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1.

A

A FEZzECHPALEEELIE. BEEFICTOWICTE 3 EER
BRICHBWT., PAMLEERICTIEME - BREZFOEMDS
ET. AEEADPBEY EHE SN IEFICOVTOAERY 5
Eo T, AERIKICEKILE. BEXEIZOREKICHEDIHERY
Bz +2HBAL. AEZHETHIOHRETE &,

2 HIEEFI PS5 Hh, RETICEZFIPHECIATVS, K
HO\EFRIC, HILEFILLEEZH SO GEE. FHDKRE5Z
kL. BYAQREBEEITV. B FFEE2EHRS LAV L,
[9.1.1. 11.1.288]

3 BIEAEREBEICLZAHHE (AILF. MBEnE) rH5bh
haZ EWDH 53,

31 FiiEOBREICAFzRET 3563, MEIORE 2R
L. BEDFBZRFTT D&, RZBRFMOMAINEREL T
WEWSEIE. AELOERME,ERMEEZ LS EHEch3
BEERE. AFEBELEWVWI &, (8.1, 9.1.2, 11.1.458]
3.2 FEOBREDICAISEBEEICL B AHHEI HShh G
&l BEPBET 52X TARDHREZHFIEL., B LLEZ
T52 &, (8.1, 9.1.2, 11.1.48H]

3.3 AHOHBRERTHRICFMEIT OISR, FHOBREKRT
POZTDHEOFMETHoEHEES &, [8.10 9.1.2,
11.1.4588]

A4 FEOHRSICKVESEEEMOU XV PEE2EZThIH
%, BIEE RERRE2E80) 28T 2BEICAF RS L 5.
BHMPHEDODhEEZhIH D, AFOHRESFICEEDOHMM
PHLbNhEHEIE. AFOREEFIEL, BYLRLEZEITL.
LIFE. AHEBFBRELEVI E, [8.4. 9.1.3. 11.1.58H8]

5 AFOH/EICELY ., BRIl () pPHS5Hh, ECICES
BIFHESh TV, BEEZTHICITV. Mkl (Fm) 5
Shh7B&E. AFOESZHIEL . BYELEZ TV M.
AHEFHRELEVI E, [2.2. 11.1.588]

.6 BIMERIE. —EMREMAEE. OHEE. ¥OoE. BRI,
BEEZOHRMEEREILHSHh, ETICEZFPHES
hTWw3, BIEZT2ICITVWEEDPREOSNAFEICIE. FH
DEEHFIEL. BYLLEEZIT) C &, EBIRIMEGEREDN &H
S5hh-BEICE . FEEERELEWVI E[9.1.5.11.1.6588]
7 SMEEBREXESmMEES —Erdshh. ETICES
BIFHEINTWDE, ChSDERFHSHIEGEEIE. XH
DIEE5ZEHRIEL. BYIBREZITICE. CDEDHBEFEICE.
Pk, AFEZ\HBRELEWVW E, £/, AFOHRSERBSE M
ExTHNICAET S E, [8.2. 11.1.788]

8 TTMEHEREEREISODNBZEN H 5, THME
BHEREERFISZOHONEGEE. AFOBEZHIEL. EY)
BREBEITH> L, [11.1.88H]

2. B2 (ROBEICEIBELEWVWI E)

2.1 RFN OBV L SEE OB RE O 5 5 B

2.2 IgIm (2.5mLEL EofEImomkt) oBdod s EE [1.5.
11.1.55]

3. fEBL - R

3.1 #HB
W 4 | VYA BSHE00mg | 0Ty X T BS AliHE 00me
R g0

[774%—]

[77 49—

A Bk o

dmLHp NNY X7 GEGT-HE
Z) [NV 27K P 100mg

16mL N AT GRAEHLIR
Z) [y 2= 7#e1] ™ 400mg

o H

KPR 340mg. TN 7 [ 9.44mg.
K1) V= 1+8) 0.8mg. L7 k
B NV 2K 0.2mg. KERAL
F YL R

FEELEHE 1360mg. 22\ 1 37.76mg.
A VIN— |80 3.2mg. =7 MR
F U LKA 0.8mg. AKERILT b
VL

) RANE, Fr A =—ANAA5 —IIEME VW CEE S S,

3.2 WHIOMAR
W% & NNY X% T BS "ﬁ%ﬁ%‘?r(f 100mg NNY AV T BS ﬁ?ﬁvﬁ?f{f 400mg
[7744%—] [7744%—]
ER0N BH~A0E B3 5, o~ o)
pH 5.2~5.8
ZEIE 296 ~ 362mOsm/kg
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OBBYIRATEE 2 ET - BRORE -
ORT LEE %k < YIBRTRE L ETT
OF T aeN s BFIE
OBMHERBE

Om&E

5. RRER IR ICEHET BEE
CEBYIBTRELETT - BROKER - ERERVRT LEEEKRY)

[E N2

ST - BROFENMERE)

EinE
- BROIEMARARE

5.1 MrgmliBhREIC BT, AR OFRMEN &M ITfR S Twv

&lf\o

5.2 [17 . BREH OHONEZBHA L. KA OAUE R 0% 4k
ZHOICHB L2 BT B EHEOBRRELTH 2 Lo [17.1.2,

17.1.3%

1]

(FRTREX (FBHRILE)
*5.3 MRIEMFEIZ BT, RAOHME N LIRS Tw

&lf\o

#5.4 AR IR IN TRV, [17.1.42H1]
#5.5 [17 FRIREAT] OBHONEZHH L, KFOFRMER 4Ltz
T (2B L 72 £ T, HER 2K SR VB v S EAEOISHIRILEE %+
N E R TR G OB E G L, #INEFEOBERIREITH T &,
[17.1.45m]]
(CEMEERRBIE)
*%5.6 [17. FiREGE ] OHONEZ BRI L . REOEME L OVZeEE
TR L 72 BT, B, BRI S A B 2 GEISEE O
BIREATH 2 & [17.1.521]



(BPERE)

%5.7 FIGO Stagell ML L JRBLsEEE IG5 55 2 &,

*5.8 [17 . [REARE] OHOWNEZBAL, RAIOHFNER et
T Ic R L7z Ly S EEOEREITH) 2 &, [17.1.62H]

6. AERURE

CRAEYIRRTRE L ETT - BROKE - EEE)

M DFCHEMEREESH) & OB HIZ BT OlHE EAZIZINY X2 7 (G
R Z) [~y X~ 7] & L ClElSmg/kg (FE) ik
10mg/kg (RE) % MiEHIRNTES 3 % o 2 5-HFIE 28 DL 2 52,
D FHEMERESEF & OB I BT, B, AIEANY X7
(B THIEZ) [N X7 H%Eil] & LCLA7 5mg/kg (RE)
% EEIRNEST S %0 $E5-MRIESEMLL e T 5,

(RFELEEZBRUIBRTRELETT - BROIE/ | MbE)

D FHEMERESEH & OB I BT, B, AZIEANY X7
GEETAIEZ) [NV X< 7HEEl] & LClil5mg/kg (fRE)
% EEIRNEST S %0 $E5-MRIESEMLL e T 5,

(FMFEER IS BFRIE
N7 ) F X EOBRIZBWTOEFE RIS X2 T (i
fETRELZ) [Ny X7 #fEl] & LTlEl0mg/kg (FE) %
FUBRIRNES T 20 FCS-TIRIE2EM L &3 2,

(EBHEREZE
WHE L NI X7 GRIZTFHIEZ) [T X~ 7tk
1] & LClE10mg/kg (fAE) % 208 FIFE X 1X118115mg/kg ()
% 3R R C AR IR 50 B, BEOIREICL D&Y
MR ETERT L2 &,

(IRESE)

D FHEMERESEH & OB BT, B, AZIEANY X7
GEETAIEZ) [NV X< 7HEEl] & LClnl0mg/kg (fRE)
% 28 R P W 1M 15mg/kg (PREE) % 3304 [ 1 B ~C A iR A 7
32, b, BEORBICLVHEIGMBITEELEETS 2 &,

7. BERUVHARICEEYT 23FE

(hEEE)

7.1 KFEGHT B MoPUEEES AL, [17. BARRE] OEOMNE
AL 72 BT, BIRT A2k, [17.1.2-17.1.65 1]

*k7.2 FFSTEMEAARIBIE DIARC BT A RF M 5-COHVER V4
PEIZHE L TV,

7.3 Mol 529055 20 ) CRUBHHE T 50 WG O XA A LI
THhIUL, 21 HOFG5136055 M TIT-> T By, 2H B OH%5128
WTH AN BIFCTH UL, ENLIEOE G300 HERG- £ 55
CENTE B,

CRBYIRRTRE L ETT - BROKE - ERE)

7.4 RENL, 7oL IV RER RGO MOPUEEEL A L OBk
k053252 &, [17.1.28H]

7.5 RFN O HEE, [17. BRG] OTHOWNAE %2 3H L7z BT,
AFHI & B 2 MO BT LERES 5 K OV OB AALFERHEE IR
TERNT L&, [17.1.22H]

(RFEEEEBROBRTREAEIT - BROIE/MRHE)

7.6 AFNIHSRPUEEESF % & O Mo PrE LR & Ok IC X
DB T A2 k. [17.1.388]

(FMTEER IS FRILE)

¥7.7 BFENI X7 ) F XLV EDOBRHIC I VEIGT 5T ko [17.1.45H]

(EiERBE

*%7.8 FIFESEMEMEIBIEOE &1, RENIREHRRS R 7'y 3 F
EOBFHICE VBB T AT &, [17.1.568]

*%7.9 RFN O HEE, [17. BRG] OHONE % #H L7z LT,
BEOEBREIIC U CERT 2 2 &, [17.1.53H]

(BRERE)

*7.10 AF L O 2 Mo PUEERESFNX. (17 BREH] OTHOW
BRI L, ENNORTOTA BT A4 552 BE (2 L2 ETRIR
THI L, [17.1.68MH]

*7.11 KEEHINVETTF L RO ) ¥ F VAT 284,
BERFGHET 12 O RFNHMP G- 2 kT 5 2 & (KA & fikbeix 5 L
BWEEOEIEIIHERE ST, [17.1.651H]
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. BERLERER
A BMBRRGEIEIZ X 2 AHHENH 5 DND 2 EWd Db RHOR

G TRICTMZ2AT ) W i3, AR ORGHET 95 Z 0% Tl
FTHA MM E B2 Lo KR DRAEILG-25 Tl £ TO#EY)
ZHFEEM S 2% > TO R wHs, RHIOFEMEZET 25 2 Lo
[1.3.1-1.3.3, 9.1.2, 11.1.4, 16.1.2ZH]

2 BIED S b s 2 DD H DT, F5-HIH Al 2 2 1

WZHE L, BYAMEZAT) . [1.7, 11.1.751]

B EERDPHDONDL I LD HHOT, HG MM A ITREN % 2]

HIRAES 5 2 EAE T Lo [11.1.92H]

A EERS 7 Bt ) AEIRD R < A 2 & D hT ALEAIREED R S e

BEIZBNTEH, ERICEFZBIE L. MREANEEPEbN2Y
AR K O L O W REIE 2 B L C A0Sk e &
O THED LG 2T 2 & [1.4, 9.1.3, 11.1.62H]

5 CEREEIA S S b T EHHHO T, EMIZ MR 2179

mEBEET3IAT) 2 8. [11.1.102E]

.6 AR EERUNIERED D S b s Z L3 5O T, EMITHEL

179 % EBIR 2 0012479 2 ko [11.1.142H]

7 JREEISA LT Mo HUEMIEL A & o fFHIZ B> TAH 2 1Al
10mg/kg (REE). 28K CHA T 2B, BB (M7
L OVEVEOE ARG - BISIMERE &k AHIHEANOY
TR MEE | V) 2G5 L

. BEOEREZATHRECHTIER
A BHHE - IEEEDH 58F
A HEEREEEROREEZAHL TVWEEE

HILEGILBH bbb BENDH Ho [1.2, 11.1.22H]

1.2 REBFMOMBIIABL TV EVEE

BB IRIIRIE LS X B G OHED H 5 DN D BEZNNDH 5o FRRHERIZ
BWTRE 2 FHirtR28H Mkt L T WEE ITARH 2 455 L 72#E
BridZev, [1.3.1-1.3.3, 8.1, 11.1.4%H]

.3 BiEigEE T A EE

By (infs 2 &) 2632 8F IR K LT3 2961, Bl
BT IAT RIS LS & 9 ZIEIRDSTRD S 78 aid.
AR OB SO THEY ZMIEEAT) 2 & BEREZHT 548
BRI Z B 72 A S, T, MBS 2R L
L 7z EBESSE R R R BRI B\ T AR O3 5-12 &0 il oo g3 R
L R AEADFED HNTWwb, [1.4, 8.4, 11.1.5%H]

A4 EREHNFER. BERREOH 5 EE

LA H 5 bNbBLND D 5.

1.5 MEEREDERED 5 5 BE

OFHEZE, INBEZE, TREPEFIRIARE . BFEEARIER E'b bbb B
FNHD L, [1.6. 11.1.62H]

1.6 BRIRDEE

BRI IR IE DI 2 2 D5 e B BENHD 5o

A7 BIEEDEE

EIMTEATEAL T 2 B LNV H Do EEIRDFEHHRDP LA T L L0
H5o

1.8 oM OARERIIBHRARR L ENERL VREDDH 5 BE

9 o MDA EH S5 b b BENED 5. [11.1.1221]

A4 ETEREEH Y AE

TR % W REMED D & VI, AFI G-, ) 2 ik & o
BEIHEET BT Lo Fo, RFIGHT b w6 [T
FERHAVD LOIRET LI, [9.5. 15.2.15]

.5 1R

Il SR LT 2 RO & 2 LEIIE, G Lo R e
Fthz Lm 2 & B SN AGEICOHEGT 5T L. RHl2EG S
NIZBETHREZAET 2 ROMEIHE SN T D, 72, AH %
THE GREEEM) SR G Ll 2Ah IR - RIS O
MR o bIz. [9.4, 15.2. 1ZH]

.6 BIF

HELOFE R ORARBEOF S Z EE L. HILOME L
IEE2BETT 52 &0 AFIO L AT HFANORBATHEIZOWTIAT
HBHN, & MgGEILTTFICBIT T2 2 EBHILN T A,



9.7 IR
9.7.1 MRAEZIR L L 7ZERREBIIFER L T,
9.7.2 NEFTHHILGHUILOED) 23 5 b s L OWEN D 5 .
9.8 S

BHEOREZ T3 IIBIS L 2 bHEIRG T2 2 & #IHHR
AERIZ BT, 6ok OB E LB L, 655 LL_ Lo BF TAH
PG X B I SENE . — MR e, (OB ZEE O BRI
T SERE D FEHE D A AR b7z,

10. HHE{EA
10.2 GtREE BHRICEETA L)

SRS FRARIEIR - H 8 ik PP - fab T
B 23 5 b b BEhds | i) A7 2S5 B
~IS) v Hbo ENNH 5,

TNT ) v

1. BMER

1.1 EXEEMER

N1 a9y, 7F7145%3— (1.9%)
vav s, T+ 741 5% > —-infusion reaction (FEFRIZ, IILIA #E,
FUS3IE, GRS B ob b Zend b, BEERDFLD
LN EE. RO G- 2Rk L, 3EWE#E (7KLY o, El
BEEATOA FRLILE A Y 3 VA1) So#YzLEs 352k,

11.1.2 HEEZEL (0.9%)

FECICE D B ST 5 HLEZEIL L B s LG E 1.
EELMLESIVHERETL2BEND0H LD T, KilzFHiS L
HmnwZ ke [1.2, 9.1.1zMK]
11.1.3 7L (0.3%)
HALEEE (R EME, B, U8 g U eEDst
DL (GELMBEE, WRATHEHE, IS Khobhb
LB, FEICELBIPME SN T D, T2, JELEE
MIEEOBEILY D S b BH T, AT HHT LRI L,
TESE RN R Ll R AR Tl SRS (E IR
58) (8.3%). VHALEIE (HBEE) (0.5%). HALELS O (B
PelsigEss) (1.8%) RlobonTtBl) ., FLEHMAOL I, F
BN OWHERE DS 5 BEHETH o722 EEIN TV 5,

11.1.4 BUSARERE

IR S TS RN E 2 S, A EEREI X 5

TLB (0.5%) R ORI (0.4%) SOEHEND HbD
ZENH D, AIEHIERIE. X 2 ABHEDD H b EEIE. Fl
B2sGH S 5 £ TRAO®RG 2k L, B 20EE1T) 2 L,
[1.3.1-1.3.3, 8.1, 9.1.2&H]

11.1.5 HIm (19.3%)

5% 3 A e AR i (i, R i) (2.09) Al (i
B EIM) (1.2%). BB (0.1%) %03 5bNn b 2 L b,
F7o0 S (15.1%). sRRMIL (1.4%). ke (0. 19%F0)
ORI A D S bbb 2 Ehd b, BEOHIMIZBVTIZE
TIELFIPHRESN TS 2o, ik (Fm) SUIEZEOH
MA3H &bz aid. AFOFTG i L. @)% 0E %179
CEo 72, ok A D S bIEE TR, EEO I
PEETLBZINNHLOT, FAZEERG LawI &, [1.4,
1.5, 2.2, 8.4, 9.1.3&H]

11.1.6 MIEERIE
I F60E CHEBEARI) . —BERMEImslE (0.1%) . L
(0. 19%A) HOE (0.19) BRI CBEFEAREA) L ifize (0.2%)
FOBIRIMAEZERE, & ORI E IR M RE (0.2%) . i %E48 iE
(0.1%) SFOFIRIMAEERIEDH SbN b I EDH D, JELTICE
AHID3HE SN TV 5, BINRIEIERIED S b bt/ EH TR,
FHRFIECICELITREED H LD T AR Z LG L ewnwI &,
[1.6. 9.1.5%H]

11.1.7 SmMEMBE CGHEAY) ., SIMEMY7 Y —€ GHEAD)
I MU= UARBEOEILE., SIUEERGE, SmEdEs ) —Eh
HObNTHEIIE, AR OHEG2HIEL., BYRLELYITH 2
Lo Fo. SIUEMRGE, SIEMES ) —ERHEET 5 B8E10°

omy omdy

HHOT, 0L HEFIIEIAMZ TG Len & milE
DFEBLEEAF O HE MY LT R 2 ERSRE S Tw
5o [1.7. 8.28H]
11.1.8 FI¥% A EREEREE (0. 1%Ki0)
T PR PR MEAE R R GIEIR - REBE TS/, BER . S HIRAEZE AL,
MEREE, FEES) PHObNDLI DD, SILEZEHES 6
DR WBIAHE SN TV D, Bl 01 T, R E
EMWERE GRS S b 726 d, RO G 2k L, o3
YhE—L, PSSO 5 EOMY R NELT) 2L, [1.85
el
11.1.9 270—EEREE (0.1%KiH)
EEOERMAREORE DO SNIZHEI2IE, 5 E IRl ¥
YRiEx1T79 2 &0 BARDEHFIIARFOHEIZHMEL TR
A AEAIARIEENT WA, [8.38]
11.1.10 BEEH
M OFHNEREEH] & OB IZ BV CULIMEREAE (0. 19%H10)
TP ERR A (24.5%) . FIERKAD (24.3%). £l (8.7%). i
A (10.4%) D3 HbIDE Db D, B, BRRET
MOPUEMEESAN AR 2 EH L -5 BW T, fFHLTwAan
FEE I L C, @O ERIRAME, SEBWELT P BRI E O 553
BEDNEE 2 2 e SN T 5, [8.580H]
11111 BEEE (10.0%)
TFHR IR A O B b S Mg (0.6%) . BlfitiE (0.2%)
BB S (BUEARI) SE0EAYEN D Sbih, FBTIZE L6
PG SN TV D, B, HIRWMERICOWTIE, AlfHRE
ME, JEALE LI, LIRS L 72 Bt 2T b,
11.1.12 5 > MMHOARL (0. 1%A0)
FUEE S & L2 R AERTIE, 7L — F3RL Lo E b
RED220DHETHOLNTEY), TLEBRAOLLIE, T
YRTHA ) 2 REROPGEE, BN O BRI IE L O
HHLBETH 722 EPWESNT 5, [9.1.880H]
11.1.13 EEMmHE (0.4%)
11.1.14 MR/ NLERE HEAH)
IR P /N R A I SR BRI | 5 I PR E A (0 5 D AR P A N
MEEN D SbND 2 LD Db BRRINERZ LS B, /MK
WA, EHERERE B LA ITIE, B Rk L, Y
BALEZATD 2 ko [8.62HH]
11.1.15 BhRRARRE (0. 1%Ai)
KENIRIFEEZ &L BIRGEEDS D 5 DND LD 5,
1.2 ZOBOEIEAR
5% 1 1~5%Aiiii 19 Al HHFEARE
AR GRRY | BREEEA . B | AN, IR E o,
HERERE=2—0 |9, ARIRAE, | A%, B, 2,
INT = ARSYE | RIS F o | R, IR, HERERL S
=21
= AR
WEs24) (15.89)
AL FERRIR MEFe. RIA S, | BREDR. THILAR., B | BhEkEE
(14.7%) . Bl | DBL. WA | % ILASRS. Wb,
(14.1%). TIP3 | Hes FEke, Whds. BPOI.
4% (11.7%) [ LS PU R R N S TE B/
TR M WaPzE. Hhse. HR.

Hibiiie

fEFS HL P B ok o0 B ¥
W % JR& B JREPIEYE | BUNSSI, I L7
(10.5%) F = B
iR JH e S ey e
(AST L5 B
ALT E5-.
y -GTPH I,
LDHE N4
I - HERE Y 2 NEREGE | INRI, 74 7))

Do 747 | 7R B
D¥A~— | . APTTER, &
B BREgm, su o
YR AE

L - ISR | EIE (18.29%) BFE. IR VAR
B B EAE AT, F | ALBE, FRB. W | RRAG, 3
(10.7%) 55 | JIEMBERE N | M. RS FIBL. KO %, | BEPER S 5
DOREE, fRIE | N, NEFRLAGE.
JiE AL




5%L4 1~59% il 1964ty HEE AR
i - | PR S AT | DUROR ., AR
e F . &
IS . HET
HIRE B
I 2 FErREE W, PR RIE, g, | I MU A
Leolh, | &ELE, KBRIE
R SEFL O S
S
i MEBLJE, BRI, | MRRRE
i
R M L AT | i b A4, i
o —)VEII, | ) A R R
M7 V7 3| B0 &) AdE,
DR A IR IE,
AV gD, IR
7 R R, WY
Y AME, it 2 \a—
VA, Bk, w~
VE VPPNt NN
FEREACTE, -~
BN NN S
AE, A1) 7 A E
Z Dt g7 - R | RGBS | BEERVIEIE T TY | SR, S
(15.5%) F&#h | (BMHBHZESE), | ARSI, Woss. Nods | PEzedl. Jpse
PRI AP B, BK. | B S (E
AFPES, K | HW, 77— 7 VBE | BRS). &
RPENE, W | SBRE (RGe, 2o | | A
AL, CRPLF, | FIEALARA, [H#EE
SRS | D F v, Ak, i
(%) 1RIE, # [N
LiRINR NS S C TN
AHANA R, HAE,
PEIG PRI IKG

) FEBUREEIZ AT N A 4 RIS B B YIBRANRE 22 AT - FEFEORE - BRIk
32 EINFERRER [JO1815738k, JO18158m 5k K UNJO193805Ek], it L
Befi b CHEAT - FEEEDI/INIILIARE |25 2 EINERAR SR [JO19907a08%]. F-i
ARESUEFRFEFLHE L5 B [E R R 3R [JO1990134U8% ], #ISEDIBIFNELZ x5 5 5]
Pt R [BO219903ANR] (IEIMESD) | FHEEEMEAEENEIE (20§ 2 E TR R A
B [JO225065U8%], IR 5 5 L FBER SR [GOG-02183 8x] (EINAER)) .
T ITIEDTE x5 % EINEER SR [JO29569785/], YIBRASHEZ: AL
HEV 39 B IR SE AR U [YO4024558%] (EINAERD) K O BLEISE TR ORF5E i
R &,

14. BRALEDZEE

141 EFRREOTE

14.1.10 AR OFGHIITLE w2 EFHE THREIY) . HiEsa
BRI L TRI100mL & 3 %6
(UK SR a0

1 54 (mg/kg)

WEM Y& (mL) =1=E (kg) X

25 (mg/mL)
1A% 55 LESREM Y & (mL) FHE
5mg/kg WEMY I (mL) =fE (kg) x0.2 (mL/kg)
7.5mg/kg WEMYFE (mL) =f#E (kg) x0.3 (mL/kg)
10mg/kg WEMY # (mL) =fkE (kg) x0.4 (mL/kg)
15mg/kg WEMY R (mL) =fE (kg) x0.6 (mL/kg)

14.1.2 HREMAFHEDIHIMEH L 2n»w2 Lo

14.1.3 MRS L, SREBEERPICHEHT L2 &0 72, Rl
BT 5 2 Lo

14.2 EHIRSEHOXE
AHN & T B OREEREIRE LG, ~NY X< T ONEO RS
PHELDLBENN D D720, 7 NUHEERE ORE T, KHlL
7 BRSO U SiiE 7 A > % w5137 b v 2 &

15. ZOMOEER

15.1 ERERERICE D 155

15.1.1 AR R BABR 12 B8 \ TRFI L ALk & OF H L 72 BAfE R ¢
P, ALFEREORE FER L 72 B L B LT, JIEBEREAR
4 (B-HCGILIRMAEYE T34 A L Bk 3 4 d: B DFSH=
30MIU/mL) OFEBENEHVEDOHRED DY, HEMEET O
ATRIE SN B, KEIHRIEZIZIZE AL OBZ TINREEFED
[AEASFED BTV DA, REIOULZPENO BRI 72 52 B A
Thbo

15.1.2 RAEGHRICHEHEIEIA L2 L oMETDH D, £ Ik
Y AR AT R — b REHZ G H D 5V GRS 5 BET
Holze Tl KEIZGLIMEHEMERE L EAKRA KA — PR
B A O R (2GR S O SEB AN T A W REMEASRIE S 7z &
DWEDD 5o

15.1.3 @RI EREICK T 28Tk (HE - ARsh H560108
WO, RETRIEE. BRI, BT, M A O BREE S D
S5bNbIENFREINT VD, KA ZMTENEGT 5125
720 Ty REOABY) 2 WHEIE N TOAGIFICE D, BEEZIR
JEYSEDN D S DI, KBHICE - 722N TS SN T b, £
7oy HEFMZ BT, LR, AR D b 2 & AT
ENTnaEY,

15.2 FEERRRERBRICE D <154

15.2.1 7 Folf - [ (10~100mg/kg% & B %5
1ZBWT, JRIAEEORA . WIURoBm, 4V - EREEEH
T LIREOBEMAFRD S5z, [9.4. 9.55H]

15.2.2 Filhh =27 4 P TIEARF O EHS (2~50mg/kg. 1M
AFHF20A 5 & 0 BB R EAR TERKE BT H 7z,

16. EAEHAE

16.1 MRk

(&HD)

16.1.1 BEKZS
SRE A MEBEREBRE %0t G & LCy AR LZSEAT/N A o B3 5 % 5mg/kg D
JRC L BIRAE S L 72 b & O3WBIEE/ 5 A — & ] O i B
LT IR,

TEHER B |2 ARA AR SBTT /N A o BESE S % Smag/kg o) 5t G HL IR IR 9 5-

L7z & EOEYBHE T A5

/87 X — 5 OERGEHET

8T A= (Ef) | AN A A B

(N=32) (N=33)
Cuax (ug/mL) 142.9+20.3 137.0%20.5
AUCus (ug + hr/mL) 40840 = 6411 410106711
AUCr (g - hr/mL) 43080 =7103 43830+ 8326
CL (mL/hr/kg) 0.119=0.021 0.1170.022
Vs (mL/kg) 62.410.6 64.9%9.6
t (hr) 397=63 417=90

D) /8T A — FIEAMTTME £ B EAE TR L7,

TEREBEERE 2 A TE 55175 A o B 5mag/ kg Fil 5 C i [T IR 4% 5
L7z & o higEErs (ol =2

150

80

60

I H R EE (ug/mL)

0 100 200 300 400 500 600 700 800 900 1000 1100 1200 1300 1400 1500 1600 1700
5
R (hr)

A KA (n=33). @ : ATV AEHS (n=35)
#2) ERTH (0.250ug/mL) KiifiiZ0ug/mLE L TR ZEH L7,
FeATNA FEH T T 5 AHI D Cnaxs AUChs i SAUCint® 3] 350l
HDI0%BEHEX RTIE. HATICHE L22AAEHMN (80~125%) I2&Fh
2T Eh ., MR OIBEYIBYEEIC BT B RS S N,
#) AT A FEHS Avastin® (BUTRR S NzANY X7 7 GRETFHIRZ) 874)
(FINZAF > ® s mEe3 F100mg/4mL + 400mg/16mL)
16.1.2 BEIRE
Kl - B R8BI AN Y X 73, 5UE10me/ kg™ % 9047 [H] S
ELZEEOMFBEBRREIDTOLB) TH o7 NNV XY TOMFEH
B 5 O IITRER 2Ty AUCITHE G-I B L CHEn L 729, [8.151]



H A G R OB YT X — ¥

G AUCint Vi 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
13) AH O BRI RA G AT - ROy - B S 2 K2R X1 F5me ke,
7.5mg/kgh '10mg/kgTdH % o
*16.1.3 R1E#RE

(1) FHABEIIHRILE
W% - FRTUREZ /827 ) 2 F L E o HIC L ) <Ny X< 7 10me/kg
O JHEHTER 2BERE TR E L& &, MEFRS70H # (F56mHE) O
T O G N Y X< 7781 (mean = SD) 1345 4 149.0+37.4 (4761)
T 0397.8+77.9 (4361) ug/mLTH Y., FL56[H HLAFEDREIXIFIZ—%
DfExRRL7ZD,

(2) RFLEREZR< UBRTREARETT - BROIE/NMERHE
JE/ NIRRT R BSIBNC VR T T F > - 287 ) & F 1)Ut & OB
L) NNY X~ T 15mg/ kgD S EEZ MR T DR Lz L &L FE
5630 % (F54H) DR O LG ~N s X~ 7ikE (mean
+SD) 134 4 115.9+45.6 (206)) % 108450.3+97.3 (1961) ug/mLTH Y.
54l H DO IFIE— oMz Rk LY,

16.1.4 BEMENENREBT DRSS
910D H 5121 ~20me/ kg™ O FE O ~ND X< 7 & 1IERINE, 2R,
L < S 3B C g L7z & S oMk % A, BRI Ehe T
BFERMLT20 22T 8— M AV FEFVTIHENT L2 L EDBEMED )T 50 A
130.262L/day. ZPE120.207L/day Tdh -7z F7/z, HLT /8= M AV FOD
IAERIC OV TR, BMIE3.25L, 1d2.66LTH 72" WEAT—% ),
E4) AHOAKFEMEIZ1E5meg/kg, 7.5mg/kg. 10mg/kglk F15mg/kgTdH 5 o

16.3 9%

(PISAF > ® 845 I 100mg/4mL - 400mg/16mL)
A PP AN Y A~ 7 R HAFRIRNGE S L7z & 250 Wi hlofik
IZBWT PR 2B JAMITFRD ST, BTN FREEF O 4546 121F
VEIMEELZ R STz,

16.5 HEittt

(PINZAF > & mEs3 F100mg/4mL - 400mg/16mL)
A FITPUEGE AN Y X~ 7 % HEERIRNGE S L 72 & & A, #8548 4
DRI RZACRIIRI & e o 7210,

17. ERPRAXIE

17.1 A3 RORLMICEET 55

(A

17.1.1 EEHERSE DHEEER
T RS & B GEATIR ANV E BETI9% 2 R L L. KAl +/821) %
FLN - ANWKRTTF 2 ERATNA FESEGF X7 ) XV - VKT
FF v Y 2 BB F S ARG A F2h6 L 720 21H &2 1914 2 vk L.
HH A 7 OVELH B OBFEIF 58T B ISRH UL BTN A 4 EIE 5 15mg/
kgx 5 L7ze M & OBEIERA6T 1 7V & L. BT HITAFI L0
ATNA F RS O AR EAFEAT L7212,
FEFHEIE H T d % 25K MO FBNENZEE DT IORT,

52538 1 D I ZERh

ARH| FeATNA F DS
(N=358) [ 3 ¢ (95915 HEIX )
(N=361)
SE4 AL B4 26 838 162 (45.3) 161 (44.6) 1.0146

w0 & NHRERL (%)
(9591 HEIX 1) (40.01, 50.57) (39.40, 49.89) | (0.8628, 1.1933)
ZBINIRRERD ) A 7 L OISWEEIK B IEFANIHE L 2SSk~ —2 v
(0.729~1.371) OFHEHANTH 1) . WH OFEPED RIEEAHER S L7z,
#) JeAT/N F IR Avastin® (EUTKR S N7zANY X7 GRIGZFHIRZ) $H)

(PINZF O & 5583E F100mg/4mL - 400mg/16mL)

17.1.2 ARYIBRTRE L ETT - BROKEE - ElFRE

(1) ERE I/ 148k (JO19380:K5%)
KIGHOMELT - TIEREN - BEEEZT Z /R, h_TF Yy - FFHY
75 F ViR (XELOXH#R ) &A1/ 3 4 F ST 5mg/kgPf i 5 (21
HEIFA 7V & L, BIH B, WA SR BTN FEE Mm%
)X B8 T/ IAHRER T 9206 L 720 ZBRh=1E71.9% (PR41/5761) TH -
720 NS ATHAI O Hh gL 13336 .0H (95% 15 HEIX[H]: 293 - 380H) Td -
720 [6.2. 7.1, 7.4, 7.5%H]

EIEMFEH L, XELOXIEE: + 61T/ 3 1 F RIRSHETL00% (58/5861) T
Botre FHEWEMIE, KW E =2 —1/332—93.1% (54/58(1). £
BRARSY. 7% (52/58%1) . J55782.8% (48/58%1), T3 - RIEFE MM A
SHREMERRTT 6% (45/58(1) . HENT74.1% (43/5861) Td - 7.

(2) EBRRLMRERHER (JO1815855R)
AT - TR - EREA R RIS, AXY)TSIFY I vFa TSy
Vo LARERY F— M Avyy aEE: (FOLFOX 4fi:) & Jefr/3 A F 3R
OB G2 & 2 R MRERREE Y . RIBEHIIIIAT N TR
5mg/kg. BEIBFBITI121310me/kgD i (14H %194 7 )L & L. 41H
B2, AL S B IRAT A AR 245 5) (X ) FEHL 7. R
T RIGIHBIT9.4% (PR27/34%1) . BEHHEBITA7.8% (PR11/2361) <.
LI CSDYL L Th o7z (ERERN). [5.2, 7.1, 7.4, 7.5281]
1) REHO] ST E OISR AR T 567 H L8 L e

ENFL D) ITHT BFEEE ZI T ARVEE

T2) BEBIED) AT B CREEST - FROR0 SN B
BIVERIFEHI I, JBAT/N 1 A B3 S5me/ ket T100% (38/38f%1) ., Je47/3
A A B3 10mg/ kgl T100% (26/26%1) Td - 7z0 TRENEHIZ. AT
INA K BEHSme/ kg T EARIRIT 4% (37/3861) . HFEREHA92.1%
(35/3861) . TE-86.8% (33/38%1) . HIMLEREINA78.9% (30/38630) . i
73.7% (28/38%B1) TdH V. FAT/NA & EH 5 10me/ kg T H M EREH D
100% (26/26%1) . fFrhEREGKA96.2% (25/266) . ERAIRSS.5% (23/26
Bil) . E84.6% (22/2661) . I/ 80.8% (21/2661) THh -7z,

(3) EAEIHEKE (JO18157:ER)
PG AL RIBIR O MEAT - TISHE - R EE 18RI Z R e Lz 74
TS0 - LRKY F— AN T s (5-FU/-LV#E) BTN
A FEHEFDOGFHES (4HZ10 A4 7V L, $1H B, BHES%T
EARNATNA F RS 2 45) 1S X 258 TR EZ £l L 72, BRI
16.7% (PR3/18f1) T. 5mg/kgTI26614:175SD. 10mg/kg T I26f6]H2
BIHPR. 4B12°SDTH > 720 [6.2, 7.1, 7.4, 7.55H]
FIER SE B =1, 5-FU/-LVIEE D + S64T /3 A A [ 38 dhbmg/kgif T100%
(6/66), 5-FU/I-LVIEE + JeA7/35 4 & RS 10me/kgBET100% (6/661)
Thotzo ERBIEMIE. 5-FU/-LVIEE + 4734 F E 3 5me/ kel
TIF P ER B A66.7% (4/661) . P IMLERERA66.7% (4/661) ., I/ MIE
WA66.7% (4/661). T1M%£66.7% (4/661) Td ). 5-FU/-LV#EE+ %
1134 F BEHE S 10mg/ kgl T RAAIRSS. 3% (5/61)  HE1:66.7% (4/661) .
B HIM66.7% (4/661) . EIE6.7% (4/661) T -7z,

(4) ESETHREER{LIEEEER (NO169665K5R)
FBROEBMREN - R ICBVT, A% 7FF > - 740
7TV R F— b AV AgES (FOLFOX 4##:) JEXELOX3#
FEHAT A FESERH LT T R 2 %59 52 x 25K o —f E R
B J2hti L 7zo JofTNA A EHEMOF&IZ, FOLFOX 4 & o Tl
Smg/kg (14HZ 194 7V & L, H1H HIZMWHITRG 2075 06754 +
FE3E i & $5-) . XELOXH#E & OfFFTI1d7.5mg/kg 2LHZ1H A 7 v &
L. $1H BISMWAIE G2 b TN g A EEREZHS) L L7z, 20
FER. EEMATICB VT, BT A EIEGHEAETIE 2 NS OFOLFOX
4RE U XELOXIBEE DALFIRE D & % 2T 72355 12 e, A5 3 70 M
A ORERDSTR0 b I7ze BIRIGANTOFOLFOX 4981 + JeAT/3N 1 +
[ 3 0 L FOLFOX 4+ 77 v RO T E A2 IEHD 5
Ao 72hS, XELOXHEE + JeAT/8 A F RS BE & XELOX W + 77 £ AR
DR Tl & 720 A A O IR AT S N7z, 72, BRI
WHHCTdH 2 EFEIC OV TIE, ALFEEIAT N FEELZ T %
X WIEREAIASFED Sz, [5.20 7.1, 7.4, T.55H]

NO16966:ERD A& (BEBEMRE) 1239 5 Rt

i SERATE A A T AR
s Sl () | - FR | E () | - Rl
L +
7ovxw m=ron | o0 1991
—— 0.83 0.89
Lk P=0.0023 P=0.0769
JeAF S A o BB 9.36 21.22
(n=699)
XELOX ik + 7 30 019
77t AR#E (n=350) ’ ’
0.77 0.84
)EELOXJmff ) P=0.0026 P=0.0698
AT/ A F IR 9.26 21.36
(n=350)
FOLFOX 4#%: +
7oeEE M=% | o 0.3
_ 0.89 0.94
FOLFOX 4#fik+ P=0.1871 P=0.4937
S5 A o BB 9.40 21.16
(n=2349)

FE3) Ay A7 H 200641 H3IH . FIEEE AN L B A A7
#4) # v MA7H 20074E1A31H
1¥5) b 1 FOLFOX 497 3 XELOXH %



RIPEAZEBIERIE, FOLFOX 43k + JafT/3 4 F SR T98.2% (335/341
B1). XELOXHE + 517/ A A 3B TI8.9% (349/35301) T -7
F2EIWEHIZ, FOLFOX 4958 + J6A7/3 1 4 S EE CIELL62% (213/341
Bl THI60% (205/341%10) AT ERIRAESS% (188/341f%1) . 1114 4£40%
(137/341%510) . $HEE39% (133/341%1) . WEIE37% (127/34161) . 95 9737%
(127/34161) . 5-i1f129% (99/34161) . METIHE26% (90/34161) . EHAIR
26% (88/341%1) Ta 1) XELOXHRE: + SB47 /3 A A BE 3 G T HEL064%
(226/35311) . T#162% (220/35301) . W&lt:44% (157/35361). T4 - JLI
FEMHTEANEIERRES% (139/35301) . $KI&FE37% (131/353f1) . 95736%
(127/353%1) . [1M9£29% (101/353f1) . £ #AHR28% (100/35311) . M7y
$E21% (73/35301) KM= 2 — 1 /¥2 —20% (69/35361) . i rhERis A
iE20% (69/35361) Td -7z
(5) B E MAREAERILLLEER (E32005:(5%)

A T 0 YRR L 7 Va7 T 2V OEEDER) & T o 72T
B0 - SR 23 512, FOLFOX 4Rz L,
FOLFOX 4L eAT/N A 4 EHE i 10me/kg (14H %2194 7L & L, 810
HMHNZ B BB A F RS 5 5) 2 0FR L7 & S ORMIEZ RS
L7zo TORR, JeA73 A A FEFEmPEATEIC BV Cld, FOLFOX 4RI
HAH BB OEEAFRD bz, £/, BRRKMFHEEHEIZOWTYH,
IEREAHIM O R & WERSRD b NIz, [6.2, 7.1, 7.4, 7.58 ]

E32007U88 DA L B3 5 1

Bk fusp Ay e i HAEAF I
B % it . et .
" - o
G | | oy [ TTHE gy | TR
FOLFOX 458 | 8.6
(n=292) (25) 15 108
P< 0.518 0.751
FOLFOX 4+ | 0 | 00001 P<0.0001 P=0.0012
SEATINA K ESE B . 7.5 13.0
_ (65)
(n=293)

Grade3ll b (M #H DV TldGrade4l b)) ORIEHZEHEIZ, FOLFOX4
L + P AT/ N A F RSN BETT6.3% (219/28761) Tdh-72. FOLFOX 491k
TEE DFBRDFEN2%L L TH - -T2, $£9718.5% (53/287H1).
TTHRIL7.8% (51/28711) #ERE — KR 1E16.4% (47/28711) HE(:10.8% (31/287
B). WEH10.1% (29/28761). 1i7kS.7% (25/28761). w5lfilE6.3% (18/28761).
JE565.9% (17/2871%51) IR #ES . 9% (17/28711) it d — 2 D ith. 2% (15/287
Bl) THo7,

(6) BHAENH_ESHREMERLILEHR (AVF2107gER)
FRIIROER IR - EhREE NSRS, 4 2 70 VIEBEKRY -
TNFTAYT T - R F— ATy aEE (IFLEE) 2o lEaiEe L,
IFLEEA AT N A A RIS me/kg (14H 2194 7V & L, H1H B2
FP G T RAIAT N A S E ) LT T R 2 fEHES Lz,
ZOREF FAT/NA F R FE G T CIIIFLEE A I~ 5 2 A1
i B QMRS FE AL A R O IE 5500 Sz [5.20 7.1. 7.4, 7.55H)]

AVF2107giRBR DA R BE T % 1

IS A AEH
FRAE (F) | A= R | i () | = FR

B

IFL#Ek + 7 7 5B 6.28 15.80

(n=411) 0.577 0.714
Ay g y——— P<0.0001 P<0.0001
IFLJﬁcd:thlE;E)g)ﬂ‘E%ﬂﬂ 10.58 20.37

HERRIREBIZIL, IFLEEE +61T/3 1 4 IR T6.7% (379/39261) T
BHolze FHRAEFERIE., THT4.7% (293/39261). F1IMLER KA HiE44.4%
(174/3921) . 18:774iE32.4% (127/39261), HE.(529.8% (117/39261) . HF1R
28.8% (113/392f51). ME526.5% (104/392f1). w5 1ML E24.5% (96/39211) .
MEH:-21.7% (85/39261) . #9519.4% (76/392f1) . FHARL5.8% (62/392f3)
THo72,
(7) BAEITH_EEHREFERLLEEHR (AVF2192g:5)

A T VIREEE KA OGRS & E 2 SIS RIGIEO R IER
B - WIBREERE A MRS, 7V A0 5 ) - R F— s ALYy LR
(5-FU/LV##:) %I e L, 5-FU/LVEREIZJEFT /N 1 F FE 3 §5mg/
kg% PFFES (40 %194 7 )V e L, H1H BISHFES5-8T #1281
A FEHEMERG) Lize EOFMEEMG L7z. ZORKE. BT F
FESE B ClE, 5-FU/LVEREEMIC K 3 2 B AR M O I R
HRRD BN, [5.2, 7.1, 7.4, 7.528]

AVF2192gi B DBV B3 % Hifi

R A A R AEAF I

ol (B) | A= FH | i () | = FR

5-FU/LV##ik +
o . .52 13.24
77 A (n=105) 5.5 0.496 3 0.766

- o, P=0.0002 P=0.0942
O TULVERS 9.17 16.56
SeAF/S A RSB (n=104)

HHEFERIEBIFRIZ, 5-FU/LVHERE + JeA7/3 4 R dET100% (1007100
Bll) Tdh o7z EaAEFRILTHISL. 0% (84/10001) \ ME/1%ET6. 0% (76/100
) FE065.0% (65/100%1) | FE3i747. 0% (47/1001) . FAAIRA3. 0% (43/100
1) \Miit40.0% (40/100%1) \EFIIR38.0% (38/10081) \J&333.0% (33/100
B1) i IILES2.0% (32/100%1) EFL26.0% (26/10061) & 1M126.0% (26/100
Bl) Thoi

FIGF ORI - EHHE 2R & L 725-FU/LVHREIZ AT/ A 4 [E3E
iz L7, EREEBR & O3B G T b, TN AR
PP B BRI AR IR, AR IR A B
BB bl OEhd 50,

17.1.3 R LR E % B < SRR AT - B OIF/ kbR

(1) EREE IR (JO19907:K5%)

IR O T LB % B AT - BRSO I/ IR B 2 b Rz, A v
RTTF > -850 ) & F L) EE (CPRE) 23l e L, CPEREICE
1734 R3S 15mg/kgx B QIH %194 7 v & L, $1HHIZ, A
P GRTRIHAT N, FEFEREZT) L7z THREE F2M L 72, CP#
HIEMHE L 684 7V ETE L. BT A EEMOFG5IZCPHRLEOH
WESUEHT 20 W — R - HETWEET E Tkt L 720 € OfER. JiT
INA FIEIES B CIlL. CPRREIC AV 3 e S A I O IE R L OY
BRROYENHD Sz, [6.2, 7.1, 7.65H)

JO19907ABR DA AL B 5 2 1k

TR o

B -
i (B) | "= Rk % Pfifi
CPAe: HUAhEE 59 a0
(n=58) 0.61
P=0.0013
CPHRIE + JeAT/3 1 R SEBE P=0.0090

6.9 60.7

(n=117)

EIVE RSB, CP#RE + AT /34 & B3R i T100% (125/12561) T
Hotze EHRENEHIE. THEEIRD96.8% (121/12561) BLEHEDS. 2%
(119/12561) . FIMERKRA94.4% (118/12561), KMk = 2 —os¥ —
88.0% (110/12561), ~NEZ T »jHA84.0% (105/12561) THh -7z,
() BHE L/ TARIERILILEGAER (E45995:5%)

RIBIR DT BN & B < HEAT - T30 /NI B8 2 R iz, CPHE
LB L L, CPHEIZAT N A A 3 15me/ke e OFA (21H z 14
A7 e Ly B1IH BRI G T RICEIT A A ERR 2T L
L EOEREEBET L7z CPREZVTILOBTLE A 7 VETE L,
FAT/ A A I G OFTXCPRFIEO IS T 2 b W — i - RN
BT E THEBE L 720 £ ORER, SBAT A A EE MG EET I, CPREIC
HAE G BB OER DR 57z, [5.2, 7.1, 7.65H]

E4599RBR DA B3 B 1t

o SR A
-
a WE (F) | A= I | e () | - Rl
CP3e: AN
(n=433) 4o 103
. — — 0.66 0.79
CPAitH: + A1/ 34 7 Rk P<0.001 P=0.003
15mg/kghf 6.2 12.3
(n=417)

Grade3VL FOEIWER B =L, JB17/8 A 4 K dh15mg/kg + CPI#E LR C
69.1% (295/427%1) Td > 720 F7Grade3PL L OBIERIZ. I ER %
425.8% (110/42761) . 9 5714.5% (62/427%0) . VLK #9.6% (41/427
B) R PEIEE = 2 — 182 —9.1% (39/42761) \ m1iH6.3% (27/42711)
L5 .4% (23/42761) | B4 .9% (21/42761) . FRANRA.9% (21/42761) .
Bika 7% (20/42761) . W4 4% (19/42761) TdH -7z,

Q) BHEDH_ESHREFESELEKRBR (BO17704:5)
FRIIED T LR % B AT - SO MIIEEE 2 RIC, ¥ A
TIF v Ay URRRERD (GO, ATy E R E
KGR 2 ) 2B L U GOBEIC B T/ 3 1 F 357 .5mg/
kg™ (RIAKF) Xixlomg/kgx B HH G QLHZLIF A 7Lk L, #1H
B 548 T I Jeq T8 1 A RS A S) L7z & & Otk % et
L720 GCHEEIZWTNOBETL6Y A 7 IVETE L, I3 FEIESH D
P 5 AXGCHELE O P IEITH# T 12 W — F i - F & TR ST E TRk
720 FORER, BTN A EH T 5mg/kgfz (F15me/kgbf FHEE DO Wi #E T,
GCHEEI AN EERHIE H Cd 2 M EAFM O B RIEREDSED bl
720 [6.2, 7.1, 7.63]



BO1770458BR DA KL B S 5 1

i AR AR
P - - -
hyefiE (B) | A= R | Al () | = R
GCiftl: + 7' 7 L KiE
(n=347) 01 11
- — 0.82 1.03
GOk + 61773 1 A PR3 b P=0.0301 P=0.7613
15mg/kelf 6.5 13.4
(n=351)
chﬁm; é?:rrg;l;;ﬂ: e 6.7 0.7 13.6 0.93
(e 345) P=0.0082 P=0.4203
16) AHI O B % b < QIBRASRE AT - P58 IR/ NI L2305 B KR d 31
[A15mg/kgTdH % o

BIVE M ZE B I, ST /8 1 4 BB 3 57 5mg/kg™ + GCHF i 8 T95.5%
(315/330%1) + JGAT /3 A o E 36 i 15mg/kg + GO 8 ©95.4% (314/329
Bl) THotoo FREWEMIE. 4T3 FEIET 5mg/kg™ + GCHE: A
THL54.8% (181/33061) . #f rRERAEA8.5% (160/330%1) . W47 .0%
(155/330%1) . MG AMEST. 0% (122/330%1) . £ 1M133.3% (110/330%1)
JE5727.9% (92/330%1)  EEANR24 5% (81/330%1) | £:.1141M1.23.9% (79/330
Bl . EFE20.9% (69/330%1) . W MLE20.9% (69/33061) TH V. i
A A ESE R 15mg/kg + GCHEFHE THELL55.6% (183/32961) . i FrERAME
45.9% (151/329%1) JWEIH:45.3% (149/329%61) | I/ N8 iE34 . 3% (113/329
1), K 9730.7% (101/329%1) . & 1M130.4% (100/329%1) ., & i 1128.9%
(95/329%11) . w1 28.9% (95/32961) . FARAIR27.4% (90/32961) . Hi
BIE21.3% (70/32961) TH o720
(4) #B5VEE 1 HEMESILILERER (AVF0757gKER)

FIGHDOMELT - T OIE/NBNIE EH 5, CPRREL ML L.
CPHREEIZ AT/ N A F EEEGHT  5mg/kg™ (FRA&FE) iX15me/kg% HFHH (21
Ha1HA 7k L, §1H BISMFR G4 T HRICRT N1 RS 2 %5
L7z EORMMEEHE Lze CPIRIEIZWITNOETLEY A 7 VETLE
Ly A7 A A BB OBRGIZCPHREOH IR TH O F—Hik - B
OB MT LIS A 7V THERE L 720 R ERFEEE % v CREAT
L7z, JBA73 A 4 R3E R 15me/kgPE AR Cld. CPEEIZIE~XTime to
disease progression (TTP) OF E 74 MR N OERROUHEHI RO H 7z,
[5.2, 7.1, 7.6&H]

AVFO757git B DA K112 B9 2 i

B TTP EES
Pl - -
i (F) | A=Kk % P
CP# ik Bl
(n=25) 4.0 12.0
CPIIEL + 64T /31 A RS, 0.41 ~
15mg/kghf (n=32) T4 P=0.0028 31.3 P=0.0857
CPIRIEL + BAT/3 1 RS 0.85 -
7.5mg/kglt (n=22) 43 P=0.5963 31.8 P=0.0976

BIVEMZEBLERIL. JefT /34 F EEIE ST . 5mg/kg™ + CPH# I T81.8% (18/22
Bl) | JeAT/N A F B3GR 15me/kg + CPIRERET90.3% (28/3161) THh -7z,
FERBEMERIE. Je4754 F ESE 7. 5mg/kg™ + CPyg 3 T 511136 4%
(8/2201). 589531.8% (7/2261). 95 5727.3% (6/2261) . Uf v B A i
22.7% (5/2201). BIHIRG22.7% (5/22f61). HE.013.6% (3/2261). W1
13.6% (3/22%) . TH19.1% (2/2261) . [1N49.1% (2/2261) - H#9 . 1%
(2/72260) . BiTBAED. 1% (2/2261) Td V. JBAT/N1 4 EIE i 15me/kg +
CPI I CHE5741.9% (13/3161) L #1135 5% (11/3141) . T #i29.0% (9/31
) BRI 22.6% (7/3141)  FE0019.4% (6/3161)  [14419.4% (6/3141)
E779E19.4% (6/3161) BHEBAEL9.4% (6/3161) kiR AEL6.1% (5/31
Bl). BEHE16.1% (5/31B1). 384516.1% (5/31B1) TH o7z,
*17.1.4 FHRTRER (ZBRILE
(1) EXEIHERE JO019901:E)
HER 2B CHAS - TRESTLIE ISR 3 2 (L ARG B H & i 12, /%
7)) & F )L JATNA FEEG10meg/kgF BEF (28 Z 194 2 vk L,
#IHE. 8HH. I5HBZSZ V¥ ¥ L%, EIHE, I5GHESZ ) %
F U NG T BISRAT A FESEMAS) LB TR EfL 72
HEHRIZL Y WTNDPOEF Z I L22a, b D — T 03K % HHIIZ
T, F—HE - A RS £ CRRBHE S ITRE L L7z, SER A A7 R
DOHIAEIE12.97 A (95%SHEX M :11.1-18.27 A) . Z%h21373.5% (CR
5/117fl. PR 81/11761) TH-7-", [5.5. 7.1, 7.7&K]
BIER S B EE, BT A F E R H10mg/kg+ 7857 1) 7 F )L T100%
(120/12061) Td - 720 FHFEWEM I, BLEAES.3% (118/12061) . FIfL
AL A85.0% (102/12081) . 4 i ER %% 4°75.8% (91/12081) . A A1
=2 =18y —=75.0% (90/120%). HH1170.8% (85/12081) . JR &Y
59, 2% (71/12061) L RO FE5E53 . 3% (64/12061) 9% 5750.8% (61/120%1) .
FRAIRE0.8% (61/12001) . MRFLEH48.3% (58/12061) Td o721,

(2) BHNEMHEEMER(LILLEHE (E2100515%)

HER 2[&M57 CHRfs - FIEFLIR RT3 2 LR R E R H 2RI,
7 & Fe) (PTX) HEEEMIREEE L. PTXBEIZIAT/ N1 F 3,
10mg/kgZ BEH (28H %194 7 ve L, #E1HH.SHH. I5HHIZPTX %,
BIHH, 150 HIZPTXEE G T BICBITNA RSS2 3% G) Lk &
DEIEEBE L2 HEFRIZL ) T RHOER 2 dIE L7254,

9 —J OFEH & AN T, F— - R TREEST F TR ST
L7zo 1R (20054E2H9H 7 — % 71 v b4+ 7) OfEFRICED X,
BRI RETA R I STz AT N A A ESE AR Cld, PTXHR Al
A EZERFME E Cd 2 MEEAGIIH (M HERB SN 0FE
BRIERDED SN0 —F, BIRFHEEE Td 2 EFHMIZ oW T,
PTXIENC AT NA AR Z T2 2 LI L2 FRABERIIRD LN
Loz, [5.4, 5.5, 7.1, 7.75]

E21005U8R DA WL B9 % ik

) MRS AEIR sl
Eracid - -
RO (F) | A= FIE | Wi () | = FIiE
PTXFEEH T
5.8 24.8
(n=354) 0.483 0.869
PTXHEHE + AT/ 31 A RS P<0.0001 P=0.1374
11.3 26.5
(n=368)
E21007 5% 0> M4 B 773 I O Kaplan-Meier B
1.0
0.9
08
4 o7
& o : PTX Btk + 5647/ A T ER G
4 05 a
B!'? 0.4 \\ ;
;0. o i, 4
& 0.2 PTX Suk8iR "“*7}‘*-\
0.1 \—l_LC"_L LS
0.0
0 6 12 18 24 30 36 A
PTX+RATNAAEELE 368 194 72 22 3 1 0
PTX B3R5 354 109 25 5 0 0 0

E2100545% 0 A= A7 8 > Kaplan-Meier i ##

£FEE

"o 6 12 18 24 30 36 42 48 54 60 A
PTX+EFTNAAERERE 368 344 297 249 193 104 48 23 5; 0 0
PTX % 354 307 258 215 165 103 48 19 8 0 0

H7) E2100RB2Tld, P I AY AT (BIZFAHIEZ) BHAREOHER 20570 E#E
RO I AY X7 (BT &8 HEIGIC% 5 2 WHER 2KBIAR
AL A BETRE T H - 72

Grade3ll . (i IZ DWW TldGraded Pl F) OBIWEHIZEE#=IX, Jefi

A F ESE S + PTXHEEERET67.8% (246/36361) THh o720 FREIVERA I,

KR E = 2 — 1,82 —24.2% (88/36361) . EliE15.2% (55/363%41)

J55710.5% (38/363%1) %49 .6% (35/363%1) i ERELM A5 .5% (20/363

Bl BT 4.4% (16/36361) . MUk K %4 .49% (16/36361). T #i13.9%

(14/363%1) . WEIH3.9% (14/36361) . H0:3.9% (14/36361) TH - 722,

*%17.1.5 BHHEEBIE

(1) ENEE IR (J022506515%)

BRI O PR ARG o (B3 IE200], R 2 AR E L), B
TRt Z 22t MR L BI) % %512, JefT/ 34 4 BEEE I 10mg/ kgD 2:8 ]
W% G- DA 2 ARET L 720 TSSO IBIFIE B E290112 51 567 H R
AEAFERIE33.9%, T4EAETFHRIL34.5%, BRFII27.6%TH o 72 HERITEA:
R e O A AF A o rp gl 1 X 2 2 3.3 H L UN10.5% H TH - 727,
[5.6. 7.1. 7.92M1]

BEIVEMZEHZRIZ. 96.8% (30/3161) THh-o7zo ERENWERIZ. R EAN
1E41.9% (13/31481) . @IMES2.3% (10/3161) . FH#I22.6% (7/3141), 5
HiM22.6% (7/3141) \ALTHIIN16.1% (5/3161) i ER %8416 1% (5/31
B FmERERA16.1% (5/3160) . M Al-PHIN12.9% (4/3161) . fHfk
9.7% (3/3160). HIN%9.7% (3/3181) TdH -7,

(2) ER£RSIHE_ETHREMEA{LLERE (BO219905E)
WEEOBIFNERE RIS, BB L 7w 3 NI X 2%
B (RT/THD) \CHRATNA FEEL LT T2 R ¥ 2 —EEHRE
VEAALCBERER & F20 L 720 JeAT /34 F ESEG O FI&E L, BURRIES & 7
EVOE IR (THIREAS) ot HE 6HEE) Fix. 10mg/kg (55
THH2S28ME, 4m#%5) &L, 7E0 3 FO4R MRS B 3130
I3 FESEMOKRIEL 720 20, 7E 0 I FOMFEELMN (280



1A 2 NVEL, BIOH2ASHEH B ECLHIRZES %64 1 2 L F THE
M) i, FBFFNA A EHEFI0meg/kg (28H %1% A 7 V& LT, #1HH,
15H HI2#S) 20 G L7z 780 I FHERRRRER 7R3N 1
FESEMOfEZ15me/kg QIHEZ1HA 7V & L, $BIHHBIZHKS) & L.
BT F TR S L7z T ORGSR, AT ARG TIX. 7

494.1% (572/60861) . ~EZ 1 E XHA90.3% (549/60801) . 35777.5%
(471/60881) | M MEEAT0.4% (428/60881) \ AAH PR = 2 — /8y —
63.5% (386/608%1) ., H.55.1% (335/608f3) . HiEHES0.3% (306/608%1)
fEFR42.9% (261/608%1). BAHIH34.2% (208/60851) T - 7=H1Y,

119) 71 v b7 H 20104:2/5H

5 b RO FBELS T E BRI F C 8o N B AAL R O 45 28 7 TR A5
BooNTe b 1O LEFMAE Th AN L, AEAERD
BN EH o7 [5.6. 7.1, 7.8, T.95H] \

s NANY AT, b MR MIEE T (VEGE) 126 2 85 T4

%
BOANHBOAMEI BT Sl A e MEE ) 2 B F ik Ch B VEGFH, MMM MIas 2
e SR AN LA il - A7 £ BT & & b1 MAFBBIE DTG TS T 59 1 A { ¥

18. EhZE
18.1 1EAHF

HOE (3) | - FIE | TRl (B) | - Rt , _ o

RT/THed: + 7 7 KB . - Th b, A OFEHNEIZ BV TRBIATLHE L TV 57, NN A7 71,

(n=163) ™ 62 064 167 088 b VEGF & B RMIA &5 T L1251, VEGF & MM L 12 %

RT/THE+ 7 52 F 2 B 106 P=00001 168 P=00987 BLL T\ AVECFZAHE L O &k HET 2%, ~NY X< 7 IEVEGFD
(n=458) ™ : '

AEWEEA LS A 2 LX) EEALRR C oM A & #iH L. 5o
WA HET 582, F7:, VEGFRIZ X 0 JTHE L 72 A4S B 2 40T S 4,
JE AR C U L 72 BVRUE & k4 %%

€S-}

18.2 in vitrosB&

18.2.1 VEGFIZAF LT, o7/ A F 3 & FFE O &2 R L72%,

18.2.2 & LA EAR A B MR 6 L Cy VEGF 0k o MR 1 il % ) L
Z QWG IEAT N A F RS L MFE Th - 7220,

18.2.3 Fcibfiilx. Fey ZHME. FcRnZHEER K OClqy ¥ /37 12k LT, 5
1134 F IR OFCHAL & FFRE O A% /R L7225, VEGF & 53§
% & MEGHITERDLD- 1A LT, JEAT/3 A F ST L AR, BUIRRAE
TR Je O KA A 5 O 53R N e Ao 7230

(FINZRF > ® 8432 F100mg/4mL + 400mg/16mL)

*%18.3 HIEHENE

b MEMERE X — R~ ZCBA L. NNY X T EEBUE (v
APiAR) THBHAL6. R EERG T2 LI2L D, K (COLO205,
HM7. LSLiM6). L# (MX-1. MDA-MB-435). B3E (U-87MG). 5
Bl (SKOV-3) %[5 2 o6 LHUBEBSG ME % fRo 7253, F 720 ©
MRERE (HM7) % AV EZBREEZETVICB VT, FiE~0ik %
P L 725 AbERedid B ISR S AN Y X 7 U EUR & B
32281080 JUEE A REOMIRIER 2R L7253,

#) FATNA F I Avastin® (EUTKREN/zANNY X~ 7 (EIETHIRZ ) BH)

78) HANBESBHZ &t
79) HANBHINZ &ir,
BIVE S BIZRIE, JeAT N4 F SRS + RT/THERET92.7% (430/46451)
THho7ze EREIETI, HE39.9% (185/464651)  BiEAESS. 1% (163/464
Bl) . 95733.2% (154/46460) . [/ A ESL. 3% (145/464%1) . Il
29.3% (136/464%1) . NEH:23.5% (109/464f%1). HHiIM16.4% (76/464%51).
FRIKRIEL6.2% (75/46481) . EREL5.5% (72/4641) . P EREAMELS.6%
(63/464%1) TH o727,
*17.1.6 SRERE
(1) ER#£EFEIH_EEREEALLEERER (GOG-021855k)
(LR ERGTEO LRI, B, REMIERRE S 205, &
VETSGF 287 & &)k (CPH#E) ZxIREE (CPPETY) & L.,
CPHEH AT /N1 F RIS 15me/kg % B 4% 5 L 72CPBISHEY | UNeAT
INA F BESES15me/ kg ® BEH - kRS- L 72CPBL5 + B2 o3FIZ X 24
Bk MRS L 72e CPIREIIWTROBETL6H A 7 VT TE L, BT 1
FEHEG L T T R 5B S REMET L2114 7 v E TG L
720 € DGR, CPBI5+# T, CPPHEICILARFZRFAMIE H T 2 I
THBOAELZERD RO SN, B, CPBIGEETlX, A % HERE:
FHEOEREIZRD SN h o7 [6.8, 7.1, 7.10. 7.11%E]
110) 21H #1494 7 )V & L. CPHEED2Y 4 7 )VHH» S H1H BICHIF G T H%ICT
T REEG L, CPHEOHIL U T b 77 LR & kb5 Lo
F1D) 21H %194 2 v & L, CPIBED2Y 1 27 )V BH 581 H B ISR 5K T 1256
FINA A BRGNS L, CPREED LT T #1127 7 1R & ke 5 L 7=
FE12) 2LH &1 A 2k L. CPIREED29 A 2 )V H2 & 451 H B IS MR 54 715
FINA AR TES L, CPIREO I IR UM T # b 9T/ 4 o [ 35 5 & kit

19. BHXEHCHET 2 EEFENME
—HRIIATE © NNY AT (EIETFRRZ) [N X< T i

AR
- Bevacizumab (Genetical Recombination) [Bevacizumab Biosimilar 1]
GOG-0218FERDATANTEL= P 5 Pkt RE ST AYT GRETHIER) [N XV 7L 13, BETH
S A AR 1 AT ez MEE/ Z70—FVHETH Y, v AFLL b IS ARl
PR - - _ . L L _ e N
#5 D N S S N (VEGF) &/ 20— F MUEOMHIERGER, € b 7L AU =T
o) ) b MeGLOEHEA LA D. AN XTT GEETHBR) [3s X7
(Cilgit) 75 10.4 _ 209 0.6 _ THRBL E Fr A S AL A —PIEMIIC X D EE SRS, NN
. AT GRETAHA) [~AY X~ 7HEL] W, 5307 3 7 Bk
CPBISE | .o | g e wo | sms | m A HHE (y180) 2RRO2MEDT I/ BEFHRHED S % DL (x 3
(n=625) " | p=o.0118"9 " po.2107 2R M SNBSS /8 (3 #9149,000) Th B
RS (CosHisoN2r3O338S6)
CPBI5+ 7 0.71 0.879 ,
(n=629) 317 14.1 Pl 270 43.8 Pl FEH  (CozssH3413Nss50678516)
ne P<0.0001%9 P=0.0641 .
WE13) 710 b7 H © 2000497129 2. BiRVEOER
PE14) A b7 H 20114681126 H HMERIERIDEL L TIRET 5 2 &,
{E15) A EUkiE0.0116 _
) 21, REDEMH
HARNEBERHIC BV B E R RIS 2 g o FESE ) R 7 AT 2 o b EEICEGT LS b
A
2I;
Hel B o ) SN R e — )
1R FRE (A) [95% 3 I 1] (NN XX TBSEERFEI00mg [7 71 ¥—1)
CPPH (n=20) 8 14.5 — 4mlL [13A 7 V] »
CPBISH (n=12) 3 NE* 0.44 0.09, 2.20] (NRY XY TBS REMIEA00mE [7 7 1 ¥ —D)
CPBI5+# (n=12) 3 NE#® 0.71 [0.14, 3.77) 16mL (1347 V]
E16) HANEGEEO A N> M udd % AW TRERIEE S LTk, 23. EBEXH
LT b AT 2L *1)  EREOLEROBGRRIE - SR AR AMEPHNORY

#18) NE : not estimable
B E 38 Bl A 1k, CPBIGHE T99.2% (602/607f%1). CPB15 + # T99.7%
(606/608%51) Td - 720 F 2 EIMEHIZ. CPBISHE Thf H EREL6 494 .6%
(574/607%1) . A MEREKA94.4% (573/60761) . ~F 7 1 ¥ ¥ 490.0%
(546/607H1) . #5769.7% (423/607%1) . M/ MEELRA69.2% (420/607H51)
KRR = 2 — 182 —63.1% (383/60711) BiE4E49.9% (303/607H51)
HL9.4% (300/60761) . (EFA41.2% (250/607%1). TH#i31.8% (193/607
Bl) Td . CPBI5+ BT ERENA94.7% (576/608%1) . 1 LIRS

IR BEEE - NNV AT GEEFHIRZ) IR 10mg/kg 2
0 1] [ B 5 538 )

2) The CATT Research Group, et al. N Engl ] Med. 2011 : 364 :
1897-908.

3) Curtis LH, et al. Arch Ophthalmol. 2010 ; 128 : 1273-9.

4) Gower EW, et al. ARVO 2011 E-Abstract Poster 6644 .

5) FEPERE  AHEIES THIEER (2019486 H 18 HAKRE, CTD5.3.3.1)
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24.

7

HLA P G- O S B AE (EINAS TAHRRERIOL18157) (7 /8 A F & ® Sl -
2007474 H 18 H KR HIFFEEMES2.7.6.3)

BCAEFE G- B o b (IS TATERERTO19901) (77 /3 A F > ® il i -
20114F9 H 26 HAKGE, HIFEERMES2.7.2.2)

BCAERE G- BF o i R (N A8 TUAIERERT 019907) (7 /N A F & ® i A i -
20114F9H 26 H KRR, HIFEEHRMES2.7.2.3)

FHEFSEBRERAT (73N AF O pifii il - 20074F4 H 18 H KRR, Hifi
LRHE2.7.2.3.1)

T EGATHEE (7 NAT VO 2007454 18 H KGR, HEER
WE%2.6.4.4.1)

2 FHREER (7N AT 2O RIEEHEA 2007424 1 18 H AKGE, HIEEER
WE%2.6.4.6.1)

FEPIERE IS IER A5 TAHER (20194E6 H 18 M K72, CTD5.3.5.1)
WAVE AR L EGRER (E32005%88) (7 /32 F i« 20074£4H 18
HAKRE, W EE22.7.6.7)

AL AN IR (AVF2107gatBR) (7 /8 AF > ©Rild e © 2007454
H18H AR, HREEFRZE2.7.6.4)

LS AR (AVF2192g7R8%) (7 /8N AF > ®sil#iE A © 2007464
HI8HKRE, WRGEFI%ZE2.7.6.5)

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

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

ENA TAEER (JO199013kER) (7 /3 2 F > ® il © 20114E9)1 26 H
AR, HRFEAEMESE2.7.6.6)

EINA TAHEER (JO199013kE%) (7 /N2 F > ® i - 2011490 26 H
TRER. WRHEEIE2.7.4.2.1.1)

WIS AR B ER (E21003KER) (7 /3 2 > Al © 201149 H 26
HAKER. HREEEIEZ2.7.3.3)

WIS TIHIEER (E21003888) (78 AT > AGisna A« 2011489 7 26 H 7k
AR S )

HIVE AR LR 3ER (E2100588%) (7 /8 A F > ® fMiE M 20114E9 9 26
H7KRE. WA EEIE2.7.4)

I TARRER (JO225063%88) (7 /32 F » il © 20134E6 4140
KA. HREEFHEE2.7.6.1.3)

I AT (JO2250638ER) (7 /352 F > ©il#iE M © 20134:6 7 14H
KR WRFRHEE (858) 2.7.4.2.1.1)

FEI s I ) 25 T AH LLABR (BO2199058ER) (7 /8 AT »® fiiliE R © 2013
FOH14 KRR, HEREE (9)5%) 2.7.4.2.1.1)

Ferrara N, et al. Nat Med. 2003 ; 9 : 669-76.

Ferrara N, et al. Endocr Rev. 1997 ; 18 : 4-25.

Presta LG, et al. Cancer Res. 1997 ; 57 : 4593-9.
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PVERL © In vitro3ERh3ERLEER (20194E6 H 18 H k2. CTD2.3.R.1.2.5)
Gerber H-P, et al. Cancer Res. 2005 ; 65 : 671-80.

Yanagisawa M, et al. Oncol Rep. 2009 ; 22 : 241-7.

b b $lfExenograft € 7IVIZ BT B HUEE S EOME (732 F VG
W 201149 H 26 H KRR, MG ERME%2.6.2.2.1%12.6.2.5.1)

v kB3 fixenograft® 7V BT B HUEB S ROMET (732 F 20
FHEM © 20134F6 H 14H KRR, HIFEERMES2.6.2.2. 1% 1U2.6.2.5.1)
Warren RS, et al. J Clin Invest. 1995 : 95 : 1789-97.
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