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A b CAERKE S G RVE, pH 5.9~6.3, EIFEMGTAOL. OB ORI,
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100 mg (4 mD /ffi, BHEE DRERFPT 100mg, WKEHN 25mg/ml, &N 4ml.
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®BHEERE (mCRC)

DUARER BT IR R HERE ARy a7 T =I5 mg/kg R E, BPIALS K, B
7.5mg/kg PRE, B 3 54— IR.

B, HBHERE R NERAE (NSCLC)

DIACER B FIC & ARV R T e 2 6 DA, BG4 T DURER ST 2576877, BHA2%K
T 13k Jeg B T BAS P 52 OB
DURER R RN 15 mg/kg A, 3 JHGEZ—Ik (15mg/kg/q3w).

BERUERFBAME (rfGBM)
DU ER B BT I FERE R B N: 10 mg/kg 1A, RFMELAZ—IR.
FrefeE (HCO)

A it 5 B R R PRI A T 2 HERETI BN 15mg/kg FRBKVEST, 7[R R kR S bl 5 R
ERELPT 1200mg 442 fG iEAT, 3 JE—IR, BRI I R AN AT S I

LR EE. B EEREREEEE (00

HEFEFIEN 15 me/kg B 3 Al —IRERBKES, S5REOAMESERRH, &%2HE7 6 MEM, <
Ja R VARER 4T 15 mg/kg B 3 B —RAE NHZ9aT7, BIL&Z2I0Y7 22 N E 2 mit
&, LASERAEE NHE,

BIE (CC)

URER BT R A —Fi by T 7 R A . A BRI B 2 B AT 1A 5 R

DURERFPURIIEAE RN 15 mg/kg R, & 34—k, BRIKEELS 2.
RS DURER BB RVA YT L2 I o i BN W] i 52 ) 2 11E

BRI R LA
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BEN: (EZE (65 B KL ED N SN AT Z AT 7R B
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T GERFT LR Py FETE B B L (Bolus Do

J8212% B B M AR N BRI TG BB AR SR 1) DA B BT o A5 FH JFG T S R S 2 T 1) DA B B
Plo MBI FHEBCRR WARER AT, H 0.9% M RACIN IR IR R 2 5 225 2508, DUARER IR
ORI 2K E BOZ IR FFAE 1.4-16.5 mg/ml Z [H].
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oo LS 8 B sl U (2 0 DR EEFIR] )

A S OB LR A E (PRES) (B0 [ERFEI] )
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R1. +50%F RENE LKA R R

KA
EJE
B k5 R RGER HAJR
JR R
PSR
A= 5 PR R A 25 =N =h
7R s
BT R B Wz PN
I 48 9
AL 5
AT ARG R AR IR
B N
* B Jigg- BB REAE 15 Wil - B I P v B o L
kBT 295 5 R F B K] AVF3077s (NSABP C-08) [r)IVH A 5%
& RIRK PR EA R RS B
T2 VURER BB PUIRIT R R, W3] R 4R A NCI-CTC S MM AR S A B
N
B 1518 5 71 F1 2k

A e 2 DURIR SLTIR T I S R A P B B T 2 L AR I R IR IR R S, FER PR
e SRR SR 20 M B N e S, B I A LI AE BT 1%, ERE R 1 o 4
Figes, B2 T g o A e B O SR e S rh R ik 2%, TERE R 4G B R T e
2.7% CELEE B pIa BRIk ) o 7652 R PRI 0T BEAH 088 55 P o 2 21 8 i 28 FLIK A 91«
—IERFSENE . R MBI R M B B A T AT IR IR T (GOG-0240 BFFT), 5%
DRER BRI R B KA BIE AL ((E—H0D FIRAEZRN 3.2%, FrE S8 E
AT
XL AR SRR A R, MBEES X S B S B E S ORTR By 7 R Al
SRARD BIFEA G M RN S 45 J5) (R 38 27 £l oSS (9] v A AEVE E IR B I 9 AR, WT R
HUET Bz MEIRAE. s RECE T SRR A % . IR R AR AN B i 5 AL
DR ER BB ] T AFAE R G R AR E
7 5 1 i g F LR R R A0 = 2 — BRI TRERSRHTIA YT BE T 0.2%-1%.
1E DR B PUIG ARRIE 7, #8845 B e AN O S0 R P 8 i (T B0 IR
PRt Bl 2%, AHTE AR e va T i DR . — IR, R IEEUR B
B R AT IR R T, DUBRER BBTIR T LRGSR 2EL 1 i - B A I AR 2 43
N 8.3%11 0.9%, FTA S B BEAE A 0T s . IS ipiE-FHTE R 3w RE R 2 I
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MR, HEFARBITTARIE L

FEE i E %

A2 DURER PTG YT I BB R A R, o s S BRI .

FERFEEE, ERVEBH R IE B BURIE R AL (GOG-0240 W 70) Mg, Hes2 DURER St
TR AR S I BB s VAR T TE R ) R A A0 1.8%, WAL 1.4%.
FEHEERAESY, B E SN EEALA A RE (n, SOV, WA PR AT R )
RS (20.1%2E<1%). £ BTG AL H WA RIS

PR AR T IR TP A RIS TR, Vi B MOT 46 DURER BB T Ja — M B — 4, K24
HORAAEIRITIHIRT 6 N

i

FE PTG NOAE A R IR, 4532 DURER L TiR T K NCI-CTC 3-5 Z0 i SF ek
RN 0.4%-6.9%, AT IR IRALEE TR AR 0-4.5% . £ UIARBRHL U PR 0
LR M SRAY B SR AR L (RS0, HUGRRGRR S BRI H I (4 52t
1.

— SR il

TERAEA NN IE (NSCLC) &3 BEAT fF 7T LR 2 17 )™ 5 (4 B K A i S 1/
o R RERISE RS N 2 A R AL 22 SR RN SRR AN U2 21 SR HU G R 96T . K
PTG TT  BAEZSE UG DRERBUAIT . BEAE B AT SR AE A 52
A i AR AE IR Z AT BRI RE R R IR A i o 5 BT ST A R AL
& DURER TR T ABRIRAI AL . (25 RIEAT BWT e b, RS CNBRIRA IR A 2 e TR &
i S A ABIRIR A A 9 32 19 NSCLC BB B HEBRE S, (H A IR A A A 2R R R S 4
N T WHTC.

FERRAP 1 E LR 22 R B i) NSCLC S, RAT AR S PUB &AL e iy, W)
MR R REMR AR 9%, ERRMAITRIEE T RERAN 5%, £ TRRAPURE
WIrEE T, 3-5 BARFMMIRETN 23%, EARAMTREETRER<1%. &
SAE BB Pt S /g i ] DASRAR R AR, T HL =40 2 I S R SRR (30 [

REEFHD.
FEE H e 3 vh QAR T /EHE B R AT ZE P 1 B T8 H I, X 8 ol = A
DN AR S L I

FERRADBUE DL, A BRI AN AR AL A0 8 5 vt m] DA 2 g AR ¢ i, 451 an A A i

M2 ARG (CNS) BEH (1 835 AE 5 BEAR R 28 Y BILAK) CNS H I

XA AR R GRS ER B AT I 1 4 DURER S PLIR T e R A TR 2 R G i

L A LR IE A 7E BRI PR RIS T AT BTBE TR R PR fl . X 13 T 28 56 B B4 25 A 28 1 o

T IR LSS 25 R AT T IR R R BB 73 A 01 N e 7% B 4552 DARER S ity Ja
8/ 46



A 341 (3.3%) I T ML ARG M (B840, MTE, WA RET kRS
P 96 BIEZPACE 1 6 (1%) BRI (5 0. TEFRIURTT MR 1 5 S0 7t
(296 800 Bl 3), AH—HBIHIL 2 FhARPHE RS H I
58 5 B4R MR B 2 IR T DU B P L. AE BT AVE3708g H, 38 148 B DUAR BR iR
PUIBIT 4 ONS H L E AN 2.4% (2/84) (1 i), 52 NARER A PLBL A7 L 8 BEVR )T
41 CNS HI KR AEZR K 3.8% (3/79) (14,2 FF1 4 ).
TEFITA 5 350 DU IR B0 I PR 150 oW 5 30 R B DUERBR A 03R 9T 1) 38 8 SR G AL M )
A EH 50%. FeAiE W2 NCI-CTC | s thifl, #8071 5 o, AFREEST T
BIRTLEAR, T HAS TR EE0T DURER B4R YT 77 RAM AT AT 03l o 1 PR 22 4 1 B $ s 12 R
5k OBl D AR A T REH TR AR .
8L B e 2 R R P ok e i, 45 R S o B9 3 A5 AN E W
BULE () DERFTD
FER A DURERSLHUIRIT I B T, DS S IE (Sl MRERN 42.1%, ¥
i T HRZH I 14% o TEEERT & B0 RE I ARG H , #2532 DURER SR HTIR YT 1 NCI-
CTC 3 2R 4 i Mk f R AEZRAE 0.4%-17.9% 2 0] K IRER B P0I69T B 4
M GRLEESD FRAEFRENR 1.0%, £ 7R SEEAMRR0TREES, 4 L&EiE
R AN 0.2%.
TR, S IR R 24, A5 G A T R A A R 7 R PR R i 3 BEL
F, 3R DK e L AT 78 43 RO 1 o 5 s 091 R g v 0L 17 5 80 DA BR B B 9 v BT B
B -
W DR R R AE T E R, HAR R NI T OSSR (TSI, ERE
D DURER BB S| A e I ) XU 55 S5 i SR 2R AR AL T TR Bl PR B VR YT #0 A R R
] 31 S B 45 B AIE (PRES )
FE— TG PRI FE RN AR A DUARER S 0IR YT 0 S BIURR I B2 R M O S . JEOR RS
AR B O e R ) 2 R s BEATL S XU 22 R BRI B3 90D R 43 T i1 2 PRES
B (0.8%). BIRFLLRE B M4 RGUSIEUE, (B PRES M@ H7E ) LR N IH R BUZ /A .
MR EE
- SYki EE R
TER FH DURER B BUIRTT 8 P LI ) 263 b WL R 3 Sl ik i AR e ZE oA (0 R A 2 Bt o, 3L
HELEE AN L R A OWUERE . BRI R AR DAL e sh ik i ke e FE A
FEARIGR RS, DRGNS AR ZE R SR AEZRN 5.9%, HZARLEII—EN
SERT RN 1.7%. EHSZ DURER B PRI T ISR YT IR E T, A 0.8% M NI T 8L
gh)E, EREZITREE T, X—ERAN 0.5%. R TUREEIHBITEE T, 2.3%
Mo R A T A A CRISEE MRS R (R, XTI RS M EERN 0.5%; UKL
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BREHUAITHPE 14% M N KA T OIESE, 7EX IR FX—E 2N 0.7%.

I PRIRE: AVF2192g BLAE T A& &2 AR L& BRI TR, B 5 o fEILI0R 5

M5 3 DIACER BT 2 8 i sh Bk i A A ZE IR AR 3R 11%(11/100) , ZEALST X HEZH H 0 5.8%

(6/104). TEIEXTHRIG KA 7T AVF3708g 1, #5252 DURER B PUIE & f7F 0 8 HEvR YT 5 DR B

PUERZG 0T I 2 R Ve I o B A A8 £, LNk AR i ZE K AR 26 4350 6.3% (5/79) 1 4.8%

(4/84)

- Bl EE (g [EEEFHD

TR 3 FiOd N I RIR I, DR ER ST B K AR A ZE 1 R R A0 2.8%-17.3%,

FEARIT SRR 3.2%-15.6%. K A2 e T8 S (5 TR A Mk i A R i e 26

TER FAAYT I VAR ER SRR YT B R R, 3-5 SRk iad i ZE Ak (0 R A= e =i 7.8%, 1E

SCRAIT B A 4.9%. HHMCR AT IEE ML, 82 D0 # K A AR

FE [ B B2 DRER B BRI T BB TRYT S, TTREEA e S R XU

FEFREEE, ER1E, BUERIEESUE (GOG-0240 WFF) Mk F, 52407 A I AkEk

ST EVRYT M R 3-5 JLp ik AR AR FE AR R A R ik 10.6%, S, %2

BALIT IR E N 5.4%.

FEIGPRI 5T BO21990 1, 552 VARER B HUBE G TS T IR YT B A Z AT T 18T 7 RIS Wi

JRBFAR MR R, e 3-5 G ER K AR A% 26 K A2 2653 Tl 7.6% 11 8.0%

Fo M D T FE

FHAT AL, 7E VBRI R IRI T, BT RIS ROAE T #0083 T e k0 ) 3

(CHF), {H/2 R B RALEHR AL e B o 2E AL MRS e JR o AT 10 5 T TIT ST

FT (AVF2119g. E2100. BO17708. AVF3694g fll AVF3693g) ", K UAKERBFTEE & 10TT

B 3 9481 3 Jbh I CHF MIRAEZRRIA 3.5%, xR AR ERZAET 0.9%. X T

TERFIT AVF3694g P2 IR HT A 3 5 DURER L HTER G iRy 7 I B3, DURER ST 4R 1R

Y 3 a3 UL I CHF MR SRRMIFHEHAEA IR PR BIRRPAER

+ DURERRIH AN 2.9%, BIRRPUER RRGIHEF N 0%, BhAk, SR8 H 2 2 (8] Bt

G55 CHF HIRAFARML: BIRRHA R+ DRER BN 6.2%, BIRRTAER ZRGT

A 6.0%.

FERE RV FL I R0 TR 4B CHF R 2 HUB B E L IDE MY 2 )5, FERAN/E A 0=

ThRe A BT .

TERZHIRER BB PUI RR IS o, #OK BEAE 875 NYHATI-IV 2% CHF (¥ # B AHERR T &,

PRk, JoVERAA XA AR CHF RUR (5 B .

DA #2521 R S 25 AN B0 B AT IR BE 3 S0 TR T # T Re 2 K A CHF fER R R (S

W [ERFEHD.

FE—TUAYTIRIBIER B 40 CIR G R 70, 24 38 352 DURER S il B 7 S i
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300 mg/m? )% LR BEAIATTIN, WEEE] CHF & A RN . 2T I PR iR a6 4 ) 52 4

ORI e/ 22 2 2 K 3Bl 3% JE fs (R-CHOP) B4 DU ER #4715 R-CHOP AREE S AR

PRELHUIEAT T AT L. BARBAR CHF KA & T WifE 2 R LR RYT PRI 45 2,

{H 2 R-CHOP Bt-& DURER B4R Y7 I R AR 2 o

HOgs (U [EEFTD

PRy DUARER BT AT B3 A P2 AR AN R4, RIIGTE T e b, A PINTE DR Bk

PURITIFUART 28 R WHes2id HRFARM E3

R EpE I ARIR I B TR, 6 DURER B PURTT FFAGRT 28 —60 K2t AT AR

B, ARJE B O S R RRE B AR AR I . (R AR SR B R B F TR

[l B SR AR B BTG YT, B AEE KT ARG 60 RZ A ARG H LB F@ & 3 RRE K

AR TR RAERE 10% (4/40) F120% (3/15) Z[H.

DURRER SR YT AR R ™ A DA IR RO, HR LA SIE L . (S0 L

BEID R AR MU o IR b, #e2 DURER RPUIRIT B 3-5 &

T D AE I RAER R AR 1.1%, WA EE N 0.9%.

RV R R BE T (AVF3708g) , ARJGH5 N @& I AE R A% COREmig I TF At o

ZUTFRBCE R (RS DURER SR BURIT AN 3.6% 18 DURERSEHUC & O L 8 BEva T 40

M 1.3%.

He 52 DU Bk B P& UG T IR 9T 5 A3 S T8 7 IR I TR 12 T I 0T B 4 B R ) R

(BO21990 Wt 58), 3-5 AR 540 H & IF RO CRFETT AT ARG I RRED KA 01N 3.3%

CORER GRS AT ) 1 1.6% GBALIT ).

EAR (ZH DEBRFETD

I RS 45 SR R TEHZ DURER Ry T I, AR AERIE 0.7%-38% 2 [A]. &

FUR ™ B GIR EJOmER, —id k., ME R AR B SR G . iRy HEE T, 62

5 81%MANHILT 3 AR, ERTHBE P NER 4 HEOR CERLGEIE IR

BN 1.4%. 10K VARERSRHTIA YT I, A i I S0 1 238 R A B 1 PR I JRURS: T BB K

FUERRIT 1 G AR AETT RS S DURER AT R AR O EEAE T 4R R DUARER B4t

T AR R B A o R 2 UG RS T, SR K F>2g/24 /NEF I, 75 B4R DURER

BHURYT, BEBREAKFRE S <2 g/24 /N, FIFFGRIAIT .

BRI (CIFIRIERTE), BRI () DEBFETD

FESE LI RIS, $2527 DUARER BT I T IR T 10 R 435 T B0 7 S i R s o o

AT TAN 2 AT & . FESELEIGPRIRIG AR RSB R A 28 T AN R

CUURER BB TT BB MR AR R m IS 5%).

WERWEE T () DERFH] & [ REAHEGLHZD

X O SR VT Al A G BRI 9 SR8 0B AR v o R4 3 AN A EREL P4, FSH /K
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*F>30 mIU/mL, LK B-HCG WEGRATIIBAPED: 7EHE5Z DURERBHUIRTT (1 38 h P SR8 A

RBEH RIS o2 W fEd 1k DRBRSPUIRIT IR, KA i 9P ST R T LA 5

Fe 52 VARER STV YT R AE B 20 B S0 i A B A

BR () DEEFTD

BO21990 & — 1l VUARER BT A TSUALST I60T7 3812 W 5 5 BRI AR (BT XU 2 BRERI

B 20 AR TS, BeBit 7 i DUARER BB & TS ST 2 T S5 4R 3-5 GGk A

N 54.4%M 12.8%, FATEALIT A 737109 39.1%M 7.8%.

ZERE

FEBHLIG R IRIR T, 0 >65 & I KA IURERRHTRITI, RAEMIMLE S, mE

P g 00 A FCo JUUAE B8 26 20 ok A A E 44 1) XU P REOK T AR LS 4R <65 B IR (S

CAEZRFED] M UCRRKMD. 165 % UL EEE P s A H e R AERKm A R M AL

5 3-4 ZRI0 BRI RTINS A % G (R R AR M ek D BEVS L By SR

P o

— IR G B IR R R h (BFFE AVF2107), %2 DURERSIIRITEEEE (>

65 %) 1, AAEE B I i E IR T8I T A H AR P B AN RO

(R AR BRI AN T TSR DR R BB IR T AR <65 & & .

IEEEH

DUREREBHUARBAAE A T 18 5 LUN NBF. MR IILAE X R ANBE P72 4k AEPI I

I G RIS (— T L3 = G ek 28 I TR, — 100 L3 8 MR SO LR B AR RE SUULA

TR LI H, DURER BB A PR TR YT OE ) LB R PR oI R IR . FEATFR

RRRIES, BfE T DURER RGN 18 5 LU R AR I 7 BRAUE IR FE LAS M HAd B AL 1) B IR B

TR ERERE

DURER SR YT W Re SRR MR T B> . AT B>, DU IR A

TR PRI 25 B 7 5 A ot B 4 1) R 3 AH LU, 7R R DR ER SRR YT IR R, TS

3R 4 Y ER A R R ARG (>2%): MUFETE. ML CRRIC. e pE

&, MANPEIG. AZMETHEO . PT GRS K. WAL T,

I PR AR 2% W A A BICE AN P H R LS VR R s (BRZRKT I 1.5-1.9 £ A

F DUARER BHUA D% o LIS LA T, 548 DUARGEBR SR 8 1) S B A I PR AR AT P e AR

BT K.

B JR i

SRERITYEE AR R, DURER ST A LR G T AE 1 s SR A

L A AT IR ARRE F, SRAAROERINNE (ECL) fE 2233 iRy B, il

15 14 B (0.63%) Y7 51 AT DRER SR HTHUAARRIE 45 R PH . 7EIX 14 FIEEFEF, 3 4

B R FH B G R PRI 58 2 (ELISAD ar BBt DU B S B h ANBAR BRI o 3 ey DUARBR
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FRLBTHUAAR I PR 3 SR A T 1
G JE IR e 45 A S A T VR R BB AR S e m AR OG, IF HoAT e sz UK JUM R R 5%
M s MURERALEE . BUORERIETIR] . & 3R 25 ARG M . BT FOR IR R, Eeisd DR Bk
ST AR FE R T 2R R AR S AT e R S
tHEZ%
PR B &R S A SRR, A DUERER BBt T e 56 iR 1 LR AR RN (R 2).
HRE MedDRA R Zu#% 7 KX AW R RN BT 7398, REFR P [ RN FRIAR R AR 2
FLURHH]: % 0 (>1/10); F W (>1/100 £<1/10); fH K (>1/1,000 £<1/100); F
M. (>1/10,000 £ <1/1,000); +45F W (<1/10,000).

# 2. EWEMEARRE A RIS

R RN PERRR
R BRI

RBEHE R ¢ 12 S
S RGHTR

TRV 24 A
B S 3 A
H BB RGIN

o ML P 34 R
AR S O 5 A iE (PRES) 2 S
MBS H RGN

i S 3 A B 1 R P LA P Rt A 24 A
Bk A
B ke A
IFREG MRH TN

Sk AL A
ISty Pk v o A
< R A L
E G &5

=L7ksrs A
FFHER TN

JH P 5 1L A
LT B R S ARG

TALERSE (OND) 3 AT
BN R SR SRS ) A AL B RS 7 A
HRISERIE SRR BTN

5 LIETE 8 A
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U kR T D A I R T B LB

250, [ AEEHT).

SHTREA I AR WPEORIR M. W4/ R4/ . (RIUE @ e MR R, BRe. 2E6 %0
/Xt

S WL IS ISR I R Y

STEREZ I TARBR BB FTAIT IR E , UGB T FAUEHRIE (OND) BN s, EESHATHE s S &
A FF AT IR 5 2K 25 A1 SR

6 g TR ER B HUATT IO LR BRI (S AR AR 2, LB 5HE D).,

TSR TS M R e SR A R MG AT R TSR B )L B BRI AE AR, BRI RN -
WEA RN ET 2 d, (A RFEE AR CTC - REii s R85 H.,

8 CUTEHERZ VIR BR S P 25307 B S 8 00 B R A MR IO AL T 25 06 B (1 Ak Fe 3 e S 3 ) (O, [ 22
1A RIHF T L HZD)

KRB LW EMEHZLBRRFEAR R RBH#D

MRS B s (R T AR At A B Ak Py A D

JEGLPEIR N 28 4 RATE, 6 n] SEUKR AR, 1 0Bk 7 B R A ZE {4 I
SEUMRERG 2 IR RIE (i e ] SEUK AMER, A5 1 AR &4 H &bk i
AFT 259 fa B 5 2k B 1 7 R S R AR A, an T PERR 9 28 . R A I 28 A B RS
RS, WBERIE FRATE); MM E R D EAE):, RAEF S FRA
A); BRPYHI, 3mSR i o s A R i BRANTE); GEIEH L (FRATE ).

— TS [ 7 PR A B JE A 78 5o FH AR 8 v ) B B4k P AR Bk B i 5 L RbHE R T ERTR
ST MEZEE S PR R B 34T 1 b, WS DUARER SR U AL AR P9 2 0E XS TH s (IR IE
B HR: 1.82; 99% CI: 1.20, 2.76) CRAEZEN 0.46 £HEA4F/100 1 E 35 /4 vs. 0.26 1EFHAF:
/100 B & /), PLAEAREFARXE TS BRIER HR: 1.11; 99%CI: 1.01,1.23) (K
AR 6.33 HEAE/100 B B /4E vs. 5.64 HEFEA4/100 B /4.

H A8 AN R AR S50 UE 1 5 1% DR ER B HT AT R AR, A 2] B fiiE
TEEAR A RE CERREYER P 28 LB IR A .

S HHM RIE T RE MR B A N3 D

— TS S [T A B P 5o A P AR 28 L VR P B B A PR v S DA B e 5 L HE R VYR
ST ME N P AR R B AT 1 s, Wiy DUARER SRl e i 25 p KU T i (R
IERY HR: 1.57; 99%CI: 1.04, 2.37) (KAZF 0.41 H3FHA4H/100 6 EE/4E vs. 0.26 1FZE14F
/100 B B35 /4, PAARSFET RS E (BIERY HR: 1.11; 99% CI: 1.01, 1.23) (K4
Z 6.03 EEEAF/100 BB /AE vs. 5.51 3EE/100 41 B35 /4F) o

BB T IOW R VE R 7 R BT AT R R S B R BE T2 3R 45 AR AL . — T BE AL FE I AR B6 o A kv
1 UARER BT 5 CRUE TR T IR 2 S s AR M FR A 3 AT TR, WA B AR,
BRI ™ E A A RFER RS &, P RS8R (R IE XS
1.29; 95%CI: 1.01, 1.66) (KA 24.1% vs. 19.0%).
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DR ER B HTAE T T RO R B o B R
B AT R
PG RO SRR Y e e NSRBI TRALBTAA

[(EEFEIHR]

B & 5L R

FERH DR BR SR HTIRIT I, (35 A 2R B il o L AIE 2 7 LA KU T eSS I (B L IR R R
BLD. fERA T BmiE s SR EE T, Rz AT DRER ST, 5252 DURER TR )T
MIRFERIE . RO NVE B M 1k B 2 £ 3 Hh DL B IE AN B i A T 38 20 T T A (i i -
PlaEss) mXE TR (20 IARRMED.

FEE i E %

FERH DR ER BTG IT I, B R AR XS AT REHE I (S IARRRBLD.
RAETRERE (TE) BEEUEM—F 4 SUEKEE, BAZRAVEMEH IURER BT, KA T
Fg i 4 S A% DUARER TR BA IR XA T B i DA AR, Ri%% 81
FH AR ER 4T

i

SR FH DUARER S0 iR T (0 R LA KUK, el 2 S R A R I (S IR RRBLD .
FERH DR BB T i R R AR T 3 Bl 4 R MK, ROk A e B DU ER 5
o

I H AR R AR S B RORECIR AL P WA AR X A 20 28 e e 18 1) B8 8  DUARER BT I PR e
AIHERR ANFE o PRI, A AE SR AT IE 1k O BE AL 96 PRAS A 1K SR N A A Pl f 22 2R 43¢ 1 afi
AU o 127 0 A8 1) TP 48 AR G0 Y IR SOEARAAAAIE, 2R — ELHR L 1 U b gl 2
Z T DAREREGURTT -

FE R S RN AR 5 AN B SRS PR B L (1 (8 T, B0 AT A6 R DURER BB iR T 22 i
JR Y A RO L PG T AR AR FE A R o, B30 PASA R IRt 2 e R, K
N BF PRI R RIS Ao BRI, FER SR i CR A DR BR S U AT 18T
AT, PAZBATHE I8 . HoE, R3S VARER S PUIR T R A T KA i) 8, RIS
KRR LS M DURER BT TIR T, 3 el 3 A B I A A SR L =
BT E T FARZ MR BEBE P (/5T 5/ e BERIREERe (= [TFRERMD

AT IR, K A P TP e R A K 2 24 1) DUARER PR OB AR IR 45 FH T R et v (1 35
RAER G, SHEA T AR TE ™ EAREA RS AF CRLAR AR IR Py 2R AR R A R e
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D)o HASELe S SECAFRFRE ) TR, GFEK AR .

sl (ZH [ RRMD

SR FH DUARER R0 vR 7 (0 /)N s S5 25 T e T M o i 2 7 1 7E i 491 o 22 2 3008

F i S ot/ i B R (S0 IR RRBLY A« 53l R Ak il it/ i (> 1/2 2% Repofe

LD B A RNAZR F DU R BT T VR YT

A MLE

FER A DR ER S HUIRIT I AR R, SR i I 1 R A 3 BT i o I R 22 4 e e 3 W o

I A T e B IR AR . 6T R SE 5, TEFF AR DURER PR IT 2 a1,

S % K6} B AT BT BB F) 80 0L FS 28 T 78 23 RO 4% 861) o 76 T DR ER B0 367 I I 1 o 2 1 ) BB

Hr, JEEA DRER BG5S R ] DUARER BT Ia T R e, o6 i e 3647 M 0

(Z0AARRRMD.

FERZH0w 1 b, H I v ML PR S8 8T LUK /A 75 0 R FE R o 1 B0 oo I R V9T 78 43 b

L o 0 TR AP MU VR TT ASRE 78 202l I B B e I AR, B0 AR T e U fE R B

e L O P 87, REZK A H DUERER BT (S0 IR RRBL] UK ETREERD.

] 1 S B 45 81F ( PRES)

DR B BLIR YT B T A W S SR 45 A i (PRES) FEAEARREAR (4R 25 4% /b, PRES J&

— R WL R, RN AE . SR REMOIRAS SR . MSEREREY, BEEKRE,

PR B AEA @ . PRES (1912 1 75 22 B O AR R 2 45 R, e I R AR

FERAET PRES M &, S UCK A A48 32 1 s LR TE P9 RS S e REVR YT, TR 45 LA

BREhi. HAEAR TR KA PRES M, FHIFG DURER PR IT I 2 etk

(Z0AARRM] UL EHEER).

i ERE () [FRRMD

FEIG PRARGE AW 5% B 6 B2 52 DURER SR HUICA 1T 10 R v, B A 08 T b o T e e

RAE (TIAD) FLLAUESE (MDD 15 PR30 ik AR 4 58 (10 8 A 3 T A0k e 2 A7 i B

ST LKA T A IMARAR ZER B, ROZK AMEE DR ER .

A hk ke 2E s, IR EE R KT 65 % B2 IR Bl ST I B TRIT IR

TE DUBRER BHTIR YT I AR o R AR 2 Mk A A FE 10 JRURR: 38 v o 7SR FH DR R S o one G 2 B AT

BT, BOZIEE .

B E (4 [PRRMD

TERFH DURER B BTG T I, S35 T R THI I 5 R A LA I A ZEE P PO Bk A A ZE PR 4 (1 X

538

1 UUARER BLPTIRIT FRER e . R I S R 1 o 20008 1T i 2 48 50 P A e 2 A ) UGS

(ZW [(ARRED

AR EFRAT B RS (490 WSk FERA, OREMRIE, MixisH Bk, Xt
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FEIGPRREE 8 24 TR G RO /1553 (CHF) 2BibrE M : . WICRERME 1 70

IR AL A B B R BT B A B A ER P CHF

FEASFH DUARER BB 6 W R 28RO MBS P B3 (g oL S B8 e I 0 ) 30 ) B

I,

RSy RA: CHF W) BFHHEA R ANE, I B fTES B RAYNIGTT, 5

0 MRS AT, B B BB KRR CHF MfakF %

TERFFE AVF3694g 1, BEAE R 2 IS E RIRIT I BB B2 R R LA BT 5

HRBUA A+ DR BB B R T AR L, R SPUAE o+ DURER S & TR 7 AL T A5 21

CHF [ RAERE T TG . fEWFF AVE3694g Fil AVF3693g 1, 43252 DR ER Pt ST B AR

7SS T CHF 3 2080 3 UL B R AR S e T Hes2 e T iR I 8 . 145 R

SR EREZ BN EPUE RGBT B AR B E A PR RINES R —3. (S

WARRRMED

o P D S

L2 W8 3] 5 SR F AR T I J AR LU AL, ZE e B BE R M7 77 RIS VAR B BTIR YT 1Y

e S VA R eh v il RN e e e bV R o e e S N R it b o e

e GLHp byl EL 4 R A T AT HIRAEZRA ATt n.

HO0 8 & HRIE

RSB AT REXH G D A7 AN R . Ol B SO S = ™ E A4 D @A I R .

HRFARJGED 28 RZ AR WK BGURYT, S MIZERFARG N E2BEZ

J5 B FFE DURER P RIARYT - DURERRPUIRIT IR s R A T 07 D& R RRE R B, N

2 R RPRYT, BRI DS e®E . FETHRINT AR B E 0N AR R PR

57 (20 AIARRMED.

FERESZ DURER BB IT I B PG IR PEME R R CRAERFET D AR s @ 4k R T4

M@ &I ARE B s 5 LS . — B WO FUE I 45, ST ED &k DUR BR B 40

I RE MY (S0 IARKRMD.

ZAR (U IFRRED

I RS 45 SR R TEHZ DURER 4 ST AR YT I 3 b, SRR AR m T R

B2 AT R . R DURER AT IR T S T, 4 EAR CHRZEEE) MRAE

FIEFNT 1.4%. MR T EHLEEAE, BR%K A 1 DURER BHTIETT .

BRI (CIFLFIERTE), BRI () [FREMD

BFTTREA KA U N, CEAEI SRS, SO O SRR RS o 75 DU ER S 47145 24 4

RS2 B VDS 3 o R AR 8L, R EsyE, JERBUE M IEIT . 25 T
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EEUIANRERT 1L BER R

BB RIS T

i DUARER S 00T e (e HES BB AN/ BB Bk JZ B . #2287 DURER L2 i, RS
kR 7 e At IS R 2 1 6 75 2 R XU
WRFES/LET) (ZH AP RERMI L [ RERGAREL 2D

DURERSPURT e 3 L2 E B 0. DL, FEAEA DURER B pTia e, N5 a8 EEE /11
HL T IR 5%,

BRFEFYL 55196677

AR DUARER B0 25 RS P ATLES ) BE 7 O SE M A AT R 7. (B, ISR L
ARERFLGTIR T AT RE G N 202 B B S PR A 58 70 I 55 1) B0 3 BOL B RE ) R BRI A R 344
MR AR,

[(ZEREIAEZHE]

AEH S IARRE] M ERFEHRD

DARER LA E LV . N BCA T R4 B 1A SRR A Y DUARER S AR B AR
B RESIIRI SRS .

SR SR 2 A PRI SRR ] DUARER BB AT e LRI ZE B DA A R (S 0L (4 E
BD. Wi 295 LML HTH LSNP ORI, TAREREGUIAT 4L0 o1 S0 (1R A R H
XA . PR DURERGTIRTT R, K BE KON IR LUK R . DURERBHTIR T )
NS AT ERYETR

pii

B AR A DRER BB PUREAT IR TN, RIS 24 (2 i it T 294080 112 % )8,

FEfR e — IR DURER BLGTIRTT 5 A 280 64> F PN R IRE 24485 it

R

WHFE 2RI A2 A i L) R B 2B 50 B3 2 T DUARER P50 i 0 A8 A ™ ZE IR
T e B BRI IRES S -

FEMEARIA iR A TR R e (S0 (HEBE ] B . O 1gG W LF ik
FEBERs, 10 H UURER T REAmd AR LA IS A e 2 BT R, SO BIEH] DIAkEk
PR B 24 B CRTAIR IR TS MEAL T 2500068 T R S BLUIR LI 6] (S0 IR R KR
RD.

PRI, EREGR B AN B Z A% DA R g

S FLII R

H RIS ANKNIE DU ER 47072 75 7T LI A LR KDY RRA 1gG w] DA 2L HEME, i H )L

RGeS T B LR AE K AUR E S DRI R AZ 3 W 2o A SR F DA R SR Uk A7 VR 7 I 22 1
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WL, JF BAERR — R TURERSBTIRTT R 52> 6 A WA ZEREUREFLIR SR .

[LEAZ]

DUARER B0 i R IRAGHEHE ] TR0 AE 18 S LU ' . DMRER PRI — NP 2 etk
57 R M AR WAL . AER I I I R R0 (— 300 L& = B e e I TR ke, — T L= e R ik
RESUILALR BCAR RSOV A AL ZARD s DURER i S a7 8 ) LB =B s R BoR
i AR 2 o

FEATFRFRIIRIE T, BFT VRGN 18 & UL R AR L T BRAE SR 58 LA At 3 £5r
FIEIRSE. EIL TARKMD.

[ZEH%]

XERE S TREHL. *RBE TR 1745 BIEF BT T —DURZRME. ILRGHT, 35%IM 35 i
>65 % o TWHRRINM, SIS AT I EE AL, 352 DURERSLHTIRIT I B3 ATE B
RAERTE: B2, 265 % 8EK ATE KAEFRIEI (8% vs3%) =T <65 & BEH (2%vs
1%) GEW DEEFTD.

(Y EAER ]

SREHSNHEELER LR EHARKAEEH

TERPBZ YN TCB BT L1030 7 19T

IRYEHEAR PK 0BT OSSR, A S 216 LT 5 DURER S04 QI 2 1B A7 8 LA I PR TR S
M EAR AT DURER S PUR 253677 5 DURER YUK S a-2a TIREGE L EMLST (TFL, 5-
FU/LV, RE/EEEE, RIBANESZ SRR, /S T AL, X URER R HTE R
MR ARG SR, ARG IR T AR ZE 52

e B BRI R E T2 I 251050 77 I

BA WS R VRSO & H AT INE o-2a. JEIEEE LIRS 0S1-420) 5%
FAIT UL R RO TE A1) SN38)  RERbIE. BRVDRIE Gl Rl s 41
BACSEAEIE) LA R 25AREN F A MR B A B IR SCRE M o DUARER S0 135 P
BN AR R AR AT TEE 1

NGB LG5 FRBATE B BB & 18/

£ W TR A AL 5 A Ao PO i PRAE T, DUARER AT (3 2 J 10mg/kg) 5-ERIRET JE e (BF
K S0m@ B A FETT 19 4 8 i 7 4 B s A T U L E 2L L CMAHAD .

MAHA 2 —MiF MR &, RIOVIMMPIIE. TR . BAh, £k b
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MR FIME (ORFSIEES) . PUETHEmM LR AR B Xk B DR
PURIES e & e i IR, BTt (0 [ERFHM] ik, EEK. PRES)
AT

BO21990 AT 7T /&AL 12 Wr i 5t B0 MR 1Y) 921 451 /b i EAT B L BIREATL . XUE . 22 RiH)
xR RAT T, A% FERT (B SR L JBURHA T A DURER LTI SR T 1 & AN
ROMEBEAT T VP o A0TSR RIS DARER SR OQ BRBT O AS R F AR AR

DR R BRI 5 [R5 0T B 22 A PRI B8R A SO v 2R B

[(ZidE]

NN S m A (20 mg/kg MRE, & 2 J—K, FRIKENEL2)) ol RedE s g o
7L B ) i S o

(7878

BEEBMLZEG® (mCRC)

BT

FE=IFEAL BRI, BIEE T SR HERE A 1 DR BB (5 mg/kg KT, 4% 2 A4S

210 SRUREENE A — R AIT AR YT I RV 4 B ) 2 A VERE E . TERETT

Hr, R DR ER BT S P YT T RIBG LA«

©  AVF2107g: fFILE& FHEICA PUsVE S 1) S-RURBENE/ I YA BR (IFL 7%, BA% Y
—, L4, 6 HR—F.

*  AVF0780g: 5 PuidiyEat it 5-9URmsne/ F LU S M B (5-FU/LV) BLE RN, S %4 —
K, e i, 48 FN—EMA (Roswell Park J57%8).

*  AVF2192g: X TAE G E R —LIGIT RS, 4 T POE S 5-9600R e e/
BEPUSH B (5-FULV) BRERH], FRGA—R, Sk i, 58 N (Roswell
Park /7 %)

FHP =T ER B T R MRS B IR R 7T — 21697 (NO16966). BEfEARHEZ

DURER B BUIR YT B R I IR YT (E3200), DL BEA: 352 DURER S PLIa T I 3 7 — 28R

T LB RE R JE T 69T (MLI18147). 1F LRI r, % UL FAZ T RA T IARE

¥ifi: 5 FOLFOX-4 (SFU/LV/BEIDFIH). XELOX (-REMhis/BybFIED DL f R msng S

JAFESL B FREAN SR I e 2/ SRV R B 6

*  NOI16966: VRERIHT 7.5 mg/kg A, B 3 LI, RIS RSB s A0 ki
YDA (XELOX), i3 NARER ST Sme/kg R, & 2 AL Z5—IK, [FINERIKS
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TEULFIE, FEE AR S-aRMEENE PR ST, B4R T S- TR W E B KA
(FOLFOX-4).

o E3200: 7EARIESZIT VRERHGUIAIT I EE e T DRER 4T 10mg/kg A, & 2 A%
Z—IR, [FIRTERIKE T BRI, RS R AN S-RURBENE PORESS, BEJE4 T 5-9
PRUENE K EE (FOLFOX-4).

o MLISI47:E852 NRER B P1—LRIAYT 5 LB R IR AR R, DURER BB 5.0 mg/kg/
R B2 ) B UUREREHT 7.5 mg/kg/ R TE (55 3 JA—K) SHURBELER/ T B
B BRI e 2 BV R F o SR — 2R T S BID RIS, T 2 e AR S
WITHR, RZIMR.

AVF2107g:

R TRENL . BUE . WX R I BRI ARRES,  H RPN DURER 415 IFL A —48

RIT VR B R . 813 44 A BN/ Bl 32 IFL+ 223857 (1 2D B IFL+ DK

BREPT (5 mg/kg, B2 FSH—IK, 24D WRIT. 53 HM 110 2 EE 2 TS 5-

FULV+ DURERSHT (3 4D 897 . #ITSet, — B IRk HE G IFL 77 R 2t

RN, T HA R T A2, W k3E 3 H N4,

IR T 2T S HOR SMAEA . 1E IFL V89T 7 RN DURER BTG, AR ok

AR IR R A I T B S RE R s (rE RiES L% 3). RAL

FEIANE I AR FRIT , 7EFTA TG e 1 B WA, o 4% B AR IS | 151 ThREIR I

JER IR AL 52 B3 B AR DA S B MR I R 55 20 R & A2, #W SR 3 T DUR

PRELHTAIIE IR IR 2

x 3. AVF2107g TR LRI & R

AVF2107g
148 24
IFL+ 22 & 5] IFL + DUk Pt @
PN 411 402
BT
sz R a] (B 15.6 20.3
95%CI 14.29-16.99 18.46-24.18
R L 0.660
(p=0.00004)
et e A7
AR TRYED) 6.2 | 10.6
AU Lt 0.54
(p<0.0001)
BRIREY 34.8% | 44.8%
(p<0.0036)

*5 mg/kg, B2 BLEH—IR
O AFXF TR HE A

TELIENHZ BTN ECE] 3 4 (S-FU/LV+ DUREREPD 1 110 & EEF, Sk i $hs
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AR 183 AN H, A ToEk R AR AR 8.8 M
AVF2192g
TR E « BRI 1T G RIS, B R IE L ANE &3 — 2 08 HEvA
STV S Bl B b, R DURER BT 5-FULV BRE 4 2518 — it AR .
105 4 BEPBENL TR 5-FULV + B4, 104 4 85 PEENL A2 5-FU/LV + TR ER
Bt (Smg/keg, B2 ALGH 0. A RITER R LR IR Bk e A k.
7E 5-FU/LV 77 =9I\ DRER 54T 5 mg/kg, & 2 G 25—k, 5540 5-FU/LV 47 5 JE 2
LR, B MRRESE, ot R AR EEK, M HAL I EA K&,
NO16966
R —TEEL XUE O F TURER 50 1 T ARG, B 2R DURER BT 7.5 mg/kg
3 AL LA TR B AR KR S BRI (XELOX) 8 DURER 4T 5 mg/kg
2 JH L ZiE BUD R B ER b, TR DY U R AN 5-FU PRI, BEJE45 T 5-FU B ikiniE

(FOLFOX-4) IV YT %R WAL ELHE P H0 7 TFU6R 2 43 s A AL A T e B 138430,
BHPBENL IR ASF VAT 4 (XELOX Al FOLFOX-4), BJ5 /& 4% 4 AN 2x2
PriFlatse 35 &7, BFHBEN T EINIANEYTH (XELOX+ %2/, FOLFOX-4+ %
BRI, XELOX+ WfREk 41, FOLFOX-4+ DUREREHT) o (R 4). TEH M, HRX
DR ER BT AT 73 BL A XU o
FEEE 1L  iRB  DUABEF 2, BEAN A RABENL MBS T 350 4 8 .

£ 4.NO16966 (mCRC) HARKIBITHR

BT TG &= I ) 22 HE
FOLFOX-4 8 #% BB R4 85 mg/m’® IV 2h 51 R TR
FOLFOX-4 + D4R Bk 5 | HHERDUS R 200 mg/m? IV 2h ¥ 1 ORMEE 2 REETH
it T DU S BR

B1RME 2 K, BR
BT S-FEIRERE TV R

G R W
5-F RS g 400 n'lg/m2 IV BdE g,

600 mg/m? IV 22h
G A
R AR ER ST | 5 mg/kg IV 30—90 min #4F FOLFOX-4 [T
—xK, 2 FL%—IK
XELOX 2# BYL R 130 mg/m* IV 2h 91 RATHRIF
XELOX+ DURER oL | Rhifhiz 1000 mg/m?, FIfiie, BRP | REsthiE, HIR, &RH
" W, FEB22 A (bS5 1
HIT RO

TERIFE DR ERAHT | 7.5 mg/kg IV 30—90 min | 7E45F XELOX HIBT—
K, 3 AAEH—IK

S5-SRPRMEE : 45T L DY S0P ST B PRdETE S
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BRI F BT S G Tt R A A . ST S P £ H 1 UE] XELOX VAT AR
HAT FOLFOX-4, LARAF# NURER 415 FOLFOX-4 B¢ XELOX fhJ7 Bt GiaTT BIRCR
T HHR AT HIRCR » G5 REWIWE TIPS E 2 H LS 1 -

D IERFET AR, BRI LRSS FAIE B XELOX Aot J& A A7 AR A A7 AN T

T FOLFOX-4 4.

i) FERFAIT N, SR RS AR B T DU SR 2E 1) TGt e AR A AR T Bk

I (W 5.
MRAEMSL A ZZ 012 (IRC) AT A7 B35 BT BTN HEAT B Tt Jg AR A7 A 43 A
HE T TUREREHURIT N EE ok T HAHERBIEARR G (ER 5 FER T IH T
2550, X S5EILE T RSB AA G B E R SR a2 — 80U,

5. MBESPRIRBITHER ATT A#, NO16966)

FOLFOX-4 FOLFOX-4
B XELOX B XELOX
A D R SURFR B Pl
(n=701) (n=699)
FBEAR
s ek AR (D) 8.0 9.4 0.0023
AREEL (97.5% CD @ 0.83 (0.72-0.95)
RELER
T TR AR (9T D
) 7.9 10.4 <0.0001
RAREEE (97.5% CD 0.63 (0.52-0.75)
WAL JERE R AR BT R A i
O 8.5 11.0 <0.0001
RAREEE (97.5% CD 0.70 (0.58-0.83)
R (WHRE T, %) ™ 49.2% 46.5%
R O H AR R2TN%) ™ 37.5% 37.5%
Hf B AT D) 19.9 21.2 0.0769
RAREEE (97.5% CD 0.89 (0.76-1.03)

TR AR H B 2007 4E 1 H 31 H A AEE T

"l AL L H I 2006 45 1 H 31 HIEEHr

& AEF TR R ZH

ECOG E3200

X —TRBENLAT IR TR T AR 7E,  H A2 T ARALE BEAE 52 16 97 HI G A 45 B e iRl
(TLRIBTT) W4T DUVRERBAPT 10 mg/kg BEA BYDFIEAE kT, FEEIYE B 5-FUR

WENE PRI S, BES 5-9RURMENEER KERTE (FOLFOX-4), 2 A —RIEIT R . Hd

FOLFOX-4 )7 %% F T 5098 NO16966 3 4 w0k [7] (1 77 & At 18] 22 HE .
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IR F 2T S HOR S, TSGR BEHL o 220 T SR BRI T A6 T (BT ). 829 44
BEZIN T RN (FOLFOX-4 44 292 A\, VUKER#HT+FOLFOX-4 20 293 A, DIfzkH
PURZRYT4H 244 N). ££ FOLFOX-4 77 ZHMA VURBRBH 5, B AL 7 BA
it BV R UK o RN IE SR BT e AR A7 AR S R R R A I T G St
EMERMSE (ZHER 6.

% 6. E3200 FF AT R

E3200
FOLFOX-4 FOLFOX-4+ DUk i1 @
AEPN 292 293
AT
DA INGED) 10.8 13.0
95%CI 10.12-11.86 12.09-14.03
AL 0.751
(p =0.0012)
Tk A A7
DA INGED) 4.5 7.5
li54e4 0.518
(p <0.0001)
BTG RE (%) 8.6% 22.2%
(p <0.0001)

“10 mg/kg, B2 24—k

R ED O RGeS

BfF 9048 L s e 52 DUAR R B P B 2707 I BB 5 % FOLFOX-4 TRYT I B8 1 s AR A7
B RFEZES . TRk PR 25107 A T R A AR R I Z R 539K T FOLFOX-4
H.

ML18147

KRE—TRENL. R RO MRS, FE4 8 DURER BB — 23877 o H B R (R 5%
VegE B e g h, B IR ER BT 5.0 mg/kg (4F 2 —0) 5 7.5 mg/kg (5F 3 V0O
K FURIENE N E AT 5 B LAGRR e SR E AT YT 280 22 Atk

FE IR DURER S —2RIRIT )5 3 AW, B HLIEERIS I LR ) mCRC HE1%
1:1 BUB AL 52 LASRURR I e 58/ BV T B sl o PR s e 28/ B S 5 B AT (ks — 2tk
75 RVRAST 75D £ VRERET. W97 RS B R BN RE 32 O de bk . R BEE
Resbr A (08), RIABEALAL 24T ] J5 B 5 5058 T (e [) o
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JE 820 BB BENINAL, 75 DRER AP — 3697 5 HBUE R B R 1 45 B e s R,
UARER B BUBE A CASRUR S e 288 E FILIT e BB KA ATT=819) (W& 1.
£ 7. ML18147 FF R HIF RS R

ML18147

FIRMRIIVLE | et v ek

o A R e K/ B
HARRERRR | gy b P

WREAENUIT | oo pres g o

B A 410 409
BARH
R CHD 9.8 112
95% B {5 X [&] 9-11 10-12
RSt 0.81

(p fE=0.0062)

Toi e
RALEL CHD 4.1 5.7
0.68
XU B
(p 1< 0.0001)
EMEEE (ORR)
R 3.9% 5.4%

(pfH=0.3113)

* 2.5 mg/kg/JH
Tt AR R E UGS . WNEITHTRUERGRBIR, LRESITESR.

HWENRIT S (aCC)

B017920

RT3 ARIBEHL. RO T AR TS, B eV DARER ST CAFIEA 2.5 me/kg M/
J, 2 J—ik5 FOLFOX-4 A, 86 3 l—ik5 XELOX-4 BtH, LAS FOLFOX-4
Ti RAENKT D AE BT TE 3451 F & 2 WA 3 WI4h e d 3 vh (A st A e A
50t RRZEAR B A, A8 DUARER S 0 R 4 IR 8 380 50 22 (1 | Tl e 5 S i R RGBT . 7
3 AL e B E T, AR AT T RS DURER B HUR RIS B AE K TE ik R A A I E 2 H 1 .
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FOLFOX-4+ VIR ER S 20 ) ot e A AF 3RS LB 1,17 (95%CI: 0.98-1.39), 1ff XELOX-
A+ DR ER BT ZH B XS EE DU A 1.07 (95%CI: 0.90-1.28).

FEGIE

B020696

B020696 &—IiBENL FFAIG RIS, & 7R VPN DURER 8T (5 mg/kg AR, B 2 B—0
—ERIRYT P R R RS, L B 1 e R U

EEA RSN 6 At RA AR AT A (PFS), PFS 25T 5038 X iR
VP IR S ALHR 4 M EARZE (ORR, FFFLEH VLD, BAAEH (OS), ZZfARHT A (DoR)
4

G 214 ) b E R E IR 122 BENINEREZ B8 BE/5-FU/LV ¥6897 (m-IFL 2D BfF 32 8 B
/5- FU/LV A DARER BH0IEIT (DURERBEHT+ m-TFL 40D . B ACIAIT Fre 2 g o s it
i B AN R T 2 7 R S

T B E L, AERUR 1B NG 10 DA BT T B& 0. B HIT e
EONTEENEE (FAS,N=203) 7, 430K 8:

& 8. BO20696 FFAHIARMELE R (RN
m-IFL 4 TARER B Y+ m-IFL 4
I E PN 64 139
Teik f A
SEOARINGED) 42 8.3
95%CI 3.7-4.9 7.4-8.9
pfi (Log-Rank #3) <0.001
AR EE 0.44
95%CI 0.31-0.63
AT
SEOARINGED) 13.4 18.7
95%CI 9.7-17.2 15.8-19.6
p{l (Log-Rank #&36:) 0.014
A 0.62
95%CI 0.41-0.95
FWMGERE (%)
EFigae 17.2% 35.3%
95%CI 8.4-27.7% 27.5-43.5%
pfl (Pearson F 764 0.013
m-IFL:
BESZERR 125 mg/m?, #RKEE 90 3, BEJS MR 20 mg/m?, RBKIEE 1-2 080, 5-%UR
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BENE 500 mg/m? FBkEE 6-8 /NI, BRIk, 4k K6 BN 1 AN

ER ARSI ANRE (ITT, N=214) MIFF&T7 ZENRE (PP, N=171) TR 45 Rt —b

SCHF T FAS NBERITT R4S

REMGER:

R RN R IE T 2 &0 NBE (N=21D) #4710, Sk e b7 JEat B DUAEk

FRHTHII SZAERT, CRIAIT AR R B AE R I 5 BROCRERT 7T CRTH

DR BT 2 A VR BRI LE, A T B R WL 28 ) 22 AR B L

FE DURER BT S AT AR A ORI RIE A RS 3 Zomiilk . 3 REHIK. 3 &

LA 3 ZenLsIL. 172 KEghkR . 3 HEMmFSL. 3 Finkk.

o FALTIABEHBIE S T IRARFM CRALSTH 98.6%, DURER BRI G1L
JTAl 97.2%).

o W 3-5 BARFFRATET CRALITAL 61.4%, DEREHIRSLITH 68.8%).

o PARFEMFSBORMPTARIT RS LOIE AL TH (13/70, 18.6%) T NIAkEk
PG HITH (14141, 9.9%). KEZHA RFAZ CHIIITA BB,

o DURERBFURSITHA 3 61(2.1%) BEIET M EHA REM, BafyTHA 1151(1.4%)
BT M EA R AT

SRTE , DACER BPAE b BN oW 52 30 22 e AR 245 R 5 2 BREEAT S PR AL

2 R

M. HBEERERMEIEDNAERHE (NSCLO)

£ E4599, BO17704 A1 YO25404 W7t e, X DURER LI & LR NSRRI AL )T — 277

etk A f N gr it (NSCLC) B3 i 2 A PEAT O AT T 7.

B

E4599

E4599 & —WTt: . BEAL. BHIEXTRE . ZdoimpRikgs, vF0 1 DR — 8697 A&k

W], R PR E SR R MEARBRIR AN NSCLC B H)JT R 22 41k

BB VNSO BRI AT CEAZEE 200 mg/m? AR AUC = 6.0, 3518 1d # ki)

(CP), TH3HME 1 Redy, wZ 6 MAW, 2l CP 5 IREREST 15 me/kg FIEES,

THE 3 RIS 1 REFIETESS 2. E58R6 AN RIH R -2 AT B T A7 )5

DURERSFT+ RIS R Gk 2 DRk B 257097, & 3 A — I, BRI

27 / 46



P . 878 il B Mk AL 3 T 28 Y 2

WEFCSAN], 32 R VA T B T, 32.2% (136/422) KIBF B 7~12 IR TURER P45 24,
21.1% (89/422) MIBH R 13 5 13 WK LA L UARER A4 2.

FHL RUNBAE, ERE R 9.

£ 9. E4599 TR RIIT MG R

41 42
AR RE RSB+ T ARBR DT
15 mg/kg q3w
PN 444 434
BAEFH
i (D 10.3 123
A E 0.80 (p=0.003)
95% CI (0.69. 0.93)
wvvid e e
i (D 4.8 6.4
AR L 0.65 (p<0.0001)
95% CI (0.56, 0.76)
o ERR
e (B4 12.9 29.0 (p<0.0001)
BO17704

BO17704 A& —TiBEHL. XUE I WIRPRTITL, B T IUAREBR S B0+ 55 76 gt b 22 Jt
I+ IR A 75 PO AV T BEAE R 2 AT ()R S 0T, SR ME BT R M BRI NSCLC
BE . DEARTHRAEY, KBGO B ML LU IR AL
7, T3 R 1 REIKMENGE 80 mg/m?, 55 1 A% 8 K B4 74 VG flb i 1250 mg/m?,

WIT (CG) MBHT 6 MW, B URBR SRR 7.5 58 15 mg/ke HI7E T4 3 A
[R5 1 KB . 28 DURBRHTA, BRETTEE S DURER A HUR 25387 (4 3 A — V0,

L B R S R A

TR 94% (277/296) HIFBEHLER 7 A WIS 4k B 5% VURBR HTR 261697 . R
5 B (2 62%) Ak S5 5 % R AW 9277 S MU IIHUIRIVA ST, X AT RESAIA T S B2 I 0

I7 R RAE WA 10,

=3

+ 10. BO17704 BT TR
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JBi4A /5 AR V5 T A
AR /5 FE AR
jiiiate + DR + TRk
- 7.5 mg/kg q3w 15 mg/kg q3w
EP N ) 347 345 351
ToitREFH
s D) 6.1 67 63
(p = 0.0026) (p=10.0301)
PR e 0.75 0.82
[0.62;0.91] [0.68;0.98]
. 34.1% 30.4%
BB EER 20.1% (p<0.0001) (9=0.0023)
BAERER
. 13.6 13.4
HOLE (D 13.1 (p = 0.4203) (p=10.7613)
N 0.93 1.03
ML [0.78; 1.11] [0.86, 1.23]
Al i
Y025404
YO025404 & —TFENL. XE . 2@ FI L 2 A0 I HIRIRIT S, ANBEAE R TT I

AREVIBR BEASUE R PEAEERRI M NSCLC [ B, BEHL 1232 DURER S b+ R4 A0
B (CP) WWIT B+ REOMESE (CP) fby7 . REL SRR, MR
ERL AL B AP AR B R

BEMNIEZ CP ST (R AUC=6.0 FIEEAZEE 175 mg/m?, ¥l S kt), T4 3 4
M58 1 R, % 6 MW, 3 CP 5 IMEERSHHL 15 mg/ke FIEBA, TH 3 AME 1R
FIKATE LA 25 0 TESERL 6 AR -REREAZ B ALY T SR AT (7 5, B gk a2 Tk,

BREPUBZ RGN BZR)T, B 3 Ak, BB BUR A e BAS AT 32 i) 5 4E

78% (107/138) VMRERHHIGITHEEHAESE 7 NS85 VURER PR ZG10TT, 57%

(78/138) RGN HAELR 7 A JH AR S 52 LIRGT 25707 . TS R IR 11,

£ 11. YO25404 BF AT 2% 45 B
%2
#1 B TRZR
RGBT
15 mg/kg q3w
B AR 138 138
To kAR
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.y 9.2
FRrE () 6.5 (p<0.0001)
KUK L 04

[0.29, 0.54]
R
54.4
= 26.3
AT
A g (HD 17.7 243
(p=0.0154)
0.68
L1554
[0.50,0.93]
wetgR.

Pl et i T et N Bk b, XEWRTFNZetd8dh S CP T RIBYT
NSCLC U % 4k DAL DUARER B0 A 58 ) 2 A VERFALE — 2

RKIUE 25 .

PRATT P ARG (EEERD AP EA RFARRAEFARRL, R SR
SIES ST

DR ERBLHTHCP H A>3 BA REFAAFI R AEZ IS & C2EFI+CP 241 60.9% vs DU ER
FAAIH+CP 4 66.7%) o ZTF 45 R AT A T DR B H R 0 S A R34, BIE A
5 URERFUETT A R REME CRpl -7E ) AE [AEST), EZE N ILEMEH
PR MIZELE R A A RFAE CEREsm i gt 2T R

PIIRTT 42 1), 30U AR 7 25 B A RS AT R AR AR AL CZ2 R FFI+CP 4 15.0%
vs. DUREREHT+CP A 18.4%) . NMRER B FiAH WHIF 4R R EA K, W7
DL P45 245 Do DR LR 2 T 1

DR ERFHTHCP HA R RIERIA R B AR R CZEGI+CP 4 23.3% vs.
DURERSHT+CP 21 45.4%). RAFFmEEERE 1A 2 il CRE 95 H A
WD) L AN PR T8 DURER S HT+CP 2 >3 GOkl SGvE A R AR K
B R+ CP41h 2.3% vs. NURERH ST+ CP 409 9.9%), TE K 3 4
e L A1 2 PR TR

PG H A S BT A R IR AEREBR CZBEGIHCP 4 0.8% vs. DURER 4T

+CP 41 2.1%)-

B2, AETE Y025404 BT LS B DURERSLGT 2 A PE R T 2045 RS A BRI TE A 45
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AR

TSR IE (WHO RS %: 1V 38) R S e

FEAVF3708g FIEORTC 26101 #5tr, i DIAERRGUIGIT B K IR o1 BF 20 e 58 5 1) 22 4 1k
FIT ROEAT T WA

AVF3708g

DURER SRBULE L FH T 2 S 40 M8 R85 VR 7 BN T 80 e A M CE — T v . 2 bl Bl
Pl JEELETE (AVF3708g) HidhiTid %52,

BERTHESZ I8 T COURERSBFTIRTT AT A5 R 2D )\ D 158 SEME A7 IR o BE4H A J6d
BAEEHI— RS IR E R G411 L BIBERL e Hee 2 DUARER 54T (%10 mg/kg 7 F
FKER, A0 SR ERBPTHLB RE (125 mg/meifiken 2 oF 48 F 86 5 S P
RZVNGIT B, AR 9340 mg/meiff ke 2, R — 0O 1RYT, BELARRIG H I R EL
FEAER AL R RO . A FE ) R LSO LIS F A (IRF) PR 754
ATHEEAGFI (PFS) LAKEMEME (ORR) , HAhyy HOFM A SN TR A, 2
BT 1) S S AR AR

WEFE & L] Wk 12,
# 12. 9T AVF3708g RT3 4R

DURERHBT DR BT + LR
BEHE 85 82
Inv | IRF v | IRF
FELS
6 Aok A 43.6% 42.6% 57.9% 50.3%
95% CI (Inv) (33.0, 54.3) - (46.6, 69.2) -
97.5% CI (IRF) - (29.6, 55.5) - (36.8, 63.9)
STy 41.2% 28.2% 51.2% 37.8%
95% CI (Inv) (30.6, 52.3) - (39.9, 62.4) -
97.5% CI (IRF) - (18.5,40.3) - (26.5, 50.8)
IRELLL S,
Tt AR CAD
H 4 42 42 6.8 5.6
(95% CD) (3.0,6.9) | (2.9,5.8) | (5.0,82) | (44,62)
QS ANESE A NG
7 % 8.1 5.6 8.3 43
(95% CD) (5-5%) | (3.0,5.8) (5.5, %) (4.2,%)
MAE (D
7 % 9.3 8.8
(95% CD) (8.2,%) (7.8,%)
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ORRIE I % K Mcdonald FrifERfisE; Inv =78 & 1Ffli; IRF =H07H AL

TR SRA B X TA) PR B

FEWFICAVE3708g o, FEZELIA YT 20 LI SL o BN LA VTAl g Rk ) 7S/ H Je ot e A A7 A0 2%
P TS ATE (p<0.0001) « DURERHFUL, 42.6%; VURERHHIHFSLE A, 50.3% (W
FEHL: DURERSAPTA, 43.6%; DNAREBKSHI+HPLBRA, 57.9%) AR T Ak
()35 LR AR R A B 5 M T 7 SEXTR (p < 0.0001) = DUARERBAHTIAL, 28.2%; DURERH i+
AL e, 37.8% (B 9T & PPl s DUARER 402H , 41.2%; DUERER i+ B B 4H, 51.2%) .

0 BELR I P Y R 2K R 25 iR T T I R (ISR SR BIR ) K2 Rens e DURER
PraTT A g FE R R 2 M WE 2 i o SRR, I L B AR B T3 R A 77
K (5524 D M BHAERT SR 2 Re 4L Fph e A AN I RE . 4kSERIERT 0 b HAESE24 T
AR H B B K amofsky AREIRZES (KPS) ZRELRIFASIE

EORTC 26101

EORTC 26101 (NCT01290939) #f 7 & 75 5 A A o BEA e £ 3 o idb AT B — T2 bt . Bl
B (2:1)  FRBCHERF 7S yPAN T DUARER ST 22 A PRI T 20 35207 A SR s IR
BRI FR R BE AL (2:1) 4252 DR BRFAPT (10 mg/kg B2 & — 00 BRA I #5171 (90 mg/m?
6 JH—U0O BUNEZIEEFIT (110 mg/m?, 6 JH—U0) , FLE HBLG kR B T 3
M E . LRI DAL NSRS (0vs>0) « KERMEM & vs &) « &k
i AR (<40 vs >40 mm) AT FEHIRIXS BENLALHEAT 702 . FEEBIARA SN OS. IREWTFT
28 SN AR O R AR R A (RANO)D FriE PP AUPES FIORR. fiHEAR A4

WA (HRQoL) + TAITh BRI R Joft 24 [ B A ]

Bt 432 BB IR ST B 2E)T (N =149) B2 DURER B &K S =] VT VA
J7 (N =283). W 4ERN 57 % 24.8%MEEFR>65 ¥ . REHEE NI (61%);

66% M) HE AR IPIRETEF>0: 56% 1) KR BAE<40 mm. K% 33%BENHEZI% SRV
I 20 1) BB AE 0 i3t e 5 2 DUGER R IR T

P2 A OS £ZR (HR 0.91, P {8 0.4578); ik, A RE4E BIgbs A bk,
URER BB PIHKZFTTAR PFS B [HR 0.52 (95%CI: 0.41,0.64) 1, DIARER A+ 5]
TTHRIHAL PES 4.2 MNH, WBSEREITTAN 1.5 MNH . ERENULI 8252 5 B 2K [ BRI 7 i
B, R R A 8D 0% B L, DUARER BB SR VT A TS BRIV T R YT
H (51%vs25.7% D5 B 2SI B A5 FH 0 B3 Lo, DUERER BT+ SERITT AT R (23% vs
12%).

FrefeE (HCO)
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IMbravel508f 5T

Y040245 (IMbravel50) & —Ii43ktE 11 . BENL. 290, FFEERF, HRRERRE
FRRE2 3 4 B RGEVEIRYT 10 Ja) 35 W S S i M RS A7) ) T 400 P 28 P AR o 5
PR S DURER P A VR T A A R e k. 38 501 BB 2. 1 M LLBIRENLIL,
BB B FIER BT 1200mg A DUARERBAT 15 mg/kg BMKITELS2G, & 3 H—k, sign
MRS 400 mg, B H BT 44 BT DI (5 H AR LA 7 9 ] 5% i 5 A b DX
KIMERICA/B M BN R (AR AFEAED | HEZk AFP /K-F (<400 E(>400 ng/mL)
Al ECOG RAERAVE (0 8L 1D XTRENLEET 70 )= . AR EIEZIRIT, BERIRKRIK
B e Bl A REI 52 A ik . S AT b BT R RR S DURER SBTIR YT Cn, AR
T, ke AP ER MR 20T, HE IR T B PR 251577 M A RE i
.

WFFEAIE T Child-Pugh A 2. ECOG 1RREREWSr Ty 0 8 1, HEERBERZ L2 R4S
PEVRTT AR B . i CEAESA ) S DURER B — TR A RS, R biE
0 A2 AT AT R R LI f B AR A R RRE o IR, R A ITEIEIT R 6/ H B2 ik
hTRAS AT, SRR A AR 2 A A T b R B s YBYTRT 6 A IR K A K S O, R
22897 BUR T8 AR TT IR SR AR H i B i XU Ry o DA B s AR FE rh R RR . B
FERGK: JFIERO s 5L s B G M s BENUALHT 4 J8 EERRERvE 2 s BEALAL
Al 4 A st 4 B G R 2 D BN B 28 P 520 4 B S ik 2403897 s RE
YT BOY TS B AR I A R 5 1 VISR 1 RIGMIAIS4 RN 6 BT — kMR
i, 25 9 F—k.

YT ALIRIRIE FE NN 1 SRR R O R AE CR R P AL F 8 65 % (JiFH: 26~88 %),
83% NI, REHEFAWMA (57%) FIEAN (35%) . 40%KEILM CHARRI |
60% K H tH S HANMIX . £ 75% EEAAAE R MERACF/ BTN B SR, 37% 8 B4t
AFP 7K*¥>400ng/mL. #4; ECOG AEIRETEI T 0 (62%) 5L 1 (38%) o JH4HMINE K
A B RG  R S QT RO BRI (48% ) , AT R AR (22% %) M
BRI B RO (31% 83 « 82% BE I LD WK HE (BCLC) 7+ 8 € M,
16%E# A B M, 3%EHEA A .

LR FEAMAEL 8 OS ML H AN (IRF) M4 RECIST v1.1 FrifEPFAL) PFS.
FERZMTRG, BE R AREVIR Ry 8.6 . BdRER, SRAFAFELMLIL, BIERIEk
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P+ DTURERBPUIBITHMOS Al IRF R4 RECIST v1.1 br#EvFA ) PFS ¥R H 4
THARE BIXGE  IRF R4 RECIST vi1.1 bR H 4 S R B RECIST (HCC mRECIST)
PRV AN MM (ORR) AR RIS B3 (B . A b4 R gh
W13, OS Ml PFS f Kaplan-Meier HHZEPEIE WK 1 A1 B 2.

& 13. Mbravel50 BFRRIHBERL

REA ML R AT 2R B+ DUARBR B FhdEfe
0s n=336 n=165
FETHL (%) 96 (28.6%) 65 (39.4%)
fifL OS BfE] () NE 13.2
95% CI (NE, NE) (10.4, NE)
a3 E R EEE (95% CD 0.58 (0.42, 0.79)
pfE' 0.0006
6 M OS # 84.8% 72.2%
RECIST v1.1 HCC mRECIST
] 5 R Bk B+ ] 5 ) Bk B
DU ER AT R + DR ST e
IRF PFAGHT PFS n=336 n=165 n=336 n=165
HHE (%) 197 (58.6%) | 109 (66.1%) | 199 (59.2%) | 111 (67.3%)
Hifii PFS A (D 6.8 4.3 6.8 4.2
95% CI (5.8,8.3) (4.0, 5.6) (5.7,7.7) (4.0,5.5)

EREEEE (95% CD

0.59 (0.47, 0.76)

0.59 (0.46, 0.74)

p 1E <0.0001 N/A
6 ™H PFS % 54.5% 37.2% 54.3% 36.4%
IRF ¥l ORR n=326 n=159 n=325 n=158
TN GF I B E L (%) 89 (27.3%) 19 (11.9%) 108 (33.2%) | 21(13.3%)
95% CI (22.5,32.5) (7.4,18.0) (28.1, 38.6) (8.4,19.6)
p fE2 <0.0001 <0.0001
TEARGFRIEFHE (%) 18 (5.5%) 0 33 (10.2%) 3 (1.9%)
B SfER B FH L (%) 71 (21.8%) 19 (11.9%) 75 (23.1%) 18 (11.4%)
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It KB FE L (%) 151 (46.3%) 69 (43.4%) 127 (39.1%) | 66 (41.8%)
IRF ¥ DOR n=89 n=19 n=108 n=21
fifii DOR IHE () NE 6.3 NE 6.3
95% CI (NE, NE) (4.7, NE) (NE, NE) (4.9, NE)
6 NH DOR F (%) 87.6% 59.1% 82.3% 62.5%

PR X (B H A A S FE St S At DO« R M R AU AN B A HONIBE L AFP /) J2

(<400 vs.>400 ng/mL)

L BT E log-rank K

2 TN Cochran-Mantel-Haenszel 1636
PFS=TEit B AE A7 31; IRF=OLH & HIA; RECIST=S2M987 FGFbritk; HCC mRECIST=14 K HIAT41AE
J& RECISTiFflikr#E; CI=B{5IX[H]; ORR=FMEMZE; DOR=ZZMAEFFLNA]l; OS=REFHE; NE=AAT

it N/A=AIE

BAEEE

0.2
014 = Tecentriq + bevacizumab
o] 4= Sorafenib
T T T T T T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17
EfiE (A)
Kb PRURSE .68 A
Tecentriq + bevacizumab 336 329 320 312 302 288 275 255 222 165 118 87 64 40 20 11 3 NE
Sorafenib 165 157 143 132 127 118 105 94 86 60 45 33 24 16 7 3 1 NE

A 1: BAEFHK Kaplan-Meier HiZEE (IMbravel50)

Tk AR

0.1{ == Tecentriq + bevacizumab bememey
0 «de- Sorafenb . E==esessses -+
T T T T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Bf8) (A)

b AR ) 88N H
Tecentriq + bevacizumab 336 322 270 243 232 201 169 137 120 74 50 46 34 1 7 NE
Sorafenib 165 148 109 84 80 57 44 34 27 15 9 4 2 1 1 NE
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B 2: IRF 1% RECIST v1.1 trEPPAERTTRERATR Kaplan-Meier HiZ2E
(IMbravel50)

AWK EORTC QLQ-C30 Al EORTC QLQ-HCCI18 EF P B E IR 4T, WkE
(X BEL T NEORTC QLQ-C30 F 3 rh SR 4R 4 [ By IR HLRE . A1 0 Th BE AN S pA (i HER 10/ 2R
W (GHS/QoL) HIZEALItE] (TTD) o TTD & XN MBEHIAL SIS — ok Atk CREXS
R IE=10 700 ZIM S Ia), HEBESPRPHEE R It, sk s 3 B A BE R
R HBET: . SR A AR e MLl B R Bk B R DUARER ST A a7 i BB LR & F AR
WAk B IRER BANLAE (FAL TTD: 13.1vs.4.9 4~ H; HR0.53, 95%CI: 0.39, 0.73) ,
fAtIhfe (hAL TTD: 9.1vs.3.6 NH: HRO0.62, 95%CIL: 0.46, 0.84) F1 GHS/QoL (i
fii TTD: 11.2vs.3.6 NH; HRO0.63, 95%CI: 0.46, 0.85) . {ETRIGHLE IR M/,
HRAAFJEH L, B R 2k By AR ER TR SR T IE P IR EORTC QLQ-C30 A
EORTC QLQ-HCC18 SR FHF MG (RIEAIE. IV5. = SmAEE) 1%
1t

T E R
FEAER N BN E 5 R SN BN 194 0k 5 o B KR o [ G VA P i
MO X (B, AL IC 2 BT R S b+ DUk Bl (133 i) sRE AR R4 (61 fli&
#), FENEARE TR
o ST R 7 AL IR AN 1 22 R B LR R A DR R A R 4TS 58 %, 85% - N B k.
2] 85% B AFAE R MR IUA/EH M BN R, 46% 8 FL4 ) AFP 7/KF>400 ng/mL. 4k
ECOG AREIREIES N 0 (56%) Bk 1 (44%). HFEHARSE & A HE BERUG  RAHE 2 BT 4
TR (85% H#E), HAFRIFEEEY (9%8E) AR B AR R B (T%EE).
89%EH L ZED IR K I (BCLC) 218 C M1, 9%EEN B ], 2%&EHEN A .
FE AR H IR, B (R A BT AR 6.8 AN o IR A 32 BT R o Mt SR R
HEAF AR X, BS54 ITT AR5, JEa RIS R agii® 14. OS
A PFS ) Kaplan-Meier HiZEEiE WL 3 Al E 4.

# 14. IMbravel50 FFRARAFRIELS, HELH

REHRHELZ R R & R 2R SR b+ AR BR B P whdERR
0S n=133 n=61
FETH (%) 26 (19.5%) 25 (41.0%)
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i OS Bl () NE 11.4
95% CI (13.5, NE) (6.7, NE)
Y IERE L (95% CD 0.44 (0.25, 0.76)
6 ™MH 0S #* 86.6% 64.1%
RECIST v1.1 HCC mRECIST
BT 5 ) Bk
] 5 B BT+
(Y i =hidkE)e
DR H T
+ TR ER BT
IRF PFf4K) PFS n=133 n=61 n=133 n=61
HHE (%) 75 (56.4%) 38(62.3%) | 76(57.1%) | 38(62.3%)
Fifi PFS BA] () 5.7 3.2 5.7 3.2
95% CI (42,823) (2.6,4.8) (42,8.1) (2.6,4.8)
S EREEE (95% CD 0.60 (0.40, 0.90) 0.59 (0.40, 0.89)

6 ™A PFS 48.5% 30.5% 48.5% 30.5%
IRF P#f5H) ORR n=130 n=60 n=128 n=59
TIANR MR B (%) 32 (24.6%) 4(6.7%) 38(29.7%) | 5(8.5%)

95% CI (17.5,32.9) (1.8,162) | (21.9,384) | (2.8,18.7)
TEAEGRRIEER (%) 5(3.8%) 0 16 (12.5%) 0
SRR EER (%) 27 (20.8%) 4(6.7%) 22(17.2%) | 5(8.5%)
Bt E MR FE R (%) 59 (45.4%) 25(41.7%) | 52 (40.6%) | 24 (40.7%)

PR IMUE RACA/BU A BORBE 2k AFP 73 )2 (<400 vs.>400 ng/mL)
PFS=TCi#t A A7 #1; RECIST=SARJ8)7 BOFMbruE; HCC mRECIST=24 K FIAT4ME RECIST 1tk
HE; CI=EAZIX[; ORR=BMEME; OS=L L1 NE=Ait
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0.6

- .
ilis} 05 b
& _
3 \
S 0.4
0.3
0.2
0.1 . )
Tecentrig+bevacizumab
004 " Sorafenib
T T T T T T T T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17
B3E (B)
FREEAVSAZL
Tecentrig+bevacizumab 133 130 125 121 117 106 8 70 60 45 28 21 19 13 7 6 2 NE
Sorafenib 61 58 56 50 46 39 25 19 17 12 9 8 6 5 3 1 NE NE

B 3: BAFHF Kaplan-Meier HiZZE (IMbravel50) , HEWEE

ToittfE

Tecentrig+bevacizumab
004 Sorafenib

o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
RdiEl (B)

SETFXBSRISAZL
Tecentrig+bevacizumab 133 128 103 87 84 64 48 38 34 16 12 12 11 5 4 NE
Sorafenib 61 54 32 24 21 12 8 7 6 2 1 NE NE NE NE NE

B 4: IRF 1% RECIST v1.1 trEIPAERTERERAETR Kaplan-Meier HiZ2E
(IMbravel50) , HEIE

o [ R o B R AR S SR B T B S AR ITT A BEh 45 R — 30, 78 P ROV E
RARRMENTH, SRPARRALL, B8R kG DURER PR A TR YT 7T B3R DL W 4
PREEAL: BE IR B S ALEE (R AL TTD: 13.1vs.5.6 A5 HR 0.45, 95%CI: 0.26, 0.78),

fAtaIhfe (hAL TTD ERAFHARZEE; HRO.71, 95%CI: 042, 1.23) f1 GHS/QoL (1
f2 TTD: 9.8vs3.6 MH; HRO0.53, 95%CI: 032, 0.88). TEFSHE MHRERIEL Sirf, 5%

PrARJEAREL, B MR BTN DARER LI AR T IE B B T ik (R ARRR . ]
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5. JEZRIFERE) K184k

bR EE. WM EEREREEEE (00

B9t GOG-0218

HE—TRZF, FENL. WE . Z2EFR IR =407 GOG-0218 (NCT00262847) ¥

T HERAATEAZ R A DUSER Tva T I F AR VIR S T HAER TV 4 1 B v O S

B O e R MR IR R (N=1873) v DR RS HT I e A VE AT 2. BB BRI
(1:1:1) BAFHZ —:

e CPP: K41 (AUC6) AIEKZEE (175 mg/m?), Ft 6 NEMA, MEE 2 M MEFRINZS F 2

M, SRR R 2R 3 R, 322 M (n=625), B

e CPBI5: FH1 (AUC6) FIEAEE (175mg/m?), 36 NEMA, MEE 2 BRI T I

RERSPL, BEERRLE3 A—IR, L2 MM (n=625), B

e CPB15+: 1 (AUC 6) FIEREE (175 mg/m?), 6 N, M 2 BT GEFRIE 2 7

AT, BOJE 2T 2R 3 Ak, 3L 22 ANEH] (n=623).

WEFEH RS 60 % (U 22-89 ), 28%I1 B # > 65 % . AR, £ 50%

LT GOGPS N 0, 43%H)E# GOGPS 1F7r Ay 1. B A LRPEINEE (83%). Ak

S (15%) BESNETE (2%). RBVERE S5 WAIHL KR (CPP M1 CPB1S 414

85%, CPBIS+H K 86%). MAII T, £ 34%MEEVIFRE FIGO 44 I 1A, FREAmAE<1

cm, 40%VIER L3, SREHAE>1 em, 26% V1K IV A

BT f 3 M P R 2R % T e Sat R IR, CPP 4174 78.1%, CPB15 414 78.6%,

CPB15+ 204 73.2%. 5 CPB15+ 41 (15.6%) ALk, CPP 4H (25.3%) 1 CPB15 %1 (26.6%)

FER IS 82 20— IRFLMAE AR CEAE DURERBAHD) 1897 1B L R

WA 2, FEL SO TUE B T U B CA 125 /KPPl it e s IR0 3R A7

(¥ PFS. 534k, %t CA-125 Jb e S H e AT TS U E (40 H7, AR Tt 4 it s

f) PFS BEAT AL W A

ARG PRARIGAE ToHE A A 7 A 3 T HEHH . 5 R —80)7 (RIS

R AL, 3532 DURERBPT 15 me/kg q3wHILIT I HLERSE 32 DURER AT 259R )T (1 2R
(CPB 15+), TETCHERAAAI RS 7 AR GRS SO RA Gt 8 U BeE

WHRER ALK 15,
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£ 15. PR GOG-0218 BB X432

Toit A=A !
CPP CPB 15 CPB 15+
(n = 625) (n = 625) (n=623)
HAZPFS () 10.6 11.6 14.7
K HE (95% CI) 2 0.89(0.78,1.02) | 0.70(0.61,0.81)
p fH** 0.0437 <0.0001
ESUto
CPP CPB 15 CPB 15+
(n =396) (n=393) (n=403)
HH IR A 1Y) £ 5 40 L 63.4 66.2 66.0
pfE 0.2431 0.2041
AL 6
CPP CPB 15 CPB 15+
{7z 0S (H) (n = 625) (n = 625) (n=623)
KB EE (95% CD 2 40.6 28.8 43.8
pfE°’ 1.07(0.91, 1.25) | 0.88(0.75, 1.04)
0.2197 0.0641

U #E20104F2 H25 H & #LE HIH, GOG-021877 2 1€ M 7o # PG PFS /0t CRIFICA-1253 el
S, R DB R W (AR 7 IR T NPT 29D

2 SXIRAM IR ERKL,

3 BN BB A S p

4 pfE I AT H0.0116,

SRR v] I A R

6 & 2011 4E 8 A 26 HEHRE L HI, BD 46.9%F) Mg AU T I HEAT e 28 S AE A7 IO
TFRSCHUE 1 PFS 4347, FTrA X e i i B3 2009 4F 9 H 29 H. XEEHHE
TSR BT

o J5 MU MW FLE VIS K PFS 4041 CRIN CA-125 #EEEEE RIBITINPTIMIAR) SR,
CPB15+5 CPP LI 2 XU HE 9 0.71 (95% CI: 0.61-0.83, BT ARAR I8 p £<0.0001),
CPP 40147 PFS &y 10.4 ~H, CPB I5+417{ PFS A 14.1 ©H .

o WIFLH VL PFS MU Z 0T (Al CA-125 A NPT MI’Kk) ©IR, CPBI5+5 CPP LLALH)
S EREEEE R 0.62 (95% CI: 0.52-0.75, AUk L: p {H<0.0001), CPP 41+ PFS N
12.0 ™~ H, CPBIS+4 i PFS ¥ 182 1H-

o ML H A R LHAE M PFS M0 4T (NPT 25D &R, CPB15+5 CPP HLAIHI 4 2 X%
EA 0.62 (95% CI: 0.50-0.77, FAUXTECRRALES p {6<0.0001), CPP 4+ {7 PFS A 13.1 M H,
CPB 15+ PFS A 19.1 A .

HEFI
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Y040268
I Ho. Bl XUE . 2RI, AT (5K YO40268) H1 M 1 £ REHAN
SRR A DURBR BRSO T MR TARVIER G T s 1V ) 1 e P B SR | i O 5 e
ol JFUR PERR ISR B (N = 1000w DURER SR 22 AT 2. 45, PEBENE
RVE T AR GRS — 3. DARBR RGN 321 RAF, R AIHT BB T 224

BEIE (CO)

GOG-0240

GOG-0240 fe WAL, DU, JFi. 20 I IRRTT ST, 5 7EPRS DAREBR BT S 1k
T CEAZ BRI S AZ BRI B BE) ERFAME . SR VEBURE RE M 5 30 £ v (7 R 22
Ea

SLit 452 ) BB BEN I T HRIT T &

® 1 HEMEE 135mg/m® B4 2 24 /BT, 28 2 HIEH 50 mg/m? keG4, =—J7
s BUEES 1 HEAMRE 175mg/m? Fike 24 3 /N, 58 2 HIIEA S0 me/m? Fffikeh 2, H=J4
—J7 R B 1 HEMEE 175me/m? ##ke5 25 3 /NeS, 35 1 HIBED 50 mg/m? ##ik45 24,
S R Y

® | HIBMIE 135mg/m? k52 24 /B, 552 HIET (50 mg/m?®) + DIARERHHT (15
mg/keg) HkAZG, R BEE | R 175mg/m? kA2 3 /N, 55 2 HI
150 mg/m®) + VRERFAHT(1S mg/ kg KL 2, B = J8 —I7F%; B0E 28 | HERAEEE 175mg/m?
Flikea 25 3 /NBF, 55 1 HIRE (S0 mg/m?®) + DURERSHT (15mg/kg) #RlkeaZ, =7
.

® 1 HEMETE 175mg/m? §RkEG 24 3 /N, 56 1-3 HAGIAE R 0.75 mg/m? §ilik4524 30 43
B, BT

® 1 HEMEE 175 mg/m? Elik4R 2 3 /BT, 2 1-3 HFGIAEHE 0.75 mg/m* ## k452 30 43
B85 1 H DURERAST 15 me/ ke BRIKAA 2, =T

R N B DR R . R VBB mr iR g i . = SR s 5 90
Wi, HANE BT AR/ T B’ TR YT .

ALY 48 5 (20-85 ). FEILZRIARANI AN 452 Bl EE T, T8%MIEF AEN, 80%
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REAE 20T, T4% ) 538 B A 2 52 3 R0 AT 5 32% 1 SR TR 22 ia 7 <6 A~ A .
B GOG R TIN 0 (58%) BH 1 (42%). S2HIBII N D Giit 22 A R e R4 15 .
F BT SN B A (OS) o BT R B AE TCHE e A A7 1 (PFS) A1 B M2 % (ORR) .

TR Rk 16, 17 fox.
% 16. GOG-0240 TF R A B S GRIRBRETBITRIS)

S/ AN SRR + DR ER S
g YA RS B REATIA B+ DR T
(n=225) (n=227)
FHA
AL
R O ! 129 | 16.8
KU (95% CDD - 0.74[0.58; 0.94]
(p {H °=0.0132)
IRELL S,
Te ik A A I
sHRIPFS (1) 6.0 | 8.3
KL (95% CDD - 0.66[0.54; 0.81]
(p 18 °<0.0001)
eI SY NS
SR fif 2 76 (33.8%) 103 (45.4%)
R R 195%CT [27.6; 40.4] [38.8; 52.1]
BRERE R 11.60
AR 22 R H195%CT [2.4; 20.8]
PlE (RITREED 0.0117

! Kaplan-Meier i iHE
2 Jp e MRSk BIUE 55 578 4 G2 Ak B o SR A 1Y) A 3
3 @ id Pearson-Clopper /7 V£ 1T H IR 15 1) BELFE A8 I 95% EAF X [A]
4 j#id Hauck-Andersoni%: v 5 22 ik 54 20 1] 72 5 AT ALL95 % B A5 X [7]
S THERAR S (32D
£ 17. GOG-0240 FFRMA BB L GRIRZRETRIT RIS

BB ATEE R VARG | SR DR ST
(n=223) (n=229)

SAATHA

hgL A 133 [ 155

AR (95% CD 1.15[0.91; 1.46]

PfH 0.23

4 Kaplan-Meierfti i1 .

[(ZEEH]

1R B
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DR HHUAT 5 VEGF 454, ik VEGF 54 4l %1 VEGF %244 (Flt-1 1 KDR) AHH.
YEF o TEMRAI ML AE B T, VEGF 5 H 2 A4 AR ELAT F RT3 S0P R 200 b 338 e R 2 i
TER. TEARER (o) 45 W AR A A Y b 45 7 DUARER BT, W9/ i A A A A 4 )
R B HE R .

BHEBR

— R

R T VURERBPU0T WA VB A RES TR 642 R RV CURIRR 43 52 J2 [ 5 Bk 5 1A 2
H, T DURER BT AT B TR s ek b PR 2R ZH ORI B B 20t P A T IR BN T B
A KR TP ek, DURER AL 2 4-26 AJG (UL mgkg FIRT R, NAHHEY
FIER 0.4-20 £5), FIWAKRKEAR, HEAFM™ERESFEMC, #4505
W

BT MORTT R DURER S AL PR

A RE R

DURER BT RERC A B ). WEVE S BB S T DUERER BT O AHERE AR 0.4-20 i), 7T
WOREK E SZPHEGE AR, SREAMACIHEEMNFEEE TR, FERBEAR>. A%
FEARBOE A 4 B 12 WS )G, WK ES . 12 FIREE, K ILINE R
f= iy, ELAT T DL O L e R . 12 RS IEE AN, R LT R AR, (H
BN ARG A SR EOR AR .

IR GRAE R BT RO (EIRES 6-18 KD, £ 3 K 1 IREEIKES 4 T DURER ST 10 mg/kg &
100 mg/kg, ZIANEARFIE 10 mgkg 1 1-10 £5, W W REAF A AT 25 942 AR A 0 2 3
e KWK (0mgkg FEHN 42%, 30 mg/kg FE N 76%, 100 mg/kg 7E N 95%) o#
Jafr 5 (Omgkg &N 9%, 30 mg/kg FIE N 15%, 100 mg/kg FIE AN 61%) HIEFHE
FIEARSCHESG I . Fra AR N W S, SR G BERZ D AUFE 100 mg/kg 45
iR T . SRR AR R R B MR R AUCE A SO
VB BT e RS R, AR LSS Bk Bk . BB R, LA B
VEGF # VEGFR-2 5MEMEAETE . IRAR-I6AF K B M A G KB KRB A K.

BUBME: MRTT R VAR BB R 5T .

(251307131

DUARER B 254K 8N 70 25 S B R 8 I 43 AT I 375 A 1) DUARER BT P R DA 1 CRIVAS I 7772
ANBEIX 70 5 1 DU R S i f 5 VEGF 456 DURER BB o DUERER St i 24530 ) 2 40
KH T 10 TE SR B3 AT B 7T . ZERTA RS, DU BB R A k1 75 =X
YhYy. HEREREE T B H SN, B RER KRR A TR RRLE 90 /8. 7E 1~10 mg/kg
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PRI TSR 28 )% BRI R

ST

A& .

vl

LN 5 e R A R e SRR (Vo) B4 0 2,731 F1 3.28L, #RTEFTRIAM 1gG A

EER S PRGN o 2 DURER BT S HUMR 2506 I, oo 55 4 s 1 Y 1 4

JAZ= AR (Vp) 518 1.69L 1 2.35L. AMAERPATIRIELLE, BHEEN Ve s T4

PEEHE (+20%).

AR

FER G, Wi IV BRES T P URERSUS, X TSRS B RV, 4550858

e AR R S AR AR 5 VEGF S5 & RS 1gG TS ARl DURER By S

TR A UEYE 1gG AL, B 32 BE0d I A AL Py Rz 40 AR 0 2 K 8 o AR, AN i

VR AE R R o 1gG 5 FeRn U5 & ORI AR AR, BAKZAR LR,

HER

VAN B B T S BR A 2 A 24T 0.188 A1 0.220 L/K . MHAEMATIIEG, Bk

I IARER BRI R T 2 (+17%) . MR, A Lo SR IS R s A

18 X, WA MEERHE N 20 K.

AL RB) 1%

SRR ZIAREN 1 AT T 43 T LA N FVERRIE R S HEAT VP o BRI oR, DUARER BT

I AREN I A A R AR 2 ) A B35 22 5

JLEE 5D ERBAZAE) A, 4 TUmRH ST 152 Bl (7 A HE 21

% 5.9 % 125 kg) Hou DARER BB BN 1223047 T . 29BN 1 F8 ReR, Hdk

FARUELLET, )L B T ) TR ER AP BRI 0 A A S A R A Y . B SR ERT, 4F

e 5 DA ER BT 254030 1) S ARG

BT A AT B I DU R SR 2B 1 3 7, BRI B EAS 2 DUk AR it

B HEL I F A .

R A eI B AT DR B BT 2580 J AR 5T, RO IIEAS 2 DUAR R Bt

AR B HEM ) B AR

E B ERAGRF S #

BP20689 & — TITE F A I S g 1) o [ A6 L gbAT 1 00 T DUARER Bt 22 A P I 251K 3)

JIERFER) TIABETT . 6 DUARER BB = AN 87K (Smg/kg, 10mg/kg A 15mg/kg) #4717

. 6 39 42 E S 515K .

RIGLE RN, 1E 5-15mg/kg WHIN, TURERRGONLHEL RN 1%,

DR BB 2 I 25 253 2 2805 B R 25 AR AL . 2 R 25 5 B 2T R ok
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DR BES MBS HEIEL, Smgkg 77718 0.85,1.01 1 1.21; 10mg/kg 437 M
0.97,1.01 fl1 1.02; 15mg/kg 471y 1.01, 1.01 Al 1.01.
AHFFA, HEZIRE T Sme/kg 1 10mg/kg DURER BT L IRA Z)E, 35 VARER P00 PK
S S5TEEE AT I 3mg/kg 1 10mg/kg ¥ 1 #1875 (AVF0737g) B3k 153 1) PK S8k (R
18).

£ 18. BHRZRE (AVF0737g) 5HEZRE (BP20689) [A] PK 4R KK

& e EES e A AR
Wi
(mg/kg) (ml/day/kg) (ml/kg)
xH 3 3.65 41.4
AVF(0737¢g 10 2.75 43.5
Hh 5 341 41.1
BP20689 10 3.16 41.0

WRYE1Z 253N 7 2200 T 45 RANE Sl RAR I 25 R A LERE, AR DURER AR IR ZE 52

(5]

A BOETE RS FAR R ROW Z BTAE .

WY, 2°C—8°CHE i .36 R A7 FNIZ %l o

AEAGRE. FERF).

A PAE GBI E R, ik, AN R f S A R T

TR THE 2°C—30°CEAME T, £ 0.9%M SN, A e F I F2 s A0 2= A4
RS E PERT CACRRR 48 AN o WA E ML, 7= ah e 5 ROZSLRME A o A RASRESZED
M, S A ST CRIEAE AR AR TR R 2%, P A% 2 I R A TE G 1A I 240 T 3t
ITRRRE, IEETEOLR, 1E 2°C—8°C M N IARAEIN [ A B IE 24 /N

(B3]

PUARI%E
1 /&

[(H%04]

24 ™~ H
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[HATAR7E]

YBS01162021 Fl (Hp[EZjHL) 2025 R =58

(A5 ]

[ 24 7 S20210048

[Z5&% EidraTRa Al

ke BRI BRG]

Tk -

FiEHRIC X E LR 1289 5 71E 7 2 706 =

(A= 4k ]

b A4 R
Az i
I i -
ES Y B

iR DR E R A IR A T
WAL X I 1289 5 1 #E (D) 4l
200233

021-33395800 (&A1)

£ 021-33681208

k. www.henlius.com

G g 400--086-6800 (JE—ZEJEH, 4k 24 /M)

46 / 46


http://www.henlius.com/

