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JJR S FE AR /MK I

MRASE R GRIE T REHAEN T | BRI A 2 ¢ B SBOKARIERED CRAETFEARRD: RN

AN D RAE S (T FBURAKARREBD, WFHETERRPY 5 AR A
PRI S s W IBBETE CR ARSI A s MM e 3R b i Ok
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AEARERARAD : MR ETHE CRASFRARHD: BRPY HIL, g i
HH I EAR B I, CR ARSI AN G L R ARSI AR
CUE. MRFRIL . HRIFEEANE CRASZEAHD

IS BT R B R 1 R T R e Atk R B R A I
RER BT O VR IR IR ME S B R ME R E AT T I
B BT DUARER ST AR 9 RAE KU TH i (R IER HR: 1.82;
99% CI: 1.20, 2.76) CRAEZA 0.46 1F544/100 1 3 /4F vs. 0.26
PEgafE100 BB/, LU ANBEFAR KT R (KIER HR:
1.11; 99% CI: 1.01, 1.23) (KA 6.33 £9i4F/100 1] /47 vs.
5.64 1 344/100 Bl /4 ).

BT 7 R [ B R R 58 IE ) 7 320 DA ER ST HEAT R A1 5 i 7F
FUEH, G2 F BHARE T 7 E IR R G IR A %
AN B RAE D o

H HE/ UL B 5 45 2 2H S 1E DURBREPLIGTT B Th LS 25 A58 ONT i, 3 5 REA:
1 FH Bl P XU I 3R 2R 2 Pk O

7EF DURER B H a7 I LR TR, 2 B BR A PR S8 L AR I Ath

PRI B R SE 1 O
RS CSHS IFEIEIE ¢, EH AR T 00 VS IR B o FLEEEE i
(FI) (R [ESHEHD
MBATH S 2 5t S A I D AE CRAEBIFR ARSI
st E U ISR BT R A B 1 0 R et A A P L
IR 8 TR 22 At HE F B AR A A | ARER BT Ot Ry AR T IR M AR VR AR I R AT T
AD B WA DU R B4 A 2 o JXURS: T CRZIE £ HR: 1575

99% CI: 1.04, 2.37) CRAEZ 0.41 fFEE11/100 B B35 /4 vs. 0.26
PFEE1F/100 51 5B /4D, LARBFET 3 XU T (BZIER) HR: 1115
99% CI: 1.01,1.23) CRAE# 6.03 /100 4 B35 /4 vs. 5.51 1
FH/100 Bl B /AE D o 5 IO SEVERT FT R AT AT IR R S 2R S T
FREERA 20 —BIBEH L R IR AR I AR AEHE R TR Bt 5 B
HEAERY TG T IRIE E A AR L R AT T LS, R TR B
7 VU ER BB 2H ™ B4 B PEAS AR KU T e, PR 2
BEFFEUER GRIEXURIEL 1.29; 95% CI: 1.01, 1.66) CRAEZ
24.1% vs. 19.0%)-
PR FH oA et b (0 SR R A VR SRV I 25 Pl IR P 50 Sl ik e <
iR BREAL. il CRAESZERFD.

EH RS ZIRIER
TRV, R AR R I I RS
" Gower et al.Adverse Event Rates Following Intravitreal Injection of Avastin or Lucentis for
Treating Age-Related Macular Degeneration ARVO 2011, Poster 6644, Data on file
2 Curtis LH, et al.Risks of mortality, myocardial infarction, bleeding, and stroke associated with

therapies for age-related macular degeneration. Arch Ophthalmol.2010;128(10):1273-1279
3 CATT Research Group, Ranibizumab and Bevacizumab for Neovascular Age-Related Macular
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YR AR B K IR AL, S BN A

SRR A AL PR T 250 2 S5 H B f 2% S 0k I A — AL AR A R

S fE BT R R R, RBAEIEA B R R LRHE B T RSE, AR L
WEEsy, MAFFEE B CTC 24, hkaIERER,

AN (<1/10,000)

N, (A>1/10,000 F<1/1,000)

L (A>1/100 E<1/10)

[#5]

DR ER G T 2R T FI ) B i

B T — R
PG PR e L AR STA .

[ERSE]

V=1 2Rk

FER I VARER LTI T I BB R 1B il o fLATEFE 2 SLIO XS AT REHE I (S IR Rk
MD. fERA T B EF LR EFE T, Bz A DURER ST, #5252 DRER S HTiR YT
RIRFEEIE . RN B RS 1k 2 2 R LR IR B AN B i T RO 8 0 R TR I (S -
FRIEHS XTSI (S0 IR R R D.

B GEZ

FER M VARER LpTIRY T IN,  BE RAER XS AT REHE I (S IR R R D.
KAETAERE (TE) BEEAEM—F 4 JURI B, BZK A s H USRSl KA T
e i ARS8 A DURER B PUAAE BATPR - XA T B i LAANK AR I8, D% 84
FUUARER P

i

R A DU ER SR 7 ) S8 R L A KUK R 92 45 R A SR A HE L (S AR R RN D
FERH AR BRI AR R T 3 R 4 R, RNAZK AE s Y DA sk B
Pi.

3 H R S8 S IR ARCREIR S A W A7 PP e 4 R S A% 10 28 0 0 DUARCER S il R X
AIHERR AR PRIE, BOA R R A RTHE VR A BEA LS DAL AR IX SN P A A FPix el 2 R 43¢
(RS o T2 TN A8 P AR A 22 AR G0 H AR SOERRIARAE, A SR — ELHR B 17 At P gl 2
W DURER S BTAIVR )T

FEHA S RN Y A2 5 A B AT SRAS PRSI0 1Y) S8 o, B0 AT ha R DUARER B3R T T 2 R
HR 2 TR I NG I AR AR JE K B, BB RS R DRER i e VRS B
N B FA AR IR RIS Fh o R, 72 SR i ORI DU Bk B Tt AT VR T
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A, NAZBHATHE SR8 H2, RS2 VARBRSGTIR YT thoAd T #f K I AR 1 85, RIS
KT AFH EAE  M TUARER B PTEAT IR T IR, 3 Z0mi 3 DAL i R AR 2 50 B
BINE & T T ARZE e BB P (8 T 5 R B IR AR (= [ RRMLD

AT, Kt v A T A S8 1 K R 2 265 1) DLARER SR p UK I 7RTR & T R etk 1 B
WANAERIG, SR SRR TE ™ AR AA RS CRARRGAER P 2R HAR IR AR R et
Oy HA S H A FECAFEREEZ T TRE, SRR AR

fritdgm (A I RBRMD

SR VAR ER SR T IR AR /N AT Ji8 555 AT RE I 5 A A ™ 2 14 FERE 280 1) b L 22 2 UK
f it L /o LR RS (S IR RIRBLY A o il AR i i i/ (> 1/2 2 e i
LMD 1 E ARZR ] UARER BHTREAT IR IT .

=200 3

FER ] DURER B GTIR YT IR R b, S B e L R AR R A SR I T vt i PR 22 4 Wk Bt 2 W v
L (0 & A P RE B IR . 6 T s L 7 SE R B, TE TR AR DURER B PLIR T 2 /I
JSEZ S BEAE BT R A PR ML 45 3 78 23 O3 1 o AE T4 DUARER S4T30 77 I I g AR 422 1 ) S8
BB DURER DU 5 o BB DRER a7 I RE R, X6 i s 2R 47 0
ER IARRED.

FERZ OB v, H B v M £ 6 2 8 AT AR AN AR LR PR Ao ) 7 vt L s ¥ 7 78 7 b
s o X FR LRI I 97 ASRE TS 20 P O WL g ol s J s B R AR T e ML 8 B
e ML R ) S8 REAZK AVE S T DURER it (S IARRM] DL ETRZRKD.

F 3G B 4 A ( PRES)

DURER BGTR YT BAE  AE nEE JR BRI 43 54 (PRES) FRALMRAREIR R E /b, PRES 2
TR R RIS AR MSERRRG, BUE KR E
PEAT BCE A AT R L - PRES (1972 W 75 22 KN AR AR B 4 R A, R IR AR

FERAT PRES (R A, ORI EL AR Pl e e A A RS E Va7, RIS 45 DA
REPl. HAGEA THAERER A PRES M&E S, HHIT R IARER B y0i6 YT i 2 et
(ZW IARRM] Dk ETFRER).

R ZE (I [ RERMD

FE I R 1R 8 LR BIAE 42 32 DR ER B TR S AT B B, AR AL T 4h e P sk I
FAE (TIAD FLLUEESE (MDD £ PN IS BS54 3R v T e A 3 2 A iR B
P OGR A T Bk kAR FE R B, NOZIK AVE LS ] DURER ST

A KA AR E S, B PR B R KT 65 % i3S DURER BT S (T IS iR T I B

8 VRER FRPTIA T I A% 2B 20 Mk A A 2 1A PXURS: 38 v o R P DUAXCER SR 00 0 R 34T
ITRE, NAZIHE,

it E () [TREMD
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8 DR ER RPTIR YT RREEVE . SR M BEER M  208 TT i 2 3 0 Bk A A 2 S 1 XU
(W [(ARRFLD

IR EERET B EAR (490 MF KRS, QEmiegE, FazeeEH IUERes. X
TARFEFAP<3 G B T AT VI R I
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TEIRGARIRIE 8 2R T R AR L /)58 (CHF) 2 Wibrdk (0 H 4. MICRER P A2 0
SIS HCT B B R R YT B (E B AT IR P CHF .

FEAS F DUAGER B TIR YT A I PR B 2O X35 11 S8 (A oo B2 B 70 A 00 J) 00 ) I E

HAH,

Ky KA CHF B EH AR IR, If B AT IR niayT,
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FEWEFT AVF3694g 1, BEAT ARHSZ B R UE RIGIT I B B2 I BB R B2y 518

IEPUAE TR+ TRER B PR SRS A L, RO SEPUA R+ DR LIS 10 TT 4L T S5 2

CHF (KRR TT . EWFFE AVE3694g FIl AVF3693g w1, 3252 URER AP 5L T AR

ST 8 CHF 3 i 3 LA BRI R AR R A flE TSz A T IR T I 8 . 45 R
SRR BN RHAERERIT R ML B I R h R 2 S R 3. (&
HARRRNMD

PR D IE

CA 5 31 5 FUOBICR R AT 1) A8 A LU, AR e Bl R VEAG T 7 RIBC S DU ER B TR IT 11
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o CHrp Rl L 2 Rk A TAETD) (R A2 P kg hn

GO BB HRIE

TURER G REXHE D AT AEAN R, s BSOS R E 45 O @4 R IE.
HARFARFEED 28 RZNARLZIFIE WK BHURYT, BENZER TR O 2EE2

JE RS DURER B HURYR YT o DURER RS URYT IR R T DR G IFRRER) B, R

f5 DARER Ay YT, BRI D 2@ . & ET F TR B 8 B Rz 8 15 DURER B 5Tih

7 (SR IARRMD.

FEH 32 VAR B HTIR T B B A B I . CRIFRFE TR0 IIHRIE, @9k R T
O@GIERIE. BEFLEORER R, — BISWARIEE I 4%, ML RIZ R DURER i
BITIHFFHRIE S ETT (B0 IARRMD.

ZFAR (ZE ITBERMD

I PRARER: 285 S S 7R A4 52 DURER Bt ST B AR T I R b, SR IR AE 2 i TR
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KRBT 1.4%. WERMIL T BERLEAAE, BRZK AT A 1k DU R BHTIRTT .
BN, BN (SR [TREMD

B T REA R A B VRS AR U R RS o VN 25 5 P A ¥ T T NI AL B B I —
E VAR ER Hgi 45 25 W1 RN 25 24 e B VTS -8 o IR AR IS, PP b, HREBGE 24 1A
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LT 24 BB S IR G BRI AL T 25030 T I IA L BUIR LI TR RG] (2 IR R R
D

R, AEAEYRIARASROZAE A DURER Pt BRI LA R DARER PR T EAT IR T I, R
AR . BT 2EN S, R IR IURER BPTRTT IR 2D 6 N H A REK
H3RE 2745 it o

AR G IARRM] M ERFRD

SR B R 2 VR SR DR ER BB RT R L RIE B A A R (S 0L [
BED. 31295 LALHH LSNP TR IL, TURER TR 4L IF 58 X R A2 L
XA . R DURER B TIRTT R, K B UM S ThREfR LUK R . DURER YT A 7)
1 ST T 5 R T AR o

AR

H RS ANRE DURER 402 75 T OB I A FLHRME. DY EHA 1gG w] DUEE 2L HEME, i H DL
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WiFL, IF BAE SRR — IR TURER R HTIRTT R I A2 6 D H A AN EERIEEFLRSR .

[LERZ]

DURER BT T )L BRI D 4R 1 22 A PR AT 28 i AN BTl o

[(ZFR%]

S “BhRKIAEAREE” A

[ EIEM]

S5REZmKAEEER UL ERRARAHEEIEH

T Z RS TR B B 2050 7 F I

HRAEHEAR PK BT S R, A R4 ST 5 TR ER S 2 T2 AR B R X

A EAER . DR GIRZGIEIT 5 IR RPN S o-2a FHRESF L EMHST (FL, 5-

FU/LV, REIVEMEE, REAESZ IR, /&S A AL, X IRER B P0E k2 m)

M EEA B G 2 0, WARAIEAR DT T %= =

T RH G T B LB Z 59 251050 77 Z 8

2RI AR ELAE AT T AVF3135g 45 SR S, DUVAER BTt 7 7. 85 e S s P4 XA 74 SN38

(2B 155 W ]

17 NP18587 1145 SR 22 B DUARER Srind = B Athee K FARWH =M I 25430 7 25 B s,

7 e 3 W0 5 Vi 2 R e A i o x BV R B 1 2R3 0 R R MR

W5 BO17705 [¥45 HLilE 5 DR ER I a-2a TR 2R3N 11288 B e

7L BO17704 (145 SR B DR ER B 00 AR (1 2454830 1 5% A= AR B s . |l T 2

AEAE A e, T AR E AR, FIGIRYE BO17704 (145 R IGVER A ¢ IURER B fixt

VAR 2B ) R ) 45 1

TeH 515 FRIBETE B BB A 1/

FE P IR R M 5 4 e B PRAIE T v, DUARERBLHT (4% 2 J4 10mg/kg) 5357 RIRET e & 8 (5

R 50mg) LA FVRIT I 19 2 BE g 7 4 BF R R A T UL E S LT L (MAHAD

MAHA & — Mg tEs s, RO MBERE. 2R ML/ MRR D . ok, fE—Less b

MR EE M CERGELEES) DI T m AR 2R, g ix e R IlpEsE DA ek

PG R B R RS TR, oA iiver. (0 [EEFEM] =ik, AR, PRES)

Y &g -vid

BO21990 #ff 7 A& 72 B 12 W A e 53 BEAN BRI 921 51 53 b AT (1 T BHBEAL. XE . B
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Xt RBETT, AW Ty OB sl ) AT A DURER ST S IR T I 2 e VEATG
RMEREAT T VPl o AT BT RIS DARER U ORI AN RF RIS -
DUARER B PUBR  [R 20T 1 2 A PR A RO AE Hofthad MERE b iR B B

[ZYEE]

FENRIK ) B 75 (20 mg/kg R E, & 2 Al —IKk, FRIKAESR ) AT RefE AL g vh 5]
7 B R ) S o

[ R ]

BEBMLEHG®E (mCRC)

JELA i

FE = TREAL BRI RIS T, B FE T SR FH 4 7 0 DU R B (5 mg/kg MR, 4 2 JA 45
VO 5 R N HEAH I — AT AR T F R RS B e 1 22 A A 20  FERRF T
W DURER 5415 W RLTT 7 RGN «

o AVF2107g: H. 8 FEIBCA PO S 1 5-50URmE e/ B VU SR (IFL 5 %), BRGZ
—WK, 4R, &6 RN,

o AVF0780g: 5Pyt i it 5S-G msng/HEE U S0 BR (5-FU/LV) BEE R, &% 2—
W, 6 i, &8 JAN—H (Roswell Park 77%5),

o AVF2192g: Xt FAGEAEZHEFE—LIRIT0ER, PR 1 5-50UR mne/H
FEVUEM R (5-FU/LV) BEERIH, FRGZ—Ik, 36 i, & 8 I N—HH (Roswell
Park &),

T A= I DR ER G TR R R4 B IR IR 7L — 287697 (NO16966). REAEAH:%

DURER B PUIRTT B 1 20677 (E3200), DL BEA:H252 DURER B HUIRYT I B 7E— 23R
7 ML R SR HEAT RIB)T (ML18147). 7 EiRWEFEr, 1%L A2 )7 REG T UIARER
Hifi: 5 FOLFOX-4 (SFU/LV/SEIVFIH) . XELOX (KA BEIbRIED DL RS /37
B B g e/ By RS

e NO16966: VRERHESL 7.5 mgkg RE, &3 LA —IK, RN OARREAEME KN
FEBY R (XELOX), B DMNERHPT Sme/kg 7R, £ 2 425k, RN EksS
T RYSFIE, DY E I S-SR ENE PO, BESS A T S-9RUR M BE kTR

(FOLFOX-4).

o E3200: 7EARESZIE DRIk PRI 1B E ST DURER 5T 10mg/kg 7RE, &2 H%
25—k, [FIBTERKeE T BV RIE, B S BN S-SR e PUsyE S, B S 45T 5-9R
JRWEE ke (FOLFOX-4).,

o MLI8147:7E4:52 VARER bt — 167 Ja I m it e ) B b, DURER S 8T 5.0 mg/kg/
PRE (B2 8 —k) B DMRER ST 7.5 mg/kg/R T (B 38—k SHmnE/ /o B Hak
N/ YL FE A o iR — 2R 9T 5 B RIS, T 2R AP ST 8 BEVR T T &R,
RZ IR o

AVF2107g:
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KRN A I IR T RIS, H VR DURER BT S TFL BCA —2k
HITH RIS B AR . 813 44 A HBENL /M L2 TIFL+ 22870 (1 40) B IFL+ DUk
BREPL (5 mg/kg, B2 FGZA—IR, 24D MIRIT. & 3 AM 110 4B E B2 PuEa g 5-
FU/LVA+ TMRERBHT (3 41 VA)7. HEPedtit, — B URERAPIBS IFL 7 &M< &t
RN, T HAI R T RAEZ I, Wb 5 3 .

BIG M F 2T S HUE MAE . 78 IFL YT 7 BN DURER R4S, A, it
AR ZR R AL T B G R R s GHIE RIE S IR 2). RAL
FFHE SR RIS, 76T TG v e iR AR, o 42 RS | 51 ThREIR ML
JE R R AL . 52 B AR B AR DA S R MR R IR S 0 R A2, #WEE 3 T DR
BREHTUIIIE IR IR 2

& 2. AVF2107g BRI B &R

AVF2107g
121 24
TFL+ 227 IFL+ DUAR Bk gt @
b E YN 411 402
BATEI
S vA 5 QED) 15.6 20.3
95%CI 14.29-16.99 18.46-24.18
U b o 0.660
(p=0.00004)
Tt A7 3
Hr s E D 6.2 10.6
AU B 0.54
(p<0.0001)
MR Y, 34.8% 44.8%
(p<0.0036)

*5 mg/kg, 2 A% —ix

© FHXT TR R A

LI NHZ BT FENL MBS 3 20 (5-FU/LV+ DRER BT 19 110 & B, Bk P r
AAEHAR 183 A, A A 8.8 N H

AVF2192g

KA —TRENL XUE « PR IEE IR PR, H B AR IR IE S — &L 8 et
ST RS B e 8, SR DURER TS 5-FU/LV BG4 297E N — 26 T IRCR .
105 % BEWFENL /T ACE] 5-FU/LV + 2 RF4H, 104 2 B H WP ECR] 5-FU/LV+ DR ER
Bt (Smgkg, B2 AGH 0. P RITERKG L] B Lo ke A k.

£ 5-FU/LV J7 EHIN DURER 5t S mg/kg, B 2 4R 25—k, S5ER4l 5-FU/LV 07 5% R 4H
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FHELE, B S, Tt A K, M HAF A K&,
NO16966

KE—TREHL S T DURER P 19 T AR RS, B AR5 IARER 4T 7.5 mg/kg
B 3 AL A 1 IR-RHE A AN Ik BRI (XELOX) B DR EREAHT 5 me/kg &
2 AL EIA B R bk, FEDY SRR AN 5-FU PRIESY, BEJS 45 T 5-FU ikt
(FOLFOX-4) [RIIATT U « WAL ELAR P B 43 FFAR2 53 B A 2 R sl 5 1840,
EBE P BEN L BB WA [F (VA TT 4R (XELOX Al FOLFOX-4), B & /2045 4 AN 2x2
PriEiase: 3 ERsY), BEHEENL T RCRINUANEITH (XELOX+ %8 7], FOLFOX-4+ %
7], XELOX+ NIfkEk#Ht, FOLFOX-4+ VKBRS h (3D, £ W+, AX
DR ER AT IRTT S IR B .

FESE 1B R I A Fe 2 b, BN RN IC 1 350 44 8% .

# 3.N016966 (mCRC) FFFHIEIT H R

BIT Fas7E I ] 22 1
FOLFOX-4 5% BRI 85 mg/m? IV 2h 51 REGT RIbFI
FOLFOX-4+ UAR Bk 5 | FHEDU S0 R 200 mg/m? IV 2h 51 RME 2 REETH
1t 15k PO SR

81 RME 2 R, BR
BT S-RUKMENE IV R
R

R %
5-F R B IE 400 mg/m? IV By

5,

600 mg/m? IV 22h
TR B AR R 5mg/kg IV 30—90 min | 7E45 T FOLFOX-4 [f#(
—XK, §2RAGH—K

XELOX 5{# HYL R 130 mg/m? IV 2h 1R T WIS
XELOX+ DI A%Ek Hht KRR 1000 mg/m?, ik, K | REEE, DR, BERM
PIX W Frgk 2 A (BJE 1A
VBT T O

R B AR B 7.5 mg/kg IV 30—90 min | f£4F XELOX HIfi—
K, B3GR —IK

S-GPRIENE : 45 F H I DY S0 R s S R PR A

I E T S HUE L RA A I A AN EEH M. IE8 XELOX MR YT AR
FHATET FOLFOX-4, PAKIERH DR ERHITS FOLFOX-4 8 XELOX 7 AT IR
T BRI T RCR . 85 REWIFH A 12 H K #GES] T

D TERFE T RNEE, SR E RS AR XELOX 20 6 ik J A= 77 AR ZE A7 AN T

+ FOLFOX-4 %1,

i) TERANEIT ANBEF, SR EL S SRR T DR BR SR T 4H I o A AP AR T g

I (WK 4.
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MRIEMSL A A ZE 2 (IRC) FIFE TR B8 197 BOTAN AT IR B0 kR AR A7 3 43 #r
B8 T DURERSRPURTT N B R T B BRI IR R A (TER 4 R T W4 bt
5, KEIEL ST S I B G ot 5 B R U R e R — .

R 4. MBEESITHIREITHER ATT A#E, NO16966)

FOLFOX-4 FOLFOX-4
B XELOX B XELOX
D R SRR Pl
(n=701) (n=699)

FEAR
AR AR (D 8.0 9.4 0.0023
KB (97.5%CD @ 0.83 (0.72-0.95)

WELER
AR (YRIT R B

) 7.9 10.4 <0.0001
KR (97.5% CD 0.63 (0.52-0.75)
AL TEHE A A I T B A % A 40T

PO 8.5 11.0 <0.0001
REEL (97.5% CD 0.70  (0.58-0.83)
SRR (WHRETY, %) ™ 49.2% 46.5%
MR ML HER RN, %) ™ 37.5% 37.5%
LA D 19.9 21.2 0.0769
KEEL (97.5% CD 0.89  (0.76-1.03)

I ARALE H I 2007 4 1 H 31 HER AL

"I AR H #2006 4E 1 H 31 HIWEZ T

A0 R 2H

ECOG E3200

Ko — TN I R AR 7L, H AR T R RE A s id ia T (R I 45 B e R
(ZEIRIT) 4T DURERSHT 10 mg/kg BRE BLUD R EIE kL, I DY S0 BR A 5-980UR

WENE PR VE S, BEJE S-SR MENEEBKEIE (FOLFOX-4), & 2 JA—XIa T80k, Hf

FOLFOX-4 J7 2K 7 5178 NO16966 3 3 HHAH [H] {77 &= A H) 22 4

IR 2T RS ML, 8 SG= ANBEHL S 22 E T B R T SE T (R ). 829 44

BHEZI TN (FOLFOX-4 41 292 N, DIARERHHT+FOLFOX-4 2 293 A\, Dlfkzki

L2074 244 N 7E FOLFOX-4 J7 £ A DURER L), B MAEAEI T AR

Guit 2 B MR K o RIS 4 20k R A - A L iR e # H L T BB Guit 2 8

HEWEXSEE (2L S5,

& 5. E3200 BFFTHIT 30 S5 R

‘ | E3200
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FOLFOX-4 FOLFOX-4+ DA% EkHty 2
HEYN ) 292 293
ST
FRAz I TED CAD 10.8 13.0
95%Cl 10.12-11.86 12.09-14.03
A b
PRV B 0.751
(p =0.0012)
To itk e A AT 1
FRAzE A CHD 45 7.5
Pz 0.518
(p <0.0001)
BEMERE (%) 8.6% 22.2%
(p <0.0001)
10 mg/kg, B2 FBZ—IR
O FH X0 R
Tt 58 45 B R 52 TURER B PTR 257097 1 B % 53252 FOLFOX-4 077 BB 1 B A7 %
HREEWESS . M IKER PR 257097 A i ok B AE A E W R R KT FOLFOX-4
éﬂo
ML18147

o —TREAL. L T I A, 7R DURER PN —Zaa )T I I RE 1 3% %
Y E e gD, R TUARER BT 5.0 me/kg (5F 2 JH—%) 5L 7.5 mgkg (FF 3 JA—)
TR R E A AR T 5 B DR e O E AR T BT RIORH 22 4

e DURER BT — 2097 5 3 D AW, B ALIEIRIZ UL 3k e mCRC 3844
1:1 EEABREATL % 52 LA g / B v M BA B R e /B S 8 BN ERIATT CIRE — 27 77 %611
AT IR £ TRFRIATT. 10IT RRLE S LR R BN BT 32 1 B e - BAE R 2
MALEH (0S), RIMBEHLAL ZATA Ji K] 5 00 T[]

I 820 I BFHRENANL, 78 VARG —LRIATT 5 BB Bk e (A R VE 45 B s B
DU BR BT & LA e o E ALTT B 2 I K AEAA (OITT =819) (K 6).

& 6. ML18147 R ITT AR

ML18147
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PSR e e
SARIEVE/ DR | e s R 2 o+
HIYE T P
K 4o 106
B
s () o5 s
959 (51X I 011 ot
R 0.81
(p {E=0.0062)
AR
ke () i -
0.68
ML
(p fE<0.0001)
EMEFEE (ORR)
# 3.9% 5.4%

(p {ti=0.3113)

* 2.5 mg/kg/
Tt AR RENGE . WNEITHP RN HREIEL, LRESRIIFER.

HWENRIT &R (aCC)

B017920

RT3 HBENL. R IR TE, SRV DUERER g0 (FAFRESA 2.5 me/kg AR HE/
A, 2 J—k Y5 FOLFOX-4 Bk, =it 3 l—ik5 XELOX-4 Bk, LAfLH] FOLFOX-4
T EAE XD AE N IMLITLE 3451 B & 2 HIAT 3 AL e i3 v A ot e Ak
SRR AR LA, 8 DUSCRR ST 9 4 oW 52 21 58 22 1) Hh Tt Jig | S ) B2 R RIBE T o A
3G EFE T, AR T RIS VRER B REIA B KT R A A I 2 H
FOLFOX-4+ VAR Ek S hi 4l i) Jo gk e AEAE X L 117 (95%CL: 0.98-1.39), i XELOX-
4+ DUARER SR BUZE [ AU EE I A 1,07 (95%CT: 0.90-1.28).

PRI

B020696
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B020696 & —TFEHL FFRURIGRIRSS:, B 7E TP IR BT (5 me/kg A, 45 2 JH— VO
—LRIR YT h E e R M LR S 1 e A MR AU

EEARNERAR Y 6 AL RAAE R AN (PFS), PFS 25 T 788 X M
FITEAL . IREEA AR MG iR (ORR, WFAFH VI, SEEH] (OS), ZE#I ] (DoR)
a4tk

A 214 G b E B FE IR 122 FEVUNZ B2 B S B E/5-FU/LV ¥897 (meIFL 21D sl fftsr 85
/5- FU/LV B4 DR BR B HTIRTT (DU ER BB+ m-IFL 41D, BR80T RR 8 24 10 S e it
Jee B H AN R TN 52 1) B 1 S

T RPE UK, fERUE 1 BRSNS 10 DS AN BT T HR& D0 &7 e
ST ENEE (FAS,N=203) H#HT, Z5HILE 7.

£ 7. BO20696 TFAKABMELER (&S TEANED
m-IFL 4 JUREREHI+ m-IFL 4
b E YN 64 139
ot R4 A7 A
FpAzIEL (D 4.2 8.3
95%ClI 3.7-4.9 7.4-8.9
p 8 (Log-Rank #:36) <0.001
5454 0.44
95%ClI 0.31-0.63
SR
VAL NQED) 13.4 18.7
95%ClI 9.7-17.2 15.8-19.6
pft (Log-Rank &%) 0.014
AU B 0.62
95%ClI 0.41-0.95
BMEMHE (%)
R4 17.2% 35.3%

95%CI 8.4-27.7% 27.5-43.5%
p{E (Pearson £ 0.013

m-IFL:
AL 125 mg/m?, BRBkETE 90 081, FEJE MR 20 mg/m?, FRAKHEE 1-2 9%, 5-HUR
EIE 500 mg/m? Bf kA 6-8 /NiF, AR 1k, M4 k. Be N1 AR

ERAVEIT AR (ITT, N=214) FIfFETTRENEE (PP, N=171) AT 45 Fidt—
Y FE T FAS NBERIT RS R .
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ZaWER:

ARV RFET 20 ANBE (N=211D) BHTH. Sk ey Smh b n A DAk
BTN SRR, DRI T AR SRA R N A AR B8N . 5 A BRSCHVERIT 7T b SN Y
DURER TR e VEBORMARLE, 78 BN o RS BT ) 2 A R4S B B

8 DARER UK & AT AR B A RE A REFEMFAAE: 3 Sk, 3 AR, 3 2

A 3 G LR, 172 ZiFEhk . 3 REMTL. 3 ek,

o BAJLTHAEEAEIE R 1 A REM CRALYTH 98.6%, VKBRS A 1L
JTH 97.2%).

o W 3-5 AR I RARET (AT 61.4%, NIRERESUECAG ST 68.8%).

o FARFEHMFEGR A IRIT I IR Atk T4 (13/70, 18.6%) T UIARER
BHRAMITH (14/141, 9.9%). REHA RFZ DI IMITA R KB,

o JURERBBUBEITAA 3 BI(2.1%) BFEIET P EA R F 4, Baifby 744 1 6101.4%)
AT R E A R

SR E , DURER SApTE b B AREh I8 B i) 22 ARG ROk 45 R 5 A BREAT 1 B VAT 5T

gERFEI.

e, BB R R IR NERE (NSCLC)

£ E4599, BO17704 1 YO25404 B 7, X DAREREGUIR & LSO IR LT T — iR TT

AEGER AN NS (NSCLC) B3 I 22 A PE AT G AT THEF

4.

E4599

E4599 & — TP BEAL. FHVEXTHR. 290k, YR T DUARER b — 2 IR)T R

e, B R B R ML AR IR 4 i NSCLC (83 (Y7 R0r 22 4

A BEN LR LU R 1Ak TT CEAZIE 200 mg/m? R4 AUC = 6.0, 238 i i k)
(CP), T4 3HMEE 1 Rady, &= 6 MW, 5L CP 5 IRERHHL 15 mg/kg FIEES,

TR 3 RS 1 REFIKIES 2. fE5ER 6 N RIRREA-E AT B8R AT kAT s

DURER bt RE-EZRT AL AR B2 DR AU 253097, 4 3 A —Ik, EL RIS

DIdtRE. 878 Bl B EWBENL D HCE M A

BT, B2 RIIT ERE P, 32.2% (136/422) HIERF 32 7~12 IR TR ERFFi4h 24,

21.1% (89/422) FEH B2 13 8 13 LA TURER 145 24 .

TEA GOEE, SRS IE 8.
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R 8. E4599 B 5 KT &5 R

91 4H2
FHIE R RHEAS R TURER BT
15 mg/kg gq3w
I E PN 444 434
RELEH
i (D 10.3 12.3
P B 0.80 (p=0.003)
95% CI (0.69, 0.93)
T R AL A
A (D 48 6.4
KU L 0.65 (p<0.0001)
95% CI (0.56, 0.76)
5823 xS
tb# (HrED 12.9 29.0 (p<0.0001)
BO17704

BO17704 & —TiREAL. XUE 11 BARGIRAF T, Foiss T DUARER ST Al 3 7 fhyresxd bh 22 8
TG I PG At IR T R A AR B2 AT IR . R MR R R AR BRIR A . NSCLC
B . TREA VR RAAY], IREA AR BE RN LA IR
I7, T 3 JE A 1 R BV 80 mg/m?, 55 1 AR 8 JRE ik vk i 7 A5 1250 mg/m?,

W7 (CG) ®mELHT 6 MW, G R B PiE i 7.5 88 15 mg/kg K& T4 3
MIEE 1 Rk . 7 DURER BT, 3 A2 DURER BT 24707 (58 3 A — 0,

BB H I B BT 52 1

WA RORR 94% (277/296) HYBFEALESR 7 AN 4k 832 DR B PT R 2576897 . KB
53 BB (4 62%) Ak S5 52 % FhAEWT 07 M€ TR VR YT, IX AT RESEMA T VAR AR A7 o
7RG RAE W 9.

& 9. BO17704 BT HITT 345 %

, JGi4H /5 Pa AL % ST i fiohi=s
J4H 5 P Al
" ;Wf + DURERIH + DURFREH
- 7.5 mg/kg q3w 15 mg/kg q3w
RN 347 345 351
Toitt AR
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i () 6.1 o o
(p = 0.0026) (p=0.0301)
R o7 o2
[0.62;0.91] [0.68;0.98]
o 34.1% 30.4%
BB RER 20.1% (p< 0.0001) (p=0.0023)
pSRacyea i
» 13.6 13.4
A (D 13.1 (p = 0.4203) (p =0.7613)
" 0.93 1.03
P B [0.78; 1.11] [0.86, 1.23]
FEBT
Y025404

YO025404 s&—TFEHL. XE « I, 290 T #IRRIE T, 99N BEAE RS2 T 1
NI, MeAEk & R M AEBRIRA L NSCLC F[E B3, BENLAZH B2 VR ER b+ R e
B (CP) L7 Bl B+ REITFNEEE (CP) ff7. FEL A2t RAF, Mam

B AR BRI 2 S 5

BHEBENIEESZ CPALIT (R41 AUC=6.0 FIEAZEE 175 mg/m?, ¥l F ki), T6 3 4
M5 1 KRG, w2 6 MM, 5k CP 5 KRBT 15 mg/ke FIERA, T8 3 AME 1R
FRIKAE LR 24 o TE5ERR 6 AR I R AN A2 B T sl e s i by T 5, B gk ke sz DR

PREPPUERCZ R B Z6YT, 83 B, BB IOt e B AT 2 i a4

78% (107/138) VUREREPUIRTT A BELES 7 NE Ak S 32 TARFR P Z5969T, 57%

(78/138) ZRIGHH A AL 7 AR WISk B% 52 ZRGI 259077 . 7 AR WA 10,

£ 10.Y025404 HF R HIIT AR

42
#l1 RSB TURBR AR
TR E+Z R
15 mg/kg q3w
BHAK 138 138
Tt R AR
g (D 6.5 (p<§62001)
R L o
[0.29, 0.54]
JERZ:y
N , 54.4
bz (ErtD 26.3 (p<0.0001)
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BT
R () 177 24.3
(p=0.0154)
0.68
KUK
[0.50,0.93]
ZEMER:

i 2t aett N, Bk L, WERTNNZeEsiE S CP FEIGIT
NSCLC [ 2 4= LS VAR ER Bpt O 5 1) 22 4 PR AE — 30
o RRIFHIZEMES.
o WRITAHPRARFEMS (TAEEF) FMMEA R FEMRAEFMEL, ks E s
A B 1
o DURERHBPI+CP A =3 oA R FHAM R AR & CEFI+CP 24 60.9% vs DR ER
BHH+CP 41 66.7%) . 1Z T+ ah B al AR T DR Bk B HURF A SeiE A R4, HBpedn
5 IR BRPUATT A RIIA RFF CGRERIDGER AE [AESI), == Z4 5 il kA 5
PR AR E A RS CRRER R A AT SR B o
o WiiRIT Az A, S BUSE FTAIHE R Y HIAS B FHAE R A R AL CLEFI+CP 4 15.0%
vs. DUKERHHI+CP 4 18.4%). DUARERFPTAH WHIE 2GR R B AR, W7 e
DL B2 25 R IR 2 ML 2 B 1
o DURERHHT+CP A HPFRERIIEMA REMM RAERE S CZEFHCP 4 23.3% vs.
DURERBHTHCP 2 45.4%). KAEFRFEmEEZRE 1A 2 i CREZNEH A
W) e I AN AR R TS, DR ER FAPi+CP 4 rh =3 ZU8s B SR A R AR R
AR CEEFIH CP 4N 2.3% vs. TURER ST+ CP 4N 9.9%), FEZRH 3 2%
o LR RN B 9 PR BT 3
PG AT SECET IO R R AERBAL CBEIFH+CP 2H 0.8% vs. TURER T
+CP 4 2.1%)-
B2, TEHE YO25404 HF 50 H WSR2 (1) DU BR H 5122 4 1 A7 3 s SR 5 A BROCEERTE 73 (1) 45

AR

[ZEEE]

YEFDLE

DRERHPTRT 5 VEGF 454, FHIE VEGF 5N B 41fifi ki VEGF 5244 (Flt-1 A1 KDR) 5.
TEF o TEMRAM M AR B T, VEGF 5 2 A4 TR ELATE P RT- 350PA R 400 i 8 8 F590 A 1
TEf. TERRER (TR 46 Wi e AR AR 2 v 25 7 DUARER BT, T 9t/ i A A R0 4 1)
R .

HBHEHA

— Rk
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R T VRERBEPUR] WG DB AR N . TEAE R U) CVRIE 43 K J2 I3 T Bz k4 11 A Y
45T DUARERER G AT BEAHS TR s el D PR 2R 2L 2R B B 20 M P A R SR B T B e
A KA TF U D ek, DURER P45 24 4-26 AJG (UL mg/kg AT EIT, NAJHHER
FIEM 0.4-20 £5), FIWAKBRKEAR, HEARM™ERESREME, F4EHS
W o

BAEFME: WARTFR DURER BT F PR 7.

AFE R

DARERBATRT REsEMAE B 7). MEPE B ERRAS T DUER BRI HT C AHERERIE 1) 0.4-20 £5), 7T
WML R & SZ PRSI, SHEAHCH N A 7B E & TR, FE B4R A
JASIR B 4 B 12 FAWE WG, AT Rtk % . 12 FREE, AR ORI peh
S, AR T D0 BB b AR . 12 R RIS SR, R L AR A ek D, HF e
BN BRER. H SRR IIREOR DR .

IR BIERR B GRS 6-18 KD, B 3 K 1 IRERNKFES 4 T DURERHHT 10 mgkg &
100 mg/kg, ZIANNERFIE 10 mgkg 19 1-10 i, AT EHARIGAT A 5 s AR SO i 4
e KA (0mgkg FEN 42%, 30 mg/kg FIE AN 76%, 100 mg/kg FIE N 95%) o
BT (Omg/kg FIEH 9%, 30mgkg FIEA 15%, 100 mg/kg FIEN 61%) HIETEE
FIEARCHESG I . B 75 T3 mT B i, SRR (Wi B D {XAE 100 mg/kg 45
iR e A . SRR SR SR R AR A R RUCE S AR SO
WA KT e S Y, AR LR G R 6k . SR R, I AR
VEGF Ml VEGFR-2 5MEMEAETE . IRIG-IoAF K B M A G K B BT K.

BoBYE: AR R DURER A B T 7

[ZR3177%]

DR ER U 254K 30 1725 2 B0 7 385 43T I3 A 1) DA Bk BRI B SR VP A 1 CRIVRS: I 7 9%
ANREIX 431 25 11 DA ER SR PUAN S VEGF 456 1 DURER D . TURER BT 254880 11 50k
K H T 10 TUESL AR B8 hg- AT AR 58 . FERTA I, DURGER BTk E K 1 77 =X
2. HNERPEREET BFE N2, BRI R F 4L 90 b, 7 1~10 mgkg
RN, DURER AP ZARE) 2 R AR R .

L

A&

il

VA R eSS R (Ve) B30 2.73L M1 3.28L, #FEFTREIR I 1gG A1
EER TR MG Z A o 2 VUSRS BUMB 25106 I, Lo R 55 1 s 1 S 1 41
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JAEAR (Vp) {7708 1.69L Fl1 2.35L. WHAEBHATAIELUG, BIEREMN Ve Hm T &
HEE (+20%).

AR

xRS, il IV BRES T DL IREREGUS, A DURER BT AETIEAT PN, 4R
e AR TR E S AL R 5 VEGF 45 A MR 1gG I TIUALE AL DUARER PRI 5
THBR 5 W IEYE 1gG AL, RO R B8 I A G048 P B 20 1) 2 K Ao AR, AN - il
BRI E I BR . 1gG 5 FeRn S5 & R HABEAN AR, BA K IZAR P2,

b S

LA B P R I T S B R BIRE 24 T 0.188 1 0.220 /K. SHMAEBATIRIEE, Hik®
H I DU ER APUERR R E Tt (F17%). RSB, S Lok B 1 bR G
THE N 18 K, MBI HMEERE N 20 K.
RER AR 2R3 /7%

SRR ZAREN S 14T T o T IR N SR AE S AT VPN o IR SRR, DR ER BT
(2B AR AR 2 (B & 7

JLE S F B2 S8, 18 4 TURRIE TN 152 BlEs (7 AMHE 21 A
% 5.9 & 125 kg) Ot DURER PP REN 12047 TV . AR 1FERITR, 14k
RS, LEE B P TR R A BUE BR R  A RS R R Y. BRI ER, 4
e 5 DR AL 2B T A AR G

B A AT B B A 0 USRS 2B 02 7, BRA R DEAS 2 DAk B ARt
BRI AR

JF0 . AR 5 BT DURER R 2530 1 0 78, RO IEAS /2 DUARER Bt
AR HEM ) R .

[ B EH R R3 F

BP20689 /& — TUTE J A W A 1 i 1) v | AR 2 1 AT 1) 06 T DUARBR S 22 4 Ml 25K 3))
JIEERHER TIREIT . 0 DURER BT = A I8 KT (Smg/kg, 10mg/kg Al 15mg/kg) #EAT T
Y. 3F 39 B ZidE S HZIAR.

WRIGLE R oK, 16 5-15mg/kg WHIPY, DRBRBPUNLMEZ1R3) 11

DR BB 2 IR 22530 2505 B R 2R AL 225 5 R R 25T R .
DB BRI SEIIME L, Smeke 73714 0.85,1.01 1 1.21; 10mg/kg 73514
0.97, 1.01 F1 1.02; 15mg/kg 43514 1.01, 1.01 A1 1.01,

BT, 2K HE Smg/kg A1 10mg/kg VURER 402 k4 2 )a , 1LiE DURER BT PK
ZHGHEEE AT 3mg/kg M 10mg/kg ) T BT (AVF0737g) F3k1EH) PK S3d%i
(F 11,

R 1. BAHZRE (AVF0737g) 5FEZAE (BP20689) [A] PK &R

31



bl TR Hh 73 A
Wi
(mg/kg) (ml/day/kg) (ml/kg)
5 H 3 3.65 414
AVF0737g 10 2.75 43.5
[ 5 3.41 41.1
BP20689 10 3.16 41.0

WA 1% 258N J 200k 7T 45 RAE bl PRI 25 R A LU, AR B DUARER ST A7 AE R IR 2 5

[ir-5ex]

AR b RAZAE RS E RS 1A SO0 2 AT A

W, 2°C—8°C TR A AE rh {RA7FISH -

PEAGRE. FNERF).

A SR GG AT U BT, Rk, D620 ot R i) 25 VA0 1) T B 4

EAIESE T 4E 2°C—30°C M4 T, 1E 0.9% M SRR, AR m e F g R i f 2 A
AR EVE T AR KR 48 AN/ o IWGAEM ML, 7 G5 RAZAL BB . dn SRR e SR
R, 36 A ST CRE A B R (A7 B TR RN, T b AR A VE T 18 19 2% 3
ITHRE, IEHTEDLR, 1E 2°C—8°C Z A T IIARAE (B AN LI 24 /BT

(R3]

E MR 2
1 /&

[HX]

30 MH
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€idiivas)

P

(25 EHwaTRPE A

2R BRI DUREH A R A T
Al RETARICIX B 1289 5 1 (D #) 4

(44 ]

b FR: B E EDOR AV AR A W

AcrE bl FEETTARIC X CE LS 1289 5 1 (D )
MBI RS : 200233

BeR A 021-33395800 (AALD

fEH: 021-33681208

PI4k: www.henlius.com

GRS 400--086-6800 (JE—ZJEH, AR24/ND)
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