% % 20244E3 H 23T (45500
% 2022486 H e ET (4R, iR OB 2 )

R4EREA

By % 2~8CIRHE
* + FROHAR - 366/

MVEGF#) e MEE/ZO0—FILHLE

RNV XY T (BIFHRIRZ)

LR RS 23N

IR, TR R

?"z*y%iﬁﬁﬁm100mg/4m

{£1) VEGF : Vascular Endothelial Growth Factor
(I Y B BBl A7)
2 - EASEOMSTEI L D AT A2

PR F o ansizm400n,/160
AVASTI N® for Intravenous Infusion
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1.1 XFE ST P ALCEEET. BARCTORSTE 2EER
BRICHEWVWT, PALEEERICTA LM - BRE2F OEMDS
ET. AEEPBEY EHEHENBEFICOVWTDOAERT 5
Eo Tl BERIBICEKILSE. BEAXEZOREKEICEMHERY
e E+AHEAL. AEEZBTHOHRETEI L,

2 EEBEFISHS5hh, ECICERFIREENATVS, K
HOH/SRIC, HEEFIL LM SN EEEE. FEDOKRS%
kU, BYIBREZITV. L. AFZEHRSLEVW &,
[9.1.1. 11.1.288]

3 BSARERIC L 2AMHE (RILF. MBEOLE) »r*Ho5bh
haZerdh 5,

31 FHBEOBREICKHERE T 31541, WAIOREE R
L. BEDFABERFNTE L. KELFHOMAIHEBL T
WEWESIE., BELOFEM I EKRME LB EHch3
BEERE. FREHBELRVIE, [8.1. 9.1.2, 11.1.45HE]
3.2 FHOBEHRICAHSEBERICL 2 AMHEI H5bh -5
Al AEPAEBT 2 TEREADERSEHIEL, BYELEE
T52 &, [8.1. 9.1.2, 11.1.48H]

3.3 KFOBRERTRICFMEITOIHEE. FHOBE5KRT
POZOHOFMETCTHAIEHEE B &, [8.1. 9.1.2,
11.1.488]

A FEOHBREICKVEEEEEMO) 27 PS5 Thy H
3. EE (B2 E80) 2B T2 BEICAFERE L 254,
BEmPHo5hhdsThd s s, AFOFESHICEEOGHM
PHObhEHBEIE. FEDOHREEFIEL ., BYLLEZ TV
LI, AFEBRELEVC E, [8.4. 9.1.3, 11.1.58H]
5 AEIOH/EICKY ., MEl (%l) PHS5Hh. ETICES
BIFHRESh TV, BEs+HICITV. B (Fif) »6
SbhhizHeid. xEOHREEFIEL. BYLELEZITO.
B, AHEBFHBRELEWVI E, [2.2. 11.1.588]

.6 BIMEFRAE. —BMREMFREE. OHERE. PO0E. BEIL.
BEELEOHRMEERES &5 b, ETICEZHIRE S
hTW3, BIBZ2THIITOVEEIRO SN ABZEICIE. FF
DEE5EHIEL, BYELBEITI &, BIRMBERED H
Shh-BEICIF . FHEFHRS LAV E[9.1.5.11.1.65H]
7 SEMREXSIMEES Y —ErH5hh, SETICES
BlhrHEIhhTWDE, ChoDERDPHSHIHEEIE. KH
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3.1 %
B4, TINATF v REEE TINAT Vi ER
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TR 92.8mg
AR Y EE—RFF YT A
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ARV AR—=120 6.4mg
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100mg/4mL
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400mg/16mL
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17.1.11%88]
(FMARER IS B RILE)
%5.3 M RIEMHEIZB T, FRAOHER LIRS T

W,

Lo [17.1.1-

5.4 IEAIFIIREN TV ARV, [17.1.13518]
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B 2 CRAR G- ORBEM G L BISEH OIREITH 2

[17.1.12, 17.1.13Z&H]
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*5.6 [17. FREA | OHOWNEZ AL RHOF IR et

I L BT, R, BRI AR 2 B E 2 CEISA

HORIREF) =

k.o

o [17.1.14, 17.1.152H]
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5.7 FIGO Stagell L L OYIEIEEE 128555 2 &,

*5.8 [17. K] OEONEX I L. KA OGR4
b CHR L7z T ISR OEINE T 2 L. [17.1.165 1]

CEITR I BROFEERE)

*5.9 [17 R OEONEZ I L. KA OG MR %4
b CHR L7z T ISR OEINE T 2 L. [17.1.175 1]

(UIBRANRE & FTHmAa )

5.10 RATRE (BRI Y 2 — VIEARE, T 94 MkEnik, <
A 7 gL BRI/ e IR LA e, IR
RS O L 7 B RFHIR B 1 2 RF oA T O
SPEITHET LT e,

*5.11 [17. FREGE ] OEHONE 2B L. KEIOG ML V% 2%

AR L 722 BT, B BRI A A S 72 BE O TR AERE

EOREELPEE 2 GESBREORIREITH) 2 &, [17.1.1851H]

*6. FAERUHAE

CAEYIRTREETT - BROKEE - ERE)
M OPEMEESER) & OfFHIZ BT, dlE ., AN Y X<
7 (GEETHBEA) & LTlR5me/kg ((AHE) Xid10mg/kg (FTE)
& STHE RS 5o 25 HRIZ2BEE D EE T2,
M DOPEMEESEH) & OFFHIZ BT, dlE ., AN Y X<
7 GEfET-HIRZ) & LCLA7.5me/kg (RIE) % sisEdiR N E
W5, HSHMBIESAMUEET S,

(RTELEEZR UIBRTREAETT - BROFE/ I MEMmE. EITIE
BREOFEER)
M OPLEMEESEH) & OFFHIZ BT, dlHE ., AN Y X<
7 (EfETHIRZ) & LT1M5me/kg (RE) % sk v o)
T 5o G MMBIESEMMULET 5,

(FMAFRER (LT HILE)
N7 )X EDOBHIZB T EE RASIEANN Y X~ 7 (i
ZfAldz) & LClRll0me/kg (KTE) % RUMEIRMNIES S %0
PSRRI 2AEM L L L T 5,

(B aERE
WHE NI A 7 GEIE TR Z) & L ClR10mg/kg (1R
) & 2EM MU 5me/ kg (REE) % 358 [ B8 C niif s IR
NENT 2. B BEOREICL VRS HBIIEEERET L2 &,

(P ETE)
M OPEMEESEH) & OBFHIZ BT, dlHE ., AN Y X<
7 (EfETHIRZ) & LT1M10me/kg (RTE) % 238 BRI RE SIE1
M15mg/kg ((KE) % 3FM G CLEHIRINEN T 5. 2B, &
HORBIZEVEGHRIETLEET S &,

(UIBRANRE 4 BT AR A )
TTVYART GEETHEZ) LoftHIcBWT, @, A
WA A7 (BT 2) & LClM15mg/kg ((KE) %
FUHEIRNER T 50 $e5-HRIESEMU EE T 5,

7. BEARUVAEICEEY 23R

(zhEe3tE)

®7.1 RHF LGRS B MOPUEMIEE AN, [17 BRG] OHOW
HEPMLUI BT, #IRT 22 L, [17.1.1-17.1.1851#]

7.2 FEEEMANEBIE LI BT 2 AH HER G- COF IR
PRI L T2,

7.3 WA G-EE05: 20T CHRUEIFHEY o MBI T OEFE SR
IFCaHIUE, 20 H O TG136077H TIT > TH B\vo 2 HOH% 5
BT HEHFMUENRIFCTHIUS, ZNLEOFHG13305 M5
ETDHLIENTE D,

CRBYBTRLETT - BROBE - ERE)

7.4 FRHNE, 7oL IV UARER R GO MOTUEEELEA & o
PERICE W #5352 8, [17.1.1-17.1. 78]

®7.5 AF O - FHEId 117 BREH OHONE 2 #H L 72 LT,

ARHNEGEHT5 B MO FUENEEESF] Mo O BCE D AALSFIRIEE G

CC#IRT 2 2 &0 [17.1.1-17.1.72 ]

(RFEEEEBRUIBRTREREIT - BROIE/ME)

7.6 AHNIAERPUEMEEREA % & Ao PUEMEEER & o ff i
LVBIET A2 &, [17.1.8-17.1. 115 ]

(FMABER (S EHILE

7.7 RENI X7 ) XV EDBRNC L VBT S 2 &, [17.1.12,
17.1.1321H]

(EBHEREE

7.8 WIESSEMEMBEBIEOR A L. RENGREHREN LT € e 3
FEofEMIc LY ET 22 & [17.1.1550]

*7.9 RFIOMPE - FHEiE. (17 BRG] OO N %2 #1172 1T,
BEOBBREIIS U CEINT 22 &, [17.1.14, 17.1.1558H]
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*7.10 AH| & OEH 3 2 MoPUEEEHNIL. [17. BRG] omEHo W
BEPAL, BENNORTIONA FI4 %2812 LT#
W3z k, [17.1.162H]

7.1 KFEANKTTF 2 RO ) & X0 )V EGEHT B3,
BERIH ST 15 RFN ML G 2 kil 9 5 2 & (ORH % fkfek 5-
LA ORI T av), [17.1.1650H]

GEITR IS BROTFEERE)

712 RHNI N7 ) & 1)L % & SO PR & oIz XY
BT A2 L, [17.1.1730]

743 BRNBEIZBWTIE, KA 7 ) XV KT X579~
& DB G- ORI\

8. EELEAREE

8.1 BIGAERLEBIEIC X A EIHEDNH SN DL Z EWd b, AHlOH
BT HRICTMEAT ) Bk, AR OBGHT 06 FDHO Tl
TR EBL 2 &0 AR ORMEIEG 25 Tl £ TOREY)
HHBIEAS 22 o T WnhS, REIOPHIHEEZET L L,
[1.3.1-1.3.3. 9.1.2, 11.1.4. 16.1.1Z:H]

8.2 HIENHSHLNL Z ENDHHDT, 5 MM ILIME % =8
MICHlE L, @Y 20Ex2479 2 & [1.7, 11.1.78M]]

8.3 RURMHOLNLZ ENHLOT, HGMMPIIREN % E
IR T A Z LD F Ly, [11.1.92F]

8.4 NHnfs & &t 5 SR D2 < RA & E LS A LFIRED G S
7EFEICBVTL, EEICRER B L RN EE SR DR
723 AR RS B OV I O T fEE 2 E R L T AR 0P h
& &S CEY G527 T, [1.4, 9.1.3, 11.1.5%14]

8.5 RIS b b T EDHHOT, EMEYI MR % 1T
I B E AT 2 L. [11.1.1081]]

8.6 MRMEM/NIIEREDSH HbND T EHdH LD T, B R
A7) BRI 2, (111,143 ]

*8.7 JHHLRE IR LT Mo PEEMEEL A & O IZB W TARK % 11
10mg/kg (RE). 2BREECHEMT 2 B2, BTt (T
FOLEEOECFRIAKGRIE - MRS AN
LR EEE] Y ) AT A2 L,

9. BENEREZEIHREICHATIEE

9.1 BHHE - BMEEZDH 5 FE

9.1.1 HILEL EERADRKELZAH L TVBEE
HILEGEILE D bbb BENDH Lo [1.2. 11.1.22H]

9.1.2 XELFMOMAIFBEEML TOWEVEE
B G EAREIE L X B G PIHED D BN D BEND D 5o TRIKHER
IZBWTRE 2 FMR28H HfE#H L T2 wEBEICAH 2 H5 L
ToRRBRIE e\, [1.3.1-1.3.3, 8.1, 11.1.4&H]

9.1.3 fiEis 2 HT HEBE
WES (mf e &) 2672 B8 IAH 253 254613,
BIgE T AT IHIASEED LD & 9 BAEIRATRED S N 7oh 6
3 RH OB IR SO TR MG E1T) Lo e hd
5 B TN 2 R 72 Bl S, 7o, MFREBSFEEE 2
xtG & L7z SRR B RRER IS BV T, RFIOFEGAZ L0 Bxdiio
FEH D % L EARD ST D, [1.4, 8.4, 11.1.52 ]

9.1.4 ERMHEMKE. RERREDH 5 EE
HID S 5bND BTN Db



9.1.5 MEEREDREDH 5 FE
DFREZE, EAEZE. RERERIRMARAE . Fl2EARdE 2 &AYD
SbNbBENDDH L, [1.6, 11.1.65H]
9.1.6 HERRDBE
TR MARZERIEDFEH ) A7 B 2D BENN D %o
9.1.7 EMEEDBE
EIMEAEAT 2 BENDDH 5. EHROFEBIEA LA

THIEND D,
9.1.8 3 - M*EOFLRIITBERAR L EDEE L/ LERED
HdEE

I o M LAREPEALETD S DLNIEBENDVH L.
[11.1.12&H#]

9.4 £IEREEF T BE
TR S 2 TR ED D 2 W IE, ARG, #iY) 7
WEAACD L HTRET L 2L, T2, RRFGHET R
bIRMR6 7 H T2 V2 L) 8855 2 & [9.5,
15.2.1%H]

9.5 17
Il SR LT A T REMED & 5 T IE, iRE Lo
HAEAERBE % L2 L HH S N2 BEI0 ARG T
5Tl R ZHEG INLEETTRZHT 5RO ME
DG SN TV L, £72,0 KHlz 7+ ¥ GERIEN)
WG L72E2a 0 ik - BRI A R 30 &
n7z. [9.4. 15.2.1%H]

9.6 ®ilw
R EOERIER IR EOHRIEEZE L. HALD
MEFE ST HIEZ BT 5 2 Lo AR MR ANDR
TTEIZOWTIIAYTH 55, b MGt s 4T+
BT ENPHLN TV,

9.7 NRE

9.7.1 /NEEZ G L LHRHBUIER L Tz,

9.7.2 NEEETHEL (FHUNOEL) bbb LD
WED D 5o

9.8 mknE
BEOREZ IS L 2P EEIHT T2 L,
MR RERIC B\ Tl 65RO B E & WKL, 65
DL b o> BB TARFI G- & 2 IS FE 1, — a1k i i
FEAE, LB ZE5E O B IR MR 28 i E D SEBLER O b 52352
D5z,

10. #EEA
10.2 HAER (BFRICEET S L)

Bk FRARIEIR - $EET0 | B - el T
;iuff[?%/” LA D & b b B A 2 & 1 S
INT 7 v DL CLBINH DS,

1. BlER

KOBWERD S S5 bND 2 ENHLDOT, BEE+5124T
W, B S NI A I3 S 2 kT A e SR
Wi A 4TS 2 &

1.1 EXEEMER

NAA 2av o, 7F7147F%>— (1.9%)
vav s, 7+ 714 5% — -infusion reaction (FEWRIE.
MR PR, VS IE . HERES) h S b N
BB o BRFERATFRD S N2E 13, AR OFES %k L.
FUREE (7T FLF) v, FIEEEATHA FEL $ie
ALY I VHIE) Fo@EYRLEEYT LI L,

11.1.2 JHEEZEF (0.9%)
FCICELBIPME SN TS, HLERLEZH S
WA, BEERHILESEILIEET2BIWDH 50
T, FHEIRFHG LI, [1.2, 9.1.1%HH]

11.1.3 ¥ (0.3%)

AL (B R, DR, RS s Uit
BUHNOBEIL (RSB, WIRAEFEAHE, B ESE)
WHOLLNALZENDH Y FEEIZELBFIDHEEN TV D,

F7o. [EEEEUIEE OB D S5 b BE T,
RENFFHEG LRV Lo TEEMA RS L7z R
BTk, HALE RS (EBEES) (8.3%). THILE
(EBHE) (0.5%) . WL LSO (BEEES:) (1.8%)
BROLNTEY ., FLEBBOL I, FRE~ORG
TRIEROH LEETHo-Z P RE SN TV 5,

11.1.4 AHSAREE
BB SR 2 BT REMEDSE 2 . AlBH G IR AL
WX BAILE (0.5%) ROk LIm (0.4%) SoAPHE
W bbb I LD b, AHGHRIRELEIC X5 GIHEND
HbhN7a 1 BIESIGE T 5 £ TARAORG- 2 ik L,
WY MEZ4TH 2 k. [1.3.1-1.3.3, 8.1, 9.1.2%MH]

11.1.5 HIm (19.3%)

FEE B I 2 A de . WAL M (ki Fafn) (2.0%) .
B (g - ) (1.2%) . Betim (0.1%) 55258
EbNbIENH D, T2, B (15.1%) . B i
(1.4%) . I&iiifm (0. 1%A0) ORI H &b b
CEDRDH DL, EEOHIMIZBW T TIZE S B2 HmE
ENTWwa7z, Ml (i) EEEO B H 5
bhga1, REloFxG ik L, #Y) 2 0LE %479
. Fo 20X BN S SR EE TR, E
EOMIMAHETL2BZENNHLHDT, KElzFHES L
Wk, [1.40 1.5, 2.2, 8.4, 9.1.38H]

11.1.6 IMIQZERAE
MImeE s GBHEAR) . —BMWEREMmEE (0.1%). L
FEZE (0.19%A00) . 0 (0.1%) . B (BHEA)
WitEZE (0.2%) SFOBYIRMASZERAE ., K OGEET IR M ie
iE (0.2%). HfigereiE (0.1%) ORISR D S
PNAEZENRDH) ., EICELFAPTRE SN TS, R
MARZEARIED S H b2 EH TIE, BRI TICESTT
REMED H DO T ARFN I G L2 £.[1.6.9.1.55H]

1.1.7 SMMEMREE GHEAN) SIEM Y U —€ HEAR)
I U= )VAREO I, SR ERAE . S 2 )
—E0H b bNgE101E. KEloFG 2RIk L., #Y7%
WMEAFTH 2 ko F/2. @IUEMERE, SmEEs ) —€
WEETAIBENDEHLDT, 20O L) REFITITEAFZ
FHRG LR &y EIEOSEERIIAHK O HEICHE L
TEATAHEAIRIEEIN TS, [1.7. 8.22K]

11.1.8 FIEMHBAEREERE (0. 19%40)
]V P RN R CRESIR ¢ RERESSE . B, R
REBZAL, HEES, REES) P"Hobnb I ehdhl,
EIMEZ ) Gl bR WP RE SN T, Biggr
T AT YRR B REIE RS b N A
AF OG- AL L, MEDT Y FO—), PrEEIED
P GSEOMY BB EITH 2 L. [1.851K]

11.1.9 2 70— EEMREE (0.1%KiH)
EEOERAREO TR SN A1, 5% ik
L. @Y RMELIT) 2 8o BARDFEHFIIRF O &
ARSI L C BRI 2 @RI E v b, [8.32M]

11.1.10 S5EI0H
MO FHENEIERH & OfF B WUk AE (0.1%
Fii) . IFRERRA (24.5%) . FmERBD (24.3%). &
1M (8.7%) \ M/ (10.4%) 23d Hb Db Z Ehd b,
B, FERARRER T o PuE S AN A K] 2 O L 728
IZBWT, BEH L TwanEE i L T, SOk
WAE . FEEVER R BRI AE O TS E E 5 2 LS
HEINTWD, [8.58]

11111 BEEE (10.0%)
HHERRD ORI »Hb S TH% (0.6%). Mk
(0.2%) \ BREHEFIL S AT O BYHED D 6 b,
LI ELBPMESIN TS, B, BIEMEHELIC
DWTIE, AR, WAL, LSRR L7
BIDSRE SN T W5,



11.1.12 5 > MHOARL (0. 1%A0)
FUE AR L LR R ClE, 7L — F3UL Lo EEER
D2 2%DHETRDOLNTEBY . FLEBMOLIZ, 7 b
T A7) VREROFGE, ERBENO RS ERESODH 5
BETHo -2 e snTnb, [9.1.88H]

11.1.13 BEEMEE (0.4%)

11.1.14 MEHRNIERE GHEARD)
A P I ISR A PR SR B L 98 L DR R A0 T 55 0D I A T e s
MAEREAD b D 2 EHd Do WHARIMERE kS G, /ML
WA, BRI EEN RO S NGAIE, K5 AL, @Y
BB EFTH &, [8.65H]

11.1.15 BOARERRE (0. 19%Ai)
KEIRIEEE L & BIREEEDS D S bNDL LD b,

1.2 ZOfOEER

R R

5%LL L 1~5% il 1Al | BUEA]
e IE ORISR E . e, A

&R = 2
—m 8y -,
A 1 T =
=N —,
I A o R
&) (15.8%)

SR AR
iE . E )L
DI

DEV, AL,
WELEE SRR St
g, (IR,

S
i) ﬂ%

O G A=
(14.7%) s

M. A

PR, THAEAS
BB Wi

.

(14.1%) N | BAPLE BB .
4 (11.7%) . FeiZ. Bade. thi
THAL# T MR ESETN N
R R,
FIZE, HIGE.
w4, NP
. OB
JR O By Rk [ BUNYE I, I
WIRRR (10.5%) myLTFoy
B
i #% B 2 W)y
(AST E5. |~8n
iR/ ALT LS. y
-GTPH I,
LDH# %)
) U ONEREIINREE N, 7
W TATN\ T B
) DY A~ | F Bk
T - e —HEhn fn. APTTIEE:
LIRS EEs eyl
Jara sy
R IE R
b - S B IMILE (18.2%) BhiE, TSR %zé‘]&%ﬂ
BB (10,7 %L AE . |3, B, K § £
%) F&E TR, | R R B2 |, I
] JNO B E | FINE, B2RE %8, | VERZR %%
FERIFAE JNBHZE, IR
A, A
R W WU, A E s
I TR, e hn
i - B (BB e
FosF) . IR
T MRS
5 7 B AR R P PR | (B v O
— Leod . |85 GELEE
Sy RSO | SRS
5w
" RIS, DR (MR R

(4)

IWCZ ST

VAR, Az
wFEV, BOLE,
PHIATVRIE 28k,
R E, ATk
IoNRE U DN
AHHIA#E, H
AP TET
PR G

5%k 1~5% A 1% i A
111 R Pl K sl N AV
VBN, A, i) >~
M7 V7 3|, i R R
eI %0 Hin, ®Aa)w
LIIE. AR &
W ERRIMAE
ML A
WA RFET R
HERE . B
e V3 AL
M 7 0 — Vi
AL EILRE. &
S/ VAFN i}
E. R AR
CFE, I
NURZFNHIIN
T~ 72T A
MAE, K1)
2 ME
W7 - M R b S R G I I | W R
(15.5%). Z&2|( & W B8 41T Ch . RENY| B lms
I o 4 | N N A R 1
Ao Al-P AT, RS, (BEREA A
S KA BK. B, | (M F R
IR, AL, |7 T VB ) L B
CRP LA \PHE (e, 2|
o B AL R E ) . A

) FEBUHIZ IXG I BRANRE 7 4T - PO - MR 105
5 ENERREER [JO18157# 5k, JO181585 5% & 1FJ019380:
BRIl RIGHR O L EE % B CHEAT - FRIE I/ 12
X9 % EINERREER [JO19907588R] . TAir A ne I FFIEFLAE
VRS B EN R SR [JO199013ER] . #IFEDIBIFIE 235
5 ERE LRSS [BO219907KER] (EIPHER) |
AREBME | k5 & [EI P R PR R (702250630857 PR ALHE 12 %k
3 % EBEIL I EAR RS [GOG-0218%5%] (EIPNIER) . AT
(IFFFED T FIE 65 A EIN IR RS 70295693571, 1
B AN ae e I SE L2 x5 2 [EIBRSL A R ERER [Y 040245508%]
(EIPEBD) e LIS IE T o0 v (A U A % 2 o

14. BRAEDEE
14.1 ZEFABEEOZE

NN

FEEEAEE

14.1.1 KA OG- VB 2 BN TR &) . H R4 AR
TR TH100mL & 2.
(TR LY &E5R
HERO B ()~ (kg x B (me/ke)
25 (mg/mL)
1% 5= PERENYE (mL) F5E
5mg/kg WEPY & (mL) =1AE (kg) x0.2(mL/kg)
7.5mg/kg REMY &= (mL) =45 (kg) x0.3(mL/kg)
10mg/kg PERY i (mL) = 1A (kg) 0.4 (mL/kg)
15mg/kg PERY & (mL) = 1R (kg) X0.6(mL/kg)

14.1.2 HRABAEEHDAMNIER L 2nw2 &,
14.1.3 JARFIR L, MEARIHSLPIHERTAZ L. F/2, ik
BERET 5T &,




14.2 EHRSHOZXE
AFN &7 PUBRERZIRE LHE. ~NY XX T OO S
HHELBBZNDoHI0, 7 PR E OREGZEIT, KHF
ET RIMEEEOR Uil 7 4 ¥ & W RS 3 Th R w2
Lo

15. ZOMOEE
15.1 ERER{EMAICE D < &3k
15.1.1 HEAMBR BRI 3B W CARH & b & Bf 1 L 72 Bk w2k
BB ALFREOAR T FEM L 7B & i L L IR S (B
-HCGHE#RM A RT3 H UL fkfe 3 2 8 H #£>>FSH=30MIU/
mL) OB EOWREND Y . TR T O REMEATRIZ
ENTzo BB, AFIHIERICITE AL OBE TINERAED REA
BOLNTVDLY, KA DOHEZEANO BN % B IR TH 5,
15.1.2 RAMEGRICHE I HI L - L oSG H ). £<UIEA
RARF— b REHNE G D D VIR TR D L EE TH -7
T2, KA R ST MEIAEHERE © AR AR A — FREH % 5
RR SR BBE O SN 2 T REEAVRIB S 7z & OFED D 5 6
15.1.3 EIEAM BT 285 RN B - HEsb) #5618,
MATsERIEE. MRS, RS TR . RIS OIRBEE DD &b
B EDPHEEN TV, RAIZETHRNESG T 512H7--T, K
F OARHY) 7 M IAE T TONFIFIC LD . BERIRIEIGED D
Sbhit, KBHIZE S 72 CiE S hCnb, T2, s
W, DIEZE, TSN D SN 2 EAHRE STV AP,
15.2 FEERAREABRICE D C 15
15.2.1 ¥ X olk - JEEEE (10~100mg/kg % 2+ B I 5)
CBWT, BEAEORA . WRIEOHEM, 4 - B REE2 A
F 5B ORI Stz. [9.4, 9.58 8]
15.2.2 i =7 4 POV TIRAH O KEHE S (2~50mg/kg. J1[A]
AZI2MAFEG) I LY BB R ER TRk BT S,

16. EMEIHEE
16.1 MARE
16.1.1 BEKRE
K - EIRE B 18FIC N Y X< 73, 53Id10mg/kg™ & 9045 i i
WL72E EOMBHREEIULTOLEBY THolzy ~NY AT O 2
5 OHRITAERH T, AUCIHHR G-I L CagnL 725, [8.15]
BEHSEOMEFRE (N=6. meantSD)

Hg/mL
500
o 3mg/kg®
% _ : |2z§;:§§
th
~ 1001
N g
P
X 50
<
4
b
)3
104
H G OSEY B ST X2 — 5
ERacn o AUCint Va CL tiz
(mg/kg) |(ug - day/mL) (mL/kg) (mL/day/kg) (day)
3 852.3+237.4 | 62.50+11.10 | 3.80%+1.20 12.33+4.52
5 1387.2+426.9| 73.47+18.34 | 3.94+1.34 13.40+2.82
10 2810.9+344.8] 60.26*= 8.93 | 3.61+0.48 11.68+1.74

N=6. mean*SD
1) AH OEREYIEARE 2 AT - FFE O - BEE I3 2 KA I
[Al5mg/kg. 7.5mg/kgh M10mg/kgTdHh %

16.1.2 REHRS

(FMTEER (I BHIE)
W - BEHMEE I ) ¥RV EDBHICE ) NNY X< 7 10mg/
kg® HIHHEZ BB TR DR L7z & S ol h Ny X~ 7RI
DTFoLB) THholz, WIEGT0HHE (56 H) ORALK O ML
PRI IE45 2 149,037 .4 (4761) K UB97.8+77.9 (4361) ug/mLTH Y.
¥ 5610 B DO IZIZIF—E Mz R LY,

(5)

RE#SE (10mg/kg/28R) DMmiEHRE (N=31~67, meantSD)
pg/mL

1000 -
g 50 = e
] + T
[ N | 4

o
3 K
;/(, 100
X
7 50
b3
B
10, T y ) v
0 14 42 70 98 126Day
B

(RELEEEBR CIBRTRELETT - BROIE/INARGE)
e/ IR B EB3BI A VR T TF > - 282 ) 7 L VHEEEOFHIC X
) ~NUNY A% 7 15mg/kg? M EHE A SHEM B TR K L7z & & ol
N AT TREHERIIUT O LB Y THo 7z WRFEG63HHE (540 H)
DFAET O Fe LTS P 134 4 115.9+45.6 (2061) 2 10450.3+97.3 (19
Bl) ug/mLTdh Y., F5AHHLFEOWREIZIZIZ—E0flER L7227,

R1E#SEE (15mg/kg/3iB/E) DMmiEHERE (N=8~53. meantSD)
pg/mL
1000

500

NN

50

> Riie

ML N\

10 T T T
0 21 42 63 84

B

16.1.3 BEMENENREMBETORE
491610 EF121~20mg/kg™ O ATEDNNY X< 7 % AR, 28R, %
L < AE 3B B CaiiiiiE L7z & & Ui i & v, R4 SR B AR AT
AEMLI, 22T 08— M AV FNEFVTHN LI XOREO 7)) 75 v
Z130.262L/day. ZME130.207L/day TH > 720 F 720 HLT V8= F A2 b
DRAHRENZ OV TUE L BEIX3.25L, TMEIE2.66LTH -7z JHEATF—%),
112) ARHI O AR & 1$1A5mg/kg. 7. 5mg/kg. 10mg/kg & U'15mg/kg TdH 5 o
16.3 2
2 FISPUEE AN Y A TR BAEIRNE S L7282 A, wWihodikics
WO EEIZ I SAAIEFRO ST ARFI O G AT ZMAEICR S LT 72,
16.5 HEttt
A PP AN Y A~ 7 % BAEIRNAE S L 72 & 2 A, #5485 [ 7
DRANRZALEI IR SN - 729,

17. BERERRRIE

17.1 BEMHRORLMICET 5 HR

AR AETT - BRORE - BB

17.1.1 ERE I/ I#:KE (JO193805ER)

RIBFRDNEST - FIIHEH - EBEEEZ R RIZ, ARV FEY - FFH )T
I F v (XELOXHEE:) L ARKINMT 5mg/kghtHlF%S 21HZ1H94 7
E L BIH B, MRS IR b AR E R G) 12X A8 T /TR %
WL 720 ZERI1371.9% (PRAL/STHI) T - 720 MbEHEAAEHI O el
13336.0H (95% S HEX M : 293-380H) TdH -7z, [5.2, 7.1, 7.4, 7.52H]
BIERZEBIERIE, XELOXIRE + AHIBETL00% (58/5861) TdH o720 T
BIVEIIE . RS = = — 083 —93.1% (54/5861) . ERRAIRSI. 7%
(52/58%1) . J£5782.8% (48/58%1) . FH - RIKIFEM I FA AHEBERETT . 6%
(45/58%1) . TELT74.1% (43/5861) TdH - 7217,

17.1.2 ERR2MHERREBR (J018158:5)

HEAT - FEESHEN R E RIS, AFFYTIFY - T vFuy T YL b
RARYF— Ay agEd (FOLFOX 4i) & RHIOGEHT G2 L %4
PERERERER % . RIBIREE 12I3AH5me kg, BEARRGI121310me/ kg &
(M4HZ1% A Z7vE L, EIHBZ, MHFE S b AR Z 35S 12X %
L1720 ZRFIIARIAIHBITI.4% (PR27/3461) T. HEHIEHITAT 8% (PR11/23
Bl) T, &BITSDLLETH o7 (EHERH). [6.2, 7.1, 7.4, 7.551H]
TED) RGO WSSEATRE IR (it T 69 A UL

BLCHER I N D) IS T 2L REE 2 TV WiEH

T2) HERHG ST BV OREEST - RO bz BT
BIE S BRI, ARISme/kg#E T100% (38/38%1) . AA10mg/ kgt T
100% (26/2661) TdH o720 FAREMEMIL. RH5me/ kgl TEBRAIR
97.4% (37/38%1) . #FhEREIRA92.1% (35/3861) . H.0086.8% (33/38%1) .

105Day



P EREGKA78.9% (30/3861) . TH#i73.7% (28/38%1) T .
ARHAN10me/ keghE T HIMER KA 100% (26/2661) . 5 H Bk B A
96.2% (25/261) . ERRIESS.5% (23/2611) . H(n84.6% (22/26
B) . IR A80.8% (21/2661) THh - 721V,
17.1.3 EREE I B (JO18157:5R)
BEEH UTAIEEDOHEST - FEISHENS - R EE 8B A WS L L7z
TNFET T LARKRY F— ANy AfiEE (5-FU/-LV##
B EAFKIOFAES (4B 2194 7 ve L, $#IH B, bk
HRTEBICARNZRG) 2L 55 THRBEEZ I L 72, BEIE
16.7% (PR3/18%1) T. 5mg/kg Ti36614BIASD. 10mg/kgTid6
BIF26125PR, 4B1ASDTH 72 [5.2, 7.1, 7.4, 7.55H]
BRI S8 BI=1E . 5-FU/-LVF#E: + A #I5mg/kghtE T100% (6/6f1) .
5-FU//-LVI#E + A#110mg/kghET100% (6/661) Tdh o720 Fir
BIVERIE, 5-FU/-LVH#EE: + AR#I5mg/ kgl T rpER 0466 . 7%
(4/6f1) | FIMEREIRA66. 7% (4/611) | ML/ INEGRK 466 7% (4/641) |
[1M4£66.7% (4/661) TdH Y. 5-FU/-LV#EE + AH4110me/ kgt
TEBAIRSS. 3% (5/661) ., Hal66.7% (4/661) . 5iHiIm66.7% (4/6
Bl). ESIEE6.7% (4/661) THh-7:1%,
17.1.4 B E D AEIERIEILEEER (NO16966515R)
KIGROEBEREY - BEEEELEICBYT, +3H Y 795 -
TNFTT TN k) F— P AV A (FOLFOX 4#i:)
TIIXELOXEHIZARKIIE T 5 LR 2453 2% 2BERO _HE
MR % 9206 L 720 AR O MRIE, FOLFOX 44 & o
Tid5mg/kg (I4H A1 A 7 vk L, #1H B IZibH¥E 51287 5
K% 5) . XELOXHE: & O fFF Tld7.5mg/kg (21H %141
)& L.y BLH BICMAE S I b ARF 2 ¥%5) & Lize 20
MR EERTICB VT, AFIBEHEETIZ IS OFOLFOX 4%
FE X XELOXIREDALFIRED 2 % 2T 725 a 12, A E R
BT A DR SR BTz BIREENT OFOLFOX 49575
+ ARHK|#E L FOLFOX 4+ 777 bt REEO I CII A E R 2T
DO N ho2nt, XELOXHE L + ARHEE L XELOXH L+ 7' &
RO TIIAE L EREAGTHBOERESRO SNz, 72,
BIRYEFMIE B T 5 I oW T, (b I A H] % Bt
52L& WIEREEAID RO S5z, [6.2.7.1. 7.4, 7.5 ]
NO16966:ABED A w1 (FERERE) 1233 2 ek
g RS A 71 Fjsﬁ‘f'”“ A ﬁaﬁ*'*ff ‘
tefili (H) | N — R [ dskfl () | N F— FliE
(bR

+ 77 LR
(n=701)

8.02 19.91

0.83 0.89

{LE R
+ TONAF B
(n=699)
XELOX##
+ 7T LR
(n=350)

P=0.0023 P=0.0769

9.36 21.22

7.39 19.19

0.77 0.84

XELOXHi:
+ T NAF B
(n=350)
FOLFOX 4J#i%:
+ 7T kR
(n=351)
FOLFOX 4J%i%:
+ TONAF B
(n=349)
73) v A7 H 20064E1A31H . EHRESHGIC & 5 R E AL

i1

#4) S FF7H :20074E1H31H

115) L&k - FOLFOX 498 X3 XELOXH %
BEIVEMZEH =1L, FOLFOX 4981 + AHIBETI8.2% (335/34111)
XELOXHEE + ARHIHETI8.9% (349/3530) THh o7z EZENE
fllZ. FOLFOX 4 + AR#F# CHE62% (213/34161) . T
60% (205/34161) . i FpERIAESS% (188/341651) . [1144:40%
(137/34161) . $&1&H#39% (133/34161) . WEm:37% (127/34161) .
JE5737% (127/34161) . 5H11129% (99/34161) . HEJ15E26% (90/341
Bl) . FEARRIR26% (88/341%1) Td b . XELOXJE I + AHIHET
TEL64% (226/35301) . THI62% (220/3530%1) . MH-44% (157/353
Bl) . FH - RIKFEHRHEA S BERE39% (139/353f1)
37% (131/35381) . 5736% (127/353%1) . [1M429% (101/35361)
FERAIR28% (100/353B1) . #ES1HE21% (73/35361) .« KM= =
— 8T —20% (69/35361) . AT ERIEAME20% (69/35361) T

2729,

P=0.0026 P=0.0698

9.26 21.36

8.57 20.34
0.94

P=0.4937

0.89
P=0.1871

9.40 21.16

AL

(6)

17.1.5 5 E M HEEA{LIEESEAER (E3200545%)

A T h BB R 7 VA Ty T YOV oikED R &
% o JoAEAT X IEREVE O RENG - TS & 0h 512, FOLFOX 4
JREHE A MRS L. FOLFOX 412 A#10mg/kg (14H %14 1
Ve L, E1IHBICAN e L b AR 2455 2Lz &0
HRNE ARG LTzo EOfER. AFPHTEIC BV Tld, FOLFOX
YRR ARG B R AR OERED B bz, 720 Bk
FEME HIZ DoV T, EEMEAFIM OER & B WEBHED RO
5N7ze [6.20 7.1. 7.4, 7.55]
E320078 52D H AP B 3 2 i

EES SRR AE A
B5H % gl | Rl -
. N N
w| T o | T gy |
FOLFOX 4 |
ikt o 45 10.8
(n=292) _
FOLFOX 4 P<0.0001 ngézm P?J;im
ik 2.2 . ’ 150 o
+TNAF VB (65) ) )
(n=293)

Grade3Ph b (HME#HMEIZ D W CTldGraded Ml b)) OREIE S B
1. FOLFOX 4% + RHIHETT6.3% (219/28761) TH - 72,
FOLFOX 4##i:t & O BERD#ED 2% 1 CTd - 72 L 2RIV
k. 9E59718.5% (53/28761) . THI17.8% (51/287f1) . Mk
—IREVEL6.4% (47/28761) . HE.0010.8% (31/28761) . MEH10.1%
(29/287M1) . BiK8.7% (25/287%1). HIfil£6.3% (18/28761). 15
J5.9% (17/28761) . IR REES.9% (17/28761) . MiEkEE - 20
f15.2% (15/28761) T - 7=,

17.1.6 BHENH_SEHREEREILEHER (AVF2107g:H5R)
KGR DR ERES - EREEEZ SR, 4V /77 V3EERE
KW - TvFa T v - R F— bV AR (IFLED)
RIERE L L, IFLEEEICAKBmg/kg (14HZ1H A4 7V e L, 6
1H B G- TRICAR 2 $#5) 377 v RE RS L
7o FOREH, ARFIGE B CIRIF LA E A A~ 25 70 AR A7 10 R
T QR B A AAHI ] O IR AR 572, [5.2.7.1.7.4.7 .52 R]

AVF2107gikBRO AR PEC B3 5 ik

P A T A AT L]
gL ()| = R i (B) | Y= it
IFL#EE:
+ 7T bR 6.28 15.80
(n=411) 0.577 0.714
IFL## P<0.0001 P<0.0001
+T7NAF B 10.58 20.37
(n=402)

HEHRIERI, IFLFE + AHIBET6.7% (379/39261) Td
o770 FAAEFRRIE, FHIT4.7% (293/39261) HIMMERR A
44..4% (174/39251) | $E:)79E32 . 4% (127/39261) | T1:29 . 8% (117/392
Bl) . EEIR28.8% (113/3921) . JHi626.5% (104/39261) . w5l
J£24.5% (96/39261) . WEIH:21.7% (85/39261) , #5619.4% (76/392
Bl) . EHAIRLS.8% (62/39261) TH 7219,
17.1.7 B4 8 I H_EEREEALILEHER (AVF2192g3HER)
A0 7T h BB RI ORI & 2 5B RIBRO
RV - BB ARE AR, T a T - k) F— b
IV sFR: (5-FU/LVERE) ZxliEs L. 5-FU/LVIEEIC
KFH5me/ kg% PTG (14H %1% A Z v & L, #1H HIZibH%
ST HRICAH EHE) Lo EOEMEEHRE Lz Z 0% E,
RHENGERBECTIX, 5-FU/LVIBRE A A 5 70 SR 5 A A7 U R
DUEENBO 727, [5.2, 7.1, 7.4, 7.55H]
AVF2192git B DA %N 1 1 B3 5 i

PEERE ﬂtﬂ:i%%iﬁliﬁr'aﬂ Etﬁ,ﬁﬂféﬂ\
oL (H) | = R | HddiE () | Y= Flt
5-FU/LV#E
+ 7T R 5.52 13.24
(n=105) 0.496 0.766
5-FU/LV#ik P=0.0002 P=0.0942
+TNATF U 9.17 16.56
(n=104)

HEFRIEJHIE, 5-FU/LVIEE + ARHIFETL00% (100/10041))
Thorzo ELRAEFSRIZ, THISL.0% (84/10061). HESIHETE.0%
(76/100%1) . H.065.0% (65/10081) . JEHE47.0% (47/10061), £
RAIE43.0% (43/10011)  MEIE40.0% (40/10081) . A& F1H38.0%



(38/100%1) . #3#33.0% (33/10081). w&IiA32.0% (32/10061)
(26/10081) . #1f126.0% (26/100%1) Tdyo 721,
RGO - EREE R L L75-FU/LVEEIIAA 2 0-H L 72,
FREER T & O3WBO UG T DAL, AAGFRAREIC B VT AR
U AR, MR IR B A LR SNz L WG H 5,

(RFLEREER OB AETT - BROIE AR

17.1.8 ENE TEHER (JO19907558)
RIHR O T LA & By CGEFT - FEEO IR AR B 2RIz, v
RTTF 2y ) 2L VRE (CPREE) xIREEE L. CPRIEIZAHA
15mg/kgz FH QLHZ1IH A 7V & L, HB1H B, ARG T RICAH
ZHG) L7t TAHRERZ 06 L 720 CPRIEISTREE 6% 1 7 VETE L,
AA O AECPIFFE ORI T 126 [/ — ik - I TIRPETT £ TRE
Mt L7z ZORER. AFIOFHEETIE, CPHEIC AV 38 2 M0 A A7 1 R
DERR NEREOYUENTRD Sz, [6.2, 7.1, 7.62H]

JO199075 R DA KL BE 3 2 1t

EFL26.0%

Pr5 ﬂiﬁﬁéﬂ:ﬁ%ﬁ [ 3B
WRA (D) N~ FE| % P
CPJF&: B 9 S0
(n=58) 0.61
CPitik b 0.00% P=0.0013
+ T NAF B 6.9 ' 60.7
(n=117)

BIVERZEBIERIE, CP#E + RAEETL00% (125/12561) T o720 E74E)
TERE ., R B0 4296 .8% (121/12561) . BiEAE95.2% (119/12561) .
MERELRA94 . 4% (118/12561) . HAME= 2 —1,$2 —88.0% (110/12561) .
ANETTE Y HA84.0% (105/12561) Td - 722,

17.1.9 BHEE I/ TAEEERILLEERER (E459955%)
KB O R LB % B < EFT - TS0 IR B E % 0 R, CP#
HAERIREEE L, CPHEICAHKI5mg/kgx fEH QIHZ1 A 270k L, %
1TH B GHT BICARH &4 5) L7z & SRR BE L7z, CP#
FEIOTNOHETHL6Y A 7V TE L, AF OG- IICPHEED Pk AL #%
THOE—HE - I TREGEST £ TRk L 720 2 ORS S AFIBEHEECIE
CPIEIC AN E A O SRS S, [5.2, 7.1, 7.68H]

E459973 Bk D A w1 12 B9 % Hidk

P ﬁi%?&iﬁﬁ;ﬁlﬁ iﬁﬂqﬁﬁﬁ‘
rgLfiti (H)| N — R | dgefii (B) | N — Kt
CP#i: Bt A5 103
(n=453) 0.66 0.79
CP# ik -
+ 7 INAF ¥ 15mg/kghE 6.2 P<0.001 12.3 P=0.003
(n=417)

Grade3LL EOREIWEM Z8H#I1Z. AH)15mg/kg + CPHEZEHET69.1% (295/427
Bl) T o7z F7%Grade3l E ORI, I EREURA25.8% (110/427
). HE5714.5% (62/42760) . WLEEEY . 6% (41/42761) . KRR
— 18 —9.1% (39/42761) . WIME6.3% (27/42761) . &45.4% (23/427
). HEd 9% (21/742760) . ERIOARIRE. 9% (21/42760) . k4. 7% (20/427
B) . WEm4.4% (19/42761) TH - 722,
17.1.10 BN E L H_EEHREESLILRRER (BO1770455)

KGO RV ERHE % B EAT - TS oINS 2RI, Y AT
SFV AV R (GORE, 7Ly ¥ U IR EN &
R - HEER M) 23 EE L L. GOBREIIARAIT Smg/kg™® (FAkiR)
WiF15me/kgZ GEHI%RS QIHZ1% 4 7 )V e L, 81H HICHx58% T %
WCAK 2 G) Lok SOEMEEBE L. GOREIRVITNoRETh 6t
A7 VvETE L, KHFIOHEGECCHR LD IE I T F— Mk - i
TIRBEAT F CTHEGE L 720 2 OKESE. AHI7.5mg/kgk 15mg/kg Bt F#ED
WEET, GORGE IR F A H Cd 5 MR A7 I B O A 37 iR A
bz, [5.2, 7.1, 7.65H]

BO177047RER DA M B & 2 Bt

P ﬂﬁiée'i%iﬁ%ﬁfsﬁ Eﬁ%ﬁf’sﬂ‘ i
Ll () [ — B [ihgefit (F) | N — FiE
GCHElk:
+ 77 R 6.1 13.1
(n=347) 0.82 1.03
GCeik: P=0.0301 P=0.7613
+ 7 /NAF ~15mg/kghf 6.5 13.4
(n=351)
GCHei:
. . - 0.75 0.93
+ 7 INAF 7.5mg/kghf 6.7 P=0 0082 13.6 P—0 4203
(n=345)
116) AFN OV LR % B < GIBRANRE 2 AEAT - IS 0 I IR 120 %

AGEH X1 15me/kg TH b

B S BIERIE, ARI7.5me/kg™ + GCHER:BETI5.5% (315/330%1) . #&
#15me/kg + GCEIERETI5.4% (314/329%1) T o 70 EAREINEAIZ. &
#17.5mg/kg™ + GCHEERECTHEL54.8% (181/330%1) . #FHEkIHAMiE48 . 5%
(160/33061) . M&EH-47.0% (155/33061) . M/ MK EST.0% (122/33061)
#1f133.3% (110/33061) . 95727 .9% (92/330%1) . FLRAE24 5% (81/33041)
E23.9% (79/33061) . FEFA20.9% (69/330%1) . #5ILE20.9% (69/330%51)
TH Y, KH15meg/kg+ GORERETHS5.6% (183/32961) . i ki A
$iE45.9% (151/329%1) | W45 . 3% (149/329%1) | it/ INR R AMiE34 . 3% (113/329
%) | $£5730.7% (101/329%1) | £11130.4% (100/329%1) | St 11128 . 9% (95/329
B, ESILE28.9% (95/32961) . FHAAIR27.4% (90/32961) . BiEHE21.3%
(70/32961) TH -7,
17.1.11 B4 88 T HEEALHEEHER (AVF0757gER)
TG DOAELT - FHEEOIE/NNEIHEEE 25512, CPHaE A ML L.
CPH#EEICAHNT 5mg/kg™  (HKKGR) 1&115mg/kg%1#ﬂ1 QIH%1%1 7
Ve L, BLH HICMFER G TIRICRA 25 5) L& 2of R
L7 CPEEIRVTNOBTH6H A 7V ETE L, KH OIS IZCPHEE
OHESTHET S [H— - i CREETT L2184 A 7 )V F CTHkfit L
720 R BRI & B TR L 724G R AF15me/kgbl FHEE Tl CP

JE1Z L Time to disease progression (TTP) O 74 L& K ONFRh#H
DUEDRO SNTz. [6.2, 7.1, 7.62]
AVFO757gik B D A 3P B3 2 B
. TTP ESIES
B T D= | % Pl
P AT
CPJF&: i 40 N 12.0 B
(n=25)
CP##: 041
+ 7N AF ~15mg/kghf 7.4 ' 31.3 P=0.0857
P=0.0028
(n=32)
CPH#k 0.85
+ 7 INAF »7.5mg/kght 4.3 ' 31.8 P=0.0976
(n=22) P=0.5963
n=

RBIVEFZBIEIE, AHIT7.5mg/kg™ + CP#:H: T81. 8% (18/22f1) . AHl
15mg/kg + CPHHEET90.3% (28/3161) Tdh > 720 ELREIFEHIZ. AH
7.5mg/kg™® + CP## I C 5 36 4% (8/2261) 4’)31.8% (7/22f)
JE727.3% (6/2261) . IFPERIRAMER2.7% (5/2261) . BARIH22.7% (5/22
B, HL13.6% (3/2260) . WEIM13.6% (3/2261) . TFHI9. 1% (2/22(1). L1
V\JA9 1% (2/2260), MPULIREED 1% (2/2261) . BiEAED. 1% (2/2261) TdH
. AHI15mg/kg + CPREERETHEH41.9% (13/3161) , Huitiim35.5% (11/31
Bl) . THI29.0% (9/3161). BYHIRE22.6% (7/3161), H(:19.4% (6/3161) .
N 4£19.4% (6/3161) . ME774E19.4% (6/3161) . BiEAE19.4% (6/3161) .
TP ERIR A EL6. 1% (5/3161) . BHNE16.1% (5/3161). 389516.1% (5/31%1)
Tho72%,
(FMRBE LB RILE)
17.1.12 ERSE T #E:8& (JO19901:E)
HER 2BV T - FRILE IO § 2 L@k bRz, X
) % &LV EAH0me/ke % BEH (28H 2194 7 )Lk L. #1HH, 8HH.
ISHHEIIZSZ U 232V %, EIHE, I5HEIZS2 ) ¥ F L V58T %
WCARM ZE e E) Lz THRBRE i L 720 AEFRIZL D WInhodEH
BHRIELZSAE. L)~ HodER 2 BHNCC, MR - HE CmEET
T OHkFER G RE & L 7s RS A LA M o EI312.97 B (95%5HHIX
M :11.1-18.24 H). Zxh#1373.5% (CR 5/117%I. PR 81/117f#l) TH -
72, (5.5, 7.1, 7.728]
BIEFHSEHEIE, AH10me/kg+ 7527 1) 7 F£IVTL00% (120/12061) T
5 720 EREIVERIZ. BEAE9S. 3% (118/120%1) . F1 1Bk ERA°85.0% (102/120
B) . B EREEAT5.8% (91/12061) . M= 2 —1/8> —75.0% (90/120
). SI70.8% (85/12061) . JRAE& FF459.2% (71/12061) . RO
453.3% (64/12061) . $55750.8% (61/12061) . FRAIRS0.8% (61/120%1) .
MR B 48.3% (58/12081) T - 72%),
17.1.13 B M AREIERIEILEEER (E2100558)
HER 2B Tl - TREAMIK T 2L FE KRG EE 512
7)) %%t (PTX) k2 ol e L, PTXSEICAH10me/ kg% fF A (28
Hxl%427nk L, B1HH. S8HH. 15HHIZPTX%®., #1HH, 15H EL:
PTXH G T ISR A A E) Lzt émﬁx“ﬁj‘r@k%mﬁtf;o ﬁ$$%{ =
DWFNAOEH Z IR L725a, b)) — O % B Jﬁ«f
F5 CRREGEAT F CREFIR ST RE & L 720 51 R ARAT (20054:2)?1957
=5 Hy b4 7)) ORI S HWBRIERIA R I S 7z, KA
Tld, PTXHEHAN AN EERHE E Cd 2 MR AR (e %
KFHM) OFBERERDRO SNz, — T, BIKWFEIEH <& 2 E 4710
BHZOWTIE, PTXHEICARZ BT 2 2 L IC L 2ABEARER RO O
o7z, [5.4, 5.5, 7.1, 7.758]



E21003 B DA R 12 B 2 Bk

BO2199078ER D> A R 12 B9 2 1 f

. SR A AT HE A pre SR AT HEAE T
* gl (H) | =R | Bl (H) | A=Kk * i (H) | =R | il (H) | =K
PTXJ I HUAR RT/TH:
5.8 24.8 RN
(n=354) + 75 AR 6.2 16.7
: 0.483 0.869
PTXHEE (n=463) ™ 0.64 0.88
e P<0.0001 P=0.1374 >
+TNAF VB 11.3 26.5 RT/TIE: P<0.0001 P=0.0987
(n=368) FTNAF VB 10.6 16.8
_ 9)
E210031: 0> 412 2 4011 0> K aplan-Meier i i (n=458)"
20 78) HARNBELHE &,
0.9 79) HARANBEIONE &,
0.8
4 o7 BIMER BT, ARH + RT/THIERTI2.7% (430/46461) TH o720 E
& os PTX Bk 4+ 7 AR F LB ZEIERE, TE39.9% (185/46461) . BiEi35.1% (163/464%1) . 9%
gg gi \-\ 33.29% (154/4641) | I/ M AESL . 3% (145/464%1) | B 1LT:29. 3% (136/464
2 03 Pt \NL ). WEI23.5% (109/464f%1) . SHIM116.4% (76/464%1), FAkH:E16.2%
G . (75/464%) . HHL15.5% (72/464B0) . WFPERIRAIEL3.6% (63/46451) <
01 i — Hot:?,
- 0 6 12 18 24 30 368 (IR EisE)
PTX+7NRF U 368 194 72 22 3 1 0 & — B 3 =g - =g
FIYMEE i i & < : 5 g 17.1.“16 l;ll%#ﬂ%m#ﬁ_ig‘#ﬁ...\ﬂf)ﬂtkﬁnﬁﬁ (GQG 021855%)
i LR R G H O DR RIS ISR, RIS PRI o 2 5
E2100585% @ =47 ] O Kaplan-Meier i fi NETSF Y - 80y R LR (CPEEE) % IREE (CPPHM0) L
(1)2 L. CP#EEIZAFHI15me/ke% Bf F#E 5 L 72CPBISH: 1Y} U4 15mg/kg
o8 EBEF - BERE T L 72CPB15 + BEHY O3BEC X 2 A7 & MR L 720 CPiiE
0.7 HIEWITNOBETH6T A 7 )V ETE L, RAIE 7T 2 RISEKGHEE» 5
= gg TRBHAT U219 4 7 LTI L7s Z 048, CPBI5+ BT, CPPRE
E 0d WZIEARFEEFGEE Ch 2 EEAFHHOFZERIEESRO SNz, &
03 . CPBISBECIE, A 357 R AR ORI R0 S b o 720 [5.8,
0.2 7.1, 7.10. 7.11%H]
o0 PE10) 21H &1 4 2 v & L. CPIIED2Y A 7 v H b H1H Il 5
0 6 12 18 24 30 36 42 48 54 60H HTHRICT I RekE L, CPHREOHIEIEIHRTHS 77 K%

PTX+F7NRFE# 368
PTX H3R# 354

344 297
307 258

7)) E21008B8Cld. NI A v X~ 7 (EIE-HIRZ) BiAEEOHER 28
'I‘&E'EME%% LT Ay X7 (BEETHIEZ) % & EEEI
127 5 7 \WHER 258BUARBFLIE B b BFBETH - 720

249
215

193
165

104 48 23 5 0 0
103 48 19 8 0 0

Grade3Pl Iw (MilE#MEIZ DV TldGraded Ml ) DOEIWEMISHEIE, AH +
PTXHR 8 T67.8% (246/363%1) TH -7z, TEmmlfEHIF. **ﬁiﬁrxﬁ

Za— TN —24.2% (88/36361) . MIMELS.2% (55/36361) . 9£5710.5%
(38/363f) . 1%4:9.6% (35/36301). I rhEkEuA5.5% (20/3631§J) 7]

% R4 4% (16/363%1) . F9iI3.9% (14/363%1)
E3.9% (14/36361) Tdo72%,

K T4.4% (16/36351) .
WE-3.9% (14/363%51)

(BMRRBE

17.1.14 ERSE I #HEER (J02250655)
PEG R O TS B B R (WESERE295 . BT A A 1651
R 2 SR AR L)) % RF RIS, ARH] 1omg/kg®2ﬂr'éﬂrm&’imﬁxﬂléc_
WA L7, W%H%ﬂi%‘%ﬁzgaﬁl 2B 567 AR 1333.9%. 1
AEHEAFHRIE34.5% FERHIZ27 6% Td o 770 b0 A R 1 K O A 17400 7
OREIEENZEN3. 37 AR U10.55 HTh-722, [5.6, 7.1, 7.95H]
BRI ZEEE1Z, 96.8% (30/3161) TH o7z TAREIEMIZ. K&
7£41.9% (13/31%1), EILES2.3% (10/3161). FHi22.6% (7/31%1), i
1f122.6% (7/31%1) . ALTHIN16.1% (5/31461) . i EREHA16.1% (5/3141) |
P IMER R 416 1% (5/311) |, ILHT Al-PHIAN12. 9% (4/31%51) | fHF49.7% (3/31
). FIP9%£9.7% (3/3161) TH - 72%,

17.1. 15 EFHRASE IH_EEREFEA{LILERE (BO21990KER)

DOBHFIEEE AR, TEHEIEET e 70 2 NI X AL

<RT/TJ§«£> CARRIE T T REPNT 5 ZEEREE AL
EWiL7zo AR ORI, BEHESE eI F IHIAEHES) ©
BRI (6381) ik, 10me/kg (B51H HAS2EMME, 4l#5) & L.
TEVE I FOABEBRIEM A IEARF S HRIE L 720 20k, 7EVTIF
OMEFAFIIE C8H A1 A 2 Ve L. $IHHA2S5HH F CLH R
52694 7V THEM) did, AHII0mg/kg Q8HZIHFA 7L E LT, 4
1HH. 15HHIZ#%5) 20H%S L7z 7F V0 3 FHEFHEER THRIEA
FoHR%15mg/kg 21H %2194 7 Ve L, $1HHICHKS) L L. #igki
17 F Tk G- L7zo ZOMR, RAIPFAB T, 77 L REEABIZIENT
FEFHEEEH Th 2 M EAFNMOAE L ERENROOLNZ, bH)12D
FEFEMIEH Cd 2 A 1E, AERERITES 5N kr o7, [5.6,
7.1, 7.8, 7.9%MH]

i G- L7

1) 21H %134 7 )V & L, CPEEED2Y A 27 Vv E2 551 H B I i 5-
TR 25 L. CPEEOHR IR TIE 7T 1 R % ki
B L7k
¥12) 21H %194 7 Ve L, CPRED29 4 7 )V H 5 41 H B4k 5
HETIRICARFN 235 L. CPEEO R IESUEH T 2 b KK & Mk e 5
L8
GOG-0218:BR DA M B3 5 B
Mig%iﬁpﬁrﬂﬂ&w étﬁgqrﬂﬂm”
I 0 i
B e M o o] T e
(H) (R)

crrit 375 10.4 - 299 40.6 —
(n=625) ] ]

., 0.84 1.065

PB15#:
¢ 5% 356 11.8 Fi 309 38.8 Frf
(n=625) s

P=0.0118"" P=0.2197
I 0.71 0.879
CPBLo* 5 317 14.1 i 270 43.8 K
(n=623)
P<0.0001 P=0.0641
1E13) A1 v b7 H 200949 H29H
E14) A v b+ 7 H 2011468 H26H
1#15) A EKHEQ.0116
AR NGB B GBI 2 e
R A A7 S T
Evacn o N — R
AR M [ e
WY RE R D) [95% 5 I H1]

CPP# (n=20) 8 14.5 —

CPBI5#: (n=12) 3 NE#1® 0.44 [0.09. 2.20]
CPBI5+# (n=12) 3 NE® 0.71 [0.14, 3.77]
1#16) HARNBGERO A Xy Muad i . AR W TERmIZE s LT

W\,

FE17) Ay AT H 201042H25H
7£18) NE : not estimable

EIEHI 3B 1. CPB15#ET99.2% (602/607#1). CPB15+#7T99.7%
(606/608%1) TdHo7zo E&EINEMIL. CPBISHE T EREUHA94.6%
(574/607%1) . FIIMEREGKA94.4% (573/60761) . ~E 7 1 ¥ »i§490.0%
(546/607H51) . JE5769.7% (423/60761) . IM/IMIELA69.2% (420/607H1) |
KRS = 2 — 1% —63.1% (383/60761) . BiE4E49.9% (303/607%51) .



049 .4% (300/607f61) . fHEAR4L.2% (250/607%1) . FH#I31.8% (193/607
Bl) THY. CPBI5+HETHFpERELHA94.7% (576/60861) . FIIEREL I,
294.1% (572/608%1) . ~EZ 0 X HA90.3% (549/60881) . H5577.5%
(471/60861) . ML/INEGRAT0.4% (428/60861) . FRMEEE = 2 — 1/
—63.5% (386/608%1) . M:55.1% (335/608f1) . FETEAES0.3% (306/608%51)
EFB42.9% (261/608%1) . BHifH34.2% (208/608%51) T - 7z3H9,
¥19) # v b+ 7 H 20104:2H5H

CEITRIIBROFEEE)

17.1.17 B E THEERLIEEHER (GOG-024055)
2 G ALER AR O FA UL BRI L PR EOR R E 2 b 5w
AT I FR ™ O T EEFRE RIS, ALERE CATITF Y -5y
) F R OVIEED I8 ) F R Ry - ) X T UEREREHEEY) 2
BEE L, LSRR A 5me/ kg% PFAT L7z & S o &2 et L7z,
FOREF RFNPEHBETIE, ARSI EEEE Th 2 A OF
ERMEEDRO LN, [6.9, 7.1, 7.122H]

GOG-02407ER DA %14 12 B 3~ 2 Bt

N A

ol TR () TR
L pieint 12.9 0.74
(n=225) F

S+ 7 N AT S 6.5 PO
o . P=0.0066

1#20) FIGOZ VB K ONAHHRIIE = &
#21) 21HZ1¥ A4 7 v e L. UToOO~@Hh 5 BE I L I5RIR,
DEIH HIZ/%27 ) % % &)V 135me/m>% 24K 20 THHIRNIR G- L, 4
20 HIZY A 79 F »50mg/m*% BRI 53 % 0
@EIHHI2/82 1) % % &)L 175mg/m*% 3HE R 22 T CHR RS- L. &
275 F »50mg/m* % HIRNIR S5 50
@1IHHIZ/82 1) ¥ % 1)V 175mg/m>% 3K 201 THIRMFE S L.
2H HIZY A 79 F »50mg/m*% §HIRIN# 53 %0
F22) 20HZ 1% A4 7V & L, #IHBIZ/827 ) ¥ %4V 175mg/m?% 3 7
FCEIRATES L. H1~3H HIZ/ ¥7 7 »E#E0. 75me/m2% Ik
W5 %o
H23) YATTF Y s ) X REREOMHOE 2LIH &1 A 2L
E L. BIUE2H BT 53 T RIS AH 15me/ kg % BHIRMNTE 5§
5o
N F XX - ) F T CEEBERE L O ORE 210 Z 1 A
7 0vE L, 81 BICHIPE ST I A K 15me/ kg & SBHIRMNAZ 5§ % .
11:24) A EKIHEQ.0140
BIVEFSEHERIE, AL + AHIETO8.2% (214/218%1) Th o700 F72Hl
PR 5779.4% (173/21861) i EHE61 . 9% (135/21851)  HE.0061.9%(135/218
B), TR = 2 — 182 —60.1% (131/21861) . {HHk45.9% (100/218%1)
THI36.7% (80/218%1) . Wart33.5% (73/218%1), £akiRE33.5% (73/218f) .
ERIMTE28.9% (63/21861) . BI27.5% (60/21861) Toh - 7%,
(UIBRARE 7z FTHEfRTE)
17.1.18 EPELFEISE IAAERRRRER (YO40245 (IMbrave150) iHER)
42 BALEIREEE O 72\ Child-Pugh 4338 A O YI R AN B 72 BN . 752 50141
(AARN6IBIZ &) ZXPZIC, RAE5mg/kge 77 V') A7 GEIETHL
Wz) CRAIBEAEE, 33661 OBRESOEMEROGEEY, VT 7=
7 (REERE, 16561) & IBT AT v 4 2 baER % S0 L 727, i
AT ORER, 50181 (HARN6LBIZ &) OITTEEIZH VT, AF G
TRHEEE & LT, FEEHMIEH 0—2Td 5 SEFHE O f E R EE A
FROHIL (NF— FIE [95%EHEXH] 0.58 [0.42, 0.79]. P=0.0006 [
Hlog-rankBsE ] A EAKMEMHI0.0033) . H Y9l [95%FHEIX ] 1A% BF
FEECHRYL kg (EEAREE]. MIEEEC13.2 [10.4, HEEARRE] Z7ATH
5720 b ) = DO FHFEMIE H T & 2 HHIEA GG OF B2 EEDTED 5
(= R [95%E#EXH] 0.59 [0.47, 0.76]. P<0.0001 [J&5log-
rank#sE]. A EKIERH0.002) . Il [95%E XM I AH G T
6.8 [5.7, 8.3] # A, xIH#T4.3 [4.0, 5.6] PHTH-o7/o /2. H
RNEE (RFGHEESH, tHEEE2661) 12351 AITTHRE O a4 M o
i [95%ERAM T (3. AHIGHHBE TRl [HEERmk]. TR
T14.9 [EEARTE] nHTHY O — N [95%EHEIXMI  1.71 [0.50,
5.841) . MERSTEAAEIAM Ot gufE [95%BHEIXI] (X, AHIBEFBEC gLl
FiE (6.4, HEEARR] 7 A, NBETT.7 4.2, 12.7]) HATH-72 (0
F— NIt [95%EHEX ] 2 0.85 [0.39, 1.86)). [5.11, 7.15MH]
FHEN T 7)) A% T (BEFHER) 25 Sh7:32060 (HARA3S %
Ere) 12BVC27681 (83.9%) WZEITER ST b7z, 4 EINER (10%LL 1)
. EIET8E (23.7%) . BEIR626I (18.8%). 55061 (15.2%). AST
BEIN46HI (14.0%). % 9 FEREA3HI (13.1%) . iEALZHESD BUS3661 (10.9%)
THI3ABI (10.3%) . ALTHENN346T (10.3%) . EHIHES3B] (10.0%) T
o725,

=

(9)

125) AP GREMTY 7 — ViEARREE, 9 U s, v (20
W R B IR ZE AR R I/ P B IR L g e T, O e i 56
DG & 7 b BHE LRI S e,
1H26) AFBERATCIEAF5me/ kg 07 7V ) A7 (BB TR Z)
1200mg % 3B EHFE T 5 L, MEFETIEY 97 = =7400mg% 1 H2
[ 5- L7z
Y040245 (IMbravel50) #tEio 44471 H O Kaplan-Meier fififf (IT T4 )

1.0

,,,,,, VG 7=
. —————— TTS VAT SN AT
058 . "*M TGy
S—
o 06 sttt
2 0.
=
i
S04
02
0
0 2 4 6 8 0 12 14 16 174
v77-=7 165 143 127 105 8 45 24 7 1
7 ~7 33 320 302 275 222 18 64 20 3

FRY AT

18. EEhEIE

18.1 1EA#F
NNY AT, b MIENEEER T (VEGF) 12x3 2 i T-#lif 2 7
v MEE/ 70— FVHETH Do VEGFIE, M5 PRI o0 A 73 244
i - A ERGIET 2 L L DI EEBEOTHEICE S 35914 M A v TH
0. HA ORI BV CHEBDTLE L TV D8, "NV XTI, b
PVEGF &R AT A 2 12L& ). VEGF & MEMNA AL EIZFs3 L
TWAVEGFZ AR L G % HET 2%, ~NNY XY TIXVEGFOEY
PERBHIES A 2 &1 & 0 BB C oM HrE 2 90 L g o5 2 1
G230 F 72 VEGFIZ & 1) JUile L 72 %81k 2 KT &, JEB5HLi%k
THCHE L 72 VR 2 i3 510,

18.2 HIEHEHE
b MEMEEE X — R ALEX—FIy MCBRIL, "NV X7
FEUE (= ABUE) ThHhHAL6. 1R ERGTHIEICEY ., K
#% (COLO205. HM7. LSLiM6). fitifa (A549). #FL# (MX-1. MDA-
MB-435), BHME (U-87TMG). JPHHE (SKOV-3) &5 1L #E 2 #E M |k LUl
PR RO 72, F20 v MARIBE (HM7) % w7z £ €
FWNZBOWT, BB OEERE 2 0] L 720, (baEfdd 5 W IRk
NNY X T EBPUEEZ AT A 2 L2 X b HUEBREORRIER 2R
Lf:ﬂ)*ﬁ)o

19. BRSCET 2EEZHHER
—EEIBES  NNY AT (EfEREZ)
(Bevacizumab (Genetical Recombination)) (JAN)
Grfa BB (1-2145%85)  (CiosaHiso1N273033sS6)
P (1-4535%3E)  (CozssHs113Nss50678S16)
ot £9149,000
s 0 7 3 WR2IME ORRF25F & 7 X BRABSME O FH25 00 6 T HHE S
MAVA |

20. BURWVEDER
HMHRIE RIS L TIREFT 5 2 &

21. EEBEMA
FEddn ) A EHETE 2 FOED B BYICEET 2 L,
22. A%

(FINZF > S iE8E A 100mg/4mL)
4mL X 151 7V

(FPINZAF > B iR F400mg/16mL)
16mL X 1731 7 )V

*23. EEXK
1) BEFRLOLEEROBE KRR - BIO/EERETaE AMBEAN0EY

PEICHRZ WSS - AN AT GRIETHRZ) (I 10mg/kg 238
i3 7 B 53 1711
The CATT Research Group, et al. N Engl J] Med. 2011;364:1897-908.
Curtis LH, et al. Arch Ophthalmol. 2010;128:1273-9.
Gower EW, et al. ARVO 2011 E-Abstract Poster 6644 .
B 5 R 03BN (EINE T ARRERJ018157) (20074F4 H 18 H AKFE.

HEEMEE2.7.2.2.2.1)
SRS G- R o R (EIES TAHRERT019901) (20114F9H 26 H KR
HEEERES2.7.2.2)
SAEHG R e (RS TAEERT019907) (2011479 H 26 H KF2.
R E AR %E2.7.2.3)

2
3
4
5

- T = =

6

Nag

7

=



8)

9)
10)
11)
12)
13)
14)

15

<

16)
17)

18)
19)
20)
21)
22)
23)
24)
25)

26

=

27

=

28)
29)

30

=

31)
32)

33)
34)

35)

36)
37)
38)
39)
40)
41)
42)
43)
44)

45)

v F oA EER (2007464 7 18 HAKRE., HIGEEAHIRE2.6.4.4.1)

7 FPEIERER (20074E4 H 18 H KRR, HIGEEEIRS2.6.4.6.1)
FEPIOE © EIEE T/ IAHRER (JO1938075%)

FEPVER - BN RS HER (JO181587K5x)

FEAERE  EINE TARRER (JO18157:5%)

FENER © b AR L EGAER (NO169667UE#%)

WSS AR BGEABR  (E32003U5%) (20074E4 ] 18 H KRR, IR R
2.7.6.7)

WA AR EGUER (AVEF2107gitiR) (20074F4 H 18 H KGR, HIGEEH
WE%E2.7.6.4)

FEAER WS AR LEGAER (AVF2107gatBi)

A ES AR EGABR (AVEF2192g3t8%) (20074E4 7 18 HAKGE., WG4k
WE%2.7.6.5)

FEAERL © eSS AL BGAER (AVF2192g7t5R)

Kabbinavar FF, et al. J Clin Oncol. 2005;23:3706-12.

FEPYEORL © EIEE TARGER (JO19907:5R)

Sandler A, et al. N Engl J Med. 2006;355:2542-50.

AEAERE b T/ AR SLEGAER  (E45997345%)

FEPVEEL ¢ b s AR LRGSR (BO17704785%)

AR © MRS AL BGER (AVFO757gmtlR)

FEIPEE AR (JO199015UER) (20114F9 H 26 HARGE., G HRHIEZE
2.7.6.6)

EPEE AR (JO199015E%) (20114F9 H 26 HAKGE., H &S BRI 2
2.7.4.2.1.1)

WSS AR BGEABR (E21003U5%) (20114E9 ) 26 H KRR, RS R
2.7.3.3)

LR LS IIAR L BGUER (E2100345%)

[EIA 5 AR (JO22506585%) (20134F6 H 14 H KGR, HIFHEORH %
2.7.6.1.3)

S TAHBER (JO22506548%) (20134:6 H 14 H KRR, HIFEEEEZ (F
%) 2.7.4.2.1.1)

FEAEORL © EIRR L E S AR L EGAER (BO2199075R)

[EI PSS [ £ THAH LBt (BO219905tER) (20134E6 H 14 H KRR, HIFEE
AHEZE (%) 2.7.4.2.1.1)

FEAER - EIREILE A AR L EGRER (GOG-021875%)

WSS AR GBS (GOG-02405U88%) (20164E5 7 23 HARGE, HIREE R
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