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BERIEEFEOREE HCBET S 2 L,
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(& HMMRRIE (CHE > B MR SB)

7.3 Y 7uXA7 73N, THFET) v EOBEREEOH IR
DEetEE ShTwkv, [17.1.388)
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9.1.2 HIMMREADH 3 BE. MRAEFEEEZIT> TV EE
Wiy A7 #WES WL D 5,

9.3 FHiaEREEHRE

9.3.1 FEERUEEDHEERES (Child Pugh B. C)D#H 2 EB#E
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THUEIRD A SN DA TP IR TR T 3 FED IR
F G270, RANC L 2BBEOR 2 M52, Ih
SOIEBREC D b b THRT 5 L) REEO THOLE
FARFNZ & B E IR L RS Th Rz &, [7.1580]

11.1.2 FHEEEREE (2.1%)

[7.2. 8.1%:Hd]

11.1.3 MiERAE ERIRMAR I HEAH)  BIiRMAR R (0.2%))
11.1.4 Mg (0.2%)
MM A S & b, HIMICE - - EEAEN L HE 2

W5, [8.22H]

11.1.5 HIEEZEFL(0.1%)
DR LN AITIE, SR, JEEXE. CTSHEOLE LR

BEZIT) T Lo

11.1.6 FEIEMERR BN
0 ] P A <o I R A A C 2 A LR D FEF Mk o 1
Wige DEED B B N D Eid, RHOTG 2 ik L, w7z

BEfT) Lo

#11.1.7 27 O—CERE GHEEA)

[8.3%:M]
1.2 ZOMOEER

: %D | 1%DL )
W0%BE | ol | sk | LK
RARO B R,
oAk TR
R I

VL 5%LLE | 1%Ll .
10%2_t ki | 5%k 19% A%l
HIEEEE T #(56.1%) fHAL RN
EOL(21.6%) . %
i 1 (11.0%) .
J9% (10.9%)
JFIHE R \IF B % E 5 mEYLE
s (AST. ALT. > IMLE
ALP. y-GTP
5 (12.2%)
a0 BB O
it FEE. BB
i i
R VE
Z 0 HiI

14. BRALOEE

14.1 FHXAEOEE

14.1.1 PTPAE QA IZPTPY — F 25 ML TIRAT % &
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G- L7 COIEMBRE/ ST A — 5

INT R — 57%[$1\!/J

Wl 5% 150mg 1141 100mg 41
AUCo1z  [ng - h/mL] 152(60.6) 59.0(67.2)
Conax [ng/mL] 34.9(62.8) 13.2(66.9)
tmax [h] 3.90(1.00-6.00) 4.48(1.97-12.0)
fracerashind 150mg 9% 100mg 4%
AUC:.s [ng-h/mL] 218(58.3) 115(32.4)
Crnax.ss [ng/mL] 39.7(68.1) 20.0(64.5)
tmax.ss [h] 3.87(1.00-3.97) 3.42(2.00-4.07)
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FERR A=V 7 5 = 76mg & RN R SR o 4 2 1) 7 5 2 Al
1390mL/min. SE#IREETOSAERIZI050L TH - 722 AHEAT— 4 ).

4 B PEIRBZIE AR D VR B O B IS ARHI150 mg 1 H 2[m#E %
LTl oni=r 7y = 7OEFIREROHEHIEZD b T
7 IMIET T % K2R,
2 B ESREAE AT D B MR O BT AR K 150mg & 1 H 2[m#E
5 L7 CoHEMIERO b T 7 bk
HEMIER b T 7 5 hiEE
[ng/mL/mg]
SR (2586)) 0.0555 (65.4)
H AR S (3081) 0.0763 (63.0)
AN 3 (AT A B AR E%) . REMIE: N 5 7 AT Hh LB 13150mg B OF
100mgl H 2% 5-0 7 — % % & s
FEFTVERRAEI L 2 0 O BV PR 2 R o0 B (AR A 150me % 1 H 21188 5% 5
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AUCo«  [ng - h/mL] 98.4(33.0)% 119(53.9)
Crmax [ng/mL] 11.1(60.3) 13.2(61.6)
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X G4 o i gL O A 12 R TAUC 17958 T1EL3%E < %% 1y 52
CIE149%% < 72 2 E TN SN2V (HAR AR OHEANOHFE T~ 5 )

16.7 EMHEEIERA

16.7.1 & haAFV—ILEDHA
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RS LA, =Y 74 = 7 DOAUC)H«1350.1%, Crmaxld59.8%
FCETLZYHEAT—%),
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WA ORE A NI B L OVER AN R RS L 7z AHI
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17.1.1 EEHFESE D5 (1199.325458)
RS PR AR RE B 513061 (H ARNGSHI) A MR & L7277 T AR T »
F AL E R AT R L EGRER IS B Vv T ARAIS0mg ik 7T R
Z1H20, 20 H R OH G- Lz A, EZERHIETHH Td % #5552 £
TOHETME R (FVC) DM (mL/ ) 1ZFIo L BY TH Y &
FIE L 77 v R L ORBIZB VT, MEtFICEEREN RO LI
72, R=2A 54 ¥ Hh o OFVCOPIGHR LR OHER % MR T,

#1 FVCOAEBFHAHE (mL/4)

1199. 323k
AHNHE 75 b R
FVCO4 M A% -114.7 -239.9
[95%EHEIX ]2 (B | [-144.8, -84.5](309) |[-276.7, -203.1] (204)
T v REE D 125.3
[95% (5 TEIX [H]]®) [77.7. 172.8]
pf#E? p<0.0001
N—2F 4 >~ (mL) 2756.8+735.1(309) | 2844.5+820.1(204)
$%5-5238H5 (mL) 2669.0=772.0(250) | 2664.4*834.0(165)
ZA ki (mL) -90.9+242.7(250) | -201.8+305.9(165)

P = R A (P50
a) PGB, MR R OB R R EEMR. YA L ORI A ) %
TERREE LT ¥ ¥ AMEREEETF IV

25 —e— 54 =7150mg1H2ME
¢ --0-- F7uf

FVCZALE (nl.)
[

246 12 24
#5HE (8)

192
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BEH
77 KRE 202198200 194
=275 Z 7% 303301298 292

K1 N—=2F5 A4 v 65528 F TOFVCOTIELEOHR (F
i+ EHEGRE)
AR BT 5 EIEH S EIA1373.8%(228/309%1) TH - 720 L7 El
FERE, THI16561 (53.4%) « 05561 (17.8%) I OSEEARIRaE 2551 (8.1%)
Tho7,
17.1.2 EREHFSE MHEEEER (1199.345858)
R S PN R B D48 (H AR ANTIB) bR & L7227 T LR E S »
5 r AL E BT R LR IS BV T ARI50me L 1E T T b R
Z1H2[E, 2B MR 5 L 7245 . T2EEHETEH Td 2 #5528
TOHNMEE (FVC) OEMBAHE (mL/4E) 1ZF20 L BY TH Y. R
HIEEE 75 b R L ORBICBWT, MEHFEMICEELRENHD SN
720, R=AF 4 »Hh5OFVCOFIHR 2 b= OHER % X2127R 7,
#2 FVCOERHAH (mL/4E)

187
274

165
250

1199. 3435k
ES;ikis 75 b R
FVCO4 5% -113.6 -207.3
[95% (S HEIX 112 (F1%%) | [-144.5. -82.71(329) |[-245.3. -169.4](219)
TR D 93.7
[95%5 #EIX [ ] [44.8, 142.7]
pfii® p=0.0002
~N—2F A > (mL) 2672.8+776.0(329) | 2619.0+787.3(219)
5523815 (mL) 2637.3+811.8(269) | 2512.5+821.4(180)
24L& (mL) -86.9=283.4(269) | -204.0=280.5(180)
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) GHE, MR R R OB R A BRSO B 5 %
BRREE LT v ¥ MEHEGEET L
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FVCZALE (nL)

155 ®.
170 “+
185 T
-200
215 !
-230 -
246 12 24 36 52
BE5HE (B)
wEH
751K 215210207 209 203 196 180
ZCFH4ZTJH 323315315 312 303 295 269

M2 R—=AF A vHh 555K F TOFVCOFHELEOHE (OF

Wil + 1)
RERERIZ BT BEIEFEBIEI61369% (227/32961) Td - 720 EREIEHIZ.
THI7660(53.5%) « FEL67H1(20.4%) B O EARIHE29651 (8.8%) Tdh - 720
(EHMRREICHE > BEMHER)
17.1.3 EREEHFE MHEEER (1199.2145(88%)
GG PR AESSE T A0 TR T I HRCT TL0%LL LR L AR
505 4 By PR 12 Rk S PRV L o0 BB 5761 (H A NT7061) % 5 5
L LT TR R T v 5 MM EE R TREB GRS BV T AR H
150mg X 1d 75 LR Z1H2M, 52 RIAE 455 L7z B, EEFHMEEE
T 555208 F TOL IR (FVC) OER A= (mL/4F) 13330 &
BYTHY., AHBEL 7T LRBELOHBICBWT, MEmIcE S 4%
WEUD SNy N= AT 4 ¥ HEDOEVCOFEITEAL R DR Z 3R T
T BUOEL A 7 —fERIC LY EE
TOEARATOA N, GBI P S AR CHEATREE L, v
URA77 IR, 7HEFAT) v pHED EOATOA FEIZD
W BEHANT] & e L7z,

T RRFEVERTRRAERE DAL o I E PR & 2 S v, IETHRCT T oM
HEALDILR AT Y S4B D10% 8 THERE S 41, 2 D[RRI & D i) &
EZONIRBEB AT 212 b b TAZ Y —= ¥ VD24
# HEHIZ BV TRDI) ~ iv) D3 L O RV E PRz B oM T
MR TREE SR L L,

1) %FVCD10%LL E oA (Fixt 2 bm) 23A 5 b

i )%FVCD5%LL I\ 10%A:ii O (HIxt L) 3 S, 2o, I
W #HEIRDEALY D 5

i) WFVCD5%LL Iy 10%A0 DA FRxH 2 bw) 253 H v, 220, iy
TR % LT OMMLEAL OB A S B

iv) M g e K D FEA L I O30 18 % T oM L2 Lo s & S b

#4 FVCOFHHA % (mL/4F)

1199. 247588

AR A 75 1R
FVCO4 A3 -80.8 -187.8
[95% 5 #EX ] (1% | [-110.4. -51.2](332) |[-216.9. -158.6] (331)
TR D 107.0
[95% 15 HE[X 12 [65.4. 148.5]
pfiE?? p<0.0001
N—2F A~ (mL) 2340.1+740.2(332) | 2321.1+728.0(331)
#5528 (mL) 2271.8+783.0(265) | 2157.8%733.0(274)
24L& (mL) -75.1%250.8(265) | -181.1%220.0(274)

73 FVCOEM A (mL/4E)

1199. 2143 5%

ARFHITE 75 L AR
FVCOAE A —-52.4 -93.3
[959% A HEX 1 (51550 |[—79.6. —25.21(287) |[—120.0, —66.7] (288)
T bREEEDE 40.95
[95% 15 HEIX 1] [2.88. 79.01]
pft® p=0.0350
N—2A5 1 ~(mL) 2458 .5+735.9(288) | 2541.0=815.5(288)
P 55231 (mL) 2436.7+755.3(241) | 2450.3%809.4(257)
24t (mL) —-42.7+219.8(241) | —104.8+228.9(257)

A0l = B2 (180

ST = AR 2 (B4

a) &5, HRCTOWG/ N5 — v, R—=ZF 4 YEFOFVC(mL). %58
LR O HAEH RN — 2T 4 Y IEOFVC & B o3 HARH % [F5E
B BEMEHN OO R ORE M 2L R L Lo T v 5 AR E
T

b) A EACHEM 5%, SRERH K OHRCT CUIP FEfHE L/ X5 — > DHRAIH

SNLEFNIBU LAFAIRE L 77 R EEO L2 DOV THochberg 12 &

DARFE DL Bk % A

) GHE, ATADIREE, MR %E 77 ) A VEROFEER . B, N
— A7 A YEEOFVCImL], Fie, B, 580 < MO HELEH R T
N—= 2T A Ml x B O N & EHREROBEERRE LT v 5
LAREIGEET Ve T v ¥ AR E LT BEMN O K O %
HED7I2,

104 —e— = F4=7150mg1 H2E
3§ --O-- FIER
104 9.

FVCZEALE (nl)

yrl
-150
-160
246 12 24 36 52
#E5H4E (GB)
BEH
77t K# 283281280 283 280 268 257
ST 4= T#283281273 278 265 262 241

K3 N—=AF A v Hh5HEG52HE F TOFVCOFYELE DR (F
il + R e )
RERERIZ BT B EIVE I FEHLH141382.6% (238/28861) Tdh - 720 E 4 EIVE
FHIE THRI19761 (68.4%) L7161 (24.7%) S OMEME511(17.7%) Tdh - 720
CEITHERRME(E % £ > B E MR R)
17.1.4 ERHESE DHEHER (1199.247:45)
SEFTPERAEIL 2 0 O R MER g BT 66361 (H AR AN10861) 2 k% & L
7277 R T v ¥ AL EERIEATE I LEERERIC B LT AH
150mg & 7T LR & 1H20, 5B %G Lze ZOMHR, TE
FHIIE H C & 2 $%5-52108 £ ¢ 0 & i iF = (FVC) O 4E R4 % (mL/
EVIFFADEBYTHY ., AHBELE 7S RKBEELORBKIZBEW T, #
FHERICH B R EDFRD BN YN—=A T A ¥ h 6 DFVCOFIIZAL
BHOWER % MUK,

22: —e— — 54 =7150mg1 H2E
2] O T TR
20
— 601
2
= 100
B 0 [
~ 140
¥ o t
-180 -
- -200 4 %
2201
2401
-260 4
BL 2 4 6 12 24 36 52
BS54 GB)
BEY
TS5 KREE 325326 325 320 31 296 274
ZUFH T 326 320 322 314 298 285 265
M4 N—=RAF A »hoP552:80F F TOFVCOFIZEA i DR (3
filf = AR HEE)

ARERER D SAFANTIG L2 BT 2 RIVE 5 B 41281.9% (272/33261) TH -
7oo ERBWEMIE. TFII21411(64.5%) . 08201 (24.7%) B O IH-4411
(13.3%) CTH 720

18. kg
18.1 1k
ST F = T0E MR R K T2 5K (PDGFR) a v f T O
SEAII TN T2 54K (FGFR) 1. 2. 3K O'VEGFRD &2 AR BT
T U5-=0) YER(ATP) AR v MY 2 K5 T Fus v X
F—CHEHTH Y, FEFEVERMEE ., 4 B MEBREE (R D BV R
B OEAT ML % 1 RV R B O S 5-3 2 L ST
Wb YT FVRER EYS 5917,
18.2 HigHELIEA
T =7k b PERMIMEREEREY H\on vitroiERIZB W T R
HALDFRE I GT 5 L 2SN TV AL A 71 T— 5 — D %
PHL 7290, 612, = F ¥ =T vitroitRIZ 35T, PDGF.
FGF R OSVEGFHIBIIZ & - THEE & 3 2 FE I VERRREAEAE B S Al f it
SEMIBL O BAGE K O, TGF- £ 212 & » Tt & 1A AL 0T
PR A I L 722 F o A SRR R E S R D R M R
SR ORMAESE I OB, B, FAHESEMI A~ O T Bz % OHli
M Y 7 ADFEBIRIE L 722, v ARDTT Y bOT LAY Ty
FHRMMEIEE TV, <7 AD ) HFERMEMEET TV, <7 AD
GG PERRECE SR D VR R R TV, OB T LIV LR
DI GAE N OO ) €7 » ZICBT A~ ATV & H\/oin
vivoiBRIZ BT H = 0 7 & = TIIBREAERE (20 2 P LR R & R
L tzz‘) ,23) ,24?0
18.3 MRIEIEA
YTy TR, MiBHEE TV AL BT LV VRO
Jili 99 Je OCFREHELE DT Y £ 7)) » ZIZBE T A~ AT IV EH W20
vivoRkBRIZ B\ T BRI RS 3 2 FUIENEF & 7R~ L 7222




19. ARRSICET 2L FME 24, XWFEKRERVEVEDESE

— MR AARN=1) o H— 4 g skt
ZUFF =TIy A)F VR (Nintedanib Ethanesulfonate) (JAN) DIt % —
1% T141-6017  HETHER LI XORIE2 T H 1% 15
Methyl (32) -3-[ ( {4~ [N-methyl-2- (4-methylpiperazin-1-yl) ThinkPark Tower
acetamido] phenylf amino) (phenyl) methylidene]-2-ox0-2, 3-dihydro- 0120-189-779
1/-indole-6-carboxylate monoethanesulfonate (ZAF R 9:00~18:00
7 FR (b - H - #LH - BARSEH 2R )
Cs1H33N504 - C2Hs03S
ﬁ‘;;’i"% R 26. WEHRFEEESE
649 76 26.1 BHEERFETT
CLTS N A
. BAN-UVH-1 7 VI ULk =4t
o O SRR/ IXKE2TE 1815

J

(‘:Hs
N
ﬁN/\[( \@\
HSC/NJ 0 ” O 0-CHs . hac ™ s0H
o]

NH

AL
305+5C
R
log D=3.0(pH7.4)

* k21, EFBEM
RS A 7 ERENH A o b, EEICERT S L,

22. A%
(A7 27T H7T+EI100mg)

287 72N (147 7 &) x2)PTP
(A7 2 7TH7T&I150mg)

2871 7tV (145 7 )V x2)PTP
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