IR &% B JE I 3 i B 13

TP A B B A B R R AR AR = N A

(%557 427K]
BHBIR: TR ORE e
B m&#R: Lenvanix®

P4 FR: Lenvatinib Mesilate Capsules

[t ]
A HVEEE A . HRR O e
WEEZFR: 4-[3-50-4-(N'-FA Y B IR ) R S B ] -7- PP AU MR -6- Y T e P R
B G

HaCO N
HZN\H;CQJ
o o) o
QNJLNA
H H

Cl

* H3C_SO3H

4¥x: C,H,CINO,CH,O0.S
T &: 522.96

(QERTN |
A B A B AR 2K 3 TR
[&EMAE]
A T BRAE R 3% 3208 4 B R G0a 9T AN I D) R B FF 40 s 8

AR FUHRER 1 AR R AR T A e R, ESR AR M W] T ST A
B o



(4% 1

4mg (#%C, H,CIN,O,it 5

[FHZEHE]
HERE
X TR EE <60 kg HI B, ANHMHEFEHAEN8mg (2K 4 mg %) , H—K; Xt

TARE>60 kg (R, AMMEFEHREN 12mg (3K 4mgRFE) , BFH—K. NIEFLA
I7 ZE I 2 R R BN T B2 0 R 1 S

LHTTE

PR AR i NAERER[E E R AR, RS R AR AT .

Al SRR AR, BT PUREAS i (ONRERF AT T BUR R 5—i AL/K B R 3
MR G, ERREN . RELIAERARTIZE EAD 10 08k, HiFEED 308 LLEF
BegEsT, RIEEREN . WHJE, DIURAH R R RKEEERT (i) IS
SRR, SR A W SE B AR BT A

IR B R O 2 HICVALE 12 /NN IR, e/ A I, LA R 24 I [ 2R 4T
N RARE

ARG ST &Ly IXIEAIIEYS S5 AN R
o R R AR (B0 LEE

=

FEXTAS S BEAT I AR G DD 2T,
SRLs NARRRIGTT B e SO, - BABRAD ' T REAS
£ IR

P

WM Y 2

FRETR R R MBS RE BT IEA IR ORE AN RN, B E A
RSN (Bln 1 2 90 —ERE TS, BARNRGIT G, BEIAmNZ. HEE
(Biln 3 280 BRABENMT 32 A K N 7 28 15 2 LA ROV 208 2 0-1 it 2k . 1R
PaAN R NEAT R E R R4 E B2 R 1. . SRS R 25 e gR{E B 2 Lk
2.



R LREA B R NHAT IR AR

AR R PR i WA R
BT
i ML 3% iy TR0 18024
R RIR T SR FIT 130 ST 80P
¥
4% 12 AR IO
AR > 2 @24/ iy SRR E 18 T2 gl24/)
it
BRGAE | 152 AR IFRIBT
B e R | 3% li R FEO-1R L.
& 44> i R EHIFIRIBTT
L D) e BT 3% #iy AR FEO-1R L.
4% 12 AR IO
AT A | AT 7ty I REMREO-1K,
& (PRES) | it HE BB 179 T
HEJ A EL P25 TFHGIETT
&k (RPLS)
A 3% #iy AR FEO-1R L.
4% i AR FHIFRRIATT
Bk I £ 2 T2 ez RS FHIFRRIATT
th 1l 3% iy AR E 015
4% ez AR EFIFRRIATT
AL A | 3% iy LR ZEO0-1R IS
4% fezi AR FEHIFRRIATT
A 5 i 4% 152 AR EHIHRIAT
QT ALK >500 ms 7 fe= SRR 4 <480 msEl JE 4
s 3% i SR EO0-1RBIEL.
4% OREHAT TIEFEM) | 152 ARG T

* AN RN SRR S R AU, RO ARG S A, BTR3NS N AT AR B
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®2 . FERBNELGREAEE-

| R E>60 kg | A B <60 kg
g (3%L4 mg K i
%, OR, 805 R, &H—%O
| Fege K R AT i 52 9 25k BRI A B R B 2
RWEEHHE" WS HFHE "
| R KRR W (4R E>60 kg ) (R E<60 kg)
22 A . Tt 8 mg 4 mg
| EwmE g%ﬁﬁ’iiﬁﬁimﬁj (2414 mg 1250 (1#14 mg 230
e R, #H—X R, #H—K
R IRE 4 mg 4 mg
& W AR 3 =Nl = fird - Ay g R
<mw§?j%& gﬁ%%,ii§M@nﬁi (L4 mg EHE) T (L4 mg 1 3E)
- - R, 4H—K CAR, BaH—%
o IWRAE amg
EIFNE® By ok ZHE 2 0-14% B8R . =2
(*HH&Q}%}?& g{?éﬂ%! E%é dﬁ#‘%o lé&ji (1*}?4 mg HQ%) D {?%
B L W WH—%

ERERPARRM (45 : BH°

®© O O T D

FERS A S EAT A5 25 I BB AT, NERBRR T %y IRIEMIIRVE S5 A RN

BTSRRI B, 12812 mg. 8 mg. 4 mg 5 H — k4 mg B H — RIS 328 /) 7 &
B UOR A MR A RO B8R 1 PR -0 7 77 A

XTI A RSB R, 22200, T LLE T IRE T .«

AN R RN SRR B AT, W R AR A & A

] $2 MBS R AT AR B

BRI ([ FAEAEHIEBEINC) 1 R F 8 R 5 bt ) T 72K o

KN T
75 5 RO LS. BIR AR M EE B AR A B, TR

S ity BRI 52 PR

bR, BB S EE T IR A B AL, Frh 40 s i B DAHEE S
A7 8mg (2K 4 mg IR¥E, 1AE <60kg) ¥ 12 mg (3 ki 4 mg R¥E, AFE>60kg) JF
BIRIT i BRSNS 52 14 13— 0 R 7 =




HZygEN£EH

FENZH 4 s e R AT FE ) S o, i TR P DR A4 8% (Child-Pugh A) &
RIS DO &, H AT AT ThREA 4 7% (Child-Pugh B) IS EiE A IR,
R BT ShREAN 2 B TR AR L AR AR 3 N AR IF P M AT DhRE . i JE AT ZhBEAS
4= (Child-Pugh C) &35 W Fe it , SEERTIhREA 2 8 N BUIRIA o

B IIFEN 2/EH
MNTRESFE TN EEE, TRRIE R IR E. A E IR
Aa B MO, EE R IR R A AR BRI A .

I
H Al JEAS b T 18 % UR JLE B D B E IR R, AN BUIR A A

B
AT ERRIE R BRI =75 2 1B T TR A IR

[(FR&M]

At B FHR T 7R I R ST P U2 2 A BT T BE ) R R ER SR E SR A RR
PR FGEMBI R AR, BT IRKGRARESMARZMS TEATH, E— MRS+ R
RKAMA R M RERNGES A — MR ARRBNA RIS ERERER, th
HJ B R IR R R SE B B SRR AR R

REFLECT B 50 i 4= Bk N\ B 22 4 M RRAIE o 465

E—TAT VIBR P4 g (HCC) BEBIEFRZ b FFBn2E. BENL3HHTF 7
(REFLECT) H¥FAT 1 &4 Je BIIG RT3 22 4 . $L954451 £ 35 DAL 1 1) L A5 BE ML 43
HEZ MBI (12 mg [FEZ A E =60kg]ak8 mg [FELIAHE <60 kg]) » FRLXAMR, %
R4 8400 mgBE K2k AR, FFIEEIRZSAChIl - Pugh AZEH ZR 58 I8 B /E LR REIR 7S
(ECOG PS) 01y & A FAS A . BT YIBRHCCZET 1 BEAE 2 B Pusin T
AT AT BE AR B & 9 B AE KR (VEGF) Y6IT S kbR . BRAE 82 32 U 7 VA B8R 30
VAT HORE S AR 0 A0 SR s g 3 J TR 2 o IFIE 5 667 =50%, 2R E R ERERE
PHAE BT TE K £ 14032 (Vpd) [ WAk HERR . PIANEIT 4l R 2 50UE 8 R ZEECOG
PSH0 (63%) - Child-Pugh?¥47 A5 (76%) HiAE =60 kg (69%) . 327 I A7 4F ¢
N62%, 84% NHVE, 16% N, 69% NWIIAN, 29% NE N, 1% ~NEA.

7 REFLECT #7rh (W LIGHRREE D, S B4 KEsm 8 (99%) # k4=
DR ARRN. S BIBITHEE (220%) TMERRREE WA R KRNI, %5
TP HES: B ILE (45%). S8 = (44%). JEYE (39%). B FI (34%). 44k HE FAAK
(31%). XHRIME (31%). 8 (30%). HEPRLMLEEHE (27%). EAK (26%).
WA (25%). KERAME (24%). HURIRDIRERGRIE (21%) FUELy (20%).

etkERATH 5% MEHERE 3 U EARKN. &85 RiRTHEH
(=5%) TMERNHHE WK 3 HE EARKBZEEMIE (24%) , K EFEK
(8%) , ¥5 (7%) , MM ERFAE (7%) , EAK (6%) , MR E K
(5%) , BHPERIR (5%) , v-HABFEEET&E (56%) , HMFEMF (5%) MREE
MRAILFREBET = (5%)




CARE RIAIT R R R WP AN R (22%) N IMFEH (5%). FFHERE
(5%). AT (3%). fE/K (3%) FIEECFIE (2%).

AR FE 62% 32 O E BB TN EEmEs R 2. S enrdd &
WL SBORE BT AR RN (=5%) A= (10%) « S8k N (8%). JI§YE
(8%). TEHEK (7T%). FHILE (6%) FIEMIIEEEHE (5%),

ECRE RIEITAF, 2008 BE AR RMIME LG . SECRE BIEA R ERE
WARRMN (>1%) NJEZ (2%). HiMFEH (2%). FEERRE (2%). &SRR IE
(1%) FfFEEE (1%).

* 3 B4 1 REFLECT A7t =10%45 52 & & e i) 1B H K AR A RN

REFLECT W5t it AE N tbac B e S R IARE R 3 TR R E A BB A L
R e L T4

# 3: REFLECT (HCC) H&4R#¥ JBH>10% 1 BE RAERD B R B
R R BL B R EhdER
8 mg/12 mg 800 mg
N=476 N=475
1-4 %% 3-4 %% 1-4 %% 3-4%%
(%) (%) (%) (%)
Wik R G
FEOIR % D) R R A ° I 0 | 3 | 0
ELEE)D
55 39 4 46 4
i ° 30 3 28 4
L 20 1 14 1
X 1 16 1 8 1
(& 16 1 11 0
JiEK © 15 4 11 3
1 b % ¢ 11 0.4 14 1
&5
Bz ® 44 7 36 6
KT 15 0 14 0.2
A1 JE 7K S 14 1 7 0.2
RBFE TR
BT B 34 5 27 1
[ENEER R 31 8 22
LB B R g 4 AR
KA LG © E 1 ] 20 | 2
ME RS
St | 10 | 1 y 8 | 0
B R4 R R Gt
&R | 26 ] 6 y 12 | 2
PR RS B R FE
K X \ 24 | 0.2 ] 12 | 0
Bk B B AR
H LM SR A AT |z ] 3 y 52 | 11




#& 3: REFLECT (HCC) H&RE BAH>10% 1 EH RAEKD B R B

AR M Xy R EhdER
8 mg/12 mg 800 mg
N=476 N=475
1-4 2% 3-4 2% 1-4 2% 3-4 %%
(%) (%) (%) (%)
R 14 0 24 2
1
T I 45 24 31 15
Hi i = K 23 4 15 4
a  WIEEURIR DA R . R BRI 1
b ARG, . . RIS, ERE. FIRA .
c  AIEMEAKFEEEK .
d  EFEEREOERS. WIREE. WEREE. T8, DB DR D 2% .
e WEZ . EZ. FHEMRE.
f AIEARTE. R
0 BT, . AR . BRI R B . WU RIS . VLR R AU
h  AFEEAR. REARIN. JREARE.
i AELLBE. BEMERE. FUMERE. ARMBRE. BE. HEB. BB, KBEE. KBS
i OURAPIRIE b R Th s R A B S I
kK AFEFH B IIAE., EETHahE 5 ABEZZAE P RER A EOR. S, mE. SEEdmn. %

. EEFkiKE L, FFRm. DB, B A EEATE .

ER 4, F7RT REFLECT (HCC) HekE B H>2%H B E kAR 3 & 4 5L

ERHE
% 4: REFLECT (HCC) H&kEBBEA>2% M EZEREN 3 E 4 HTRERY P
S e BhdEe

LRERE (%) (%)
=z

GGT T 17 20
A L5 15 9
E AT & IAE 13 10
KITERIRAIEEFLRE (AST) JHi 12 18
WRREIEHBE (ALT) JH5& 8 9
ool A T T - v 7 S
Hie F g - v 6 17
AT LS 3 4
T B ILAE 3 2
SREg=] (S 3 1
LT 2 2
1T YK 2

LN IR D E 10 8
R E A O R 8 9
Ff PR 2 gl 2> 7 3
2 4 5

a  BELMEED 1G]
b SEREFEASUETENSESAERENEZ DML FREEMEEMEZT AN SEER (n =278
2 470) FZEfIER (n=260 % 473)




R EA BN ik

B

FETTAIAR AR NG PR IR0 o, 5 44.5% 19 CAR B JE a7 B3 L T @ (IR aTaK
FTFE. MR TR AR ML) . 23.59%(0 i R A3 R LR . M2 R
i85 0 HR B P ) K26 o ke %6 WA A S 2 s i SR 3, P
[T B 13.6%, TR B H3.4%. 1B E (0.29%) T L i oAk
Be.

IR

FEAFA S NI T, 4926.3% 1 &4 e ieyr B8 MR AR, 3P M R A%
J95.9%. A 24 2 R H I e SIS TR D6 1A ER . DK 2 B A A 4 24 BB )
WE, HhEEien i EEN6.9%, 2SI EE N2.5%. 0.6%H EEHTEHA
PRIR ANEAE 2

RIS L) FEA £
£ FF 20 e Y PRI, 7. 1% 10 & A8 Je 6T B8 R AR W s/ e AN =
e 1.9%HI S B inTT BEH K AEIH L, EA R V.

Lo HET)GE T
2 T4 o NI PR R0, 0.69% Y- ARES e Va7 JBd A 1 IR RERRAG (H0 4
FEMLAEC S5 DURPER SR8 ) (0.4% 4232 .

A3 J7 B 4 5 1F - (PRES ) | 7] 397 14 J 8 7 7 i 25 - (RPLS )
7E AT A p S NI R 6 H, SARE e ir T AR A T 1HIPRESEH A4 (240

HFHE A7

ERFA IR, RERSOFESEAR RN AMELD RS
(14.9%)  RITAEREILEREA S (13.7%) « NAREEEREA S (11.1%) .
RAEAIMGE (9.2%) « FFERTE (8.0%)  v-BRELFEBEEA S (7.8%) FlLm ik
PRI = (6.7%) o M 252 BT 2 AN RS ) AL IR B) A6, 418 . 26. 1% 4%
Bl T BB R T =3 AT IF R E I N . 3. 6% g R AR AT 0 (R85 12451 2 2 5
) (A =320 o 8. 4% &3 R A IR s (L +E 44 B8 3 i sl dn P =8
F) (5. 5% B # =32) « AR B A ISR FEC T 17THIZET: (3.6%) , KiIER
HrhHAHIFET: (0.8%) o 7 AIFEL2. 29817, 4% B Je b r gy, KA SEEEL
25 ek B I A B AN RO s 7E5. B% I B T, RAE FEUK S AR A R %

YRR MLFEFEFE
FETAR B NI T, 2.3% M) A e iy T 38 L 7 sk iete £ S4F. 410
7 (0.45%) FhfkifazteZe g (SHICHUEESE, SEIMIME FF) ARk A

Hi
TE AT 40 Mg LG PRI IS A, 24.6% 0 S e s 1 i, HAh5.000 A>3k . 34 W
[ 2 3.4%, A% RN R AEFN0.2%, THIEE (1.5%) KAS5 N, FL45E N H
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MV AE I R I A 24 A i O A R AL TR 91190 . i
THiMmFAE, 3.2%H BF K AL ZEE, 0.8%K B K AERE, 17%HEE KA,

A 5 TL 1 B 1572575 14
FE R A0 S NI RS o, 1.9% IS Jeia T B s 1 B s Ll B e
(G

TF A 2%

S B 24 SEm B, BIESEOETIRN . £ 8 Fhid BOE AW S 28 &
B USRS 1 . AE IR T IR A R I 18] gl 5 7L, Y S A
JETHRIRIT IR 2RI T 148, P AISEIRZ93 1 H .

QT /HJ T #E £
TERF B INERR IS, 6.9% K&k Biay7 BE T T QT/QTelE M EK . QTcF[H]
BAZEK K T-500 msif & A2 RH2.4%.,

W5
TERF AR NBHRES H, 38.7% 1A E e ia T B TIETE (4.2%~4>340) .

M5 A
2 T4 e NS PR e, 11960 8 3 ik i ARESIAE, HrP0.4% 9340 e . 1
B&E#E (0.2%) i TRESIAE T4 2, RAAREBIF .

M08 FKHRZTT = TSH)

1 FF2H0 0 OO PR, 89,6961 883 P A T I 62k B IR TSHACE . 76
69.6%01) &1 B 1A 1 F S BITSHACT 7 T4 I LR,

REFLECTHI 7t A [ KB+ &5 +& W (CTH) AR 4 PERFIE S 45

EHE KM+ EE+EF#H (CTHY AN, HH2884 A wkE L rH 82 CIE
Je (1444 %8 E) RN IEE (1444 %R F) RI7. HAER NSTR, 8% NHM,
15% N4tk

76 CTH AR, CARBRBARIY BE (91%) #HMERELTE D —RAR RN . O1E
JEIRIT EE (=20%) ORI WA R R N IZ T HES, B3 & M (44%)
= (35%) « MR (32%) « MEVS (32%) « A& EE T (32%) « ML/ THEFEAR (28%) « B E IR
(27%) v FEERLAMZEAAE (24%) « RITAHRA L LB A 5 (24%) « K59/ VLA
(22%) BAC T F% (22%) « H M FEAE (22%) « E4ERTHEORAR (21%) « NR R B R R TT
7 (20%) .

e E RIEETA 63% K4 3 Kl 3 KU EWAR KN, S5 EBIRITEE
Ho(=5%) RE LK 3 HEbL EAR KMy E ML (23% ), I/ R AR AR
(10%) , RERRAELHEA S 8%) , ML ERAR 8%) , HAK (6%) ,
Y- ORI BET S (6%) , RETRE (6%) , FHRTFEEER (6%) .



£ CTH AN#d, SREBRIRITINEE P& WM EAR KN (=2%) & i fEf;
(5%) « FHYTFIAFRMEZEIE (3%) FIREIR R (2%) .

76 CTH ABEd, 46%2 08 B i EE Bl S 8GR el b WA B M. S35
CARE JEF D B P WA 25 B AR RO (=5%) A& M/MRHERRAR (9%) &
HJE (1% FIEME (6%)

£ CTH AFEd, SARE BIGIT A 13%F B A B RN imE IEEIT. SEekE e
RO AR RN (=1%) &I (2%) MABAIRFREEE (1%)

X5 WG TP E KR+ ST E AR = 10%1 43552 S4B B 16T I B KA R
RN
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K5 FEP E KR+ S B+ BN TR E B H = 10%H B KA RN

FEKH + 6 + i

iR E e ZhidEfe
Smg/12mg 800mg
AN RNV N=144 N=144
1-4%% (%) [3-448 (%) [1-44% (%) [3-4%% (%)
Wb R4
HCDR B h R RIBRE | 15 | o | 4 [ o
E)7EEN
15 " 32 3 27 5
1575 32 2 42 3
=4S 19 1 9 0
Ece=
i 35 3 27 2
R 12 0 13
RIAVE SR
GERE RS 32 6 24 1
AR B 22 3 19 0
LIRBr 8 B 45 4 4 41
T/ U | 22 | o | 15 | 2
B R PR R G
EEl | 2 | 6 | 11 | 1
R RS R RR
L P | 15 [ o | 4 | o
Rk & B2 T 4H AR
AR S AE 24 1 49 7
423N 15 0 23 1
liiike=4
ElLE ¢ 44 23 31 15
A 19 3 9 2

a EFEHUIR BRI REJGRAE . (L2 PR T

o 0m| = O o O T

I H I

BFFEMEIRAGE . 2. e, EEAE. B, TIEmA B
BREZ T HZAE

BAERTTR T IR AL A LA B B A AL o
AFEE A RARE AR .

BFFLTE. Rk E . A EE . TS LB EE. RIEZHEE.
BFFEFIRIE T ME T A s .
BEPTA RN E . ECTHARHEMIGT 4, R 2 21 E kLR
AR TE ELAE S bR DA SRR L O K L MK A bR A

R 6 RS T E KM+ S B E AR =202 e B R InT B KA 34

SE R Rt i
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R 6 FERKE+EE+EBAFHOMREBBA =20 BHERE 3-4 HELBERE
T
HEKKE + G + Fi
TE R RE B e EEUE| S
Smg/12mg 800mg
(%) (%)
1
GGT T 17 18
e 41 3% UE 12 10
RINZARAEE B (AST) Th& 11 15
IR AE 11 11
NRARAFEFERE (ALD JH& 9 7
B B R P T v 7 6
IR I 6 6
SE:4SIEEES 2 0
IR e
ML E 16 5
Hh ML 2 LD 10 4
PR ES 2 ek i 7 9
gyl 4 1
a: BRI RS AR
b SEBY S KA R 4 L T A S R E > — AR S R R B E AL CREBR (n
= 140-141) FIZRFAEE (n = 141-144)

[#3]
XA AT R L B
WAL (W 2 R AL E 25 )

[ERFEIN]
e i s

CRBRIBT BEHE T A mMERRE, ZHE4EE K EERT R (S AR
RRFLY D o FERZOARE BIRIT AT, s (BP) MAFEI RAFEd. R o S
I, RS AR E e iR )T Z iR S Ae e T B K PR T B0 U8 . O w3z A )
RO CRUG EBNRKIRIZD B o A H ey i s 3 AT 200 B ek 4%,
BRGAEEMBEREL. MIETH&H2 S, NMRRITGRELZRIT. £CNE R
SR G NS, 2 JE A AR BRI — o, FoE R A I — . NARYE B
I ROR LA PEAL L BB IR 0T 5 5%, IR EABARHEIR T o 0 T BRAT ML e 15 ) J8 3 L 4 £
WL 5% 2 10 s T vy O 6 8 — b R S 25 AT BLZGIR YT . W T DR B IR 2R T 1
B WRER, AT DN Er R, B LR AN R SR B R 2.
B, R R R BCE B L .
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R7 FILEEHEEE
mE (BP) KF B U e

140 mmHg <S4 5<160 mmHg B¢ 90 mmHg< | kSR B R iR T IR IR IRTT (2T RS T
#75K <100 mmHg JEIBIT) S

&
R ARG SR VR TT HEHE N 2 A B R 2 1 B BT 4R
B Ah B R

TEG T AR R iR, Ui EJ5>160 mmHg | 1. PERACRE R

&7k E475>100 mmHg 2. RIS [E<150 mmHg, 75K JE<95
mmHg, JFH&H CEZRER BRI EGITIE
48 /N L E, NIRREFE, FEHFHCREE
wIT (S LRHERAE])

fe AL s CRIEmMLE . P2 T Re kT

R L f5. ) i BRI 2T it . 17 b e e iR T IF T A
FEN A] S

HHE K

O RIRIT BFE T CAEEARNIRE, ZFEAEERAEERTRN (S0 AR
RREY D) o BUESAREI IR H . AR R AR H 8 IR>2+, AT RERR E 740 24
BORERIESEY (W UERE] ) « WREEEREGEME, NERC&REE.

B SR A1 DI EAN 4

S RIRIT EFE P CAKEBDRASME ZEIE (S IARKRNT ) .
il 52 I 32 XU PR 3R A2 B i BV P S K A i 7 AN A2 o B AR IR T B gk,
PAFEAR B Th REAN 2805 80y A AR O XU o b B B4 25 2. BRI E as 2 (S O
ZEHED D .

L D e FRAS

ORI BE T O RE DN (<1%) M=o 8ERAHRE (30
CARSRLY D o S IR 00 Bl 2R AR AR DR I RAEAR BRARALL , 06 BT 7124525 1
BrEmird. (S0 IHEHE]D) .

R JE AR 2R S AE (PRES) /Al Jm 3 Uik 27 & AiE (RPLS)

S RIRIT EF P O PRES (WHN RPLS) Mk (<1%: Z0 [ARK
FiY ) o PRES &ML RGN, RINKE. WORAAE. WEHE, OB, KT
RECKAE . RHRIHABML I B RGL KT, FTREAAEERE R EE S s . A LEITH
SRR AT € PRES HJiZ . BERBOE A tEHI L (S0 OESHEmY ) « F
PRES AL BRI B FTRE A L 2= 45 25, HEFRSFZ) (W TAEHE]D D .

HHHE RS
FEREFLECT TG #%2 & & B 16T FHCCE F H, SRKAR BT IS ML,
JEEHREAE AN RS 7 A4 FFE A i s A 3238 (BB BUE B RS HIEEm (0 [A
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RCSLY D o B P EE R S Dl R AN 4 10 S5 3 A 3 2 I 5 K b 8 577 1) SR A
Ji 9 AR JHT- 3 3 1 XS B v o 758 B DA b SR B BB R AR PRI o R AR 3t e 1)
BB AR T ORL AR T S S =00 2 IR o S F

T EERFThREAN 4 (Child - Pugh B) HIHCCE I EUE AR AR,  H Al i JC B A2 AT
ThaeA4 (Child - Pugh C) MHCCE#H ¥ . T O e 1 2l A A B,
SR e R 4 PR AT D AN 4 B o A 2 e TUBI I T

FERF DI REAN 4= 83 TR b AT Sk 2 s )R (S0 TIEHE]Y M IAR
RRFLY D o JHARIRIT R I ATEhRE, R T W a2 H 2 Ik, e R
JJHEI — R HCCEH N I FL AT D e 2 5 %A CRABRAFERR D « & RAEESE,
R L E WA 2. HRFIERNEY (S THEHE]D D .

2 ik i A A 5E

SE ein)T BE h A AR g OINIE R Ah . Rk o R i e A AL U LA
S0y W (2R IARKRM] D o MARFAELE 6 A WA S ke ke 2 1) B T
BAT BB EwTe, DL DA 2. SRS A B3 (3R e/ KU A, SRR
BT RSE . B F AR5 RS AR e .

1

I ARS8 v AR T E R R AR SR L, BFE BRI L EAE (2 IAR K
RY D o BT AR e IR R A R B4 IR AU O HE I H I PR R RS, PRI 2 R K
M CInEishik) iR AR IERRE R . — 5 s ] 4% kT s Ui 4 Fige e s, 91
TEEERE. AWK EE D EARE LB . Bk TR
IR LAAMRAL RO L (BN < S IR D o R 1 1 44 HCC B R AR 1 B i e
I 5 i 9 1«

IR A B mh B T Ak RS ot K Y 07 B i VR T AR T R A & B JE VR T T % [
PRAEVR ST REAT o

HRAEML, FRERREE RS, WEAESFA (SH THEHE]D)

B M 7 £LAT B e

B einT B OA B FARBENRE (S IARKMN] ) » KEH
fHOLN, BT LB IR E T A KNS RR A EE T, BB a2l F AR EU80T 1)
B HRAEB T LEE i, TR REEESA . RENRITY (B U
H&EYD .

1 B

B IR EE T, RO KR AT RGN £ I PRI LT e o
SR S B B LA B A B AL B ey IO (B Ve RUE-RE . B
P RBRRE . MR AETHIE RS o BEAE T RAITBOT T RE AR BRI R . R AN ST
metBRinyT, PlUusBit. BB RS SUUE B RAR T AG R B NK S A
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Je (B UHEMEY ) 5 A IR E 545 2 sl 77 Bk B A F A 15 B A IR
ARG O PR, NI, 5 RSN ALY+, A e naexs i K
AR EAFI .

QT A HHIE K

G T BE L, SE BIRIT B E IR QT/QTe [t K R AR H &
S AIARKIMY ) o N YW ATE B O K, R OGEE R EK QT 424
fiES FEIPEC S 5Es . SISO R IS, DURERZ B QT M2 EEE la
AP RE A EE . & QT [MIMLEK KT 500 ms, NN E{F SR E. 2 QTc
6] K 2% it 22 <480 ms BIEZR IS, B LA/ = E i U G E e 16T -

LR 2L (A L AE RS AE BRARBR ILAE ) RIS N QT IR AR 1 XURs:, A
BEAETFAGTR T 2 B NLX BT AT R85 10 F g o o o EAT IR 1 o ¥R 7 301 T 2% 18 i 0
TG A AT (B BANES) o N E/DEE T MEIN M AS K, JRE SR e iR T I
MR e e B SR o MOARE ™ AR L 2 A AR o HL PR AR A AT A HLE () Rp P 4 5 32
T et e 2 25 85 BT R R

451

S BT BRI TS, SRR R AR R (2R IR KR
FY ) o RISZRIHEATIEE R, CARTEBK. tnRAERAT TIRI7 G T 4 RIS
s sar (e, MNFHeIREE.

e FRPR R Z 3] 32 4/ FE AR AR D fE s 1

SAE in)T BE oA IR RERGRE ks (S IAR KM D) o NS
s e iR T ITUa 1T A a7 S Ia) G S I IR AR B BE o HUIR MR Zh RE JRIRE S AR A A vHE 1= 27
SRECHEATIRYT, DLAERE HURBR DI BE IR .

S B2 FINEERCREANE] (S0 OARRBLY D o B5E I 02 R AR
= (TSH) 7K1, JFRRYE G AR YT H AR B R IRR 45 24 OB 23E 249 1) TSH /KF-
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05 D@ & I RAE

I R S ft & R JE XA R S IR SURE T . 5 AR iR I E T e A 1
M@ A TR RS . B RBIBTFT AR EH R T F E BiRr. R T KA
FARJE ARG EHXH AL, mREEAR. KL, NETX @S R iR
FIWr, LAORGE SR BSIRFF ARG ZBEH e .

R AA-1E L5 Pk
MR AR LA sh ) R B AT TC 3 PR, ARk Ve TS A JE I AT e & X i

B E R SRS Bt R E A ERE

2 FN SRR 2 MR R R J LT R R . S BCE A2 B BE TR LA G A JEia T 3 1)
ARG E G 2> 30 RAREUA At 26 . (S0 (258 &2 D

RN A

XF BRI R N BN ASR (1) 5 3 DAL >T75 5 BB AT U A IR . %5 RE 212 4 &
B wVERE . PR hRES B E O AR JE MU S2VE AR, X4 /S A T Y
& (S0 IARKMT ) .

B R TR A AR AU T R LRI A R B, BRARIR YT 2 e A 2
i (R Y, 5 T AT BEAF AL SN PR X A2 KRSz o Il PR 38 (R e R e B 0 4

Xt 2 A A B 5 BE 1 IO 2
HFARIEH (A= msks) , S0 X B BAERIEYLE e BT .
HY B TRRE IR 1 £ A 2 T R AR AL A I R T

[ kA L]
i

FEeAE Eia T IR UL T a5 E 40— H AL, 2R E B0 10 Lok R S 4T g
FERI R i . AT AN RS JE 2 10 S PR S 2 2 AT 2, (AL
A5 FH T AR R St 2 243 1) o S 1 T e e 223K

33!
H AT S IR 0 i B e e . & A Je A2 K SRR G T 45 25 I A IR iR

PEmEmEE (S0 (HEEHE] ) .

CEYRIAB AR S JE,  BRARBA L ZIF HANFGE 1 RER B/ SKATR iR JLEY
U o

L

GRI T . BB ST, TR S R a% B BN A 1148 T 7R R TR e PR 7

=
=2
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B RGP WENILT WA SAE e KA Yrml 73 22 K WL
(ZW [ FH]Y D o TR g A JLe LR RS, R, FLI R
# e, JFHAEES - HUEETEHL. (2R [#ER]) .

tEH

FEANER PRI AR AT SRTT, AERBR . RAVB g3 S2 MR a1t (20,
(58] ) . EFEFRANEEMLEF I REBELET .

[JLEMZ]
H Al JEAS i T 18 % UN JLEL B D BB IR R R, AN BUIR A i

[ZERA]
T AR R T B IR R . KT EER>T75 5 B I AR IR

[(AWHEER]
Ho At 245 it 0 A T X 2

(RARELY
B, FHUMELESIFHAXIX 3 MY AL —Fr I 2580 1152 W55
M o

\

O AR JE T LA 24 1) 5

WA B oR T AHERR A ST BE N B %18 CYP3A4 BX P-gp 75 577 19 AU . IX AT RE
FELL CYP3A4/P-gp FNAEH I T IR 259 1) % 25 B R I, DRI G SR [R) st Al A DA
CYP3A4/P-gp NEHIRMIMIZ3WINE, Rise sy ERIX— i, DUTRIT 8 Bk, fE8%
G R EE T, NMIEEMH A AR AERITIREUY CYP3AL Y (i 4n i =] mk
ML RREASE . PRV R DLSESEHE. ER T REHUREGE MY (AR, A
FERHIE) D

[R5 25
H A MANE 2 R B B2 B S BRI R OB 22 25 (A 2k, TR b O AR 25 2
ZAZG L SN B B R Ak (S0 (2 S AE L 2] )

(ZYdE]

FEFTA A e AR T, — BB R Ik 120mg &4 E B ), KA 1 IKREAT S
PEE RO NE IR L.
PGB — IR T RUEFIE R SR e, BOREEMA RS,

e CRE ARG, WRBIREG T 6 £ 10 fF HHEE. XERp)
Ei%TE&VﬁQ%&ﬁEEﬁmﬁéﬁﬁﬁ,ﬁ*ﬁiﬁﬁ&@o

AEPRAN PR
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T eE R LR, TRRBURTER . B2 ERELL Y, N GMAE
JE, JFIGR 4 T3& MM SR T

[ R A% ]

E—TFENL. . EBRZ PO IRRIT R (REFLECT; NCT0761266) HiFM 1 &1%
BIRRIIT R, R R BRI AT VIR AT 4l e (HCC) B idhiT. 1%t
FNT Child-Pugh A il Barcelona Clinic ifJ# (BCLC) C #izk B ##§ HCC HIm A &%,
X L fE R RE 7 S R B MG VAT s ECOG PS A 0438 143 AR#E3Zid HCC 4 &
YRITs MR¥E mRECISIT brlE, Z/0F —Anl il & i em A .

BEPIER LI A, TARAEZ OGS (GEERHE =60kg 1EE N 12 mg,
o FELR IRk B <60 kg I E N 8 mg) AFH Lk H R XA S E Az R A 4EJE 400 mg 4 H
2 I, BEZKRAEFRAREFREA T2 A RS . B IIX (5 vs T2
RHLX D PRIHR AT L) R B AN A2 A7 AE (G2 vs 75). ECOG PS (0vs 1) FlfAHE
(<60 kg vs >60kg) HAT/)E. EEFFRL S RZEEFM (0S). REFLECT 5t H N
etk E e SR NAEEH L OS HdES . R4 HCC ) mRECISIT frifE, H
B R& S RTHBAEAT (PFS) MEMZEMHE (ORR).

3L 954 I B E e EAL 4, Ho 478 Bl RO EH, 476 BBl KA AEE
Ho HFANBEMIN ORI ZREE: PAFEBR RN 62 & Gul: 20 & 88 % ); FHkb
84%; WM A5 69%, EilNZRA L 29%; 63%HE T ECOG PS A 0 4r: 69%:H # KA ®H
>60 kg. ERAED—AEAEEBR K 590 #] (62%) HEd, 52%H ik, 45%FH
MELEET, 16%H 5 HB.

70% 1) H 3 TR AEAE IR o] DLE T T ERGR I . R AN RS ol 8 0 .« T9% ) 5 w4 28
74 Child-Pugh A #1 BCLC C i}, 21%#) &%y Child-Pugh A 1 BCLC B i, 75% & 1
N B A RS 2 uE s . R A IC % HCC RAM EEM R HE R 2 L%
(50%). WAIFTFA (23%). R (6%). HAth (7%) FIRFIHFKE (14%).

EFRHBAE T

CARF R E OS HHAEL TR FuAEE (400 mg BHHMID - SARE R4ALM AL OS
R13.6 A, BRAERAMF AL 0S A 1231 H, HR=0.92[95% Cl Jy (0.79,
1.06) 1.

He T RS mRECIST PPANT BN RAAR VPN, EREL (OEE AN (PFS) , J%
TR (TTP) MZMZMAR (ORR) Jithl, SRAARRLL, S ifyr4lie
FlmReE, HAgih#E L (P<0.000D) . ©ERIGT SRAAFBRITHILEE R
JER PFS R TTP, rhfr PRS R TTP &R AR SR iayr FUMi . XLy Ak EE RS 45 138 8

K1,
R 8: HAMERITRER (&8

e B RhdEe

(N=478) (N=476)
BERH
TN n (%) 351 (73.4) 350 (73.5)
{7 0S, H (95% Cl) ? 13.6 (12.1,14.9) 12.3 (10.4,13.9)
KL (95% CI) ™ © 0.92 (0.79,1.06)
MOLRAR VG (mRECIST) ML #HEBAERR (PFS)
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*®8: HAMERITHER (EH)

ARE B Rhrdee
(N=478) (N=476)
w2 PFS, H (95%CI) ? 7.3 (5.6,7.5) 3.6 (3.6,3.7)
R H (95% CI) PC 0.64 (0.55,0.75)
P {H ¢ <0.00001
ST %7 (MRECIST) 58 FPE 7 3k B it ] 2
A2 TTP, H (95% Cl) @ 7.4 (7.2,9.1) 3.7 (3.6,3.9)
R H (95% C1) e 0.60 (0.51,0.71)
P {f o <0.00001
BT 2 7FE (MRECIST) #iE R MEME
BTMEMEE, n (%) 194 (40.6) 59 (12.4)
(95% CI)°® (36.2, 45.0) (9.4, 15.4)
FfE b (95% CID) f 5.01 (3.59,7.01)
P’ <0.00001

Bymakib 0. 2016 4 11 H 13 H.

B RSENAER K HR AEL R G N 1.08. H 0 FE T 20 H M IGIRTH N 2l 5

Cl=Ef5X[H; ECOG PS =B IMEAILRERT; HR =X[L; OS =241,

a KM Kaplan-Meier it A28, KT L Brookmeyer #1 Crowley ¥4t 95% Cl.

b BRI HERN—AEE, T Cox BETHE R E e tL TR HidE e il XU L

c P (X4 1. WoRMIX, Xk 2. PUEBHLIX) . PAIER AT LG 1T & kIR i BT 9 Bk s
A &, f5) - ECOGPS (0. 1) fifk#E (<60kg. >60kg) 7=,

d PHEHTOEB SR AECHILERL .

e KA IESERITE 95% Cl.

f XM Cochran-Mantel-Haenszel 55 LLAE EL AT PAE (I THRRCHEASTS) , % IXRS 3 2R R4

& 1 BN Kaplan-Meier #i4%: £FRAR

LENVIMA

Sorafenib

o8+

Oy £
=
3
£
o 04
01
00
T T T
0 3 2 42
Time (Month)
Number of subjects at risk:
LENVIMA 478 436 34 297 253 207 178 140 102 &7 40 21 8 2 0
Sorafenib 478 440 REY,) 287 230 192 158 118 a3 14 33 16 ) 4 0
H [ 4 4T

FErPERR: + G5+ (CTHY AR, L 288 42l FH kAL oz 1 e
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(144 22 F) WRIAFE (144 B2E) 1697 P ERRE AR, 3t 213 4252
HRFEYL P2 AR e (112 52l BlRiARE (101 443218 1677 .

CTH ABECARE JE AR b AR R 4L F A7 OS 354 15.0 #1110.2 M (HR = 0.73, 95%
Cl10.55-0.96) . 7 CTH A#+t, S5ZidEediit, S e HrE % LK OS
(P=0.02620) . HEKFEABECRE B MR PR R A H AL OS 4374 14.7 #1 10.5 N H
(HR=0.82, 95% CI0.59-1.14) .

4 mRECIST YA IS5 24 0044, 5 CTH ARE RS AR e sdtt, Sk & ik
JTREERK T PFS ( iy 8.4 vs 3.6 N, HR=0.47, 95%CI ¥ 0.35-0.64, P
<0.00001) , FEKEEARE (PAECN 9.2 vs 3.6 H, HR = 0.52,95%CI 0.37-
0.73, P = 0.00012) .

5 CTH N RFAEGHLL, SREBRRITEZFLER 7 TTP (FAEN 9.2 vs
3.6 H, HR = 0.45,95%CI 0.33-0.62, P<0.00001) Al [E KRk A (PR 9.2
vs 3.74H, HR = 0.51,95%CI 0.35-0.73, P= 0.00016) .

7E CTH NEfh, ©4%# i) ORR (CR+PR) BHEm T & fdF/E4l (43.8%vs 13.2%,
P<0. 00001, {357 ZOAREB e ik # [4.9% 1iAF CR 1 2 L&y e ik #F (1. 4% ik

| CR) ; R E KK AME (44.6%vs15.8%, P=0.00001, i 7 4 01%%E e Zil#H
[6. 3% JIAE] CR M 2 4 HAuRfe il & (2.0 % JIEEI CR)

CTH AT A [F Rl AN HE T R 2% mi 45 R e 45 T RO 2,

K9 FEAME+EE+EER (CTHAR) MPEAMABIITRERSGRES

HEKRS + &7 + F EaES PN
RIS V| %G e EEVE I
(N=144) | (N=144) | (N=112) | (N=101)
SAEAE I
. . 150 102 147 105
B (95%Ch Y A (134,195) | (84,124) | (114,19.0) | (8.3, 14.4)

K& (95% CI) ®©

0.73 (0.55, 0.96)

0.82 (0.59, 1.14)

THEXNTE R P 0.02620
ST AR 1P (mRECIST) |y
PFS
. . 8.4 3.6 9.2 3.6
P (95%CD % A (7.2,109) | (22.37) | (64.110) | (2.2,55)

KR (95% CID) B¢

0.47 (0.35, 0.64)

0.52 (0.37,0.73)

HEXH e P AE <0.00001 0.00012
ISR R 2 VRE (mRECIST) )
TTP
oy . 9.2 3.6 9.2 3.7
PEC (95%Ch 7 A (74,111 | (3537 | (14,112 | (36,55)

Kb (95% CI) ®©

0.45 (0.33, 0.62)

0.51 (0.35, 0.73)

TEX RS S PAE

<0.00001

0.00016




BT RS R (mRECIST) HI%
WZZfZ (CR+PR) , n (%)

63 (43.8) 19 (13.2)

50 (44.6) 16 (15.8)

ELftibt (95% CI) 9, #% IXRS
S =S =1

5.14 (2.84, 9.31)

4.23 (2.16, 8.26)

P1 de

<0.00001

0.00001

HaRauEH 8. 2016 4F 11 A 13 H..

BT A A IR N 3 B

Cl=EEXA; HR= XK.

a: KM Kaplan-Meier iEAfivh 422, K™ X Brookmeyer 1 Crowley %A1t 95% Cl.
b: FRITHMEN—AE, BT Cox B, HHEOME ML T RAAE B EL . Efron J77:H T 4b 2

+
él:l }{_:—‘\o

¢ FEPIHR AT UL T ORI S AN B B (& ). ECOGPS (0. 1) FIfAH (<60 kg, >60

kg) 412,

d: K Cochran-Mantel-Haenszel i+ 5 LLE L AT P E CHHFACRCMERES ), 4% IXRS 43 )2

e ARATEIENGIHEE .
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B 2 BTN Kaplan-Meier #igk: HEKK + 6% + & (CTH AFD)

09 iy Median(manth) (25% CI)

i Lematinib: 15.0 (13.4, 10.5)
0.8+ L Sorafenib: 102 (B4, 12.4)
0.8 SuCH HR (85% CI): 0.73 (0.55, 0.96)

07+

06+

05+

Probability

[ER

0.3+

oz

o1

oo+

T T T T T T T T T T T T T T T
a 3 6 9 12 15 18 21 24 27 a0 3 36 k] 42

Number of subjects at risk:
Lematinib 144 134 118 o2 82 68 61 53 a7 21 7 4 1 ] ]

Sorafenib 144 125 a7 76 57 47 3a M 21 i 3 i} i} 0 0

CTH ANBEr, B K95 A9 R I SRS B R fr Ak Je B & 1 4r OS 43518
149199 MH (HR=0.72, 95% C10.53-0.97); r[E Kl AREd, Z B FF 4% 5 % A
P e R b dE e A B E AL OS 43N 14.4 F110.2 ™ H (HR=0.77, 95% ClI
0.54-1.09) (L% 10).,

£ 10 FEXH + 68 + FHMNH E KR AR BRI 09% B 8 1 S A

HE K + G785 + & EHEEPNGH
O e zZhidEe | et Zhidk)e
(N =123) (N=119) | (N=101) (N=187)
A
B (95%Ch T A (12.%;,1'59.5) (8.29,'22.4) (10.1;,1.148.0) (7.§,Oi22.5)
HR (95%ClI) "¢ 0.72 (0.53, 0.97) 0.77 (0.54, 1.09)

HymauE A Y. 2016 4F 11 H 13 H.
Cl=E{FIXIA; HR= XKLL,
a: KM Kaplan-Meier iEAfi v A28, KT X Brookmeyer 1 Crowley A1t 95% Cl.
b: kB RMLTRBABHIRE L, FT Cox B, Kifyr e N—A K&K, Efron FiEHT

ALFRES

c: AZPIIR AT WA T R BT AN B B A G2, 7). ECOGPS (0. 1) AIfAH (<60

kg. =60 kg) 73)Z.

[ZEEH]
2y AEH

S E e MR EEE (RTK) SR, Rl e W B A K 7

(VEGF) Z{KVEGFR1(FLT1). VEGFR2(KDR)FIVEGFR3(FLTA) M HEEE, A ANEH
O ) e R 0 A R R R A B B AR S IRTK, B HG EF gl A K I 7 (FGF) , %
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{KFGFR1. 2. 3f14, IM/MRATALEKEF (PDGF) %Z/APDGFRa. KITHIRET, ©1%#
JE 5 Y SR A FH 2R AT P9 B A . S TE R VEGFS 518 %, RN m]
BERAER N 0 g A7 8 /0N SR FFD BRI A A BB P 240 PO I 5 A B 5 7 e g i 1 KT B 24 A
H

BHEFA

e

IR O 1% JE AmesiTe . /I BRIbk BB 0 5 1 3 K BRARIUZ 0 45 SR 35 9 B

AT

OB RARMITEE I, HRR. B REFAAHEERTER, 1F R
B EWIERW, M ORE e R R NARHELE R B 5 2 170.02~0.00f5 0, KER
WS RUAE R ARG > L B S T DL BVE AR A S e R AE R S K
RIANIRER (AUC) 7 Al NIEIRE AR (24mg) R #110.2~0.8f%. 10~44f
I, S KB ) DL OR I A . AR e TE AR P 2 R B T I PR A 7
(24mg) ZFEN, "W HAUEED .

ARG K B #EE L KRR T2 EIEBUHEA NS TR T AHERERE oIR8
JenR SRR FRfF B S BRER . AEIRK R T2 B H & D4 T H IR
CAE e 20.3mglkg BRI H L N AHEFE A 110.0445) , W] WA S M iG
FARERK. R, MM RIS K & RHRTE) | BisE AER . HH
MRS JE1.0mglkg/ R (FAR R HAITHH L NHEE IR II0565) fIHRE ERE=
80%. UEURGT 8 B BUE HE D4 T F IR &5 T e =0.03mg/kg (ZARR AT
Y99 N FIE24mgi)0.036%) , AIULAGAFAMIE (LR M (8 Falk 5
HERE . IR O J80.03malkg/ KT 51 HEAE K G B R ZIG I, AL IR,
O JB0.5malkgl R (R MEAATH S L9 N F A5 24mgif0.565) TG, 514
/3P G R L

O B B AR r] 43 2 K ALV . W FLISD R R 28 1 45 T U AR 12 1Y)
CRE R, PS5 OME B I BUR L S B L3R Hh T8O P 24

LhESNY TR

HMASE2LR (LM A2%) Mg T KBESBEMHA N4 TR IR ER, =
=2mg/kg (LN NHEFEFIRAUCHIL.2~565) A5l b KR (REHK., HEE. BE
SR E S ERR) « SRR E N S UGEIR KA E R E AR Z4FmE
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WJE, BE S RE KA. BARGE R R M EEE H LT B e 25 1A sl (£
FERAT R R a] WA A . 10malkg/ R E R R R R MR iRl d R S0t (=
A KBRS R R R EAT AR B 33 P RFAE

Bom Tk

S JERBAT BURERT T

[ZR3h71%]

2R AR SR H LT DI REAN 22 B D REAN G AN SE AR il 321X it ot 1
(X TSP

LTS

HRA G, CARE e, BHEALZAE 12 4 /WS thax. BV
W SRR B, (E TR SGE . M S R IR, B 52 1 I 2% R F5F 08 Vs W) ) 4iE
1B 2 /NI AR N g Xt R B SR, W0RFE AT R B R R I KL N
85%. CAXEJElER (70.4%) FfE (78.4%) HHRILHE BIFINL A2 YR,
AR

CARE e 5 NI & A BRI AR B, o 98% - 99% (0.3 - 30pug/mL, H i
M) . FTEEAEALSES, 5 al-RUEEEAMN y-REARESS.

TERAL, AT JE MR- 1 5 vk B LE Y oy 0.589 - 0.608 (0.1-10pg/mL, H#ER

DI

A% Je & P-gp 1 BCRP H—FH €Y. ©1%% JeF3dFE OAT1. OAT3. OATP1B1.
OATP1B3. OCT1. OCT2. MATEl. MATE2-K & fHth#i 5 (BSEP) HIJEW.

EEET, HRERTPARUSAMAEMR (VZIF) JuE N 505LFE 92L, f£3.2mg%E
32 mg FEH A KUK TRERW MR (Vz/Fss) IR, JEHA
432 L% 121 L.

Ak

FEARSIMIEFE IR SE 40 (5 3R PA50 3A4 522 5 PA50-/1 3 HI-G AR JE AR ) 2
(>80%) EAY. SR, (ANEHERY, dF P450 N FIEER TTHR T AR B SRR AR
K—#Bor. Bk, AN, CYP 3A4 [ FHIAHNHIFIN &1k JE 28 5k A B
(Z W (Y EERT ) -

FENFRchLAR A, i AL A e e (M2 EZHACH ). AN FEP T
BRI =P M2° R M3, 43 5l B M2 R AR 5 Je 78 s S A R PR A R T Al
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TEZR 2 24 /NI PSRBT LR AEA A, AR B 5 I 2 TR vt P U 1) 97%,
1M M2 AR =4 5 3 AP 2.5% . HR4E AUC 0.ing, B4R B 43 ) o I 28 R0 I 8 H e JECH P
] 60%A1 64%.

ok BRI R 7T B R AR e £ N iz AR . 0], AR
H i R R PR N A R E TR 22 CYP3A4 ML, B HIKE O- 05k (S0K
SEILPD BRI 4G LK =R IR, AT D AR (D A
BAL AWCH PR KR B IR A B 2t H &R > 1 A LR
MREREE RS o XA NGRS SRR AR REAT BRI 7T R it
I8 — 3

ZvqEegey: J=L7om

T UL F#iZ®EE, OAT1. OAT3. OATP1B1. OCT1. OCT2 #l BSEP, #T#ib
8 1C50> 50% Crnax 2. AR I AR A HIE H .

S JEXT P-gp I LR FLIRIEMT 258 1 (BCRP) 4RI A B il 5 e
HIME . AR, BB SRR P-gp mRNA FRIEHH S .

G JEXT OATP1B3 A MATE2-K R I H A Sl skl fE ] . & B ExS
MATEL A i gs il fE . AT, S0 A S LS.

A% i MR IR W i, LSRR XU RO B AR e [ T 28 R854
N 28 /i

25T 6 SR B U HEARIC I SR B Ja, £ 213 A1 14 I AR e 7 43 il &
FAFARIIEBR . M3 =ttt EE R (~17% 17 &E) , HIkE M2
(~11%M7E) M2 (~4.4%M7E)
e /HEZR M

HE PRI E
TEEZBFIMZ R H —RORB RA AL EER T, CRBEREERE (Chaufl
AUC) [FEELZFEMIEIN (3.2 % 32mgfH—k) RIEHFIT .

KMERET, EARNERNERM, BHXANEE, FAaERTER (Rac) EHEN
0.96 (20mg) % 154 (6.4mg) -

FEIR N\ A
VIRl i

1E 6 B R T B I REA 4 (43 510N Child-Pugh A 1 Child-Pugh B) Zi{#H, i
W7 B 10 mg A4 e CARE B 2Gsh 2. 78 6 B E AT IIAE R4 (Child-Pugh C) 23R
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H, TR T S mog A EZGEh . 8 BIMEEE. N D SHEVCAD 32V X IR, 4%
7 10 mg 7 &

R, PEMEEFDRAEZINE T, OB RERE RIEFERIER AUC,
AT AUCouine 508D 40BN IE 8 52403 1) 119%. 107%F1 180%. AN AF I REA 42204
R E A G R A AR IITH L. RTEAE, S0 [HEHE] .

WA TR ThAE A4 (Child-Pugh B) KRR (I 36I#E) , MEET)
BEAN4: (Child Pugh C) HCC B Fonl s .. & e F 8 dd I, JFHZ3E
B N R T R 2.

TR, REEMEEIIReA U LD IE R il &, AR iR, JEH
N 26 /N 31 8. BT VRITA Y, HEM R RS E B E S o RS (T
TRIT 4 H135)<2.16%)

HLygeA £
£ 6 IR RL . FP AN B ThREAN A2 32 10 TR P4 1 070 24 mg 4524 )5 &4 JE 1024
Bl 715, 8 Bl NI SRR UL R R 32 138 F ot o AR 28 AR B 52 1 3E AT T

B3

jLo

FERE. PEMEERIIRAEZNE T, CABERER ORIE AUCEE) 7
BN H 3210 (1 101%. 90%A 122%. [ AR XS B THREAN 42 32 10 I ML B A 4 52 15
AANBATHII . RTEHEN, S0 THEHE] .

Fhes 1R EEFAF
WRIEHEZ A 24 mg B BB H IR B E KRR Eh 204, SERe. . 1k
HANA CHASN v HuAtl, mfnzm A vs HAl) XTEERFH LR Z P (S0 [HEH

#]) .
B HE
v A0 LB R AT R
-5 ]
AN I 30 TIRAE -
(R3]
XA, 10K X 3th/&

[(HXH]
24 H
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(4= 4k ]

N4 FK: Beacon Pharmaceuticals Ltd.
Huhk: 9/B/2,Toyenbee Circular Road, Motijheel, Dhaka-1223, Bangladesh
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