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(mg) (ng/mL) (ng - h/mL) (h) (h)

5 SEfE (CV%) 17.0(69.9) 142 (85.9)  4.10 (3.95, 6.02) 4.8 (58.9)
7 Sl (CV%) 23.3(88.2) 181 (80.2) 4.00 (0.983,9.88) 5.1 (50.9)
10 SEIME (CV%) 34.9(114.7) 288 (91.1)  4.02 (2.05, 6.00) 5.9 (58.8)
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H% Crnax AUCt tmax® R
(BB 20 (ng/mL)  (ng-h/mL)  (h) a
1HH (n=12) #&MFHME (CV%) 20.7 (45.9) 111 (61.4) 3 (2,4) -
15HH (n=11) #&MFHfE (CV%) 27.0 (56.1) 150 (66.7) 4 (1,4) 1.48 (32)
Conas * TS ISE P IFE . AUCT : 425507 & 12050 (- BIWE) £ -C b 1L oh il FE—1H5
BRI, toa © RS ISR IR EES RS, Rac @ AUCH & 801l L 72 REHREL, CV% : 258)
W (%)
Q) PR (R/MEL AT
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RE OIS A T XA T ) T 4 OFIE CEEFRED) 1358% (45%) Td -
720 (BHEAT— %),
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TR AS0BNZ AFHSmgE 7 0 A 4 — /N — I & ) Z2FIRE S i i (PR
BROEIRIT ) \CHRRE RS Lz, 2208 & i Ly R BRI
%D Crmaxc 2 WAUCo- 13 Z 1210843 1°0. 8956 gl E I D Crnax J2
OAUCh=l2 2N ZNL 1R VL. 19 Ch o728 WHEAT— %),

16.3 2
TEREBAL6EIZ 7 F ¥ F = 7 R RS (Img) L7z & EOBAEFRKD
S (ZBERE) 1368L (23%) THh o7,
7 F I T OMERAMEE CEHENDL. 0.2~20ug/mL) 2B L T,
TR ERO ST, 99.5%THh - 72 (n vitroRER) o
TEYF=T (MCIERT XY F = 7RI 4 u ¢/mLK UM u g/mL) D
M3/ M IE . 0.8 TH -7 (n vitrokBR) ™0 WHEATF— %),
16.4 3
AFNEFEIZCYP3AL/5. —#IZCYPIA2, CYP2C193IZUGTIALIC & » Tt
HEND (n vitroikER) . [10. 5]
MEEFOFRHIIE. 7V 70 VEERERKDOANVEX Y FMETH o720 In
vitrofdBRIZ BT, V70 YBIER R AV R F Y FIROVEGFR-20
) UEALIEEE . RELE D 2 2 Ni91/8000 % UF1/40085 Td - 720
BT ¥ 2 F = 7% RIS (Img) Lot Eo&gr07 5>
ZOFIME (EEEE) 1321L/h (44%) T - 72700 FREIAF— %),
16.5 HEittt
TR N B PERBIN I MCHERE 7 ¥+ F = 7 5mgx HLRR 15 L7 & &, 5
BRISH F T2, B9 L 72 BED33.5% K 1°22.0%705, I EINEM K O R
L E N7z RZAGRIZIEM P T 2 BOTRER S & LT, 5 8&D12%
AL S NF2AS, SR E N h o722 (FHEIAT— %),
16.6 BENEEEHT28E
16.6.1 BHEEEE2HE I 2HBRECH T 2EDIRE
ARHNCBI LT, BRI T 5 2 0 R12 L -3 BREstBR I3 9206 L T v,
TEHE RN T OV 8 % o R TR SR SR B REARAT % 9206 L T2 (59081 .
BHEAEZ CLler (mL/min) 12249 C90mL/minbh b (IE8 B HRE. 38141) .
60~89mL/min (FEEFEHEAEALT L 13961) . 30~59mL/min (H&EEEFHEAEACT
64%1) . 15~29mL/min (FEEEBFEAE T, 561). 15mL/minsAim [AREIE &
B O(ESRD) 1f1] 12L&, TX VT =T70&HE )T I Y ADOHS
flEIEZN2N14.0, 10.7, 12.3, 7.81 % U12.6L/hTdH ). BRI T IEA
HOr )T T ANFEAEHEY G2 572 (HRARUOHEAT— %),
16.6.2 AFEEEREZE4H T 2 WRE (LB T 2 EMERE
RHI5mg % FFHEREDSIEH 2 4B (n=8) WRFE N O P (Child-Pugh%JHA
B UB) ORFHEREREE 2 AT 2 0ERE (54861) (CHNFELD Lz, BEOH
AR E A AT MR IC BT DT F ¥ F =7 OCou L AUCo- & HEHERE
ER# D7 NZN0.89N% V0. 7815 Ty o 7oA, IR D FFREREREE 2 45 3 B BE
BR#HIZBIF BT F LT =7 DCrax L FAUCo = 1E, EBEHERE O Z 21,28
e O°1.95f12 15 L7z, T (Child-Pugh/3$C) DIFHERERE 2 43 5 iR
Haat G UERRBIIER L Tw v BHEAT—%). [9.3.12H]
) AH ORI 31 5me] B 2B R85 CTh 2o
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17.1 BHMERVORLMICET 255

17.1.1 EEEFESETHERE (A4061032:K5%)
—KIGEE L TOEFEDE (A=F =7, INVAXT, 74280 ) LA
BHA NI 2ELLIRAY) IEBILY AL OBRBEOD LEB LA
32 BARE GRUAMERE) BE7156 (HARANBEMAGE &) 255 e
LT, 7FvF=7 (BIBHEE L Cli5me# 1 H2m £ L%ES) v I
7 = =7 (1[11400mg#% 1 H 2[0 Z2ERHR 1% 5-) OB RE R OV &% Miat
b HMWE Lz, BRI, JEE M, EBSILE & IAHEB & F206 L 720
EEFEGE B S EAG M CH ) . BT CHV IR ERESICLS
i AT 5720 7F ¥ F =TI FEFFMIEE CTd 2 MRIEAFHIR 2BV T
V57 =R LB R R L2,

HRMEOKER (ST R4

A ST T TEFYF=T VI 7r=7
AAIEHEE (35860) (3571)
i (F) 6.8 4.7
(95%fZHEIX [H) (6.3,8.6) (4.6,6.3)
ST A AR R A= R 0.66
(95%ZHEIX [H) (0.54,0.81)
plE™ <0.0001
gLl (H) 20.1 19.2
(9595 HEIX 14) (16.8,23.4) (17.4,21.6)
ST N R 0.95
(9591 HEIX 14) (0.78,1.15)
pfly 0.2992
VL) EECEBEI A S IS OMEAT I T EREZ D RV) OWTReSRMIIED S
% £ TOMMH
##2) RECISTIZE:D W M ah R R B 4312 & % 3Pl

##:3) ECOG/S7 4 =< ¥ AAT— ¥ AR OHHGHIC L AT 75 > 7 522 B Zplii (i)
pfti (Al A%0.023A05 T IUTHEH AT RS ) & L7z,
#4) ECOG/NT # =~ ¥ AAT—4 AR OHIEHI L BI@RI0 7 5 > 7 #5812 81T % pll (5 1)
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B (A)
PST R F E T B A ORI 0 < HER AT I O Kaplan-Meier flif7 (42
JEATT X AT
T X T =TG- S 723560 (HAR NG % &) H32260 (90.4%) (2
EIVER (BRRMAE RS 2 &) 20 5Nz, FABIERIE, THI181%)
(50.8%) 114061 (39.3%) . JE5712481 (34.8%) . 10061 (28.1%)
FRGRR996 (27.8%) . FEAREEISHI (27.5%) . FEAEMEREIOH (27.0%)
FUIRBRPEAEAR T 6561 (18.3%) .+ MEJJHE60BI (16.9%) . MEIH59%61 (16.6%)
R 58H] (16.3%) Kl 42 iEG260 (14.6%) . P 255161 (14.3%) .
589545051 (12.6%) AEFL4251 (11.8%) I 38H1 (10.7%) « & F1IR38%51 (10.7%) «
B w3651 (10.1%) . M sia366l (10.1%) Tdh -7z,
*17.1.2 EEHERE IHEHRER (B99910035E)
LSRR O 2 v, RGBT EBEO MR GRUMRRE) B
88661 (HARNEBHOTHZET) AR LT, 7FYF=7 FaH=EL
L C1ll5mg % 1 H 2145 5-) & 7~ )v~ 7 (10mg/kg % 238 [ b CTE# Bk
WH#%45) OG- & 2 =F =7 (50mgl H 1Al % 4B 35 L. 208k
2 OFMER O wEnr ks s HE Lz, BEAL. JEEM.
EIPRIE [ 45 AR R BR & 920t L 720 2T H IEPD-L1BE* B 12 BT 5
SR AAAIM K O EEFMTH ) . BIREHEEE & L CPD-L10 % %

— TEYFZT+TANNTT

B S 2
o
b

0 2 4 6 8 10 12 14 16 18 20 22 24
FMBEFGMHE (B)
At risk 8

FRYFoJ+TANTT 442 364 321 250 193 127 94 57 42 24 8 1 0
2=7=7 444 329 271 192 144 90 64 29 20 8 2 0

S EF RN B A MR A I O Kaplan-Meier i

THXIF T ET NN T O RG&2 7243460 (HAR 336 % &) h
41460 (95.4%) (ZEIWER 2SR S 7z, EREIERM L. THI23561 (54.1%)
P IME2086 (47.9%) « 95715615 (35.9%) . F5 - JEIRFEEARA A 4 5
14401 (33.2%). ZERREsE11661 (26.7%) . HL 10761 (24.7%) . HURBHE
REAR T AEL05BI (24.2%) [N 29661 (22.1%) \ FAkSES6H (19.8%) T -
72

*17.1.3 EREFRSIHERER (KEYNOTE-426515)

LSRR O 2, RIGYIBRARE S EB O BMlal RIMEgRE) B
86161 (HARNEZMGIZ &) 2 RELT, 7THFIF=7 (HEHEE
L CllE5mg& 1 H 2 13%5) L x_a7a ) X<7 (200mg% 33 [ M <
HIRNTE ) O SG oFIER OZeEY. A=F =7 (50mgl H1%
ARG L, 28BK3E) AR e LORE Lz, 2B, B TR
BIEATARED SN B A1, BERET 2 R TERDFED 6 N WEDERKRK
WZZ5E LTV EBE T, RIEILEO B{EEHG CREBMEITHSRO 5N L FT
TXVFZTERATO) AT OMAEG T 5 R REE LT,
FEFEME B X SR L IR E AR TH Y, TFF T LA
70 X 7 ORHERG L. A= F = T HRR G & e L C B K o8
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