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W E ) 2 e g5 R — 2.

UNEYSANYIIES

Wi R E r 45 52 iy S AR JE VR T (9 58 2 rh iR M 2 AN RN 2R3 MRAE R S8 4 B 2 KX IR B R N AT T R, O
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ARG E NI (MedDRAY | B HE I I I I
JiF BH % 4t 5 9 40 &K I E 5 #
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B0k B Ke T 2R 2R S 9 TR B R S R ** it & i W A Stevens-Johnson %
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FNRAE E BRI S MRS (DILD % 5% T 4F 40 1 DIL TR #E

R A BN $i ik

T2 0 E B AT, BT ShREREIS AR YR T A A, JARETE F AT 4N B, & Bt > 20 £5 ULN, Bl
JaHBUEA R T E . fEIRKIRIE T, HABE R AR R I7 W B a5 R P E R E R AE R (4 1.5%) Tk
HASE (<0.1%) .

1E B IR A EERITIAT 7o, fm SR e r 4L F M FE R B R AR N 18.2%, ZHEFNGIT A EE P B R AR
M 9.5%. HiXIEJCIBITHEZH RAEMRKZEHH T ERENREERE O HM2%H: 152%) , KEHCNHERKE
i (6.1%) o IXKIERiAT A EE BIMEGE NI (0.7%) , B, FRIGE. B s AR A R

FE 2R BRI A BRI 7e R AE S AR SR vR T AL h Lb R s W A Z00: 31.6%M1 17.2%) .
s X AR SR TR T LR R AR R 2 AU B AR R R (1 R 2 R 23.0%) , AR IRIER G (5.7%) « S % (4.2%) |
OIS R R AT 4 B M LR (3.3%) K48 (2.6%) o SEKIUAR GBI 45 Ry T AR R IR T 4L R (1.0%) HhzelEt
FHEEF S (0.3%) EFHW, I HLAPFRIEFHHE.

TE 22 IR R A A BRIIDARR 7 b, 3 KR e iay7 4 3 T R B R SRR S R A e i T e R B3 . TR %54 CRC, 51.4%
vs. 6.5%; GIST, 66.7% vs. 15.2%; HCC, 51.6 % vs. 7.3%. Hii KIAEJE VR IT 4L B KA Z 50T 2 B R S 51 7897 35—
JEVIT, P B FEE O A R B (1 2R 2 4: CRC34.4% K1 GIST 44.7%1 HCC 39.3%) 03 24T & I R B R 2E 2 17.1%(CRC)
H122.0% (GIST) Al 12.3% (HCC) o Fii AR JE VYT AL 8 T2 B S R e R A2 28 T oAb Afie (CRC 74.8%, GIST 88.2%
AMHCC 67.1%) o WMEFE 3 KT R BRI HIAEZFN 20.4% (CRC) F123.5% (GIST) PAK 13.5% (HCC)
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FE 22D BRI TTUATE 7T rh, ik e T 418 T IR M 8 R AR S m T e BRI 4L R R A% (CRC, 29.6% vs. 7.5%:
GIST, 60.6% vs.25.8%; HCC, 31.0% vs. 6.2%) . HiedkJeifyy 4l S A AR i 2 s U i ) 3 T6 7 38— ], 28R
FENEE RN (1 0812 9%: CRC20.9%, GIST 31.8%A HCC 15.8%) » 3 &= ML JE I & 4N 8.7% (CRC) i1 28.0% (GIST)
PAJ 15.2% (HCC) o 7 GIST BT 4% 1 4] 4 4 ik

e B IR TIEAE 70, S XARRVR T H BRI TP I E AR S KRN 9.1%, T2BAHEE KSR ERN
1.9%. EXEHEMAT, FikdEB 4l 35.6%1) 85 R B FIH 54.5%H0 B E S WA E SR E .

AR IRRIE TR, O EL BN 1575 2575 B U EMEXIERIGITHEE (N=78) HLLTE 75 B LR
FRIAEBIBIT R ERE (N=4108) HEHEH L (13.7%F1 6.5%)

TRERERE
1E 22 B 70 B LI 7 PR 82 2 i V97 W S0 = e i L3R4, 4a.
£ 4. FEHBM CRC (CORRECT) . GIST (GRID) Ml HCC (RESORCE) H# tJF K2R FHxHR m1 ik

B & T P B =R ERE

mCRC (CORRECT) GIST (GRID) HCC (RESORCE)
EixRAE | B | EiREAE | =B (] BREE LI 5k AE S ikdE | R | ERREE | B
g+ | +Bsc | g+ | +Bsc|| B+ |Fpus| &+ i+ 2+ | +Bsc | g+ | +BscC
BSC BSC BSC BSC BSC BSC BSC | =193) | BsC
(n=253) (n=253) (n=193)
(n= (n= (n=
S BW 500) (o= 132) (=, | (R} | (= 374) (n=
500) 66) 66) 374)
& =g &q°
FiE%%% 3/4 &% TR 2E% % 3/4 %% FiE%H% 3/4 %%
M EMHE RS
IR
2185 A 785 663 53 28 75.0 727 3.0 15 725 713 6.0 48
TR
AR L T £ 405 16.8 2.8 04 12.9 1.5 0.8 1.5 63.1 50.0 5.4 0
FEA
2.8 0 0.6 0 15.9 12.1 3.1 3.0 13.6 14.9 3.0 1.0
R E A T S
© 54.1 348 93 4.0 299 242 76 3.0 67.8 58.5 17.4 11.7
R REFRRE
]
FIRHE 59.3 18.3 1.2 12 16.7 45 1.5 0 234 10.1 03 0
R 257 8.3 43 0.4 20.5 3.0 3.0 0 30.7 9.0 43 2.1
TR P A 574 11.1 31.1 3.6 54.5 3.1 212 1.5 70.4 314 339 6.9
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mCRC (CORRECT) GIST (GRID) HCC (RESORCE)
AR | B | EidR | B | mkEE | R | R | B | kR | B | sdE | RN
B + +BSC e + +BSC B + 71 plus e + F+ e + +BSC e + +BSC
BSC BSC BSC BSC BSC BSC BSC | ==193) | BSsC
(n=253) (n=253) (n=193)
(n= (n= (n=
= = =132 = =
TR EBH 500) (n 132) | (= [@=B32 ) (@ 374) (n
500) 66) 66) 374)
£ " o
A %%% 3/4 K% A %%% 3/4 K% %% % 3/4 %%
FrEER S ER
JiEAR: A=
AST 7+ 44.6 17.1 122 8.4 333 12.1 3.8 15 78.2 545 15.9 15.7
. 65.0 45.6 5.9 52 583 47.0 3.8 3.0 92.7 843 17.8 19.9
ALT 7+
452 29.8 55 3.2 39.4 39.4 46 15 70.4 58.6 6.2 47
B KR R G
IR
ERR 83.6 61.0 1.8 0.8 59.2 52.5 3.1 3.4 51.0 36.5 16.7 3.1
BREE
INR J} 5 23.7 16.6 42 1.6 9.3 125 1.6 47 44.4 35.4 0.7 2.1
R 46.0 18.7 11.4 4.4 14.4 4.6 0.8 0 40.5 27.0 14.2 8.7
s . 25.5 16.7 26 2.4 - - - - 23.0 19.0 28 2.7
TEREET

AR FEMEAESME (CTCAE) , 3.0 /i " RRFLEHAARIERME (CTCAE) , 4.0 it * EFrbruEll L

BSC=#& £ X FFiRI7
SNEEETE (£)80%) NEMMZEANKAEBRIIM CRC #F5t (CORRECT) fHbhL, NiEBEEE (>90%) NARLEANKIE
PHITH CRC W5t (CONCUR) A dE e v y7 4 B3 T = R R AR 3R B

# 4a: ZRFINRIBHHA (CONCUR) #BM CRC LM BHFMREHET T WK FBRERF

AR RIS RRT ZRFINB AT RBIT
TR (N=136) (N=68)
(FLRHEARNEIERTR, %) A 2% 5 3 g 4 > PR 3 g 4 %
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ARSI u= 66.7 7.4 4.4 32.8 45 0.0
AST F+5 69.6 10.4 0.7 478 3.0 0.0
ALT FHE5 54.1 8.9 0.0 29.9 1.5 0.0

R REMEAARIERME (CTCAE) , 4.0 i

£ 22 TR R A A BRITDYAT 7E b, e HORIRIEGR (TSHD M RoR, FE2kJ5 TSH> ULNRHE % Bt X AR Je i6 )7 4 8 3 il
H34.6%, ZRFVHEEBELHIN1T2%, HEILLIFTSH > 45 ULN IR AEJE V6 77 41 858 LBl 09 6.5%, 22 F8 57 4 18 & L 43
N13%. i FEL G I 2 U IR R R (FT3) N T IERE R (<LLND %Ak B a7 A B3 e h29.2%, %
R B L1 920.4%. il FEA G B8 ORI R (FT4) IRIE <LLNR & Sk Je va 97 41 /58 Ll 9 8.1%, 4 B
EEBIH5.6% . sk B 214.6%I 5 AR JE 19T LR LB FIR IR PLAE RGR , FHEWR BHRIGIT .

(%31
X I 1 A Do S A T B L ) B

[EERFHR]

JHE 0 7 1

JFIhRER A (ALT. ASTRIRZ %) Fa i WF 5 RIE ey dl & o OB E s T HEFDRERERT 3
B4 MEAIRKRI (ERESGLS R WIFSIEEREG (LR R RN o SEmRAME, 7GR b8 2 5
KAR RV IT BT (U R A B3 R I T e A o e DAL IR I e A AR A R .

BATETF IR E R AR B 16T 2 T AT IF U RE RS & (ALT. ASTRZJHZL2) , FHAEVRIT TFEAII2H W= il (W
=00 o BE, RE/DA T E 0 0 R IR R TR AE I

R AR R — R R R A MRS IR S S B (UGT) TA UK (R“Z54A HAE ™) o Gilbertss: & 1F & vl %
B CREE) mMELE E .

W% B T T R R 20 Ak HoA o 5 3 SR JE TR Y7 A DR 1 iR A (R B 2 1 oAy S R,  JHF s LA 9 B sl o )
S SR B 2 2. ) 71 8 5 A 0

B S A J& B B2 I U 3 AV B ol KT A e B JEE B A0 R T ) A A e (R B A2 AR B D .
w1 T i AR H AR JE ¥R T HFZh BEChild-Pugh CEFHATHIL, JFHILREH AN RE R TR, B AE U Ak
JEF T b2 N B

R

MR, HiAE e 5B GHEM R AERT MR, Kb SRR Ham N (AR .

7E B GBI E BL R, N5 RS b e AR JB VR IT .

i

PR, HiRAEE 5 M F AR ARSI mAHG, Hh—RE AR E AN (AR o b B R R
B, R PURRZ (IR AN 2R 0F R 2 S 300 BOH At e T 04 5 R 245 388 ot o RO F R, I 0 24 P v R
B ZH. JTIRI AR SV T AT, RE A (K it ok % A RS SRR T RO AR VR T SRR AT o R LR
TERSEETHEEZ L, N5 R AT LR .

B 18 7 L

Wi RAEREIT B ERE RN EMEFAL (BRESGER) M (AR o XL F 2 8 s A%
P8 B W) S A SR IR RCRE o WO HH B B o L B Y B A T A AR JE
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O JUL R ifn K% B 5

WHERM, EiAARE 5 NS UESE A A AT mid R (A RN o« A RO IR B AL 8om OTahE X
REIT AT 3 MM L IWHLIUESE OF e AR Eia T 28l 6 MA WD IEFHEMALOHER = (NYHAD 2 kbl -
(14340 73 535 5B S RN R T o

At o JUE G SR £ 6 R M 0o UL L B K PR AR AE AR o 3 T B0 USRI A (Bl REFEM 3, @b b X
FEREREWE . XA B F AR o S AT A5 085, P SR T R B AR B VAT I g o IRRIRE, RIKA
= AR .

A3 R 45 5 iE (PRES)

RS PRES S5 HE X AR R VA IT A6 (LA B Ri™) o PRESHIMRAE FIURE R A0 35 R AE - S« R #ioR & 208
W B BB R E . A BE A BE A = LK . PRESIFIZ K 75 22 I iR IE S o % T BPRESH &%, @#UF A XIERE,
JF ) w0 AR SR R SRR TR R A

B ik e 1

BT R, Ji AR e v S Bl bk i R R AR TR E (WA R o FFA6 3 SR S8 Va7 2 B R4 I . B
0, A R A 7 S R A P o SRR SR IR 1 [ A BTG L A ERE AP L, AR B AR
B, MR ARERT R (80 BbRE. BRI ELELSR, ME& kAR R RTT .

Bk 2 A

F R KR S R (HFSR) 5% B 21 i P2 9 25 4 A R0 B2 92 2 Bt IR J& TR 97 I i L 1 B2 SR AN RROBE CL“AN R RRE™D o
Hrm&E AN, 7EWGRS I b2 3 AR R R y7 I (U HOR H A &3 HESRIY & AR R 8 v . TR HE SR 45 it £
5 5 1 BB IG5 FH BE SRR 22, 7 bk 2 R R TP B A0 T A . HFSR (185 3 ) AT 45 48 48 532 A B AL (& IR &
KRR ERAF, NRHRETZRAXE) MRSE (MERE) ZMER. WRBWARKRN, R#%ER
/b ) B BRI R T g RS, W RN RO AR AR VI, B PRk A AR AR R (CRVEHE™

A Al B AR T 5 3 R A

PR, IR e 5 B CEIEMRBEIR ILAE  ICES MAE . AN MAE S AR AE ) AR e (RS
WRIREE . RIIRE e MBI &) MRAERF S AR, R —RANBEERE, FLRARERN, HEFAREHR
W 45 2 Bl R AR B o A CHE i AR JE TR T YT WU AR Al R AR S, R TE 7 AR AR A I K SR R & 4 1 B AT
e RIS G R E T, N R b A A AR R, Bk A b R B VR T

fi O 8 A It R E

H1 T B 0L AR P R 24 R R B RS D, AT AR 0, R O 2 K TR A R R
g, ERFARE, HAEZIGRHWG @A, w5 SRR IR I7 I veE .

RTHEH B2 S

£ 160 mg 1 A &S 2.427 mmol (B 55.8 mg) M4, BHEHREEER CHEHMNBAE. 81 160 mg I HAFES 1.68
mg [IINBEAR CRIETKED .

X 2 g R4 AL 5 BE 0 B 52
BOA KT H AR JE 0 2 Bk sl RIS B9 RE S SEma ROWTFE o U0 SR8 R T TR JE iR ST IR H B H v R 0 A0SO FRREAR
SR VAL RN T 5 o P 2 T A P L

PRI VR I - HFARAE R (HCC)

7 SR M 2 BRI B TTT ST 96 b, 88 MR 2 3 2B T JR TR T o TR R JB AR 56 7 0L 2 A 700 (49 I <
400 mg) T 1k 2RIk JB I T 1O B ORI R R R W T A B I 5 b
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(FARBAMBELAE]
B &/ RS kw2

W B VA W4 2 H AR JE W] REAT G L .

B A L A0 5 R AE VR T U IR AR 9T S 18 A A A DR AT RO 2
IR

BT Rk T H X AR e T 2 0 i B

FRAEAVE RIHLA, 4 4R 300 180 e FH B AR e B O 5 B L. st e oR AR & vk (LGB & L)

YR R AP T B AR B, BRARBTR A2, JF B2 AT A0 25 FE X BESR MR st AN xR LRI KU 2 e, T AT AE A
e 7L,

H AN 28 B AR B s 2 e N FL R

FER BN, B R 8 s AR = P ALt HEt . AN BEHERR 0 BEFLIR IR 22 4h LI XU o i AR JE T RE 4 T 22 LA
KMkE (MHEEFEH?) .

Bt I A JE ¥ 9T 1 18] A6 A4 11 H 7L

G
BB R TE AR AN RAE T I m g 8 . shmt Fee g5 /AR, B AR S T4 E BRI LA E ) (g
BE") .
[JLEMZ]

BB i SR JE T T 8 H R 1tk 5 B 88 K L ZE N R AR 55 S0
v A i 3 AR R TE 18 % LA R B Il 1A S8 (GIST) FR 3 h iy 22 A M AT 201 . TEAH S B dls
B Fi AR JE F T SR 40 A L BN B0 A 5% KR

[(ZFERH]
FERRBTFL R, ZHEEE FERESS LU L) 5FFRENARER. Lty B mEHRESR
(WA ELER]

CYP3A4FIUGTI A9 # il F 5 CYP3 A4 [ 175 5 ]

RO R R W], B AR B0 (0 R CYP3AAM R 1 SR A A B S TR R UGT 1A U

i e I 2 — A SR CYP3 A4, %24 (400 mg, Z52518K) ERA A EH KIEE (160 mg, ZESREZ) 42,
SHE AR MR E R (AUC) HINZ133%, WSHERBIM-2 CREMLY) FIMS CRARDAIN-E FE) {17
PR BRI L190% . T W ARBE SUCYPIA4TT MR SR AN G ) CInseAREE 3R . WA AT Db B R R ML IV R
WL FRR R ORR L M) o B R S R AR R I R S B R R R, 0 G R A X e 25

BT 0 AR B SR UGT 1AMl 1)l FOK R . R MR B SR D I 36 XAk S AR = o i R A B BRI B i
H U AR JE IR T I R 3k G 7 B 45 2

FAREF = — PR CYP3A4E 377, %2 (600 mg, AZ59K) k&M A8 (160 mg, HTREL) 44, §
o AR B I AUCTR D £150%, 5 MEAR B = IM-5 107 1 B 52 S I3 2445, PR =M 2 B B RG22 . K
it BCYP3A4YE S5 (AR %o, RIVEF, RE L Z A B kM) ml A8t e 3k I ek J8 AR Ao 738k 4 R i IR i
CYP3A4iE S5, BU# B % Bk L% SCYPIA4T RE M8 S AT REMEM N IO B AR & 0 25 .
UGTIA1RIUGTIA9K Y

TR AN R 2B, B AR JE B HE PR AR M2 B UGTIA TR UGT LA 5 14 %6 4 W B R 17 £k, 177 M-S AE s 7 3%
F RSN R E R A MHEIUGTIAL. HiXAE B A2 h iSRG %4 T B & B, S ESN-38 (—FHUGTIAT &4 Fl 47 57
B RS VAR =) IAUCHE N 2944%.. RIS, 000 %¢ 3 67 57 7 JE (1 AUCHS I £928% . 31X 3% B BB & {3 i it Ak e T
REM INUGTIATRIUGTIAYEYI M 4 & # 5% &
FLARJETN 2555 (1 (BCRP) FIP-JE & KW
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HiAFAR YT (5 mg)  (BCRPI—FMURY) RGN TikdEe (160 mg, JL14H) , w38 &7 b T i %5
#E (AUC) HMH T H3.86%, CmaxTFtm4.6f%.

BeaE R, B AR B A IR 2 RE S A BCRPIR Y & 3 A 25 Cln PR IE W L GiCAR A VT S BT AR Al YT D 11 1
WPE . N, U0 U)W 2R 3 D BCRP R W) 5 75 538 I T e 50 1) K 5% A4 HE B2 i AR

W PR R 1, 3 e Al JE X T3 v 2 1 25 AR B) 1 A Ve R B R, DR BR AR T 5 b e S PR R R A R 2
Ao LA I R R SR 250 AH AR .

Pl 5 [ A1 BCRP 1) 1) 1 1) Bl P- 4% 2 1 1) 15 5 1)

RSN 52 2% 13 AR P M2 FIM-5 5L P-E 2R [ I BCRPHJEE 4 . BCRPAIP-HE 25 11 H 310 1) 77 A1 75 5 57 W] R 407 1%
M-2FRIM-5 1 5 55 3% 25 R B 1 I A B SUAS A o
CYPF At £ 1 IR

AN R WY, FEAR R BAR A (IR BES LRRUBE /KD IO BE R, B el J2 /2 40 i ¢ K CYP2C8 (KifE 0.6 B /K )
CYP2CY (KifH4. 7B /KD  CYP2B6 (KifH 520 B /KD 56 S+ a7 . XFCYP3A4 (KifH 111948 /&) FCYP2C19
(K 16475088 7R ) (44 S0 1) 26 ) A K 3%

NP B IR JE 160 mg#h 25 14K 4 CYP2C8 (B % 31l ) - CYP2C9 (SEI LMK ) « CYP 2C19 (B E 4 M) MCYP3A4
CBRIEMES ) [RERET IR 2530 J1 2 56 m, SEHt T — TR BH IR IR R FF 72

2B SRR, B AER T L5 CYP2C8, CYP2C9. CYP3A4RICYP2CIE M AN 4525, AL RAEHIRE
XA EAER (LERFED
PAER

W PE R Il 28 o, G AR R FARE PR T B 4 PR AE SR (2540 1) o TR B8 R B A I
T, HTHHERE MR AR ZE. TR ERHEREEBENSE Y (TResTHRmXIERWFBESL) , R
EHi AR R R T RWAE LB, HR 5 AR 8 B A AR A A 25 B R I AR S M2 J M-5 () fR U
TRET 2180%. 5T X FhAH ELAE A A0 I IA T LA AT A (R RT R e B AR AR B A Rk . H AT R X HoAth
YA FAE 2B 7 % 75 T AR BLAE ) BEAFRE T .

e 2 £ )

AR B . M-2FIM-5 1] B840 7 JHT 19 416 74 o 25 SR e 1 2% R Jie 55 IR 25 2 6 70 v e dl I B AN B E R & 5 ik e
KAEMBEAEH, EPE G YT m Rl CEmmi , AT Al R 5 302 58 i/l o 3K S8 7E A1 B4R F 1 I K R A
B, A RS 806 K AE BB AR
(ZYdE]

Wi AP 7 1 it S A Je 1 fi i 7 B O R R 220 mg. BRI N aRE W 2N RSN B IR A R R ]
B RBERAE. O+, SN, @I EMEZ .

MXAFEHAS ERA L IIMMEL . R H ISR 20 &, RS SRR, B BE Rl A e R R S
FRifyT, JFRXT B WS, HERKRE.

[t PR 52 1
RS EME (mCRC)

TE W HE TR TT 2R UG 95098 1E J& 1) 7601 5 B M 45 B e B h EAT i — BUE B . 2y BEAL (2: D . WEH. 2#&
xR 7C (CORRECT) o, VR4l T i X AR J& I I KA R0k Je e 41k .

FEAREL SRR (0S) o REL RN T RAAFAI (PES) | 70 0 87 25 2 e s 125 il %

BEFEHL O R I60meE AR 8, B H — Jom 43R RYT (N=505) , BRILAD 2 8 0N A 3 F iR 97 (N=255)
8RA—I7T R, M—I7BRIM21R T LARYT . BFEFFLIRYT B 20t sl A W 2 M # 1k.

TETOOBIBENLAL I B o, AR 61D, 61% AT M, T8% NmIMEN, Fiff EFHECOGEL & JIIRE N0 15 .
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TE Jis 3¢ AR JE IR 97 WA 11.4% 1) B 2 4R 5 PS>2. wh A ¥ 97 B IR I 77 58 DA R 7 8 o5 A A 77 s i /b 3 5 42 52 22 R R PS>2 1
B (8.3%) MR &ML . K2 BPS=21 & BB it R AT 1 V6 9T o R IR R FAL AL (65%) « Bl (29%)
HWEEH (6%) .

ZHUBE (52%) RS MR 8 52 W 3R Bl B D 2R IR 9T o VRIT AR U BE AL IT IR YT . — R BUVEGFIR T Al —
PLEGFRiAYT (1R NKRASEF AR

B X AR JB 0 A SRR IR T R L BRI SR SRR T R AE R R K, R EK0.774 (p=0.005178, 4 =X %k
BRELKD I ALOSIr A 6.4 H FIS.04 H[95% CT 0.636, 0.942] (WROHE 1) o 525 AR R I ik SCFFIR TR
ST B PFSE ZE MK (KK : 0.494, p<<0.000001, WE6) . HXALRMEZRFNEIT M EEBZMRE (BLEMEK
WMD) AN 1%F0.4% (p=0.188432, M) . i XK AEJ8 VAT 1 B B ) 5 (58 42 9% A B0 40 2% Ak B0 i
ED) BERE (41.0%FH114.9%, p<0.000001, A .
#5: CORRECT HAMARIELER

HALEL (95% CID
AR S H RS (95% CD pfE (B it 3R B + BAE STRHBIT BRI+ BRAESRGTT
(N=505) (N=255)
MRS 0.774 0.005178 6.4 A 5.0 MA
(0.636, 0.942) (5.9,7.3) (4.4,5.8)
g vsi e S 0.494 <0.000001 1.9 MA 171N A
(0.419, 0.582) (1.9,2.1) .7, 1.7)

AR <1 AR R AR
AR T R AR VR A

ST, Ebr. Ze. B WE. 2RSS (CONCUR) 1E 204 {5 LA R4 52 M e A7 R IBUS H I3k e
MR R VESE B W 85 (84.3% T EE ) TP I Ak e A Rt M 22 42, CONCUR #F7EH,  59.5 %l i ARG S
$:3% 34 VEGF F/8k EGFR L[5 29903677« 3 B 34052 OS. 5B NE A Bty b, Bl Je s S jk T 1
AR ELELK , KK 0.550 (p=0.000159, 73 EXERALID , FAL OS 75108 8.8 A~ H 1 6.3 AN H[95% CI10.395, 0.765].
Bz a AR R i L RRATT B 1 PFS B iE K (XU EHL: 0311, p<<0.000001) , HiXARB LA BFILLH 7 PFS 4
A 32 ANAF1T A H. CONCUR BFFCHT, 3 e etk SRR 97 12 A MERFAE 55 CORRECT AfF 78 HoW 4% 3] 1 ¢ 4= PEARF1E
—3, FERE B PRGN AU 2 A e R
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B 1. BAFHK Kaplan-Meier 28 (CORRECT)

100 9

Stivargs + BEC (H=505)
Flncabe + BSC (N=255)

Surdval Probabiliy (%)
E >

[
n

T T T T T T T T
o 2 4 L L] 10 12 14

Maonlhs Frem Randomization
Patients al Risk

Slivarga + B5SC 452 352 187 B3 33 7
Placebo = BSC 221 150 ] 32 - 3

E2:. BAFHKKaplan-MeierfiZ% (CONCUR)

1.00

0.75

0.50

Survival Distribution Function

0.25

000+ T T T
0 100 200 300 400 500 600
Days From Randomization
STRATA: treatment=Placebo © o Censored treatment=Placebo
— — — - treatment=Regorafenib 160 mg 0 0 O Censored treatment=Regorafenib 160 mg

B s B FE (GIST)
FE—TERR. 290, L. DE. ZEFISHBIPIA (GRID) BN T E IR BIG RS Sl 2 4k, BRI %
L 2 P A RS (PSS AT e B e) BRI iR B miE R FUR (GIST) &3,

T 144 1 PFS HF )5 47 T F 2 R S G R A AR T RO W B 1A o TS 7 IREZ 5, B FG R R (TTP)
ALY (0S) (I .

3£ 199 %1 GIST 3 LA 2:1 I LLBIREHTE: 32 160 mg Fi R IEJE IiEESCH: a7 (N=133) HR— R —RERILHES 22 B o e 4
TEHAIT (N=66) 1697 3 8, REEIREIT 1A, B2 Aee i9°F% H &N 140 mg.
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BB FREIRYT, BN R DA T EESZ A REIE o 1R Y BN HE FRE P 42 52 22 BRI B B SR BT U i B S AR JB R T (52
SGEFE o B2 KARE KB W AR BB e It B S8 IO B B2 a AR e i r VR IR 3R 2, ISR 4R S AR T
JBE R B AR IHLZ -

1E 199 BIBENIIL I B, “PIIER 58 %, 64% N BYE, 68% AN, FTE ¥ ECOG HAMASNRE N 0B 1 0. M
TRt R K ZEBER AL B R AL TR 6 .

B AR B i A SZRFIRYT B9 PFS B2 AN 2 /iRy R E K, RS 0.268[95% C10.185, 0.388], H{% PFS 434l
HA8ANAF0.9AH (p<0.000001) o Hii AR JEIRYT I B35 B 3k R SR T AR X6 XU bL 22 B 796 7 I BB 3 R R4 73.2% (I
£ 7. B3 . PFS K EA 8, 54, M. X, BABITEE. ECOGPS Tk,

B X AE e N S ERAT S B TTP BE K T REF I A 2 H7 697, KL 0.248[95% C10.170, 0.364], 47 TTP 4514
5440 AF094MNH (p<<0.000001) (RFE D .

OS 1) HR 7 0.772 (95% CI, 0.423, 1.408; p=0.199; PIHIIREEIFAL OS) 5 85%MAIURFEN B 2 JE R4 i FR 3 4 =2l
RBlEamdeRwT (R D .

% 6: GRID MIAME SR

FALH (95% CD
HRESH R (95% CD pfE (B B AP MR ESTGT | RERMRESRET
(N=133) (N=66)
To ik A A 0.268(0.185, 0.388) <0.000001 4.8 09 ™A
(4.0,5.7) 0.9, 1.1)
SOE JE I 1] 0.248(0.170,0.364) <0.000001 544 H 09 1A
(4.1,5.7) (0.9, 1.1)
AT 0.772(0.423, 1.408) 0.199 NR** NR**

X <1 BRI AR
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E3: LitRAFEH K Kaplan-Meier B 28

100 A
Regorafenib 160 mg (N=133)
= L — — — - Placebo (N=6E)
=
= s
2
=4
o
©
=
z
= 50 4+
@
@
@
L
=
=}
2 25 1
o
p=2]
2
o
[ |
T T T T T T
o 2 4 153 8 10

Months From Randomization

Patients at Risk
Regorafenib 160 mg 82 72 27 9
Placebo 12 ] 0 O

B, 56 52 BEFRNfetE SCRRIG YT BB ARSI R J5 e 2 TT U 1A B AR ¥R T, 41 (B XAl e I e B SRR T BB O
HhJ JE kS AR e ¥RIT . AL PFS CERBFALE ARG 43504 5.0 1 4.5 4~

AF4upuE (HCC)

E—TERZ Fu . BN XS 2RI T (RESORCE) HFih T 5 Ak e £ 3t BE A4 R AR e va 7 i
28 R e PRAT R AN 22 4

FEEYMLTNBEGTI (0S) o« WEL SN RAEAY (PFS) - BHIFIEE (TTP) « WM ZEEZ% (ORR)
JEIRIERIZ (DCR) .

it 573 22 E CREE 156 4P ESZIRE A 417 4P E 2R B 2:1 19 B BEA LA 2 B2 Bt el Je FUIR— R — i
BESCRRRYT (BSC)  (n=379) BRULACZEGRIIN BSC (n=194) , 847 3 J&, B/EiF1bia)7 1 . B2mmaee -t HRER
144 mg. FF& AN EORI0EFE TNAR T, 7ERAARRIRTT IR LRG0 dt g, O BFFZhBEA Child-Pugh A 9. AR5
HEBR T B R ARJRAHSC R L S MR AR R A AR SR VRYT , BE 1R 25 R0 R A AR R 27 KT 400 mg/H A 3 . ZRBEER
FARE AR L5 10 J 2 WHEATRENL 20 . BB R i A SRR YT, B A H G PR BB AR 25 0 s 0k Je R T 2 2 1 34
BAFIRETEHE, B LR IR 5 5T 484 2 i R AR R 1R TT .

B 3 AR JE T L5 2 R B AN 2 B R L RHE A T LA, BITA 573 IR 20 58 35 A R B S i

FWP AL 63 %

Fitk: 88%

BN 36%, A 41%

ECOG ARERES N 0 43: 66%; ECOG IRAEIRELEST N 15 34%
Child-Pugh A Z%: 98%, Child-Pugh B Z: 2%

TR ARG 2T 2 (38%) « THALAT# (21%) ARSI MEAT 2 (NASH, 7%)
KWK MR SRS #L: 19%

®  Barcelona i /&% (BCLC) B #i: 13%: BCLC C #1: 87%
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®  JEilBhikiE R AT REEIRAE: 61%

® i XCARBIRITRIBUNIRIT: 16%

® RfuAREih T A 7.8 A
B AR Je 415 2 R R AL B R AL Ve ST I E) 23530 3.6 M H 1.9 M H .

52z§500n BSC AHLL, 78 BSC Al b3 hnsn X3E R i6I7 T LR E B OS, KUK LE A 0.624 (95% CI10.498, 0.782) , 4%

JE I BRAT I T p=0.000017, {7 OS 2518 10.6 NAF 7.8 N, BEFEGH¥ENL (R THES .

% 7: RESORCE WAL R

FRAE (95% CDD
HRMESH RBIEL* (95% CT) p i CEMD RIEB+BSC RRA+BSC
(N=379) (N=194)
e 0.624 0.000017 10.6 ™H 7.84H
(0.498,0.782) 9.1,12.1) (6.3,8.8)
ToHE JR A A7 0.453 <0.000001 ERIE! 1.5 A4 H
(0.369, 0.555) (2.8,4.2) (1.4, 1.6)
B 0.439 (0.355,0.542) <0.000001 324 1.5/
(29,4.2) (1.4,1.6)
o
BN Zex4 NA 0.003650 11% 4%
S lE S NA <0.000001 65% 36%

S IRAESCRRAYT

TR <1 FoRE R TR AR
" LAEET mRECIST (M50 0 S VA 45 SR A ik fil

# o OGRR CEREMRBI N o BRIEHIR GEREM. WM R E R 6 D
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H 4. B4R Kaplan-Meier 477 f 28

1001 5 —— STIVARGA (n=379)
IL_ ----- Placebo (n=184)
754
g
‘i';
% 50
=
3
254
0 L T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33
ki o Months From Randomization
FETE ARSI R
IXAER 379 318 224 170 122 80 54 34
R 194 149 96 62 37 26 16 8
Bl 5. TRtBAEEDIN Kaplan-Meier 47228 (mRECIST)
100
—— STIVARGA (n=379)
v L eeaa Placebo (n=194)
£
> 75
%
®
&
g =0
w
o
£
5
Fi
% 25 4
2
o
0 A T T T T T T T T T T
4] 3 5] a 12 15 18 29 24 27
- Maonths From Randomization
AFAE RS 1 SR 2
R AEJE 379 166 77 44 28 14 8 6 4 0
2R 194 37 15 6 3 2 1 1 0 0

Hh L 52 R 1R AT 4 SRAE AR 2 A AR 45 R

Version:20180118

www.sdkangtu.com

21



www.sdkangtu.com

MAAFIISE R BRI XA e B B MGs7 RN, HEZRE DR (HR) 5 0.652 (95%EfEXIA: 0427, 0.993; H#
il p=0.022510) o XHIMTH ARG RFAMEL, FETTRIRE N 35%. ThEZRE b, BXd A S 2R+
PSRN 79 M (95%EBEFXIA: 6.44, 11.30) 549 MH (95%EMEXIA: 2.89, 8.74) . fEZRH NH LIEE
HEEINE SRS LA - r ey IS PN NV

HE R R LR S E AR O 2 tE, A RFEAFTERAMM TN, HrEn s 8meles. &
WHRNRE, GO E2RE, T AR MBS, BF QIR RTT AR S IRA IR = ) 22 7

o

[ 2k P A R AN 22 A ks 5 AR B Szl R N B
[ZEFE]
ZEEH

B A JE A2 G BRGNP F) 22 A i /I8 40 ), X LS 2 5 T O 20 D e DA SR A 2 e I AR AR
i 8 e R A iR S e S B A o ARSI, B R B RN R B E MR M-2 F1 M-5 IR RAE FI VR BE T 35 T 4]
RET. VEGFRI. VEGFR2. VEGFR3. KIT. PDGFR-a . PDGFR-B . FGFR1. FGFR2. TIE2. DDR2. TrkA. Eph2A. RAF-1.
BRAF. BRAFV600E. SAPK2. PTK5. Abl f1 CSFIR & ¥ligE . i3k e M R UM A UM S 2B pl,  H01 /N SRR A2
NGB N5 Wt ) J5a R A 200 M e e e A4, i e AR JE Re i)/ B B R R LS R A8\ 45 B i o A 2L ) R e 7%

FHETR

— BB 7R KRR 26 J R 4 25 R0 b n] ISR RO B SO 5 F 3R JE AR A 2 T A R R A B e B 12909771
BT, 50%MsI L5 SR .

KB 28 REFHAFMRAE R, HiXIE/g 4mg/kg I (4% AUC THE L9 NG RHEFE R R 25%) 77 WA 57 5088 K M
k. K13 HELGEAHMRE T, ke 20mg/kg I (3% AUC THEZ1 9 NIl PRAIER TR 43%) 7] WAL ik 22 .
B AR JE T 51 B Ya A AR RRER AR A B . s 4n 25 )R T W BB L R BT ARG RRE RN, BN F
XARfext ) LFE AN DA VAR ) 2 4 XU

BB WO R AR A LSRRG S R A E, B3R e AR EZA Y M-2 hEG R V9 A 4L i A7 100 45
RFHE.

AR AR RN T AT (AR R i, SRR, RIOMAIET:, HFASWIER, mlRAR%. O
JIE5 R M B B (RO T R AR B RO BRI 2 o A ik B iR J8 A A o B Be@ i = o T RER . JIRAG-BRAF K
ikt KRB LIRS Imgkg (MR E LN NIRRT RN 6%) AR AER (100%ERED , &
t1.emg/kg (4% AUC TH5L Nl RHETEFI R 25%) AT EIR7E 4 E K (100%E R

EIRR RS BRI S TH AR, =0.8mg/kg A GEARERIIAIH LN NIRRHAELETI R T 5%) "] WARFH 1L g iE &
BRI (W2, RAEFEFEMRBIERIN: =1mgkg 4l (% AUC tHELN NIRRIEFZE R R 10%) , JEFRIRTTR,
=1.6mg/kg 4l GEARMBITSLL N NIGIRIER IR 5%) Jafr DM BT . SMILRE . B8l B dd sk A A 2R B0 RAK
AERE .

TEUR s BRI THiARSE, SRR 0.4mg/kg 2 (% AUC tHE LN NIRRAETEFI R 7%) 7T WL E PRRskiG, =
0.8mg/kg 4 (3% AUC L NI RHER IR 15%) 7] WO MW . B 8% 5 0 A AR 00, JF 7T WA PR AR 40 57 5 0 5 U/
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PRI, B HEw N B A B, BB PR ARAG-RE A A B B VE I, Bl R A e s £ b A1 i 7 3
11 F#A

AT E AR R AT ik . B AR RE S NIRRHER A& T AMURERE (AUC) KRR, AT IUEENE KA
B IR, RIS, WS MBAIRE T RS T, MEMER R RIS . RERLLZRE T, HICRE R
FNIGARAEFER B G & (AUC) 1) 83% IR, MERER L5 K RAH LA .

BoEE: MR TSR B BUm iR .

[ZHR3h 1% ]

s

LL4Fr40 mgff v 7145 TR OIRFI & 160 mg/5, Hi AR JE £ A3 ZE4/N N A B £2.5 mg/LI-F A MK IEKE . 60 mg
B100 mg BRI LA 255, S 1 IR~ 35 A X A= 0 0 BE 23 30l 69 % F1183%

R R ARBUE E &AL, AR BB G A AR e K&K 3 EAE S AR (M-2RIM-5) R E R . 5
FREAHLL, MEEREAAGEH IR RERIEIN48%, MIEFESZAEEM36%. B 5SEML, HIER
BEACAR WG 2 5, R~ YM-2 CRAENY) FIM-5 CREAAWFIN-ZE P A 1R &®m, mEsRRess
J A -

i}

Bt X AR JE B FE A BAR IO = (M i SR B i 2R WoR, BT AR A 240 RS AR N A 2 AN g R AER 5
NI EEREIEELEEGE G (99.5%) o M2HIM-5FEIME H 2GR (475 899.8%F199.95%) i T-Hi K AEJE .
R PIM-2FIM-5 2 P-gp i) 55 J& A . A7 PIM-572 59 BCRP 4 .

askyEAia

I XA 8 FBAE L A ZCYP3AAN G AR R RO, HFEUGTIA T 18 & FE BB T AR . BT %
SE H I 2R HP S S Al e T 7 R 3 B RN S A B AR P o IS R i IR B R 3 B IR AR R M A M2 CREAL )
FIM-5 CRANAN-E I , FABENE, REWKE S5 LIEBME L. M-2i— B2 CYP3A4S F (1A AU ik
AU, FHFERUGTIAS: 3 11 4 %) Bl I g 1 A AX U .

AR 7= WU AE B W 3E AT B AR P B AR S EOK R, A R S A R YR BRI P M R ORI R RO

ARG, EARETFEA, KRS & H A= PM-2 (145 35 78 B 2 2 W1 EE20 22 30/ N (G FEl 4 o M-S ~F 27 B 2
w160/ (FE402 100/ B 796 Bl 4 )

FE48 2 J5 125K A IRTHAC 1 25 90% FD TR 1R 770 8 5 2497 1% 1A 77 i 0 3 15 HEHE (47 % A N BEAR AL & 10, 24% 4 AR ™ 4D,
243 19% 1 710 12 A'E Sy 71 260 0 T T 1T 0 PRI ME o T 7 W R R PR R HEAE R S A R R IR A 10% LA T o 7E 84T v R B B
PARAY B 4RI A SRR T T B R () P B R AR PR M2 CRUEAR D B8 SR DA B SR MR i B R R

M-57E B 7 18 o] fe AR V) B IS IR M-4, M4 (I ER ) « M-SEEZEM-4EAM-6 GRIR) 43k
58

oA | oA

EEEOmgHIET, MKIFENRESLGREEEAZHEIER N, £ XT60mgil& T, F&/T & laE.
Hi AR B MRS RS EUL R IK BT @425, 5 RIS 2550 — 8. Fa S, 160 meki KRB D RG24 )5,
AR B A B £93.9 meg/L (8. IGHEE/RD [P35 L K7, P 3 I R 5 I i 2 B/ T2,

PIFACH = (M-2FIM-5) R AR BN, P RE2 76 PR B UGT 1 A9 12 M A& e o R B8 551 5 i
Ak Je 45 24 J5 M-2 R M- 5 1) 1L 3% % B2 S5 3 AR T B AL S iRk B2, (EM-2FT M- 510 B 25 I S ik B2 473 5 i AR Je A mT e

R #5245
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el PRABEFE A, BT D fE Child-Pugh A5 5 BT Ty g 11 58 3 8] 48 3 3 AE Je S AR MM -2 AM-5 1) 28 55 805 T 47
A,

HFZhfE Child-Pugh BE - (147 IR &R R BT, HLK100 mefl & (05 AR 40 2 ), JL 5k & 5T Dh e I % B8 Aol .
B R THI6E Child-Pugh CHF45 5 B ORI - B AR JE E B A MTIEH B, B8 H NBEOR A 10 5 5 B m] RESS 0 .

B

APl DR 0 A A T A PR A 25 A8 D A R R, A R b R R R S TR IR
B IM-2FM-5 Fa S B BAL. ARERZERGEE D, mMEKFENREESEIRIE
fEFM-2HIM-51) 2 2 B RS DI REIE W B H T REL30%, IWNIZERTERE L.

ief AR T 9 ity A T AE 3R 454 B 0 O AR N B 2 ARBh g AR, R T AR EE A 1N 25 B0 ) S BTN X
e A A R R BT AR,

# I AE 5 X AR B K
ML TR A

s
&
W

ZEN

FE29 2 85 I BIF 70 4F e Vi3 [l A 47 e A R i i e Al JE (K 254030 71 24

P51

B X AR JE B 25 A3 1 A A SR R

T R 22

HrEmBENME, AREMARE CREN HAN SEAD Aoy 105G 3R JE 2 8 8 20 A 75 R RV LA .
o U HL A P 2 B QT AE K

TE— TG T 3 MR £ M hE 8 QT 7T b, 160 mgHii X AR @45 20 Ja, 8 a7 IRk WL QT ek K 24 B .

[e-50]

FH, 25 CUUTRAF . 1K 25 B AR L 3 fik S A B T7 o i 2 rh A TR, B kiR . IR AR 4G (A
e, JRT RO, R R .

FTTFML A 5 A A AE TR A AT ORFEASSE o )R A B AR IRTRIZG P b 202 5

(23]
HDPE #i 3%, 28 H/¥f/& .

[F 3]

364 H

[ AT hr ]

HE 124 I FR AETX 20130334

(33 0 25 i AR S ]
H20171300

(4= ]

A=k Bayer AG

Huhk: Kaiser-Wilhelm-Allee, 51368 Leverkusen, Germany
Hi% S0 +49(0)21430/57430

EH S +49(0)214309657430
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[E AR AL

FEH B2 R4 IR A W

R T IE T AT HERIF KX R R TS
M B 4w i 100176

Hi§5f5: 01059218282

fEE S 01059218181

[#£]
400-810-0360

FHH
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