN, QRS
e e BB CREEMEN 2R 5 b,
A IR Tl BliE,
B RERE R OITRE R I T 352
JFHgRE N Hi[ElF& 0 |30, 100, HERE (10) | %5 4 BERI#, 300 mg/kg T, ALT L7V
Crl:WI(GIx/BRL #5300 mg/kg a— 2 ORI, $E 8 Wk, EME
/Han)IGS BR WCREDOEH Y, &5 24 FFETR, 100 K&
U300 mg/kg © ALT, GLDH K USRI
B2 B REHA N, 300 mgkg ThU 7 UEYU K
FO¥RE UL e RN, 5 4, 8,
24 B384, 100 &% 8300 mg/kg TRIBIEE T,
T HRE 7w b KR D |0, 10, 30, e (5) 100 mg/kg THE-7 B BICMiE+ GPT A3
JHFHRE Crl:WI(GIx/BRL £t 100 mgkg | ME (5) | R L6f5EM, MiEFH U 7V &Y FNREDS
/Han)IGS BR [ EEHE AN,
5108, #51%4~8 R T, 100 mg/kg
TRELGRF T MY o LB ERN (%
NEN 13 fER 236, #51HH, &
5.1% 4~8 IR C beta-NAG &% 1.5 504
Jn, 30 &TX 100 mg/kg C, CaXpEAlX 3 fi%
DI,
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IX. FEEER

ABRICB D IHHE

—HRERIEER (i)

el
SRR DL VSN Jrik A& (@t FrRlEIE
)
HIBHRRIC RIT T
BNASEE | 7> b H[ER O |0, 10, 30, HE (5) | 100 mg/kg TIEE NAPEH &2 A5 I,
Crl: WI(GIx/BRL 5 [100mgkg | M (S5)
/Han)IGS BR
BIR 5w RN HiEl+20,10,30, |HE (7~8) |BiksWw, WEEE, BN pH KOHIKREIZK
Crl:WI(GIx/BRL | &% | 100 mg/kg B,
/Han)IGS BR 5
HIBEEEN | 7 > M HEEER D |0, 10, 30, B (5) |30 T 100 mg/kg T B IBEwIENH KT
B Ol % Crl: WI(GIx/BRL 5 100 mg/kg | M (5) | AYIZHEDHL,
/Han)IGS BR

hERG : t | Ether-a-go-go BHHE IR 1,

ICso :

50%PEEWREE, QRS :

LEXD QRS HE

W, ALT: 77 =vT73/

N7 A7xZ—8, GLDH: VX I VBT e Kuast—E8, GPT: JVZIVB—ELEVR NI VAT I —

£, beta-NAG : B-N-7&EF /L7 aH 3

2)

22 A SR PR AR
[ S L D24
7 ) — Bk A F b L7 R,

TETURE RN ST,

B9 % FERRIAR

=K —F

R D Eh o H U (GLP)
ST X =T OLME R, FERR L O R ~DF E s 5

eV, BT Oz AR o7 3y

N

ZEMEE (GLPa7/\yT1)—) E& 6
PR
ABR O FEAH T/ A Jrik A& (Ehindy LR |
JiE3)
PRI T A — T R IE T
Irwin 7% Z v /Wistar HERO 0,3, 20, B @) |EWoITE), BRERNE, KEXOE O
RBR HAN Eitas 100 mg/kg | ME (4) | OAEFRFZHRREIZIEA B2 B k72 L,
Crl: WI(GIx/BRL
/Han)IGS BR
W /8T A — I RIF T
32 &5 Z > h/Wistar HERA 0,3, 20, HE (4) | PRRER, 1 EHRS R K OV R R R S
HAN e 100 mg/kg | M (4) L,
Crl:WI(GIx/BRL
/Han)IGS BR
DMLERT A — F I E R
DIEEE | h=sA4P | KERD |0,3,15, B (3~5) | IUHEH R ORI M IS 5228 7 L, 60 mg/kg
5  |60mgkg | (3~5) | THER 1 HHO#E 2 R ORI
FERAIN G BRI LT 5.7%380), (X
NG A= BT,

(3) ZFDithDEEIBRER
mMER L
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2. HMHER
(1) BEEEESHHRAR

<~ U ARKRONT v MBI 25 HERE O£ 5B ERBRIC O T, g OBt & (ALD) 13>2000 mg/kg
ThY, RABEHO= T X =T DAaEERITRNEEZEZ bR,

(2) REBREHMHAR

=T =T ORERGENE, <72 (KE1BEB), Ty~ &E26#EE) YT HY
P (ES2#E) ZHWTEME Lz, FFoaxxT 47 2k, RBRICHOW W oB)
WEIZBWTH, AEEINCEol= v T X =T OLFREBENRD bz,

=T X =T ORAEEG T, MENREEER T2 (VEGFR) 2 BREWE TR 72 1EH
(77 29 F), TRbLERENERICLD EBEXOND S TS EREREZFHR Lz, Iz,
BHBHORENREILZEETRWEAEORFOEIRRERDOIEE, > B TH LN HAERD
P, BORERIRO ML N MEOME 3 v ERR Y~ 7Yt (PAS) B PEREIR B N AY 1 JER,
PR IME BRI K OPRBAZ BT 2 IR LI OIFER ETh 5, 2 b DE(LO L,
FRNBE OIERICEETRWE B HNDH, WOFRREFO/NI~OIRRICITREFEE S
2 Hid,

7 v bOERGHEERR TR O EEME R (NOAEL) 281 HIE#ER (AUCoxus) 1E, H
AAN150mg/H (1 H 2 [\EHE) 2B 2@FEE (AUCoaus) O 1ERBThHoTon, 773
TIL3fEThoT,
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—oTHZJoREROKREEMHR

ELz/k BhH | @ik H= &5 R NOAEL
30 PR | () | [mg/keg/BF 1| HIR [mg/kg/H ]
- A 2| 12/12 0 13 ¥R |30 mg/kg/H <10
Crl:CD-1 ® 12/12 10 R, ~EZ/ e 1, MCVT,
}gg 3% fERARmMERE L, FER |, BURAER
JEJE,  BEfRE iR R
100 mg/kg/ H
MRIMEE L, ~E/ w1, MCV T,
MR mERS |, WEE], oS,
Binp AL, BSECERER, %
LI, B ISR
T_NTCOFKGR
RE N |
7k A il 20/20 0 26 R |20 me/kg/H 5
CrlGIxBrl | # 0O 20/20 5 RIMERE L, PCV], ~EZ/mvrr |,
Han:WI 20/20 20 sEER | (MR A8, FHa~ey
20/20 80 7TV A, BfE MIER, Sk
/IMb RSN
80 mg/kg/ H
WL, REBNE |, RimEk |,
PCV]), ~EZuvrr|, ALTT, T/
KZ—€1, GLDHT, #EER| (I
i, FIFE), dEOFE, EitkiEE,
fa~eT7 U Uik, Mg (B,
afir, RN, EEORHEIME SRR,
FESMIBAE PR, PRI OWERE - Ao K
AL ONT U SR ER D
s i il 4/4 0 S2GEM | TR TORERE 10
HoL frqu 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, TATI], ME Ry
T, | e

MCV : YR MERSFE, PCV : JRMEREFE

(3) EfaEMaisk

EREFI N o 7 U —ERTH B invitro TOHE % D B 5529828 B3R (Ames i5R) KO8,

Yuto (R B RER (LS178Ytk+/-#fina W5~ AU 7 5 —<ilkBR) A ONT in vivo 1815 T2 RABR

(7 v MEBEEZRBR) & FEM LIRER, =07 ¥ =TT EBEHERITRO b ol

(4) BARMEER

2B ARERERZ, ~ 7 & (0, 5, 15, 30mgkg/H) K7 > K (0, 2.5, 5, 10 mg/kg/H)
THEHL LR, =07 X =7 IER AR b ho Tz,

(5) AhEFELEFMHER
=T H =T OAFEREFMEE T v N RO Y 2 VTR L 72,
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IX. FEERARBURICEE9 5 HH

T MW EOSZIRRE R OEIR E TOMBIREAICET 2RIV TE, =74 =7
DOREVEA TR e OV OFSERIC KT 2 BITRD biehoTe, T v b %:FH“?U%OD% RRE M OV
R E TOUMIRREAICET 2 RBRICHB VT, 20 mg/kg/ B O & THEAREAR 0N EHIRINIRE D
BN & OV AUZ L D B RE MR IR OHIINATRD S 7z, 100 mgkg/ B O ETIE, S OICREH
&R 70 EOREMEE LA LN, WTILOHEIZBWTYH, JRERSIMmAEICB W TH
JRATUME T D3 B, FLIRORENARERIZ k3 2 PR O LK T 235580 b7z,

7 v MRS X5 DT AR AFERERICEWT, =07 ¥ =T RO - J R4
WicE LIz 2 A, HigtR, REBARD, Ok OCUWIR AT R DR A Ciﬁ‘é%ﬁ#ﬁé‘@fﬁ
HARHBNT-, BFEERAONTHEICBIT 22T BEX, b NOREHEICKBITBREE S
ARSI Z AR T o 7o, BRI, T v FTIE 10 mgkg/HELE, 7% F TiX 60 mg/kg/
HOHETHED LN,

Z v b®OF1 ROHBEFTIR OHAEZORAEIZIE, =0T X =70 5mgkg/H £ TOHETREW
BB OEBII LN T2, mm@@ﬁ@ﬁ%ﬁi%%%ﬂ%f4ﬁ?#wb%hto_h
ORI, Wb E kO RECORE R T ORE R TR AL,

ST ORORSEERESMRAR

. ; EULZiEE H= &5 _ NOAEL
RO B3 [mg/kg/H] | Hi ks [mg/kg/ A ]
ZHREEOEKRET|F7 v b 0 13 M |20 mg/kg/H HeR B 3
U)Wﬁ}qﬁl%i Crl:WI(Han) 3 W OEE HEMEATHEE © >100
20 100 mg/kg/ H WHARFEAE © >100
100 D
A 0 22 AR |20 mg/kg/H FEiEitt : 20
Crl:WI(Han) 3 DLl | R, RIS R OSSR | MEDORERER OY
20 IR R F O ZJREE ¢ 20
100 100 mg/kg/ H PIMIRTA 3
ARV, FH RN IR K O
75 R % AR K= o N O
WA RR R e
IR - JRIREE~DE | T v b 0 10 A& |>2.5 mg/kg/H REEE : 10
i Crl:WI(Han) 25 T ESD Y BAEEE RECTET
5 10 mg/kg/H
10 WL SR, R VAR
A 0 13 AR |>15 mg/kg/H FEWENE: © 60
Crl:CHBB 15 S Y AR RETET
(HM) 30 60 mg/kg/H
60 S Yl
HAERTLE O A% D | T >k 0 137 |10 mg/ke/H 5
FEAW N RHE D | HsdHan: 2.5 Af |3 R TERIL, 2 FHAT
3 WIST 5 AHAREY, RS
10
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IX. FERGRABRICEI 2 IHH

(6) BAFRIKILRER
=27 4 = T ORFRIAIE R

Bk O FEE BT/ R ARG 15 h& BN

B & R S JRIFITRZ I LB AT #05¢g FERE R 72 L

IR o e B AV FENEgE I HER 5 20 mg AR 72 L
/Chbb: NZW

JRPTRR MRS | v IR NS |2 mg/mL AR 5Tl 55 72 B
/Crl:KBL(NZW) Zad b, HRNEE TITRT

e oY)

A EARN & 5- 2 mg/mL ST TES 0
/Crl:Chbb:NZW & T}
Crl:KBL(NZW)
Z v M PR 5 2 mg/mL SRR M O
Crl:WI(Han)

(7) ZDHoEHENE
1) EEE

Ty N, =T APAVRORT B 7% A CREmibaing £iE L2, WIhoBigEic
BWTHRERICKT 5B LHEEITERD b ivenoT,

2) eEMERHm

Balb/c 3T3 #ifldz W CT=0 7 ¥ =7 OJeathili 4 FEhn U7k R, SteEtEEN 2 A9 % 6
HENREZEZ BTz, LnL, 7y MORERORIRERICEIT D “C-= 27 ¥ =7 Ok e &
KL, BRRBR TIOGRE, HDW0IEET LA —Z2 R RERRD LR N7 2 Enb,
=T =T 2R SNTCBE B TOREEE O L Z0T 2 U 2 7 13450 TR &l S
iz,
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X, EHRFEHICEEI 5 HA

X. BEEMFEICHYT SEE

1. REX5

B K A7 =7 AT 100mg/150 mg  JEIEE, AL ERE T
) EE-EMEONGFEICLVERTL L

ARGy =v T H =T B 2R B

2. BMEM
AR : 34 (LEMERBROM RIS )
IR« SR IR 2 2R

3. AERETOIE
BSCHBZHE ZAITHEFELRN L

4., BFHFEWEDIFE
E XN TR

5. BERITEM
BEMEELTAR A
<TVoOLEY : FHY
ZOMOBEMTEM : A7 =7 MBS HBE I A~
(REFEMERTRRHEIE B PESRBCIE LAY © TV MERGPR R/ A TIERRAE L A £ 5 T MR )
(RMP D U 27 g/ IMEIEBI D 7= D (/B S I EHT)
[T, MEICET2HA) 228452 L,
NV T = A T NNA DR — D=V B S AT BERIE R
(https://www1 .boehringer-ingelheim.co.jp/patient/Z i)

6. F—m5 - A
FFEEH AL, —W) " AFROREIT IR,

7. ERSEIAEEARH
2014410 H 15 H

8. HERFTARBFEABRUVARES, EMELWEFAB, RFEMKERA
BLERTEAREH H 1 201547 A3 H
KOROFK B A T7=T7 A7 EA100mg 22700AMX00693000

F7 =T HFEA150mg 22700AMX00694000
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X. EHIFEIC

M4 5IHHA

AL FEYEEAE A B - 2015458 A 31 H
A 52 BA 46 4F H H : 201548 A 31 H

9. MEEXIFIHREM AERVAEZEENEFEOFEABRUVZORNE
ZhEEIB AN : 2019 45 12 A 20 H
A BB YETREIE IS LE D M PER &
ZHEEIEN : 2020 455 A 29 H
A - EATPERRME L 2 £ 5 [V PERTE &

IBANS L= RhRE -

IBANE L= shRe -

10. BEERR BIEERAKRFABRUVZORNE

LN

11. BEEHIM
RS A RRAEIE

104 : 2015427 A 3 H~20254E7 A 2 B (F 0% A ES )

PRI A O B PEMIR

10 45 : 2019 4F 12 H 20 H~2029 4= 12 A 19 H (F/ %05 H E 3K )

HEATPERRHE 2 £ O VM

54210 v H 202045 H 29 H~2026 /-3 H 28 H

12. HEHMEFIRICEE T 5155
AANE, BH (D DVITEE) HIRICET 2 HIRILED S Tnawn

13. HEI—F
L B S A — ‘ P
7 S JPE3Ein = — R s N —
i | PRI TR ot 3k B | s 27 A
. (Y] =2—F) )
a— R N
" v
i :j(i)jr‘]n; / 3999039M1022 3999039M1022 1243925010101 622439201
A=A A
* 3’;;)171; / 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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FEWNERL : A7 =7 7L 100 mg L OY 150 mg DBIE# 22 EPEIZ- OV T [0004039051 ]
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FEPNEEE - [EIRRIERGE I AR (Mo G f#tr) (2015 427 H 3 A&, CTD 2.7.3.3)
[0004039059]

FEPE L ERRILESS I AR (et fFafeT) (2015 427 A 3 HAGE, CTD 2.7.4.2)
[0004039060]

Flaherty KR. et al. : N Engl J Med 2019 ; 381(18) : 1718-1727. (PMID: 31566307) [0006000166]

FEPNEOEL 5 T AR A ek (1199.33 3BR) (2015 4F 7 H 3 H/KRE, CTD 2.7.4 1§k 7.3,

2.7.6.3) [0004039061]

Crestani B. et al. : Lancet Respir Med 2019 ; 7(1) : 60-68. (PMID: 30224318) [0005002563 ]

FEPNERE 5 1Mk 5B (1199.35 3UBR) (2015 457 A 3 H7KER, CTD 2.7.4 {1k 7.3,

2.7.6.3) [0004039062]

FENERE - 55 1 ARk 5 aRER (1199.40 3ABR) (2015 427 A 3 H&KGR, CTD 2.7.4 £k 7.3,

2.7.6.3) [0004039063]

Wollin L. et al. : J Pharmacol Exp Ther 2014 ; 349(2) : 209-220. (PMID: 24556663) [0004039092 ]
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Hilberg F. et al. : J Pharmacol Exp Ther 2018 ; 364(3) : 494-503. (PMID: 29263244) [0005003334 ]

FENERE © SEZDEREEER (b MR M HEAZERAIE 5 D A T ¢ = — & — [kt 5 1EH)
(2019 45 12 A 20 A7&GE, CTD2.6.2.2) [0006000171]

FENER - SEDSKEEER (v N THIRA DD AT ¢ =— 2 — I3 21EH) (2019 4 12
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2.6.2.2) [0004039065]
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[0005003376]
32) FENEEL - SR (U W FERIERMEIEE T L~ 0 XIZB T HEM) (2015 £ 7 H 3
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[0004039077]
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FENERE: Rt v & OFEYHEEERRER (1199.239 38%) (2019 4 12 A 20 H7&GE, CTD
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FENE R JERR RSB R (RE R 5% DMk AT) (2015457 H 3 H7&FR, CTD 2.6.4.4)
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FENEEL : ~ AT 2B (2015457 A 3 HAGE, CTD2.7.6.2) [0004039084]

TN R FERR AR IR BN RERER (v MR (2015 457 H 3 HKGE, CTD 2.7.2.3) [0004039085]

NG EL - JEERR KRS (RH) (201547 A 3 HAGE, CTD 2.6.4.5) [0004039086]

NG R : FERG R SR Eh R ER (FFGE) (2015 457 H 3 H&RS CTD 2.6.4.5) [0004039087]
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1. ELGHNHETORTRR

A7 =7 B 7L 100 mg KON 150 mg ORPFEMENTHRAERE (IPF) OISz DOWT, BN, KET
2014 4 5 AITHAGRHGE ATV, Z0O1%, BINTIEL 2015 4 1 H, KETIX 2014 4F 10 AlZENE
KRB STz, 2024 4F 9 HBUE, 5o 80 [ELL ETHRRIN TS,

B MERREEICLE O RV MR R (SSc-ILD) DS OWTIE, KET 2019 45 3 A ICEGRHE
1TV, 2019 4 9 HIZAGR S Au7c, BRI TTIX 2019 4F 2 HIZHEGRRIGE ATV, 2020 42 4 AITEGR S Tz,
HEATIERRAE L 2 £ 5 TR ERE R (PF-ILD) DI DV TIE, KET 2019 42 9 AICARHGE
1TV, 2020 4F 3 HIZHAGR S 4u7c, BRI T 2019 45 8 HIZHAGRRIGE ATV, 2020 427 AITE&GE STz,
F 7z, Vargatef OR7E4 T, FE/NMREM A AR : ) 1Sxb3 2 ZIBRICE 1T 5 Fe4
FH L & OPFFIRIEIC OV TN T 2014 4 11 HITERB STV ST,

72k, AFIZIBT DEREUIEE, FELXOCHEITILTO LB THY, HETORRKGLE
TR 5, ERNOAGRBNROHH CARIZHHT 52 &,

4. HEEXITHR
O %S MRt iE
O£ S RAEITH S B MRS
OHEFTHMMAL T4 S B MR R

5. MEEXFHRICEET HIE

<& HMREEIZH# S FE Mk E>

5.1 BRI DRGPETR BRI O WVEPEME B LS Oligas s 28 1253 2 ARAN O A kIR S
LTV,

GEATHRMEE 7 4 S R E Rk E>

5.2 117. BRIRARR OHONKEZRGE L, FitERE. FPRERAER & OS5 AT O # 6 i 722 7F A
(2 &0 EITHERRAE(L 2GR D B 5 BB MR BB AR 2 555 Z &,

6. AARUHE
WH, RANZIE=T7 =7 LT 1 150mg 2 1 H 21, 8] - YBREISHRAKREGT 5, ok,
BEOREICL V=07 X =7 L LTI1[E100mg D 1 H 2 [EFEG~BET 5,

7. REARUVAEICEEYT 58
<GhReftE>

) AFROABNE & RMRRBPEL RR>TWD 0, ERNEDFTEMIIRR LTV,
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7.0 T, B, EEFEORIERZGRD b GAE T, xHEFRER OB 21T o725 2,
ARANOIREE D FIREZLIRBEICBIE T2 £ COM. WEUTIREDO T A RFtd 2 2 &, 1BFED
Tl B9 5550 % 1 B 100mg, 1 H 2 2L HEAT 22 & 2REHT 52 &, BEOIREE
WA C T 1B 150mg, 1 B 2 [BI~EETHZENTE S, HEEG UIMET 258 1TEEIC
Beh L, #5%ITBEOWREL HOICBIETHZ L.

7.2 AST X% ALT 28BS VEE BIR D 3 5 2B 2 7235813, AR OWESUIIERO FW 217, +43
IRRRRBIEE AT S T b IRIEE I LG A2 BT 256 121X, AST 3T ALT 23 & H-Ri DIk
REIZEME L7241 [F1 100mg, 1 H 2B 685925 2 & & L EBEORIEIZIE U T 1 E 150mg,
1 H2BIAEESTLZENTED, FREINET2HAICTEEICES L, £5%I138
FoRfEgr+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 £ 9 Ak m)
7k, WIMIE T HEBARICOVWTIE, BEH, BHOBMMIIELHR T &,

4 K

Ofev 100 mg soft capsules
Ofev 150 mg soft capsules

A 7 L
B - & [100mg: => T X =7LLTC100mg 2&HT5
150mg : =274 =7+,LT150mg 25H7 5

HKEREH  [20154 1 A

RN ORFFAEMFRHEIE (IPF) ORI
ZHEE « Zh | RN OEITYERRME(L 2 £F 5 BV PERTR B (ILDs) D59
RN OB PEBR B IE T AE 5 RVE A (SSc-ILD) DR

TBIRIE, Ofev DIEISAED W & IGHRIC T4 205k « BER AR OEMIO b & THMMT 5 2 &,

HE
HERMARII=0 T4 =7 LT 1E150mg & 1 H 2B, £ 12 BRI CRAT 5,
18] 150mg @ 1 B 2 [ GICEEEN LR VEFITIE 1 [ 100mg O 1 B 2 [ 52 #1345,

RIEE SN2 AE, ROREA P a— i bRARTHNT S Z &, IREZERZHATD
—EZ2ESEFEEDTIRALANI &, | ARAKAE30mg #8 2 TIRE LW &

FH A

B - Ofev DIEFIZ LV BER DA b HEIE, SHEFIEIZMZ T, Ofev OIRHA v REZRIRAEIZ[RIFE
T 5 F THESLCIHEDO T 2 Mal+ 25 Z &, Ofev I &k Hi6FE A2 BT 2841, 1 H 150 mg @ 1
H 2 B&%GO3E L~ 18 100mg @ 1 H 2 [BICTHEET S, 18 100mg © 1 H 2 B 5ICEBENME
BEHLNRNEAIL, OfevIiICXk DiEFEEZFILTHZ L,

WU RHERIEIC S 20 B9 TR, L E O/ USRS RS T 2354101, R SUT P % it
T5Z L, Ofev IC L DIGEZ BT 28A1E, 1 E 150 mg @ 1 B 2 [H#:5- 38 E L 7= 1 5] 100 mg
D1\ 2ETHET S, ZHhEOFMEFEICSH20b ST EED TR, B MO/ TR EER
WEHGET DAL, Ofev IC X DM AT+ 5 2 L,

TANRTGXUEET I ) T A7 2T —F (AST) XiE7 79=T73I /) 7 A7 27— (ALT)
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DSFEHEE IR 3 [ 2 M X 7o 721 Ofev IC L DI AW L72561E, MT AT I —Eni
EROWREEICEE L7-%%, B L7- 1| 100mg » 1 H 2 E#EGTHEB L, RIS T 1 E 150 mg
D1 H 2 EHEG~OHEEERHT D2 &,

ik
Ofev TR HATH 5, BIZIC,
D LN &,

WEFTICEZDOEEKRTRAT L L, BT BAVERITIZY, ELE

REIZHTEHRFTINR (2024 F 9 ARFR)
2B, WHMIBT HARABTICONTE, WE, RFOIMMILELZHR T L,

ESE4 pNEs|

HR5E4 Ofev capsules
i 7 L

FE - &8 [100mg: =T X4 =7LLT100mg x&HT5S
150mg : =T X =7LLT150mg 2&HT5S

KFBAEA (2014 4E 10 A
Ofev IFLL F & %hHE - hR & T 2% —EHFRTH 5.

— - FRRMEIARHERE (IPF) O1RH%K
- MEATPERRAMEA L A £ 5 TV MR B O 1R
« EEMERBLREICLE O RV PERE R (SSc-ILD) %A1 % B DO EEHE D% Tk
Ofev ¥ 5-Hi DR HL
Ofev & X 2163 % BtA T B RIS T C O BE I IFHEREM A 2 5250 U, #R0R v R 72 MR I IR
EETDH L,
HEDEH &
Ofev I, HEZRHAE L LT1E150mg 2 1 H2[E, # 12 KRR b1 5,
Ofev ITBZICARA L, TOFFKTRAZTZ &, Ofev I 7 BAONEMNTE DO TIFE 22 &,
Ofev 1 7R NEBIEI LT D RUNTZ 0 LipnZ &, 7BV ONEMIA 7= 55613, BEHIZTE LY 2
Lo Ofev I 7 RAEMEATZ VN LTZRED =05 ¥ =7 OSBRI o4 2 5B IRNA Th 5.
Ofev DIRH &2 SN T-E1E, RDOIRIERA 7 Va2 —ANSHHT A2 &, fAENT-SOIITRM L
ROWEORBELZEETLHZ L, | HRAMHE300mg 2 TIRFELZRWZ &
RS RE R R ot d 2 HESEH &

ik - R % (Child Pugh A) OFEEREREEDH 5 BE TiX, Ofev OHESEFAR L LC, 1[0 100mg % 1 H 2

M, %12 BFHEFRE CRE ISR ST 5,
AR L N OV BE D PR RERS 5 D & 5 A (X% Ofev O ITHELE S hu 7y,

BWEAIC X 2 S

Ofev DIEFIZ LV RIER DA HNTGEIE, SHEFIEICMZ T, Ofev IZ X 2R A Al REZIRTEIC
EIE T 5 & THRE— R PR 2 REtd 5 2 &, Ofev IZ X AR AT 2561%, 1H 150 mg
D1 H2EEESIRELZ 1E 100mg @ 1 H 2 mE#EEGETERL, Z0O#%, IREEIZS U T 1 [HE 150
mg D1 H2EHFG~DWEZRFTTH &, 1EI100mg O 1 B 2 BIFGICEEMEN LRV
A, Ofevic LBREAHIET A &,

s ERCxR L, AEFES SUIREO RN LB RS A N D D, IHHEEERA (AST, ALT, t
UNEL) % Ofev OIGHEBRAGET, 1BEBAMEDNS 3 0 HMIZ—EMR T, Z 0% I3 eI SUIERER
RN D HERCFEMT D Z &, ISRERTIE, Y, ABCNE, A LA, R, HE
EaETe, BEOIERPITREE 2784 288 Il F 95 2 &, AST XId ALT AN EYEE LR
D 5EBIZ LR LEEBE, DT AST XUE ALT 23 HEUEE LR 3 (58I LH- L, 7olfEEOM
B2l D Ba 1 Ofev OG- 2145 2 &, AST XIi% ALT 2SFEUEE FIR O 3 587> 5 {5R1H T,
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JFRRE OIEAGRD BALRWEETE, Ofev IZ X 216F A P52, HEL 1E100mg D 1 H 2 [H]
~NHET D, RN R GRTORREIZEIE L2 C, Ofev IZ L DR A& L7 18] 100 mg D 1
H2EHGTEHBEL, REISUTIE150mg @ 1 H 2 EG~O#EEZ s 5 2 &,

#¢E (Child Pugh A) DORFEREREEDH 5 HBE T, BIERANRONTZEE, BROPEEE L X
HIEZRET 52 &,

2. BB T HERARXIERER
(1) Wb B D UEAMG

AARDEFIRLD [9.4 ASHGEEH T 2%, 19.5 i), 19.6 #3Liw) OEOFHEHIILL T &
B THY, KEEROA—ANT VT OUNCELIZRRD,

9. RENERZAI HBEICHT IR
9.4 AHERREEHT HFE
TR 2 FTREMED & 2 ZPEITIZ, AAI G- L O féede 54% 3 0 A N F\ Tl 3 2% 2
M OE G2 REHEE I OWTIT 2 2 &, [9.5 2]
9.5 1Iim
PR SUTIEIR L CO D WTREMED & 5 i3 G- L2 & 8 (T v by U9F) 2H0
TGS A FE AR TR E R ONE - IRIRBBEEHIASRED I T D, (2.1, 94 ]
9.6 RILIw
BREOFEMER ORI REOAREMEZ BE L, RALOME SUTTIEEMETT 52 &, B
WEBR (7> ) THIT~OBITRRO LN TN D,

HH FLENE
b NSNS Pregnancy
(2024 6 H) 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.
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BNE

— A NZ7 U T O

B

(2024 4= 6 A)

Use in pregnancy - Pregnancy Category D

There is no information on the use of OFEV in pregnant women, but pre-clinical studies in
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 / Contraception

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 therapy, during therapy, 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) /NREEIZBIT %R

HADOEFRLO 19.7 /WNRE] OEOFEEIILLTFO LY TH Y, KEKROERIN OFRES SCE

LITELR D,

9. HENEREAT HEBICHT HIE

9.7 INR%E
s

H
N

kG & LT BRARRBR I L CL 20,

Hi i FEARNA
KE O SE The safety and effectiveness of OFEV have not been established in pediatric patients for the
(2024 %6 H) treatment of fibrosing interstitial lung diseases. Effectiveness was not demonstrated in a

randomized, double-blind, placebocontrolled study conducted in 26 OFEV-treated pediatric
patients aged 6 to 17 years with fibrosing interstitial lung diseases, who were treated with
OFEV based on weight.

PPN D AT S
(2024 8 A)

Nintedanib should not be used in children.
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1. FA%F - REXZICE L CERERHIZITI2HT-> TOESEER

AREOERICET DR  AEIIIAGREZIT CORWIEICET 2N E T 5, RBR7IE%
DL L TWRWNEDLEENTEY, HL ETHRBMSIN TV DB GIETH DR R 2 55
ELTHRL TV D, EFEMEFEDIREN 255 L TOSEFRTH Y, IMLFEOWRZR
THOTIHR,

(PEHUARAL - TPy FH RS O AR BARBHEENC BT 5 A R T A4 2T 5 Q&A IZHONT (%
D 3) ] BRI 9 A 6 BT EAGEEES - ISR REEEE - PREKRGE F5E0E)

(2) FilE - BAMRUBEREF 1 —J0RBMN
VU TRV E AN, K O(F)55°C) £920mL Z2I0Z, 5 ofAGER, 15 IRV IEE
723, REEL e oTz, EHIT 5 o MMERICFERROEBRIELZIT o723, BELRh o7z,
B, AEZRE L TEE L& O - BREMEEITIRFTI SN TORWZD, KA RE
LC#595 2 L3R L,

2. ZTOMDOEEER

RMP DB Y A7 fe/MuiFEh & L TERR S TV D B4

C ERMIRH M T = TEEER S A R
R—=U U H—A VT NNA BR— D= SRR BRI G
https://www.bij-kusuri.jp/
BERTEM A7 =T ZRASNDEE S A~

(REFEMERTRRHESE B PESR BT © TVEMERTPE BB HEA T IERRAE L A 1 5 T MERG R AR
R—U U T VI BT— b= S BHE S AT BRI
https://www1.boehringer-ingelheim.co.jp/patient/
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