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JH N Trmax" Cinax AUCe ti/2
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6.0 .
ik) c c
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i) 6.0 d d
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AUC=IZWFN L3 4 L7z T 72, mlRliAEm eI
G Lk &, BEERS L HBELTRXA N 527 20D
Cmaxld5.3f%. AUC=Z5. IF5128m L 729 MEAF— %),

16.3 2%
NA N7 F7 2D MHES V87 EREETHIZ0.01RHTH
0. & M/ MR 20,57 CTH - 722 (n vitro) o

16.4 X3
NA M7 57 ZFEICCYPIAIC X DI s D (n vitro). 1@
B BREABNIZUC-N A b 7 5 2 2200mg™ % £ 15 12 B R R
e L7z b & Be548M It T ol BITREIIA K



UM27 (BALR) A S 29 (S h R fE 0 72. 6 L O
12.0%) (FHEAF—%). [10.5H]

16.5 Bttt
TEHEREBRF ABIIZC-N A b 7 5 7 2200mg'™ % Uik |2 B FE
BeH L&, 5590 F TG4 099. 9% A3 i 2 [a] L
B, RHEEINZ0. 1% RIETH o 720 EHIZBWTRE(LON
Y50 AN BEEZ20.8%TH o 7120 (FHEATFT— %),

16.6 HENERZFT 2EE

16.6.1 ATHgeEERE
RAIS0mg™ & EHICH BRI G Lz b & IFREREIE % Bl
(6f) LIt LC. WEONIIERERYE (Child-Pugh/ A,
661) KO EEEE DR REREE S (Child-Pugh/#iB. 6#1) T
INA N7 527 ZOAUC=IZZNZN1. 3RO AEcHmL., &
JE D FBEfER B % (Child-Pugh/#8C. 561) TRRARA MY 5
7 ZADAUC32. 7R L7210 (JHEA T —%)o [9.3.1201]

16.7 EYHEEER

16.7.1 S harvy—-u
R VF Y UEBEZIEC IS = (BRWCYP3ARL
), FROA - EPRKTE) 400mgZ 1 H 117 H %5 AH]
50mg™® & EHRICBEIRES Lz &0 XA M2 527 ZADCoaxld2.3
B AUCw1d6. 45128 L 722 (BAEAT— %),

16.7.2 U hFENL

TEREBBRF 66112 b F UL (P-gp Kk OBV CYP3A RS 3E)

100mg % Hila$% G- 12 AR K 10mg™ Z I kG Lz & &,

NA 2757 ADCraxld2. 305, AUC=18. 1fF I8 L 72" (4F

FEANF—%). [2.2. 7.4, 7.7, 10.1. 10.22/#]

16.7.3 U7 7>EY >
LAmE:S2
TERERERFH11BIICY) 7 7 Y Y ¥ (P-gpfEA) 600mg % Hilnl
PG ARAI200mg™ % BRSPS L2 &, XA M2 52
A DCmacld2. 15, AUCIEL. 85I L7221 SEAT— %),
G-
TEREBERZ10BICY 7 7 Y ¥ v (BWCYP3AFHEA]) 600mg
Z1H1E13 H E$5 FICARF200mg™ % SIS HE G Lz &
&, NA DY T2 ADCrnaxldd2%. AUC=IF71%IRA L7210 (4
EANF—%). [10.251]

16.7.4 7 Z2O%1 >
TERERERZ 12BN AT ¥ A0 <4 ¥ »500mg. TDHRT VA
O~ A ¥ r250mg#k 4 H 3 G- IS ARFI100mg™ & A1 PR
L7z &, REA D2 T2 ADCauaxld25%. AUC-1235%K4 L
729 MEATF—2%). [10.220H]

16.7.5 7L 77U >
T HERE R 3B AFHI400mg™ & 7V 7 7 1) ¥5mgk A% HA
PrEPEG- L7 &, U7 7 ) Y HAE S (86) &Ikl T
R-TIV7 7Y ¥ DCrnax L FAUCITWF G 1 26128 L. S-
TNT 7 Y DCmaxld1. 265, AUCIZL. 3RFIZHGM L 7210 (HhH
AN7—=%). [10.250]

16.7.6 >dx%> >
R R ERF 106 AHI100mg™ & ¥V TF ¥ »0.5mg % Ak IZHL[A
PERIAR G L2 &, Y TF Y Y OCmald] 415, AUC-IZ1. 1H512
HmL 2" GHEANT—2%). [10.2518]

16.7.7 RYaAFJ—Iv
SR B B s R ISR IS 0mg L OF100mg & AR aF ) — v
300mg# BEM L7z & &, AHI400mgH % 55 & i LT~ b
275 27 2D Conaxl3 FNZN61% L U°86% WML AUC241390% F O
144%3 L 72" JHEAF—%), [2.2. 7.4, 7.7, 10.1, 10.25/&]

16.7.8 1 hZaFV—Jb, TUZXAXA D>, Z0AFI—Ib, T
Tr7ELCY (REENEMEHREETIICELEYIaL—23Y)
A bFaF V= GRWCYPSAFHEHRD) ., =) Au<A ¥ KO
ZNaF = (hREDOCYPIAEH) & A#I400mg™ # fif
Hi5 L2 &, XA b7 527 ADAUC-IFZFNZEN5.8, 4.9%
O2. 7R8NS 5 & ¥ S iz,

I77EL Yy (PREOCYPIAZFLEH) & AHI400mg™ % fif
AL L& XA 27527 ADAUCLIZ61%MAT 5 & HEE
Ehz, [2.20 7.4, 7.7, 10.1. 10.2&R]

16.7.9 ZDft

RS BIEE T MICE B Y I 2L —Ya v i s, TIUERF
I IV HHOCYPSAMEHR]) RO7L F=V Yy (88WCYP3A#H
A, EINARKE) & AR400me™ 2 PG L7z &, X4 b
275 7 ADAUCSIZ MR R A RIS w2 EHHEE SNz,
N4 Y5y AN o2 (BCRP) OB THY .
BCRPROVERE T =F Y #ik R X 7F F (OATP) 1B1% %
L7220 (n vitro)o

) AFN QKB - HEIE FEOIHEEOEME) vk
HILE (N 2 oSERPEY VoS A Ede) SR T R
1 HEIC20mg. #E20 H1250mg. 538 H12100mg. #H48 H i
200mg. %553 H12400mgZ 2N 1H 17 H F#kY. TokEo
MEFFPE G- ML, 400mg% TH 1P -3 5| SO Ak 614 K i
W LT F Yy L oftMogad TR0
100mg. 2H H12200mg. 3H H12400mg% +h 2Nl H 15
ZDOHOMEFR G, 400mgZ1H1EH%S T 5. XiZv ¥ 5
Y AR oA THEBHIIZ1IH Hi2100mg, 2H H
12200mg. 3H H12400mg. 4H H12600mg% Z N1 H 1% 5
ZOHOMFFR G, 600mgx 1A% 5-$5,] TH b,

17. BERERAIE

17.1 AHRORLMICET 3 R8R
(BRXIHAMOEMNY /AR (Y2 B >/ E%E
&t))

17.1.1 B ETHEFER (MURANOEER)

1V I A VUL EORITRRE % 43 5 BRI EREEO R Y %
P M B389 2 5t G & Ly ARHFNK T v F ¥~ T bk
% (VAR) 2RV AAF Y RO Y ¥ 7ONEE (BR)
LIS 2T v 7 AMMEIEEME MR TH 2. VHREETIEAR
Ao HIE W D52 T %, AH %2 1 H1M1400mg Tk i o B b4
D LN S F CTRAEMMREL G Lz, )Y F 27121328
Hx1% A 7 e L, wmREG-EEE6Y 1 7 ve LTib Lz,
BREETIINRY ¥ A AF ¥ &1H#ET0mg/m* C2H M5 L7z, 28
HEIHA 7 vE Ly RS- M6 A 7 v e Uiz, FEEHb
T H T 2 BRI E M € O WRCEAF BB ICB W T, V4R
FEIEBRIFICH L CREHAMICAE B R ER 2RO (F—5 v
M+ 7 H :20174E5H8H ) o

1) AF oWk HREEED) - E1HHEIC20me, (B2 H
1250mg. 3 HI12100mg. 4543 H12200mg. #5: H12400mg
ZENENIHIN, 7THHERISRORS T %,

H2) U< 7IEMENC1EE375mg/m?, 28] H DA e
500mg/m?% 28 H & & \ZH G- L7zo VAREETIEAH] o0 ] i bg 4
TTRIZVYF TG 2L, BRETEXRNY Y AZF
Y OYEGBGRIFC) Y F U T OB 2B L7

K1 R MAHERER (MURANORRER) 1231F 2 ikt

V+REE BR#

SEBIEL 194 195

A X bIEBIBIE 32 114

IR AA W B Pl (H) KFE 17.0
(95% 12 HHIX 1) (15.5-21.6)

A= NI 0.17 (0.11-0.25)
(95%5 HEIX 1)
pfit® p<0.0001

a: @R Cox BN — REF VT L Y HH
b : EBllog-rank e (A7 & AKHE : Wi0.0047)



*17.1.3 ERHEFRETHRER (Viale-A [M15-656]
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= 40
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20
0 T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39
wie (7)
Subject at Risk
V+RE# 194 190 185 179 176 173 157 115 76 33 14 5 3
BRE 195 177 163 141 127 102 81 57 35 12 3 1

X1 - M3 A A O Kaplan-Meier i
V+REEL94BID ) 5. 16061 (82.5%) IZXF + 27 527 X & DR
D ZEWERDSRD Sz FRBEWERIZ. I ERIRAME104 /5]
(53.6%). TIHI4361 (22.2%). L2961 (14.9%) HETH 72" 2,
17.1.2 ERE 1/ ITHHKBR (M13-8345X8 Arm D)

TR TR YE DB E Y &Sk T B 665 & R & L CTARHA
LY IR TS L EEEERE TR CTH 5, K
#1320 mg & 0 5 % BI4h L400mgl H 101 F Tillikd 2 17 - 72 1%,

400mgl H 1 BI$E 5% f R D HEAL AR H b TR L 720 U
VXV TIEARAOWIEE T BRIk 2 RGL. AR 1R
#375mg/m? 208l H DL IE 1 IE500mg/m? %28 H & & 124%5- L
7oo 28HZIFA 2V & L, AEGNEIZ6H 1 7 v e Lz,

FEFAMIEH TdH 5 EREIZ66.7% (4/661) (95% CI @ 22.3-
95.7%) Td 720

KA EHEG EN6B0) B, 66 (100%) ICNA 757 A&
DOHEBRD D HEIEM AR SN0 ERFIEMIE. IFhEkK
AHEAB] (66.7%) . HELABI (66.7%) . FIIMERIRAESS] (50.0%)
1) Y NERIEAMESS] (50.0%) HTH o720

(2 BN AR

ER)

B8 ) 72 B IFE AR L OIS & 7 S 2 W oRIAHE O 2R Bk il
W A336] (EEA SN DARNBEIHEZ &) 2% L
L. KRBT FF Yy ObHmE (VHAZA) &7 7KKk
OT7HYF Y v Op#d: (PHAZA) LT 55 v 72 b=
EHMB AR TD 5, 1. 2K 03H HIZZRZNRAH100.

200% Uf400mg X3 75 L R Z 1H IR EHICRO#ES Lk, A
#H400mg X 1L 7 7 R & L H kG5 Lice 7H ¥ F ¥ »id28
AZa194 7 0E L, %34 2 VD1~7THHIZ75me/m*% 1H 1A
IR SR FH5- L7ze FEFHMIEE 01> Td % S 1E M
(0S) IZBWT, VHAZAREIZP+AZAREICH L CREMHEIICAH
BEREREZRD: (F—% Ay b+ 7H 2020461 4H). 51
DO EEFHIIE H T 2GR ERHE OB A e e mif (58
Giff [CR] +IMBREME AR S L A s s [CRiD) FICH
WC, VHAZABEIIP+AZATEICH L CHGE#I I A IS ET
Holz (F—%Hv FF7H :20184FE10H1H),

#2 ¢ FEREILE S MAHRKER (Viale-ARRER) (12H51) % Ui

\ V+AZARE \ P+AZARE
A AT
HE B EE 286 145
A~ b FEBBIR 161 109
thyefii (1) 14.7 9.6
(95%15 #EIX ) (11.9-18.7) (7.4-12.7)
INHE— R 0.662
(95% 15 HEIX 1) (0.518-0.845)
D p<0.001
B I 5E & TR
AEBIEL 147 79
CR+CRi % (%) 9 (65.3) 20 (25.3)
(95%5 FHIX ) [57.0, 73.0] [16.2, 36.4]
pfii’ p<0.001

CAEVEAAL S 7243300 (V+HAZARE287H, P+AZARE146H)) O b, ik
BRI 00 O S ET RN HLA A S 72260 % ik < 43151554 R PE o S At
MREsn:

S @R Cox lLBI N — FEFIVIZ X b 5

s EBlog-rank B (A5 FEKHE © WiH00.02)

*17.1.4 ERERFETHEKER (Viale-C [M16-043]

CAEVEAAL S 7222800 (VHAZAREL48B, P+AZAREROB) D9 B, &
SRR AT I D SETHT IS MLA AL S N 72261 % B < 22660 A34 1 o AT
gLz

L IHGAR KD IERE R A IEIX

. Cochran-Mantel-Haenszel#fi /g (4 &K : Ti10.01)

100

T T T T T T T T T
0 3 6 9 12 15 18 21 2 27 30 33
o (H)
Subject at Risk
V+AZARE

P+AZABE

286
145

219
109

198 168
92 74

[X2 : ZA:47 W ©Kaplan-Meier i i
KA &5 ENT-VHAZARE283FI D H B, 24161 (85.2%) 12X
A N7 TF 7 XEDHEROD HRINEHIARD bl FRaEIME
. TP ERIRAEL016 (35.7%)  I/IMIGRAMEI6H] (33.9%)
SEBNVEAF P ERIRAIETOB (27.9%) HTH o722 % (F—% 9
v b4 7 H 202081 H4H) . [5.2. 7.55H]

143
59

u7
38

101 54 2 5 3
30 14 5 1

HER)

R 7 SRR AR OIE & 7 S 70 VARG O Sk B 1 100
Ba21p (HARANBZ2IH 2 &) 2R E L. KHR KA
WY IO (VALDAC) %2 77 v R RO &>
75 ¢y OBH#EE (PHLDAC) LT 45 Y ¥ AL EEF
BB AR CTH 5o 81, 2. 3KU4H HIZZhZRAF100.
200, 400%% U%600mg X1x 7 7 £ XK &2 1H1MEE OG- L2, AH)
600mgX1x 7 7 R % 1 Bk S Lz, Blmy s €
WE28HZIV A 7 vE L. &Y 427 VD1~10H HIZ20mg/m*%
THIME PS5 L7z, REFMIEH TH 524401 (0S) 12
BWT, V+LDACHIZP+LDACH TR L CHERHEIICAH B I
Ex2R&hholz (F—=%H v b+ 7H 20194210 15H). %
B, BBREMLENHEORAWEEER (Lawi [CR] +n
BN E AR & s s [CRi]) ik, V+LDACH Tk
47.6% (68/143%1) (95% S HAX M : 39.1-56.1%). P+LDACH:
TIX13.2% (9/68f1) (95%IBHHIX M : 6.2-23.6%) TdH -7,

#3 - ERLE S MAHRRER (Viale-CiRBR) 12351 2 Wit

V+LDACHE P+LDACHE

SE B 143 68
AR I 86 47
SEAFIM T YLE () 7.2 4.1

(95%1E HEX 1) (5.6-10.1) (3.1-8.8)

= R e 0.749 (0.524-1.071)
(95%15 FHX )
pfiti® p=0.114

a t JFRICox LI NG — FETF ML Yl
b : e llog-ranktisE (4 KM © WHI0.044)

100 4

HAEEHR (%)

VALDAC

T = ot o

P+LDAC B

I‘W I‘{ “)
Wi (7))
Subject at Risk
VILDACE 143
PILDACE 68

102 61 19 2
43 2 18 8 1

[23 1 4xA: A7 [ D Kaplan-Meier 5t
KAl % e 5 8 N7 V+LDACE 142610 5 &, 10661 (74.6%) 12
RANI T AL ORRLEBROD ZEMERAPRBD LN, £
ZEMWERIE. IR ERIAEA9H (34.5%) I /NCIR A iE 4551
(31.7%) BEln39f1 (27.5%) %TdH o722 % (F—=%Hh v b
F7H 1201948 15H), [5.2, 7.55H]
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18.1 1ERHF
NANZ TG AT E =Y AEHZET 5Bcl-2108 4 L.
TRV ZEHEHET A LIV TE -V A% HES
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18.2 HIEEIEH
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VRF L CBERIIRIE R & R L 72,
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— ML XA~ 27 527 A (Venetoclax) [JAN]

b4 1 4- (4- |[2- d-rmu7x=)V) 4 4-FVAF VI ran
FH-1-Tr-1-4 V] ATV EXRFTTU-1-4 V) -N- [(3-=
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A=) -2- [AH-¥unw [2,3-p] ¥ I U-5-4)) %]
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533X 0 CasHsoCIN7O7S
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M
\\//
H3C
\ N
[¢]]
ARRLE
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SR RN A A ST B k &b, ARAIEHEEOT
RIEMEILRT 2 & L b1, RAOREERCHNECET 27
—9%?1@1&:4}1%&7&%0@@1[1@4 CUEREEHLDZ L,
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78¢ [15¢ (PTP) x7]
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23. EEX#
DALNER - A G- m kB (201949 H20H &7, CTD

2.6.6.3)

)FNERL ¢ AR AT
2.6.6.6)

FEPERL 53 - HEINCEI T S (201949 H 20 H KRR,
CTD 2.6.4.4)
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