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I. BiEICEYTSEE

1. FAROEE
BENT RN X2 7 B Z) [NV X~ T % 31 = A3y &+ 2 HiEMEIEEAl/§t VEGF
t MEE' 7 —FHURTH D,

NNV AT, b MENREEER 7 (VEGF) (x4 2@z e Met /7 m—F
KThHsb, VEGF 1, M4 NI O > ZUEHE - A£G 2T 5 & &b Bt o TTiE B
5359 A "4 THY, Flax OBMIICBWTRANTTEL TWD D2, XN X< T, B b
VEGF & RBRMICHAT 52 ek v, VEGF & &N FICREBL L TW\W5 VEGF &K E O
WAEMETHLEZLNTWS I, NN X+ 73 VEGF OAEMIEM AL 5 2 L2k, s
M COmBEFAZMEI L, EHEOBIAHEL 3 9, 7/ VEGF 12 X v JoiE L7 & & @ik 2K
T, M CTUE LEMBEEZ IR T 2 B 6N TND 9,

NN R TV, KETIHEBIERE I - B RS ORI E LT 2004 4 2 AIZAR S, AARIZ
FBUWTIL 2007 4 4 A2 NREEIBRAREZRMELT - RO - B ORRIE L U CRERTE 27K
BENTND, "NV X<7 BS mif#RE 100mg/400mg [HET | 1%, mAbxience Research, S.L.

(Kt : A ) TR RN X TRFI DA A A efiedh & L CARIR S L,

AHENZ, THRAF > (BT, 730 AEES) Ll U, S RBR K OFEER BRI B\ CHE R
BBD O &, ENOREERAZ 65 L Uiz a5 I\ T, KWENRE O RS M3 el
N2 L 9 WO EEE/ NI B A )k G & U2 S A BGRBR I W) T [ DA 2
PR R T e 7 7 A NVERE L TNA I ENRINTZT END O, T A FEELVETH
BIRESUIN R D 5 B BREEHMOE T L CWD NEEYIBRAREREIT - BROMY - EIE] KO

[ b B2 % B < BIBRASREZR AT - A8 DI/ BRI ) DORNEE IR R D\ T, TSR FE &R
HEEZ1T 27,

2022 41 H 20 BIZA_NRV R<T GBIE THaz) [NV X< T7#H 3] L L TERE IS LT,
2022 4 8 A 17 B T BIRARE ST 38 FLIE ) OZNEE TR, ALK OVH 2O BIARE 2 s L,
2023 4 10 A 1 A6 AE LHERESHNIRFE A BE LT-,
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FANLZ, "NV AT (Bl i) "AITHD T NATF U2 flT/5 FEFEM & T D31 F1k
foenn & L TR STz,

(3) ARANX. & kN VEGF L FREMICH A L. VEGF OAWIEMEZIET 5 2 &2k 0 | JEEEE T oM
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(5)

(6)
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PEAE R B FE A M o L7z
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Z DR ST,
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HERREIERE LT ayy, 7F 74 7% — {HLEZ, B, AIEEREE, Hifn, miz
FERRIE, BIMEMERGE, ®ifErEs U —8, "tk AEBEEEERE, X7 v —BREGERE, R
il Y, D o M AR 4, VB MERIZE, AP0 S E , BIIRAEREDS S Db b Z &1 d 5,
FRBIERIX, mifE, MREE CRIMERRE =2 — a8y — KitEE# =2 — o — KR
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¥ AT FEIS  EUICB W TR IR X~ 7 |
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6. RMP OIE

EX&URVEEHER (RMP) OHE

1.1 ReHKRHEEE

vav s TFTT7 47 F— MBI,
Infusion reaction

EIELE TN

AR N EE (TMA)

BB IR %

AR

IR - BV AT 5 2
NREEIZIRT D HERE (FALSNOERAL)
HEINE BT D RN G52 128 B
TOLAHEFR

[(EZEGBREShEYRY] [(EZEGBENYRY] [(EXLFRIER]
Hi Jit v A S mL
R A FEARE e 2l
ELE, SLEEZ U —F OEE (9 o MmrELAR4, Bk
9 o LA R IMARFEREAE & B <)
HAR, 17 v —BIERE AR SE 22 AL
RGBT JRYLIE
L& 2R AL
PR BB RERERRE (PRES)
' EH
AR A ZEARSE
AL

1.2 EMEICET SRFHEIE

L

| EREICHEES S RO T OIFH)

| BRIz S Y 27 B/AMED T2 8 DIEH)
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I. &WICEYTSHER

1. W54
(1) M4
NN X7 BS AiFRE 100mg [HIET )
NNV X7 BS s ERE 400mg TH[E T
(2) *4
Bevacizumab BS Intravenous Infusion
(3) BAMOHEE
A At in | 4R D — R4 R B DR 7E40 DBARUZ DWW T CREHRAIEEE 0214 75, Tk 25 4 2
H 14 BAF) ) (CHERL

2. —i&4
(1) M& (WwdE)
NNV AT (BB R) [NV XA~ T %% 3] (JAN)
(2) #4 (WMAE)
Bevacizumab (Genetical Recombination) [Bevacizumab Biosimilar 3] (JAN)
bevacizumab (INN)
(3) RT L (stem)
) 7 a—FAfik (B ME) : -mab (-zumab)

3. BEXATRER
~ U At MERNEEEN T (VEGF) €/ 7 v —F AHiROMERER, & h 7 L—AU—2
RO b IgGl OEHE S 7 5 @IETHB L & MEE /7 n—F A fifk
TFI/BRUDSRILI 1 FHEE
H $5 N303 ; pEgiiE A&
H#H K88 . o etey o7
L #H Cys23-L #4 Cys88, L #{ Cys!34-L #{ Cys194, H #H Cys22-H & Cys9%6, H $H Cys150-H #H Cys206,
H 84 Cys267-H 4 Cys327, H & Cys373-H $H Cys#31, L 4 C214-H #4 C226, H & C232-H 4 C232, H
$5 C235-H §4 C235 : AL 7 1 RiEA
TSRS

Fuc(a 1-6)
(B 1—4)G|GNAC(B1—2)Man(011—6)\ |
Galo-2 { Man( 3 1-4) GlcNAc ( 8 1-4) GIcNAc
(B 1-4)GlcNAc (B 1-2)Man( @ 1-3)"

4. PFRRUHSFE
#28H  (Cr034H1591N273033886) /%7 23,500
B (Ca235H3413N5850678816) /#J 49,700
Gy %9 149,000



5. {E%¥4 (MifiE) XIEXE

AE (HERX) SNV X7 (BETHERZ) [V Tk 3] 1L, Bz e Mt/
77—t AHURTHY v 7 Ak MLUENEERRE T (VEGF) €/ 7 o —JF
ROMMMERETH, B h 7 L—AT—J7#HEUE  IgGl OEFH PO D, NNy
A=7 (B R) [NV AT %A 3] (X, Fr A =— A LA Z —PIE
FZ LV FEAEIND, "NV R~ (BIa T z) [N X~ 7%k 3] (X, 453
o7 I /i inb722 HEH (y18) 2 AR 214 O T I/ BRIREN LR D
L (8 2ATHERSNDHES V328 (5558 £ 149,0000 TH 5,

6. BRAA. A4, BS.
BERE S MB02

5&S



. HHMEP BT SHEER

1. YE{LFHER

(1) 4R - R
BEO~AEAUIFBEDOI A E 2T 5K
(2) BEHE
Y LR
(3) WiEtE

ML
(4) AR (SRR, R, BER
MUERR L
(5) BIGEMRMEEN
M ERR L
(6) HEFRE
AR L
(7) TOMDOELTRIEE
pH : 6.0~6.3
BFEL : 266~304mOsm/L

2. BYRSOEBEHTICETSREN
JF3iA — 205 CTIRELT- X 36 » HEETH 5,

3. AWM OERSRE. EEE
(1) #eRHABRE
RXTF R~wv S
(2) E&EE
LRI EERIE TS (280nm (281 B & VR 7 iR E 2 1)



V. RAICEIYSIEE

1. #Ifg

(1) #HRORH

AKMEVES A (AR ANS AR LT 2 ¥R)
(2) RHDONHER UtER

B SNy X7 BS A SNy R T BS A
e #7E 100mg [ HET ¥ 400mg [ HE T
Ptk S 5~ 5 5 £ SRR B D FL DI & R B
pH 6.0~6.3
BiEEL @1
(H JR/E E Rt 7 H)

(3) @WAa—F
Y L7
(4) HEOYHE
L7

(5) Tt
A DB ORFBR R KUK DA IE -
2. REDOHER
(1) FHES GEERS) OSERUFEME
. NN X7 BS JHIE Ny X7 BS HiE
IR, 5 100mg THIE T ) #F 400mg THIE T )
134 7 L 134 7 Lt
e NNV AT (B FHHR) [NV NNV X7 (B z) [~ X
D% . e
~ 7 thie 8] ~ 7 #f 3]
100mg 400mg
1A T 1314 T L
kLo —ZKf¥  240mg, U UBE UK R Losxm —ZKF) 960mg, U PR K
AN FF MU A=K 23.2mg, KV |FF MU A=K 92.8mg, HKY
VEE—KFET RU UL 4.8mg, KU VA |VEE—AKEFT Y A 19.2mg, KUY Y
~R—]120 1.6mg JL— | 20 6.4mg

) AANL, F v A =—A N2 Z —JEM 2 v TRIE S D,

(2) BREFORE

MR L
(3) &g
MR L

BN ANA

. Sl
FARANA

. BABRREOHRRUVRE




5. BAYT DHREMED % HKMY

A R
6. WAIQRBERTFIZHIHZRER
R AL (AL I | RIEBE P
100 36 » H AN
ER AR =8 543
400mg 36 » H AN
o0 3 5 A THIKA
- me 95+9°C/ con | FTRHT (i)
R o 60+ 5%RH 7 FOWETTF | 3 5 B CHEA
me M ()
(— Wl 3 HCHIkA
16BE 100 45°C/60%RH 14 H
e / (BBIE. FE)
125Wh/m?2 TH#
TR KA 125 77 Lx-hr wwa%ii?
s | 100mg | ROG@EEANS TR | pron —
. NAH
L% —250Wh/m?2 5]
) /m () AN
SRR - Melk. B, AMITENE. RUSMEOR T %
7. BRERUERBEEORTR
(1) L
(TVIl. 11. @A o). [XI. 2. FOMOEEEEE] OESR)
(2) WM OLRENE D
(R AF LN (R AEHAR RIFIIE P
2~ 8 KLk PN
48 W] S 7
30°C/60%RH il Vi< B

HERTHE - MR, MR, EWTEME, REMERRL T 5%
¥ AHKI A 100mL OAFEEIKE SR AL 7 4 v (PO) 8O Ny ZHT, &3 B
1.4mg/mL X% 16.5mg/mL (27K L 7=,

8. FILDEAELL (MEILFMEIL)

B R L

[14. EH LorE
AHF &7 R UK EZ RS LSA.

14.2. FEFFESREOFEE] G

NNV AT T OIMMDOBWH P EC DB ENRH DD, 7K

U REIRHL & DIRE ZlET . KL 7 R UBERIEOR R 7 A > 2 W2 RRR G131 h R0 2 L,

9. Wit
LR




10. FiH - 3K

(1) FRNADELGER - AR, NENRHRLESE - QRICET 51H8

LR
(2) a%

<RNLXTTBS migspE100mg THET) >

4mLX1 /314 7 v

<RNLXT T BS miEEsE 400mg THEIL) >

16mLX1 /31 7V

(3) PHREE

UER R L
(4) BHROME

NAT N WO T AT T A

Frv7:
T Lt
S i

1. BRI EIhZEHME
(IXI. 2. Do

12. ZDh

) PGB

PHEH A i as A

BRI : 2022/11/28~2022/12/23

TN I=gA, RV LY
W7 F I

HH OHSM)

FE & OASL T OVEAMERRER 9

R E A= — TR
NATIVT HE T Z 20mm VA-20
Rt .
TR ] N YUy va=y b 5mLSU-5
N—1T g —
- Ly va=y b 20mL SU-20
rrt—rny s axy2— (+R)
A= TRSRES KL-MS
}J‘JE‘IZ*—7D y7 ~ ‘ \ - *ﬁ%ﬁbﬁ‘%
— TNERASH | T EE—T 0y I A TATHETH—
2 7
2L — K 20mm DA KL-VA202
Fet—T7nm v 73y 7 AR, 7 KL-BS001
2F—NV KT A7 57— JV-2NSTF
. HRESHY =1 | | o
A — L R j;z ;; FA—L Ry ST #F 4 JV-2NSBA
XA —)L RoXA T )L 8— JV-2NSVC
BD 77— ) BD 7y o= M™MF sy J—7 A P120J
o AAR~NZ f . -
VAT A D . BD 77— )™M A D=y Z LT —1 7 N35J
TAFI —
BD 77—/ - BD 77— /L ™Mo Z P21J
LRF N @ a BD 7 73— M™MA L Pe s B LT —1 7 N35J




AABR LA

BRI flife > b
AN X7 BS AEEHE 100mg [HEET ) HO001A0, G002A0, G002BO
NNV X~ 7 BS g EHE 400mg [HE T G001B0, GO002A0, G002BO

FEAMIEE
NATNF Yy TEIL, NATIVICRBRBEZIO 2%, AT L TEHRED 7T 5%
KT B O RIEE DA HE A& FeRB L=,
RERIE ALY AF T, BT~ T LR IR A% AR CHERR LT,
R LEICED DN FIE TR A BRI L, BUE &L EORID Al e R L7z,
g
<NV X+ 7 BS AflEHE 100mg THET] >
ETORBRBE T, EEFOS &, AFEHEOEEL, B L BN ~D 2 DR 2380 727
ST, £, BRREIIHERU ETHoT2,
<NV R+ 7 BS A EHE 400mg THET] >
A TORBRBE T, TWEFOS &, AFEHMOEEL, 1 L BN ~D 2 27 2380 72
>, £, BREREIIHERU ETHoT2,
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V. ARICEYSEE

1. BREXIEPHR
O MYIBRNRE /AT - R DR - ELNGHE
O LB 2 i < BIBRANREZRUEAT - FEIE DI/ I a fitifee
OFM AR UL A FLIE

2. DREXEIHRICEHET IIE

5.RERIZRICEHET HEE
BRURTREGET - BROKER - ERERUVRTLREZR < UIBRTREGET - BROIE/NER
FhifE >
5.1 i MBIFIEIC BV T, AR OB R L EPEITHERE ST,
5.2 17K OHEONEZBI L, K OF MR V222 50 1B L7z BT, BISEE
DOBERNEZITS 2 &, [17.1.2, 17.1.3 ZH]
<FMAREX ITHRIE>
5.3 i SEMIFIEICIB VT, RFIOFNMER L EVEIIMERE ST,
54 IEMBEITREN TR, [17.1.4 BH]
5.5 [17.EIKRME)] OEONKEZI L, KAOH DR L2 Z 40 28 L7z T, HER 2
KONV R DI BRI E & B F 2 TARAIR G OB A RE L, SN EEORIREITS
&, [17.1.4 ]

R, FERRARRER e ORI BRFE OFE 4 OGN L 0 o AFNTTAT A A EH b & FFEE/ R
REET D LMWL, AT A AR OFFEAWR A T L T DRESUIRE AR LTS
EEW& L7 Z &inh JedT/ 31 ARG & FIER OB RE ST R Bt 5 B 23 E LTz,

3. AERUVHE

(1) AERUVAEDORES
<BEUIRTRELEST - BROER - ERE>
L OFEEMEESE A & OfFHIZB N T, B, ATV X7 (BETHERZ) [NV X~
Tth#i3] £ LT 1A 5mg/kg ((AHE) NIk 10mg/kg ((AH) Z SHMEFIRNES 35, 85 MEIX
2B EET 5,
O PUEMER A & OOFRICB VT, @, ANV X~ T GEIR T/ Z) [NV X~
T3] & LT 1R 7.56mg/kg (KE) ZAEFFIRNERN T2, &GRS BEFLLEE T 5,
<RELREZR VIRTFRELET - BROIE/NHRAHRE >
L OFEEMEESE R & OfFHIZB N T, 8%, ATV X7 (BETHERZ) [NV X~
T3] & LT 1E 15mg/kg (RE) Z SR EIRNIEN T 5, &E5-HBIX3EMU EE T2,
<FMAREX ITHRIE>
R Y XL EOHFHAIZBNT, @FE., BAIE_IANV <7 (Boli#z) [NV X~T
#%fe 3] & LT 11lE 10mg/kg ((KH) Z MRS 35, &ERFRIT 28I EE T 5,
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(2) RZRUVARDKRERE - 175

o ELRUBR IR IR U K O BRIRABR DR 4 DRRFEHT L0 . ARANIIEAT A A & AN/ R
PEEET 5 LU LIz, S DICHRIKEBROM RN S RIS T D47 & ST/ 31 AR D3
WEhRE D RIS, W ONS IR LB 3 N fitie BB (236 1 2 AHI & JeAT /3 A A EH G O A RhMED [F]
FPEDPR S, REMEICEWTH T AEEE LU EOBREHEHIIRD bgipoTe, ko b
M KENORIER OB AT A ARG L R —THIUT, FEIT310 AR & FEFOAZE -
BEMERT LB, LN > THEE LA TORREUINRITOWTHAT A A EHSS & F—0
MIER O B2 BE LT,

4. RERUVRAEICEHEY SIRE

7T.AERUVAEICEET R
<BheEHE>

7.0 KF & PEHT DM OPTEMERES AL, T17.EIRSAE] OBHONELZRM LT BT, @RI L2 &,
[17.1.2-17.1.4 ZHE]

7.2 KRHBME 5 CTOH MR VLML L TR0,

7.3 PRI GEHE 90 23 2 TRIEFHET 2, FIREGOZARMEN RIFTHIUT, 2 B H O E1E 60
SHEITIT>TH RV, 2 [E HOREIZHEWTH BRMEN BRI ChE, LA E1X 30 4
HBETHIENTED,
<BEUIRTRELEST - BROER - ERE>

74 KANX, 7 b Y I P U RIEH A G e OFUEEIEEGA L OFHIc k5T 5 2 L, [17.1.2
2]

7.5 AFNIORE - HEE, NTERSE OBEONFZI L BT, AA & O3 5 o fi R
BRI OVRE DD AL FRERRIZIS U GRIRT 5 2 &, [17.1.2 2]
<RELEEZR< VIRTRELET - BROIE/NMRAhE >

7.6 AFNT A4 RPUEMERA % & e th O PrEME RS A & ORI X W BtAT 5 2 &, [17.1.3 ]

<FWMAREXIIBRIE>

7.7 AFNI X7 ) 2w EOfFHIC L VBRAT A 2 &, [17.1.4 B/R]

(figsn)

7.1, 7.6 [ARF L HHAT D MMOHEMIEEAIOEIR ) 1L, RG220 L 72 L TR
THZ L,

7.2 AFNEAMEE G T ORNDER VL ENETHENL LT,

7.3 AFNE, & Me~v v AE /) 7 a—F PR TH Y | BLERIZT v A =— XA A X —PIEL A
ERANTNDZ L RO AX 2 Vil EROM BN TNERY Y L_— NEEE/LTND Z &
Mo, TNHDOWSICE DY ay s, TFH 74 7% —2RITARBEDNGETERY, £z,
T U a—F)VHURO L R & 9 A BRI, infusion reaction 233892 AlEEM N B
V. FOEEE LHEAEOES RN, BEEBERIITI) ZENEETH D,

SR OFREIC OV TR, VL 11, @A EoEE] 22Ro L,

7.4 1B UIBRARBE L HEST « TR OFENG « BEGEIEBNII X LT, BAT/31 A EIKSHOABAER O
HEIZBWT, MEHLRRE (D2 - XYY FT7F o KE (XELOX #ik), 454
VFIFy - IndanuT v LREK D F— Ny g sk (FOLFOX4 k), 4V /7
T BRI KR « T A e T v s R Y — Ny y AL (IFL k), 74 nv s
Ve R Y F— M Aavvy AEE (5-FU/LV i) ] & OfFHIC & 0 24T T mag AT
B OIE R D3RR ST D,
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7.5 [ARAORIEROHE] 13, FRARREBRAGE 2 20 L7 | TR DD AALFEREREICS U TiEy)
BT 5 Z LB TH D,

7.6 FATA AEHELFOARHER OHEICIBN T, R LR bR < IBRARRE R T - ﬁ%
/AR At 1 Tl ARMELFRIE (WA RT T F o - N7 U 2Lkl (CPFE) ., &
Tﬁ?y-EAV&EVE@ﬁ%%(GC%%)k@ﬁ%ﬁi@éiﬁ%ﬁﬂﬁﬁ%%iﬁ%ﬁ
DIER P HER STV D,

7.7 AT S A EIEEH QAR AE R OCH EIZB W T, FIRRE LA T FLIIER T, 7R
E(N795%ﬁw)k@%% F 0 EHEAFHMOER SRS ATV D

X SEAT N A RIS (ZBWTEGE SN Te~ o v 7 i

5. ERERALHE
(1) BET—42/1\vs5r—2

e RBRT A1 HHY PSES B

Wide (RA) |EZAM LRI | 3mg/kg OAA XL
TEEBRIEES | AR L ST/ A A ER |49 6 GREEN = L
{LALATREMISESE | *0> AUCInf &ML, BFEEIC X D B 5.
AHRILEERER | PK QRS RT 2 L, 2

B H A ; il
ARHI B OSEAT /3 AR &
50, AUCinf LIt ® PK #
NI A =R LT
7 7 A MR OGS
T 5L,

ENGE 1 FEERR
(MB02-A-04-18)

Lk ERRILE | A HARE ML 15 - L | Smg/kg DA 1T
F—72 7~y |FOLFOX Xi% FOLFIRI | 8 142 5l |4754 FEE % |
HEVEZALIATHE | & OOFH N TORFI KL, FOLFOX X (&
[ EHRF LR | SEAT /31 AEHE S D PK FOLFIRI & fiffi LT
B a7y A NNEEKET S W Z &
&, ‘B‘zo
mIK H Y
FEFHIE H 2 E E R
WM T ARG IR W PK ST A — 4 % LLillg
R 4% Z &, FOLFOX
(BEVZ92-A-01-13) X% FOLFIRI & ®ftH]
TCORABSAT A
FEELORENE T v 7
TANERET DL &
AHN S AT A F RS
b DG M 2 i 5 %
&, WONCEEAE A b
5FE/MIT ORR X PFS
T 5 2 L,

3% O

-

S 0\
.

=
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Y BT > F 1) 14 s ”
Lk EpR IR | EZEEHAY B/ VIO R |H1~6 A 7L :
THBEREEY | JE RGBSR T | BRI | 15mg/kg O AKX 1%
(bFEE RIS | D, BHARTTF o L ]| Mg RE 627 il | HcfT /A A EHK % |
PR 708X AOHHTT| AAIRE: 31561527 U Z kL (200

DRI E FeAT /34 AEFE | SHREE : 312 fil [ mg/m?2) & WK Z
i ORR Z Hed % = 7 (AUC6mg/mL X
L, min fY ) EOFA L
WEAN 5 TILAA e =1k B i AL, TRTo |
R KF & HeAT A F S, 513 21 HEOTER g
(MB02-C-02-17) DEAMET T T 7 A )L HA 27D 1 HBICHE )’Fjr
G I M OV BERTAG B i,

HICE ENRWAZDE S
7 A—% (PFS XU 0S)
Z BRI 2 &

BT A IV
15mg/kg DAFAI I3
FEAT/NA A RIS O
MEEE L LT, 21 B
DOIRES A 7D 1 H
B AR T LT,

Ko AT A AEE - EUIZRB W TRR S Lo~ X~ 7 A

(2) ERARFRESR
1) RERESR
OENBREKENDERRIZE T 5 REVREBEIERR UK ERRKR
HARNGERE DR 2505 & L2 EWNE THBRRRBRICIS W T, ARFISUIAT A A RIS %

B G U7z 48 B (F5HF 24 B1) 2 X BRI Z Rl L 7o, ZORR, N—R T A VRRT, W
AT 1 PISHUERI DR, TRARGIETh > 7, o, 1 BIOPERE TiE, SBT3 FAEHK LB S
RICHUEED TR, HRBUREE 2R LT,

¥ AT AEIES - EUIZB W TRR S Lo~ X 7 A

QBN ENHAEBERARICE T 5 REVHEEEER ChHAKRTRKER ©

R R IR/ N A B A kP & U 72 WA B AR L GRIBRIZ 381 D . ARHI SUTEAT A AR I
i A P - U T BRIRE DO UMUK E X OV R FIHURIGYE I DV T RN—= R T 1 UREIC ISR B
DG T - T WBRE 1X, AFIRE 16/308 1] (5.2%) . JeAT/34 A EHKF#E 22/304 ] (7.2%) T
HY ., TDIHEAT A FERELEE 4/22 61 (18.2%) THRIFUABMETH ~ 72, WE5HRIEE. 4.
10, 19, 34, 52 HENZ N TOIRRKHFEMEIIEDHUROTERF T FHUR DI BLRIZIWN T,
D% TR BLTH - 72,
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KA (negrz) | o ATRRAE
(n=309)
N2 T A W n 308 304
» PO BRI 16 (5.2%) 22 (7.2%)
e 5w
5 B RPLIRES 0 4 (1.3%)
2 5B hG 14 n 293 296
4 H PO TR 22 (7.5%) 10 (3.4%)
9 B R FIHUREG M 2 (0.7%) 1 (0.3%)
. PO B IREG 16 (5.5%) 22 (7.4%)
1038 H N
o B HRnGURR 4 (1.4%) 6 (2.0%)
. TR TUAR 19 (6.5%) 24 (8.1%)
193#H -
9 B R FIHUREG M 1 (0.3%) 6 (2.0%)
. PO B IR 7 (2.4%) 11 (3.7%)
34HHAH N
o BRI 0 0
52 T E TR TUARRE 0 0
(BB TIR) 5 B LR 0 0
X AT FEIRS, IZBWTHGR I N =Ry X< 7 A
(3) AERGERFAR
MR L
(4) BIEMEER
1) EHNERITRR
<FHI>
D5 EMABLLEHRE (MB02-C-02-17) 10,
HERTHSLY | _HER., BEAL, WATRERLE, SR EESILE, 5 IR
[F=ZH W]
- B/ IV O IR R IR/ INfa i B3 &2 5t gis, IAVRT 7 F U ROV Y &
FXENAPEH T CTORE L AT A A EIEGE OFHEICONT, KBRS HE
(ORR) %4 5,
Z]: )] [EIX B8]
ﬁﬁl L AT A FEIRS D 18 W KN 52 W SI2 31T 2 E TR (PFS)
2AEFYM (0S) ik 25,
. ZIK%IJ L AT A WE%E&O)%%@?’E T 7 ANV OSSR FEIZ DWW TR T 5,
M1 o JeAT N A RIS, IZBWTHER ST~y X 7 H#LA|
e 18~80 ﬁx@%ﬁ%ﬁﬂtﬁﬁ%ﬁ@mB/wﬂ;ﬁ DO IRV BRI/ N At B 627 4
(ARKIEE - 315 B, AT 31 A RSB - 312 )
VAR FAN A C & 220 TIIB #1/1V 103k /7 B R IR N fifides & Bz 122l <
AT ST L7 (18 ik LA b 80 mEbh N0 Bk T4k, 0 e iFkksae
AR, MLEAOMKRE . R OMMIEEERE ST A — X 2 H T D)
FABRREE | - HROITIIEELCATOWRT/IEMBIRIEN D 6 » AL ERGE L T 5358134
ANFE LTz,
< ERRRIEIZOWTIE, BEALO 4 BRI ERTIZE T Licha (RRBERED
2 W) 1T AN E Lz,
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B EICHEI TSR D BRI A T T TR
BB ST DAL TR, SRR, A TARRRE AT A s (fvRT/ A
Bk aR<) 22072 L 0b 5 85E (VEGF XX VEGFR # 1/ & L7215

FRBRNELE (EATA FERLEFTe) %722 L Ob D HHRE L ET)

Ui RIEF SUIHEEER 2T 57 A8 Y U R OMMOIEART v A REEFIRIESR
OPFRE L IXEECHER L 79k

- b T4 L b
CP &k . /X7 Y X %+t& /L 200mg/m2, H/VAR7ZF > 6mg/mL * min (AUC6) #H
YESHM I LDEEY A 7LD 1 HAICES L, 6 A 7/L (18 #) £ THk#i,
AANI NI TAT A AEH S - ST LG4 7 vo 1 HEIZ 15mg/kg & #5-
L., 1817 (523#) F CHkki.

MBEE | | S e | BT
O st o R § OS5 55288 PDET
cRmLRGRED S g ——
® =FH(IB/V)

T | Soon
365R9 15~60% 904*2 30~904*
[ BB | L 188
X2 RAOAREI 35647/ AEIEGRE0) I HFHE L.
BERMENRETHNE, KREIT6053R, TOEEI0FHOSHERFTIRSUR,
ITT %M
#H AHITE FAT A A EER GRS
(n=315) (n=312)
i, sk CESE R R ) 60.1+9.56 60.8+9.23
PERI. n (%) B 193 (61.3%) 190 (60.9%)
ik 122 (38.7%) 122 (39.1%)
R, kg (IR EERA) 68.34+15.56 69.50+15.49
RFEEAE, m?2 CEE R REZE) 1.768+0.2380 1.783+0.2253
ECOG PS. n (%) 0 92 (29.6%) 94 (30.3%)
1 219 (70.4%) 216 (69.7%)
At 1 (0.3%) 0
BEER W OME, n (%) B 289 (91.7%) 287 (92.0%)
I 26 (8.3%) 25 (8.0%)
BRI n (%) WL 157 (49.8%) 152 (48.7%)
FEMR S 158 (50.2%) 160 (51.3%)
A ) —= 2 THED HE M HE T
FHe/INH RS DI, n 114 0 0 0 2
A ] 1 0 1 0
B #} 21 10 26 11
IV 171 112 163 109

BEIBIL, BT A—Z THYRT —Z NGO RE A R E L,
2 FEMREE K O RE 2 TIERER | BIEDLBYE L TV D e 2 TS
R LT,
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FLHEMER

(FxiE]

< FEFHEEE > 18 MR R O RBIIZE4%E (ORR)

<EREEALEE B > ER AR (PFS). 2478 (0S)

[R£t]

cBEEG FERRAE, S Z YA v 12 FELER, R R (B
koA 1)

R A&

<TG ] >
BT R G - ITT 4 © T 2 & JZEI 0 1T S =gk o=
LRVERRHT RG] - 1 [FI2L IR & & 5 S LT g S [H

< FEFHHHEE >
B KOS RHEE B (ZOW T, BHEIE R D OB F IS L 3 2D 57 % ORR
fRMT 21T - 72, OKERMERST (FDA) OBEICHEV, FANEE LR
DFEHE (0.73~1.36) TY A7 IS S MHEM LR L7-, ORRH#EEMEIX, U A
7t Cochran-Mantel-Haenszel &8 & & Ol 90%CI % v TR 1 Tl
L7z, QRINEZEAT (EMA) OIS IZHEV, FRNCERE L 72 RS ME0 LYE (-12%
~12%) TU A7 ZICESEREMELMER L7, ORR #EMEIT. VA7 ED
Cochran-Mantel-Haenszel #£E1E & % O] 90%CI {FHE X [ &2 H\ N CJahlA 7T
FHEE Lo, QMNZATBUE NEE L EREISRR OGS (PMDA) 226 OBIFITHEW,
FRNZHE LIz [AZEMEO S (0.73~1.36) TU A7 IS S [FEMELZ MR LT,
ORR #t7EfEi%, Y A2 tbd Cochran-Mantel-Haenszel #/EE & % O il 95%CI
Z T RN 1 TR L 7=,

<BIWREHGE B >
Kaplan-Meier # €8 % & 5HERNCERIL L, v 7T 7 E & AW CTEREO L7y
fi % it Uiz, PFS KON OS Bl N2 E D 95%CI & vy, #&E#ER D PFS &
WNOS D3 Ai & bl L7z, Cox el ¥ — RET L2 AW T &BEO Y — R (HR)
D 95%Cl AHEE Lz, £7z, PFS KO OS D f/h 5 RN A7 B

(RMST) #%ith L7,

TS

<HE>

TEFMAEEE

1) 18O %F#EINZEZ%E (ORR)

MG TR B2 X 5 18 # D ORR IIAHFIRE 40.83%, 1T/ 31 A EHKABE
44.6% T o7, TERI, FEDRGL, REZH, ROV A LR L Lo EhIRT1
ZHWTHEE L= ORR ® U A7 #13-4.02% (95%CI : —11.76%~3.71%) . ORR
DU A7 T 0.910 (95%CI : 0.758~1.092) TH V., FENIRE LY AT #E
DRFEMEORAE (=12%~12%) KON X7 LhOFRZEMEOIAE (0.73~1.36) % i
LTS ZEmb, RANIIAT A AEEL EFAEORNMEE BT D Z &0 K
FEE Tz,
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MSZEGEHIE BRI L 5 18 Mo EBINZEE (ITT 4£H)

(%)

100
904
80 4
704
g 60
®
§ jz AD5% 44.6%
301
204
104
o AHIBE AT/ (AEEREE
(n=315) (n=312)
AHIBE FATINAAEFEREE
(n=315) (n=312)

ORR (CR+PR) 127 (40.3%) 139 (44.6%)
CR 6 (1.9%) 3 (1.0%)
PR 121 (38.4%) 136 (43.6%)
SD 54 (17.1%) 53 (17.0%)
PD 19 (6.0%) 23 (7.4%)
SHEARE 1 (0.3%) 0
SHDIE 114 (36.2%) 97 (31.1%)

ORRYZR 77 (%.95%Cl) -4.02 (-11.76~3.71)

ORRUJRZH; (95%CI) 0.91 (0.758~1.092)

#WmER
IR ET{HE B

1) fERGEALHIE (PFS)

TRBRTE Y EANIC X 2 3l T, PFS F1 Bl 3 AAIRE 36.0 1 (95%CI: 33.0~36.4)
R OeAT 3 A A ESRGLEE 37.3 3 (95%CI : 36.1~45.1) Th o7z, #HE LAY
— R, 1.20 (95%CI : 0.99~1.46, p=0.8305, Cox kil #— KEF /L) T
BHoto, PFS OFEFIZONT Y ARHI & JedT /34 A RIS OFIED [R5 X
Ft+ab0Thoiz,

PFS o Kaplan-Meier ffifi (ITT )

(%)
100 1 — ZFIB (h=315)
— FEATIAERRE (n=312)

80 4

HR:1.20 (95%Cl:0.99~1.46)
2049  pfE:0.8305
CoxttBINT—REFIL

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 (#)

Subject At Risk

FHIE 315 286 257 242 224

FATIAAERERAE 312 294 268 260 239 216

202

191

206

AR

157 147 130 101

98 67 51

175 165 156 130 126 85 65 1
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2) 24FHE (0S)
Kaplan-Meier i THEE L7285 HED AUC 720 6 B H U 7= 5/ — e B2 LN -2 A= 17 1
i (RMST) 1. AFHIEE 46.5 B (95%CI : 45.8~47.2) K ONEAT/ S A A E 3 L1

48.5 11

i (95%CI : 47.9~49.1) Tho7z, HE L=V — NI, 1.12 (95%CI :

0.83~1.50, p=0.3626. Cox fINF— FET /) Tholz,

0S OFERIzDN

R

Th, KH L FAT A FEELOFEIMEOREEZ IR TL56DTh o7,
0OS ® Kaplan-Meier fif# (ITT ££1H)

— FHI8 (=315
— FAT) A AEERF (n=312)

.

B

HR:1.12 (95%Cl:0.83~1.50)
20 plE:0.3626
CoxtefINT—REFIL

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 (&

HE
Subject At Risk
FAEE 315 299 289 268 260 253 243 232 223 205 199 191 178 148 5 2
FIT/IAERERS 312 305 293 285 279 274 259 248 238 231 215 206 )6 184 155 8 2

2>

52 F TIZ
B 288 il (92.9%)

IZRBO B,

BT, AEFGIIARFIRED 288 6 (92.6%) K OVEFT
DI BN XY T (KA OSAT A A E

A AR

i) & ORRBIRNE

GIE T E RWVEIERIIAAIRED 125 # (40.2%) M OUEATN

A ﬁ@%&&ﬁi@ 125 f5l (40.3%)

IR Hivle, BEERBIWERIX. AAIRETIX 33

fil (10.6%) |

IO DAL, R FRITFEHNAF PERBAE, HIERIE, MR 4

Bl (1.83%) .

I BRI EDS 3 1 (1.0%) 2

FTHolz, AT A AEESEETIT

33 %1 (10.6%) (ZFBHO B, E7RFSIIR AL PR/ IEDS 71 (2.3%) . &
ERIBDIEDS 6 61 (1.9%) . FHZERRIEDS 4 5] (1.83%). JiiZeAs 341 (1.0%) Z&ETH -
77 BUWERIZ X 285G F i1k, AAIRETIT 42 6] (183.5%) TR HiL, Ifoc%%

S =i
ThHoT,

PR i |

BARD?E 406 (1.3%) .
BIERIC & 23008, AFIHE TR 7 v —BIEMRRE,
O REZE

S ZEARIEDS 5 1] (1.6%) . M/ IMRIBAMED 4 1] (1.3%) %
FAT A AEHLEETIL 3341 (10.6%) [Z3RO BN, TARERIIEIM
ffigeredie, /MBI 23 3 1] (1.0%) Z f%oto
wgifn, BiEE. Mitif, 2k
O Il REBEIT NS 1 BICER D ST, BT/ FIEIEGBETIT A

6 % (1.9%) .

L, HIEARTE, K, IBRAE 1 FIZEED iz,

ST IRRAF VPR iEE TR 100mg/4mL - 400mg/16mL>

171.2 &

YRR RELHETT -

BROKER - ERE

OERFEI/IHE5ER (JO19380 HER)

RIGHROEEAT - BRI/

ELJIE A R & S B

I, IRV EE Y A RY Y T F o (XELOX

WE) EARK 1A 7.6me/kg fRIREG 21 BAZ 1A 270E L, 1 HABIC, ARSI LHEAR

Alzfh) I

TR O P IfEIT 336.0 H

BIER 7 ER T, XELOX
W=

(95% X [E : 293—380 H) Th -7z,
JRIE -+ ARFIRET 100% (58/58 ) THh-7=,

WL 74.1% (43/58 f5)) ThH o7z,
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X% 1/ NMRRZ £ L 72, Bo%EIT 71.9% (PR41/57 ) THoto, MEHHE/AE
[5.2, 7.1, 7.4, 7.5 BI]
FRREWERIL, RIEME
— 1 /32—93.1% (54/58 f) . BECAIR 89.7% (52/58 ) . 257 82.8% (48/58 i), T4 -
JEJEFE IR ASRIEERE 77.6% (45/58 f4) |




QENRLMHEHE (JO18158 HER)
HEAT - RS - B E g, XYV TFI9F 0 It ue T iv s LARFBY F— Ry
v AL (FOLFOX 4 $R1E) L ARFIOOHE G & 2 Rl g . RIGHEHITE2) ([I3ARH
5mg/kg. BEIAGIFY 1213 10mg/kg OHE (14 B2 1 ¥ 270& L, 51 BRIC, AFS5IC
FENLHARRNE ) 1T X0 EE L7z, BRhFIIRIEHR B 79.4% (PR27/34 f5) T, BEIGHHIT 47.8%
(PR11/23 #) T, &fITSD UL ETH -7 (FIRERME), [5.2, 7.1, 7.4, 7.5 &]
T 2) RIGHRG] : WIFEITHESOIHRE (e mMBFREK TR 6 AL LM L CTHR S
D) T DL FRIEEZ T TRV ESE
1 3) BEVAIRG] : JeAT LR RE I B W CREBHEIT - HRORD b8
BIVERRBRIL, AHK bmg/kg BT 100% (38/38 #1) . Al 10mg/kg #£T 100% (26/26 ) T
oz, ERREWEAIL, AK| bmg/kg BE TR 97.4% (37/38 ) . 4FHERERID 92.1% (35/38
B), ML 86.8% (33/38 f9) ., FIMmEREED 78.9% (30/38 #i), THi 73.7% (28/38 %) TH Y |
AF| 10mg/kg # T HMEREGEA 100% (26/26 1)) . 4FFERERD 96.2% (25/26 #) . BEKARIR
88.5% (23/26 i) . Hl» 84.6% (22/26 ), I/ IMEIHA 80.8% (21/26 ffl) Th -7z,
CHEMNE I B (JO18157 HER)
BEIRIE SUTRIBIR OBEAT - FEHAEN - BEREE 18 flaxdg L Lic 7t ny I L« LARKRY
F— vy nEE (5-FU/FLV k) EARIOMES (14 Rz 1A 270e L, 81 AH
(2, A G T EBICARI A& E) ([CX D58 1R Z I Lz, 2280313 16.7% (PR3/18 f)
T, 5mg/kg TiX 6 #4617 SD, 10mg/kg TiL 6 il 2 #23 PR, 4 23 SD Th -7z, [5.2, 7.1,
7.4, 7.5 BM]
BIVERRBIRIL, 5-FU/FLV L+ A%l bmg/kg BT 100% (6/6 #i), 5-FU/IFLV #ik+AHK
10mg/kg #£ T 100% (6/6 i) Tdh o7, LREWERIE, 5-FU/I-LV &1L+ A bmg/kg #E T
KA 66.7% (4/6 1) . HIMERERA 66.7% (4/6 #1]) . i/ MEdRD 66.7% (4/6 #i) . HRZ%
66.7% (4/6 15]) TdH v . 5-FU/ILV ik +A#] 10mg/kg Bt TRBRIE 83.3% (5/6 1) . Hils 66.7%
(4/6 B1l) . Lt 66.7% (4/6 f5) . mlLE 66.7% (4/6 #i) T -7z,
@ENEMEEREACHLERER (NO16966 FHER)
KIGROEBMEREN - BEEREF BT, AXVVTFIFy - Irdnu I R F—h
Ny 2L (FOLFOX 4 #81%) U XELOX EIEIC AKX IL 7 7 e R &2 #5325 2X2 FERO
HEMREGABR A £ L7, AFOHEIZ, FOLFOX 4 %L OfFH CIX bmg/kg (14 HZ 14
A7 nE L, H1HBICAIRR 52D ARK 2 ) . XELOX L & OfFH Tl 7.5mg/kg (21
Az 1047 0E L, 18 BICMBAERG IS OARRZRS) & Lic, ZO/RKE, EEENTICE
W, ARFIPFABETIZ 245 O FOLFOX 4 315 X% XELOX JRIE DAL RIE D B a5 1o 5512
e ARZEMEAFHBOMLENE D bz, MRS O FOLFOX 4 ik + AKHIH &
FOLFOX 4 &L+ 7' 7 B ABEO g Tl B R 2ITRD b o 7223 XELOX L+ AHIHE &
XELOX £+ 7 7 B RO TI3A B R EREAFHR OLER PR bivlz, £, BIRARE
iEEHH Th 2 EFHHIC DWW T, AEFFECARZ O T 2 2 LIk 0 R ZBD b,
(5.2, 7.1, 7.4, 7.5 ]
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NO16966 RO (EEMERE) (2B 5 i

by b 48 08 LA A A ) AAF IS
efi (H) NPF— RH efiE (H) NP— R H
{bFpRETS) +
N 8.02 19.91
77 REE (n=701) 0.83 0.89
(bR EEES) 4 P=0.0023 P=0.0769
\ i 9.36 21.22
TNAF B (n=699)
XELOX J#% +
N 7.39 19.19
77w R (n=350) 0.77 0.84
XELOX J#&i% + P=0.0026 P=0.0698
\ i 9.26 21.36
TNAF B (n=350)
FOLFOX 4 &35+
NN 8.57 20.34
77 v REE (n=351) 0.89 0.94
FOLFOX 4 1%+ P=0.1871 P=0.4937
) i 9.40 21.16
TNAF B (n=349)

H4) By bA7H 200641 A 31 H, FIREFNIC X 2 SR HEA 7 HI R

5 vy hA7H 2007417 31 H

1% 6) {LZR7E : FOLFOX 4 ##75 X % XELOX #i%

BITER B RI1Z, FOLFOX 4 J#&7k + AHIHE T 98.2% (335/341 #i) . XELOX J1E + AHIRET 98.9%
(349/353 i) ToH 7=, ERRBIEAIL. FOLFOX 4 # ik +AAFIRE CHEL 62% (213/341 61), F

#160% (205/341 f5) . 4F HERJAME 55% (188/341 f5il) . LN 40% (137/341 f51]) . $5EE 39%
(133/341 41)) |, WEMH: 37% (127/341 B)), J&57 37% (127/341 #) . EHiif 29% (99/341 fi), %

JIE 26% (90/341 f5l) . BEAIE 26% (88/341 ) TH V., XELOX %L+ AAFIRE CHEL 64%
(226/353 1) . TH#i 62% (220/353 f51l) . W&At: 44% (157/353 ). T « JEJEFEAREN T A SIEMRE

7 39% (139/353 #i]) . $ERKT 37% (131/353 f51]) . 957 36% (127/353 fil) . AN 29% (101/353

B) . AR 28% (100/353 #]) . HEJJGE 21% (73/353 1)) . Kl =2 —m /32 —20% (69/353

B) . G ERBUE 20% (69/353 i) ThH o7,

®ENEMEEEACHERER (E3200 HER)

AV T H B KT L N7 VAT T L DIREN IS & 72 o T AT TR O RS - B

o B 2 Xt 5c, FOLFOX 4 JiE#FZxt & L. FOLFOX 4 #iEIZAAl 10mg/kg (14 H% 1

A7 E L, 1 HBICMANESLOARFZHE) 20 Lic s OFIMEE R LTz, Ok

. ARAFHBEIZIB W TIE, FOLFOX 4 AR AN ERAEFPIMOIEENRD bz, £70.

BIRHIEHTE B I DWW T h, HEHEAFHIROLER & @mWBEPEO bitle, [6.2, 7.1, 74,

7.5 2]

E3200 R OF MBI 5 &

FE5hH 48 144 7L A A AT IR
5B % Hp o fiff i
N P& NYP— KR N — R
(B %hH) (A) (A)
FOLFOX 4 LR 8.6
4.5 10.8
(n=292) (25)
- 0.518 0.751
FOLFOX 4 &+ P<0.0001
) i 22.92 P<0.0001 P=0.0012
TONAF R 7.5 13.0
(65)
(n=293)
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Grade3 UL b (i #MEIC DWW Cid Graded UL E) OFEIWEMZBIZEIL, FOLFOX4 #ik+AFIFET
76.3% (219/287 i) ToH 7=, FOLFOX 4 #ILRE L OFBIEDEN 2%LL ETh - 7= F /2 EBIEH
I, J97 18.6% (53/287 f5il) . T 17.8% (51/287 i), #hikksE — &M 16.4% (47/287 f1)) |
M0 10.8% (31/287 1)) | MEH: 10.1% (29/287 1)), ik 8.7% (25/287 #i]) . miifiJE 6.3% (18/287
). 185 5.9% (17/287 f5) . MELINEE 5.9% (17/287 f5) . #fkFEE —Z O 5.2% (15/287 1)
Thoiz 1,
CBNFENH_EERBESICLESER (AVF2107g HER)

RIGROEREIERENG - B EE 2RISR, 4V ) 7V EREKY - 7vdAaw i« R
F— Iy L (FL#EE) ZxtiREEE U, IFL #EICAH] bmg/kg (14 A& 194 7)1 &
L. # 1 HBIChAEG& TRICRAZ L) X7 78R 20 REE Lz, ZORER, RAI0FH
B CU3 IFL JRUE B B ~F B 2R A R e OV AR F IR O IE R 23R a7z 12, [6.2, 7.1,
7.4, 7.5 ]

AVEF2107g Bk O F I B9 5 ok

i 4HE o A A A R A TR
e (H) NP— R oL (H) NP— K
IFL &L+ 7 5 Rk
6.28 15.80
(n=411) 0.577 0.714
IFL JEiE+ 7 N 2T B P<0.0001 P<0.0001
10.58 20.37
(n=402)

BERFSIEE L, IFL L+ ABIRE T 96.7% (379/392 f5l) Th o 7=, Bl A ERTRIT, TH 74.7%
(293/392 fil) . FIMERTAME 44.4% (174/392 f5) . MEJJNE 32.4% (127/392 fi]) . H.l» 29.8%
(117/392 f5) . B HIR 28.8% (113/392 ) . &I 26.5% (104/392 #41]) . &ifF 24.5% (96/392

f) . WA 21.7% (85/392 f]) . & 19.4% (76/392 #i]) . RAKAIR 15.8% (62/392 f5]) Th -7z,

QBN EIH_EEREESLLHLERER (AVF2192g FE)

AV T H KT ORI & B 2 DI DRI OB - B EE 2 5150,

TINFUT T e RYF— v sFRE (5-FU/LV #&1E) Z%HHEEES L, 5-FU/LV JRIEIC

AFl bmg/kg OB E (14 B2 1A 27 0E L, H 1 HBEICHARGK THRICAR Z#5) L

oL XOHEIMEERT Lic, ZORE, RAIPFAEETIX, 5-FU/LV LI b~ 5 e S R

M OIERE RO BN 13, [6.2, 7.1, 7.4, 7.5 ZH]

AVF2192g i B O 2 PEIZ BT 25 ok

oy~ JHE R A A7 I A7
e (F) NP— KR ke (1) NHF— R
5-FU/LV 15 +
e 5.52 13.24
7€ ARE (n=105) 0.496 0.766
5-FU/LV #ik:+ P=0.0002 P=0.0942
‘ 9.17 16.56
TRAFUHEE (n=104)

BERLEBRIL, 5-FU/LV #E+AAFIEET 100% (100/100 ) THotz, ERAEFSLIL, F
JF1 84.0% (84/100 fl) . fEJ)%E 76.0% (76/100 i) . .l 65.0% (65/100 ) . &I 47.0% (47/100
). BECRHE 43.0% (43/100 1), MEM: 40.0% (40/100 #1), ZEFJR 38.0% (38/100 #i) . ¥
33.0% (33/100 fi) . mifiLE 32.0% (32/100 ), 5% 26.0% (26/100 f) . &I 26.0% (26/100
) THoim,
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RIBEOWRBIERE NG - B2 XI5 & Uiz 5-FU/LV BEICAKIZ O Lz, Ltz & 3 3
BROPEEFRNT T oI, AFIPHARECE T, SFIRBHC I LA, S A AR B 7R A
ERRD LN & ORENRH S 19,

17.1.3 RELREZR  VIRTRELGEST - BROIE/INERMME

OEREIHEEER (JO19907 KER)
RIGIED V- RO 2 B < AT - B3O/ NHITaMiE BB 2 X802, ANKRTTF v - Ry a2 %
B UL (CP L) ZxffEEe L, CPIRIEICAA 15mg/kg #0FH Q1 BZ 1A 27 1vE L, &
1 HEIZ, AR GKTRICAR ZHRE) L-E TMARREZ ) L7z, CP EIEIImAEEH 6 Vo1
JNVETE L, BKAHOEEIL CP EIEDOH I UTE TH S [F— L - & TREBEIT £ TRk L 72,
ZORER, ARFIOFHBETIX, CP BEICHAH B B EAGF M OLER R ORHROLENRBD
b, [6.2, 7.1, 7.6 ]

JO19907 7Bk DA Zh M2 BE 92 pliiH

40 L 7 FRNHR
Be G- :
o (H) NP— K % P fii
CP JeyEBmaE
5.9 31.0
(n=58) 0.61
- : - P=0.0013
CPWEIE+ T N AF Rt P=0.0090
6.9 60.7
(n=117)

BIERZBLEIT, CP L+ ARAIHET 100% (125/125 ) Th o7, ERBEWERIL, ek
96.8% (121/125 i), WLEIAE 95.2% (119/125 #) . HMEREHD 94.4% (118/125 i) . KAtk
=a2—u/X—88.0% (110/125 i), ~FE 7/ 1 v 84.0% (105/125 f5]) Tdh -7,
QENET/MBRELLLERE (E4599 BB

FIRIE D i ¥ bR % b < HEAT - I3 O I/ NI B 2 x5z, CPRIEZ XIS L, CP Y&
IEICAHE] 15mg/kg #0FH 21 BAZ 1 ¥ A 270 L L, #1 HBICMARRGETHRICAT ZH#5) L
T ZORFMEERGF LIz, CPEEIIVWTNOHTS 6 Y47 LETE L, AFIOEEIX CP %
EOHIE T TR B IE—HE - AR CHRBETE Tk Lc, TORE. AFIPFHEETIE. CP
PRI AE B AR OEREREO b 19, [5.2, 7.1, 7.6 ]

E4599 i DA Zh M B3 5 Al

oy e 48 A A T A R A TEHAR
i () NP — R | dRfE (F) NP — R
CP WL B EE
4.5 10.3
(n=433) 0.66 0.79
CP L+ 7 /N2 F > 15mg/kg B 69 P<0.001 9.3 P=0.003
(n=417) ’ '

Grade3 UL EDEIWEARIRIL, AFK| 156meg/kg+ CP JFER T 69.1% (295/427 ) TH-o7-, =
72 Graded LA EORIERIE, G EREORD 25.8% (110/427 ), 357 14.5% (62/427 ), W%
R 9.6% (41/427 B) . KIEVERRR = 2 — 1 /30—9.1% (39/427 f5]) . @fLE 6.3% (27/427 f51) |
YL 5.4% (23/427 #11) . L 4.9% (21/427 f) . BECRIR 4.9% (21/427 1)) . Bk 4.7% (20/427
). WEE 4.4% (19/427 ) TH o7,
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QENENHE_EERREALLERRAER (BO17704 HE)
RIGHR DR T EROE 2 Br < AT - BR O NIRITEEE 2RI, VAT TF v - FhvFEy
R (GC Wik, 7 Ay 2 v U RS ENARAGR A - HEEZEH) 250 L, GC
FEIRICARK] 7.5mg/kg *7) GRKFR) T 15mg/kg #0FHHS Q1 BZ 141 270E L, %1 H
BICAI B G TRICARI 2 5) L 2oL RG Lz, GCEIETWThOTY 67
A7 NVETE L, KAOFHEIL GCHRIEDOTPIE TR TH LR —HE - AECTREBEIT £ Tk L
7o T ORGSR, AH 7.56mg/kg KN 15mg/kg OF HEEDOMHE T, GC BIEIZHANTEFHMIEE TH 5D
A I O R AR R SR bz, [5.2, 7.1, 7.6 Z#]
BO17704 35 DA NNEIZ BT D plik

g 40 L/ A AT R
o (H) NP — R o (H) NP — RH
GCHEIE+ 7 TR EE
6.1 13.1
(n=347) 0.82 1.03
GCHEE+T NRAF 65 P=0.0301 54 P=0.7613
15mg/ke B (n=351) ' '
GCHEIE+T NAF 0.75 0.93
. 6.7 13.6
7.5mg/kg Bt (n=2345) P=0.0082 P=0.4203

7)) ARFNO R bR & bR < UIBRARREZRHETT « B O IE/ NI AR L2 e 9 A AAGR A IR 1 [
15mg/kg Th 5,
AIERFBLEEL, AK 7.5mg/kg 7 +GC HIEEET 95.5% (315/330 #5) . Al 15mg/kg+ GC ¥
IERET 95.4% (314/329 f5) T o 7=, EREIWEA X, AH| 7.5mg/kg =7 +GC FIERETHELL 54.8%
(181/330 #il) . 4F FHERIEAME 48.5% (160/330 i) | M- 47.0% (155/330 ) | 1/ MRIBAE 37.0%
(122/330 #51)) . #if 833.3% (110/330 ) . J57 27.9% (92/330 f) . B 24.5% (81/330
), S 23.9% (79/330 ), 1554 20.9% (69/330 #il) . &ifE 20.9% (69/330 ) THY |
AF| 15mg/kg -+ GC JRIERE THELL 55.6% (183/329 f1]) , #F FERIAE 45.9% (151/329 i) | Wit
45.3% (149/329 f) . 1/ IMIEAME 34.3% (113/329 #) . 97 30.7% (101/329 #1) . & if1 30.4%
(100/329 ) , & Hiif 28.9% (95/329 i), /T 28.9% (95/329 ) . BAAFHE 27.4% (90/329
). BLBIE 21.8% (70/329 f5l) ThH -7z,
@5 E T HEEACHLERFEER (AVF0757g BHER)
RIRIROHELT « [ DI/ NI it B3 & xR, CP k2 xHHRRE L L, CP #IEICAHK] 7.5mg/ kg
B (RAFR) T 15mg/kg 20HH (21 HZ2 19 A 70 & L, 5 1 0 BICHMFIB G4 T % ICAH
ERE) Lzt o EERe L, CPREITVWTRORTY 6 A 7 LETE L, AAlIOE
51X CP L P I I T# b [A — ik - AR CREBET UL 18 Y1 7 v Tllkki L7z, ¥
R R B PR TTRRNT L7 fE 3. A 16mg/kg OFHRETIZ, CP JFIEICHEX Time to disease
progression (TTP) OFERIER K UOREZROLENHO LN, (5.2, 7.1, 7.6 ZH]
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AVF0757g B O 2P BT 25 ik

TTP R
E — T
FrfE (H) NP — R % P 1
CP JEH R
4.0 — 12.0 —
(n=25)
CPEE+T NAF 0.41
‘ 7.4 31.3 P=0.0857
15mg/kg #f (n=232) P=0.0028
CPEE+T R AF 0.85
‘ 4.3 31.8 P=0.0976
7.5mg/kg #t (n=22) P=0.5963

RITERZBIZRIX, AA 7.5mg/kg =7 +CP JRILRE T 81.8% (18/22 i) . A 15mg/kg+ CP ik
BT 90.3% (28/31 ) Thoto, ERFENWEMIX, &K 7.5mg/kg =7 +CP #RIERECaHii 36.4%
(8/22 f4il) . 3892 31.8% (7/22 i) . %57 27.3% (6/22 i) . 4FHERBUME 22.7% (5/22 1) . B
i 22.7% (5/22 f5) . Hol» 13.6% (3/22 f) . W& 13.6% (3/22 ) . THI 9.1% (2/22%1), A
WK 9.1% (2/22 i) . MENEE 9.1% (2/22 Bi) . TESE 9.1% (2/22 ) TH Y, AH| 15mg/kg
+CP JRIERETHYT 41.9% (13/31 f31l) . & 35.5% (11/31 ). T#i29.0% (9/31 f51), P&
Ji 22.6% (7/31 ). i 19.4% (6/3141). HPN%K 19.4% (6/31 f5) . MESAE 19.4% (6/31 i) .
il EAE 19.4% (6/31 Bi]) | L FPERIRAME 16.1% (5/31 1)) . BE%A 16.1% (5/31 i) . 392 16.1% (5/31
B THotm,
7)) AFNO R B % bk < BIBRARRE 2R HETT + FIE O IE/ IR AR Lok 9 KRR IR 1 [
15mg/kg TH 5,

17.1.4 FHAEXITERILE

OEME THEEE (JO19901 KER)
HER 2 [&PhE TR - mR I IS T Db FRIERIBREE 2RI, 7 U 2 X' LKA
10mg/kg #0fH (28 HEZ 1 ¥ A7 vE L, F1HH, 8HH, 15 HAICXZ VXX LE, H1
HE. 16 HBICARZ U X AFEEGRTRICAAZKE) LS IMHERBRE F L7z, AEFRIC
EDWT oS EFILELIESA, b O — 03K ZBANC T, [F—Hk - A& CHR$BETET
Mfge s 5 ATRE & U7z, MEBAEASFHIRI O il X 12.9 7 H (95% Z#E X[ : 11.1-18.2 B ). &%)
1% 73.5% (CR5/117 #il, PR 81/117#l) TH -7 19, [55, 7.1, 7.7 &MH]
BIVEH R RIL, AA) 10mg/kg+/327 U # /LT 100% (120/120 #1) ToH - 7=, EREIEMIL,
fREE 98.3% (118/120 #1). MAIMEREID 85.0% (102/120 #i). #FHEREELD 75.8% (91/120
B) . KA = = —m /3 —75.0% (90/120 f51) . & Hii 70.8% (85/120 f51) . JRH1 & AN 59.2%
(71/120 f31) . JROFERE 53.3% (64/120 f31) . ¥#257 50.8% (61/120 #) . BAAHR 50.8% (61/120
B) . MR 48.3% (58/120 i) T -7z 17,

Q@ENFEMEEELLLERER (E2100 HER)
HER 2 2% TR - BRI IS 2L FRERIGRBE 2550, 7 Y ¥k (PTX)
FEZRHRRE L U, PTX IEICAH] 10mg/kg #0FH (28 H&Z 1V A7 vE L, 51 HH, 8 HH,
15 HEICPTX %, 1 HH., 156 HHIZ PTX & 54& TRICARKIZ K G) Liz & oM B
Lz, AFFRICE DV WT N0 ZFIE LA, b9 — oA ZEANZ T, F—MHE - H
B OWHEATE Tk G- rTRE L L7z, & 1 BIRfEST (2006 42 H 9 AT —4 1y FA7) @
fERIC S x| MBI RIA R P S, RGBT, PTX WA BRI L R EZEHlE E C
& L EIEAAHIM OSCHEZ B STHE) OFABEREEVSEO bz, —F, BIKIFHEEHE T
B DAEFHRNC DN T, PTX JFEICAREZ AT 2 2 LIC K2 FBRIERITFRO bR o7
1819 [54, 5.5, 7.1, 7.7 &M]
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E2100 REBROF MBI 5 &

- A0 4 A 17 ] R asyea:nil
oeiE (H) NP — Rt o (H) NP — Rt
PTX 75 HAl R
5.8 24.8
(n=354) 0.483 0.869
PTX L+ T R AF P<0.0001 P=0.1374
11.83 26.5
(n=368)
E2100 55k o M A A7 [ 0 Kaplan-Meier #hf#
1.0
0.9
0.8
4 0.7
i .
e 06 PTX #ik+F /AR F 8
4 05 T /
B 0.4 \
& 03 N
0.2 PTX fik B iR N
0.1 e
0.0
0 6 12 18 24 30 36 B
PTX+7MHRAF L 368 194 72 22 3 1 0
PTX BJh# 354 109 25 5 0 0 0
E2100 i D047 O Kaplan-Meier it
1.0 “'—‘-\‘
0.9 \x\
0:8 ‘\\ PTX ik + 7 /AR F U8
0.7 \\\\ ik + T INAF
4 0.6 s
@ 0.5 PTX fik Bk
4 04
0.3
0.2
0.1
0.0 L
0 6 12 18 24 30 36 42 48 54 60 A
PTX+F/iRFE 368 344 297 249 193 104 48 23 5 0 0
PTXEMAE 354 307 258 215 165 103 48 19 8 0 0

1 8) E2100 ABATIX, T AV AX<7 (Biarfl#iz) Bin#o HER 2 BtEflmss. KOk
FAYA=T (Bio R Z) 2B TIRRPEINIC2R 570 HER 2 EBIARHFLEEE &5

FEA[RECTH - T,

Grade3 UL | (Mg #EMEIZ OV TiE Grade4 BLE) ORWERFEBLEIL, AHKI+PTX EILE#E T 67.8%

(246/363 f5il) Th o7, EREMWEAIX., KRR =2 —1/30—24.2% (88/363 i), EifE
15.2% (55/363 i) . %57 10.5% (38/363 i) . JE&Hx 9.6% (35/363 #il) . 4FHERE A 5.5% (20/363
). KT 4.4% (16/363 f51]) . PEWLIAIEE 4.4% (16/363 B1) . T#i 3.9% (14/363 f51]) . NEM: 3.9%

(14/363 i) . > 3.9% (14/363 ) T~ 7= 20,
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2) REMHR
(TV. 5. (4) BFEERIRER ] OHZH)
(5) #BFE - WBIFAR
(TV. 5. (4) WirryRBR] OEBMR)
(6) ARMER
1) EARERE (—REARKRAE. FECEARERE. SARGELRAE). RiER
—RRE. RERTRBRAROAR
MR L
2) RBRFH L LTEREPEOABRNITEIE L-AE - HROBME
Y LR
(7) =ttt
Y LR

)

BT — 5~

<
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VI. EMEBICEYSEE

2

. REZPNICEEHSLEYRILEaHE

$LVEGF & MbEE/ 7 v —F ik
R BEDH DB ORIEE « DIREIL, KHOBRNLELZZRT 5 &,

EEER

(1) fERERGL - e

NN A2 TVE, b MENEEGERN T (VEGF) (2x4 2@z e Mt/ 7 a—F
PUETH D, VEGF 1L, MmN EAIROMAL  ZUELE - A7 2SI 2 & & b iEEEME D TiE
5T 59 A FhA L THY, xR E O TRENTTHEL T D D2, SN X< 71T,
t b VEGF &R BEICH AT 5 Z &2k v, VEGF & &M LIc3 8 LT b VEGF Z &
KL DA ZILET S 9, Y X+ 713 VEGF OAMiEME AT % 2 2k, Sk o
MAEFAZ I U, SO AZET 5 9 9, £/, VEGF IZ X v Jiit L7z & FEm k2 KT S
B RS COTHE L2V AT D 9,

(T A—VE)
© VEGFZid
C VEGF
o RNV XX THVEGF
ICRETR&ICR,
© VEGFEZB#ADREZ

A=

NIRRT T

VEGFH VEGFEZ&F
(VEGFR-1/2) IZEE LT
2B {FEA

| VEGFEH({F

M EPIEZ AR
R R, O7E

ST ERE x

[EED1ETE BBEOBEEESE

28



(2) ENERMT SRR

18.2 in vitro &R
BHFNZ in vitro RERIZIHB W TLL FOMEM 2% L7= 2D,

18.2.1 VEGF (Tt L CHAT A AEEIKE Y & [RIFREE OfEAIE 2 R Lz,

18.2.2 t MFHFERIRPY BGMILIZ 3t U C VEGF 58D M A 2 30l U, 2 OIHETEEILETT /31
FEILEDY L RBRETH -T2,

18.2.3 AH|D Fe #fiix, Fey /KR, FeRn /B KON Clg & /37 12k LT, Jef734 A=K
BV Fefr & FFEEE OfEATE M 2R L7228 . VEGF 2 %819 % b MEEMLLE DLD-1 X O Calu-6
ZxF LT, AT AEIREY & RIS IR F RIS 5 Ol R R MRS 5 O 38137
DN T,

WD) AT A EEE  EU LB W TRR S NIy X~ 7 Al

(fi#s)
1) VEGF 74 VY 7+ —LIZx3 5%E&8E (in vitro) 2V
54 ELISA Z W= f %, A#ld VEGF 165, VEGF 121, VEGF 189 K&} VEGF 206 (2% %
xRS G TR 11X, 2 98.0%, 96.5%., 95.7% K N 97.7% CTH Y | il D5 VEGF 71
7 4 — DIxT A REATEE RS T D LM S T,

FSREATENE (%) @ ) (R h~Hc k)
AH (n=9) FEAT A A EFEA*2 (n=17)
VEGF 165 98.0% (92.8~104.5) 101.3% (89.8~108.6)
VEGF 121 96.5% (88.2~105.4) 95.5% (81.9~119.7)
VEGF 189 95.7% (85.1~106.5) 95.0% (83.7~106.0)
VEGF 206 97.7% (90.2~103.3) 98.9% (86.3~116.5)
VEGF 165 98.0% (92.8~104.5) 101.3% (89.8~108.6)

1 AEYEMY Tk D R
2 AT A A EES  EUICBWTAGR I N~y X< 7l

[Ai&]
54 ELISA 2 W T AKI R AT A A EFE LD VEGF 165 L Moo VEGF XY 7> k (VEGF
121, VEGF 189 X I VEGF 206) IZxt T HhsEHea sl LTz, £7=. VEGF 165 X7 55668
% SPRIEIC X VR LT,

2) VEGFR Z—E{#LMEEEME (in vitro) 2V
AHN R AT A A EH G O VEGFR &M LLETEE 2 13, 221 102.5% &% O 99.2%
TH Y, WAlDO VEGFR —EALILEEE RS Th 5 &Ml Sz,
FH%F VEGFR —&RACPREIRE (%) @ P (R/h~FK)
AH (n=9) FeAT A AEIES (n=17)
102.5% (86.4~117.3) 99.2% (81.5~126.3)
W1 ATA AEHS  BEU LB W KRR EN -y X~ 7 HA|
W2 o BEYEWE KT D FERHE

[(HiE]
VEGF 2L > Ti#FE x5 VEGFR-2 © &R {IbZHRHTE52HEF v & (PathHunter®
KDR/KDR dimerization bioassay kit) % H\T, K&K REIT A FEHK GO VEGFR-2 &K
(RIS 2 HE LT,
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3) VEGF [EHE &M (in vitro) 2V
AFN R OFEAT A A EIEF D% VEGF ETENEIL, 2020 102% K TN 97% TH 0 | liFlo VEGF
PRAETEM 2 1XR% CTH D LT E Nz,

Hxt VEGFR “EMLLEREME (%) : P R/ ~mK)

AHl (n=9)

AT AEIE G (n=17)

102% (81~118)

97% (86~106)

X1 AT A A EHES  EU IRV TK

K2 ARMEME 63 D A E

(7]

RENTARNRNY X+ 7 H#IH

VEGF fl#&iz X 5 T MIEENRE T OIEHLIRFIC L v 7 = 7 — B 0RO % B3 2 85 i 2
¥ (NFAT-Luc2/PKDR HEK293) # MWL AR —% — A F7T v ALY | KHR AT A
F O VEGF FETE M2 R LT,

4) VEGF FEMMMBETEINHIEYE (in vitro) 2V
ARHN e ONFAT /3 A A EF T OF R HITE L, 22 107.5% % Y 105.8%TH 1 |
A O H R AEIN ISP 2 1 XRSE T H B LIk S vz,

MR I HITEVE (%) @ ¥ R/~ K)

AH| (n=9)

FeAT A AEHK A (0=17)

107.5% (91.4~121.9)

105.8% (87.4~128.7)

K1 AT, FEEST  EUICB W TEAR SN ARy X< 7 HF|
2 AEYEME % D A

(Fix]

HUVEC Z W e A 47 v A28 . KRR OSFEAT A AEHE S O VEGF F8ME#l fd HE5E O
NS 2 R L7,

25,000

20.000 4

15.000 4

RLU

10.000

5.000

0

30,000

25,000 4

20.000 4

2

) IRV
W AT AEER

\

=1 15,000 4
o
10.000 -
5,000 4
T T 0
0 1 2 3 4 (ng/mL) 1
log [Bev]
%)
175 A
150 4
>~
19}
c
% 125 A °
Q 0®
o
2 100 A ®e
S
© °
[9]
[
75
50 A =i o
FEAT)AAERSR ES ]
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5) Fc fRILICEEEY S EMiEtE 20

ARFN S OFEAT A A BRI Ok Clg l2xbd 2 HxHE SIS TEIZZ L Eh 104.8% &% Y 103.7% T
BV WAIOHIEK Clg #EATEMHEIXFRSE TH D Ll Lz,

AHN Je OFeAT A FEHG O Fey RT3 GTEMEIZLL T OB Y TH Y . Fey Rllla (158F
F O 158V) 12k 9 DFEATEIEIC DWW T, AFI T TS A EHT L0 L ESTEENMERNZ &0
RENTZ, ZRHOERIE, NAEGIREHE T 7 7 7 A MBI DARHK L JeAT /34 FEHES & oMo
ZRICERT LD EZ 2 BT,

A & bl ToOX—7y Milaizxt LT CDC IEME*2 g O ADCC {E1H*2 /R X levoTz, 20
ZEMmb, FeyRIla (158F XU 158V) (Zxd 2 fE G IEMEDE VT AEMIENEIC R L KT S 720
EEZLNT,

AAEN B OPeAT3A A EF S O FeRn (k9 25 ELISA iRk TOMXHEATEME2 13, 21 101.4%
KO 101.5%, SPR 1E#ER TOMXHREGTEMEIL, £ 21 105.0% % TF 107.4% ToH Y | WAl FeRn
FEATEIEIXFS TH D LR S iz,

s = BT/ AP
T (n=9) (n=17)
MR Clg I3 D iEARE 104.8% 103.7%
Fcy RIZHT 2HEEHE
FeyRI 98.6% 90.6%
FeyRIla 104.2% 102.5%%3
FeyRIIb 103.9% 101.0%%
e Rl v SPR ik 102.4% 105.8%%
C a
Y AlphaLISA®7: 111.6% 170.9%
R SPR 106.0% 109.7%3
C a
K AlphaLISA®7: 115.4% 170.2%
N ELISA 101.4% 101.5%
FcRn (Zx3 2 FE 615 M: - 5
SPR 105.0% 107.4%3
MR EE (CDC) #FME: — —
PR EFE N EE (ADCC) &M — —

¥1 o AT FEHS  EUICBWTRREN -y X~ 7 R
2 AEUEMYE Tk D A RHE
%3 :n=13

ST IRRAF VPR iR TR 100mg/4mL - 400mg/16mL>

18.3 MiEHHR

b Mg E X — R~ A EX— R 7 v MIBM L, SNV X~ 7 UIEGUE (7 AHR)
Thsd A6 FikEHREGTHZ L2k b, Kk (COLO205, HM7, LSLiM6)., fififs (A549) .
FLE (MX-1, MDA-MB-435) 28 A&572 R xr LHUIEEHEME 23807, £7-. b MK (HM7)
W ERIEEES T T VB W T, A~ 2 1 Lz, (LFRIES D WITBE LIS
NNV A2 T IEPRZ T2 2 L2k 0, FUEE RO EIEM 2R LTz 2229,

(3) fERRERR - Frighsfa

B R L
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VI. EMBEICET HRE

1. mMPREOHTR
(1) ARLAEDHLGOLHR
MR L
(2) BERERTHERESL-ODRE
< FHI>
16.1.1 BEEHE
HA ANGEEE B MBS 26 512, A (n=24) XUTHAT A AEELTY (n=24) % 3mg/kg TH
ELSTE IR E- L, G PREZRE Lz, 507 WEiie N7 A —% (AUCInf) %M
EIMED D 90%EHEIX ML, FANCERE L7z AN (0.80~1.25) Th Y, FWENREIZI W TAH
EFAT A A RIS O [RIFVED R I 47z 26),

;3

B AH B OFAT A AEHST & HEFIRNE S LTz & & O Mg TRy EHER CF9E)

(ng/mL)
120000 -

—— AF|(n=24)
-k BTN FEZEELE (n=24)

100000 1

80000 -

60000 -

o -l =

40000 -

20000 -

0

60 70
BEH(HE)

0 10 20 30 40 50

£ ABIBOFAT A A ERGTD 2 HEFIRNR G LIz L & OEDETE T A —Z

CELE = AR R 2)
154@ AUCinf AUCt Cmax t1/2
(1 g-h/mL) (1 g h/mL) (1 g/mL) (h)
AH 24 30,500*+4,640 28,300+3,670 95.21+26.8 436*=173.1
SEAT/SA A
24 29,200+ 3,270 27,000£2,580 83.9*+14.4 454+57.2
[:gi HEL)
1) AT A EHEA B WTEGR I Ny X = 7 Al
. AUCint AUC: ti2
%L
(pg-h/mL) (pg-h/mL) (h)
IR b 2 D) 24 1.04 1.05 1.13
90%CIP 24 0.981~1.11 0.997~1.11 1.03~1.24
a) AFIRE L AT /34 A [EIEFED KT e/ N e RO
b) ARE THIIE L0 8obric L0 &l

AUCInf : IR¢H HERR I F ~C OO IFRR] — I L dh A T i Ak
AUCH : f#&BLE3 0 FE B[] 5 C O W] — e A2 bt T i fs
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<TINAF LR iH#:EH 100mg/4mL - 400mg/16mL>

16.1.2 BEEE S

FENG - ELIGRE R 18 BIC Ny X< 7 3, 5 XU 10mg/kg 2’ % 90 Ay i ik L7z & & o i
FIREIIRO LB ThoTo, "NV AT OMIEF 06 O RITFESCH T, AUC 13 5212
LN L7z 20 28, [8.1 &[]

ug/mL
500-
3mg/kghE
L] Smg/kght
l[“. A 10mg/kgl¥

>, 2Bl

RN A NN

¥ fil]
BRI G REOIEYENRE N T A — X2
Bh& AUCint Va CL t1/2
(mg/kg) (1 g+-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 1,387.21426.9 73.47+18.34 3.94+1.34 13.40+2.82
10 2,810.9+344.8 60.26t 8.93 3.61+0.48 11.68*+1.74

N=6. mean+=SD

T 2) AFIOIREOIRARRE 72 HE1T - IR OFERG « E R (2xF 9 2 K8 H &3 1 B 5mg/kg., 7.5mg/kg
K ¥ 10mg/kg ThH 5,

16.1.3 REERS

(1) FHFREXTHRILE

W5 - FIEFLBEIBA /< U 8 %L L DPFINC & 0 /Sy A~ 7 10me/kg 0 AHHHEZ 2 300
AT DR L7z & & AIEE S 70 B % (55 6 [8] B) OFAR K O L iF 1~/ 2 X~ 7 (mean
+8D) 13454 149.0437.4 (47 Bl) KU 397.8+77.9 (43 4) ng/mL ThHY . 5 61 HLED
BEETIZE—EDMEE R LT 29,

RE¥5ES (10me/ke/2 8MH) OmiKbRE (N=31~67". mean+SD)

[ NANAN

> 2 BB
100

R
o

(/)

r T T T T ™
] 4 42 70 o8 126
B (day)

* 7 R 7S SR R B S 1 Bl RRS
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(2) RELREZRVIRTREGEST - BROIE/IMERME
FE N R 51 BUC A AR T TF o « X7 Y B X R AREL OPFHICE ) IR X< T
15mg/kg DA EEAL 3 EMB TRV IR Lz &, #lEiS 63 B (5 4 EIH) OREROR
EMEH AN X 7 (mean®=SD) 134 4 115.9+45.6 (20 f) }& % 450.3+97.3 (19 i)
pg/mL ThHY ., #5 4 BHLIEORETIZE-EDMEE R LT 30,

KEFER (16mg/kg/3 #[) oMk #EE (N=6~51, mean®SD)

pg/mL
1000

500 5 = , =

e =)
7

~

-
P

2

100+

50 [

5 AR DA

0 21 42 63 84 105Day
R fal

16.1.4 BREAFEMBIREERT O RE

491 FlDHE 2 1~20mg/kg 2 OFBEDO_ARY X< 7% 1ABK., 2 B, 250 <% 3 HEE
THREEE L & OMmEPREZ V., REEMATFEEEMT 2 Lz, 2-a 23— A hE
T Lz EDBEMED 7 V7 T 0 215 0.262L/day, &M% 0.207L/day THh o712, 7=, &
D= R A NOGHFFEICOWTIEL, BT 8.25L, ZetiX 2.66L Th -7z 30 UMEANT —
),

E3) AFIOEBHEIT 18] 5bmg/kg, 7.5mg/kg, 10mg/kg X ¥ 15mg/kg TH 5,

(3) B
MR L
(4) BS - ftAEORE
(Tvii. 7. fRAEAEH] OHEZH)

2. FMEEBI/ S A —4
(1) BRHiA®
s ER L
(2) BAEEEH
DR L
(3) HKEEER
KR L
(4) JUF5YR
(VI 1. (2) ERARMBUCHER SHmAgE | OHBH1)

(5) HHAEK

(TVIL 1. (2) EGPRARBR CHER S -1 R | OIEBR)
(6) Ttk

FMEE L
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3. BKE (RE1L—>3v) MR
(1) MBHiA®
AR L
(2) 185 A—S EHER
LB L

4. R
MR L

5. 2%
(1) ik -FeiBE P& @ tE
MUERR L
(2) Imi&k-RadkEarE &
(TVIl. 6. (5) iftm) DOIHZH)
(3) Eit~DBiTit
(IVIl. 6. (6) #flta) DOHSM)
(4) HE~DOBITHE
MU ERR L
(5) ZofioBm~DBITHE
ST ISAF UOm#s A 100mg/4mL - 400mg/16mL>
RN B EIR AN X2 T HEIFRNE G L2 e 24, W OMBRIC B W T SRR 72 B
VIABTERD HALT, AAIOHSAAITIZIE MR 53Tz 32,
(6) MPEEAKEEE
MU ERR L

6. R

(1) B R U R

Pl v/
(2) R#ICEET 8% (CYPE) OHFiE. F5%
M EE R L
(3) VEEEHNROFERVZTOEE
MR L
(4) REPVOFHLOFERUVFEMLLL., FHELE
M EE R L
7. et

ST IRRAF VPR iEE TR 100mg/4mL - 400mg/16mL>
0T 28] FEFHRAN Y X T a2 ARG LT & 2 A 5 48 I O SR ISR IRIX
R S e no 72 39,

8. FSUARR—E—IZET H1EHR
MR L

9. BNHEICKEKRERE
B R L
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10.

1.

BEDERZEHTLH8F
MU ER e L

Z0ft
KR L
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VI. £t (EAELOZEESF) CEY HEE

1. &

RELEDHERA

&

BE

1 KEZEOHALEREL, REHCHIRNETEIERBERICEVL T, BALRERERIC+HLSE
M- BREFOEMOL LT, FEENBEY LHE SN SEFIZDOVTOAERET S &, T,
AEEARICEILL., BEXXZTORKICHEDERVEKREEZHSHBAL. AEEZH/THOBRETD
&,

1.2 HILEFARH Db, BTICESHINBESK TS, FFOBREPIC, HILEFAL DS
N-BEE, AROBREZHIEL., BUGREZITL. LB, FRZBERELGNI &, [9.1.1,
11.1.2 B8]

1.3 BIFREEBEICK5E6HE (BILE. ERHmE) AHobhbdl ebHdb,

131 FHEOBEICAFZ2BRETHIHRE. MAIORBEREEL. BREOAEERHT I L, X
ELFMOMEAEBL TOAEMEBEE, AELOAREIGKREE LEZ LHHSh3BA %R
EF. XFERELAGN &, [8.1. 9.1.2, 11.1.4 1]

1.3.2 FEIOBREDICRGEEFEEICLSEHENH o DON-BEE., BIENERT 2FETHA DR
BEZdt L, #BYSREBETS &, [8.1, 9.1.2, 11.1.4 BE]

1.3.3 FEIDBERTRICFHEZTIHEE. FHAOBRELRTHLZOROFMETHLLHBES
{Z¢&, [81, 91.2, 11.1.4 8]

1.4 FFOBEIZL Y EREEHOD) R IBEFELIETIALH S, NER (KEBEST) 2857
LREICAKZRE L-GE. HEHOAH-bNEIEThDH S, FROBEPICEEOHNNH
bhhf-H&F. KR OBEZDIEL, BULREZTL. LB, FFRZHFRELLEN L, [8.4,
9.1.3, 11.1.5 ]

1.5 FFOW|EICK Y., il (FBM) AHobh, ETICESFNBRESATINS, BEEZTSIC
T, il (Bm) RHsbhohnf-Hek. FFOREEZDPIEL., BUGREZETL. LI, FE
ZARELENI E, [2.2, 11.1.5 BE]

1.6 liZEd, —BHERELRE, DHEE, BOE. MNEl., NEEZZEOBRMOLERELH DN,
RTICESFRFESATINS, BREFTDITTVLEERBOHONIESICE. FFOBRSZEhE
L. BYULBREBZTS5 L, BIROEERENHSOA-BEICE, FHAZERELEVLI L,

[9.1.5. 11.1.6 BE]

1.7 BOEEBEX TELESES )V —ERxHobh, RTICESFLBRESNATNS, ChoDER
BNhobhf-BEE. XROBEZPIEL, BYLGREZTIE. COLIBGEEITIE, LIE.
ARZEBRELLGVWI L, T XROREHBPIMEZERBICAET S L. [8.2.111.7 &
]

1.8 AR AEREERENHODOI S ENH S, AAtRAEREERFESEDODN-BEE.
AFoBEEZDIEL, BYGREZTI &, [11.1.8 SHE]

1.
1.
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(fign)

1.1

1.2

1.3

1.4

AENIDM O HFEEMEESA] & OO EIEICB TR SN Z L2 BE L T, AFIOMBERICEL
TiE, BAALEREO 72 ik ERBRA BB CTH D 2 LD, AEI 23 5 B & O
I fifi D B Z DN TR LT,
AENE, BWER 7 1 7 7 A VORI D52 OPUEMIEGEA E O S D Z &b, T 53K
ALY T2, #2219, FFEOY RAA T 2EEICET R OX50 16, ALK O E]
M%ﬁ&é®f\ﬁﬁ%%@@ﬁﬁ%tofﬁ\Kﬂ®%ﬁi%ﬁﬁf&<\%ﬁﬁ%ﬁ®%
X EEZHR L, HDOETIOICRATIHERSH S, £/2, FHT ALY HIEROH
BEZOPWHH, FETANEEWEHE ZOMLIEE SRR DD T, ARAOEMIZHTZ->TH, K
RO SCEE T Tl <, DT 2 HAIOIRM STEEZ RGO 9 2 IREITEH A2 RFT 2 LER
bHb,
BEXTZOFEICK LT, 26 ORIERFEBLOFTREME S &, RAIDIRRIZ L 2 /M
ESERRMEIZ DWW T Z3 LB 2157 L CTIRETEHIx L CRIBEEZ B2 M ER D 5, 72E.
%ﬁ%%*%j% TRIIZ X 2 B 03580 DT BEOEC) 7288 51k (FRZA kTR ET %
BT FEERSA D DY EAT~OBAS G, 5, KBEE) IOV TRET L 2 &,
%ﬁh4ﬁE%&%@@%hfﬁ% IZRWT, HEE B ILOF B LR EBAMEE & g L
FeAT A AEEGPERHBECEBE CRO DI, D) BRETICE - I flndwE S, A
LORBIFHNC —E DML 72 < | Kﬁ@&%%ﬁ¢&@ﬁﬁ BWTHIREEBLT 5 RN H
L=, AAIOE G, BERRENH Lo HAICE, MEEFLORWEE D TR
OO KHET 5 Z ERKUITH D,
HILEZLIZOWT M1, ) 19, RO RA AT 2BFICET2ER). 11 fIEH]
\ZRLH L, R 21T o 72,
AT A A EIEFOWFAMEIR BRI BN T, BB H 2 WITRBRKE THIC, AR
tES AOHE (BILBA. fivts Him % )ﬂ\M?ﬁﬁﬁﬁﬁkwhb\%ﬁﬂ4ﬁEﬁ%Wﬁﬁﬁ
TEMEEICRD BN, £, FEHERRBRICRBW T, 1734 A ER S DS AU L (2
WBERIETZ ERRES L TWD
U%u@@@_#aéﬁr_owff1ﬁui 8. BHEARKAWEE], 19. REOHREH
THRECETLEE]. 111 BHWEM) IR L, EEME 21T 7,
HE ARG E M M AGED DN CICE S TR HE I N TND Z &0 b, EEREE Mz
W T 4 T11. gIER) ISR #E LT,
FAT A FERSEOFFEOMEITEE BT 255 & LTy E AR RBRICRB VT, MR
Baf9 2 e s 1 FIC BB M 2SR B L2720, ARBRLIEOENIOI1F
o E DOEERRER CIXINEEE 26 3 2 BE TG oA S TR Y . ENICEBIT 281731 4
PR H O KGR Y R, IR E] C O B OE N TOM A SEEIIMO TR T, £
DI, WEAMEER R CEWNTTIRZ SIS D Fe T340 AR IS Ol F 5052 F R S v 7o e
T, D TR ENC BT DM ORI 21T 572, ZO/ER, AFEHEREGTHZEI2LY
Mmoo U A7 N EFTHREEMERH D00, fHAORBREOREZEIILTETY AT - XX 7
4y e+l BE L LT, EMENERICARIRGOES AU T2 ENEETHLH T
B L s 111 BWER ) IR L, EEREZITo 72,
F iz, PIRBIEREZ x5 L U EBER LR MAHRBRIC BV T, 731 AERS O & 51T
DRI DR B & < 2 DEAINRD G-, Wiz E2 6T 5 BET T iiﬁ<ﬂu$ﬁ§
e T IMIER BE I CEBE OX R A2 T 7o, BRI CIZNCIE, JedT /54 A SRS 5 G TR
B i D5 LA 2 < B T2,
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1.5 JedT/34 A EIREHOHELT - FARIE/INRaITE 2 x5 & U2 ENAMNERRBRIZ IV T, ST
BELHMH I (Fim) 2NEE SN TWD
I (Vi) (2owvT 1, i) 111, BIEM) ISR L, EEME AT -7,

1.6 SBT3 FEISH ORI 3B8) TL @%m@%@f®%ﬁﬁ§ﬁwiﬁ%$@ﬂ&
LRl U AT 3 A RS OB TR ISR B, 70, ETICE - N HE S vz,
@W@&%@EKOV?TL%%Lf&%%@%a%ﬁ?é%%_%?éﬁﬁkFM.%W
)R L, EERE AT T,

o AT A BRI OENIZE I B AGE ST hRESUTN R L 1X R D,
) ARFOENTHER S NBHREXIIRNE & HELOH &
IR UIBRABE 7R HETT - B ORENG - B I5HE >
DTG Al & OOFHIZIB W T, B, RACIEARNANY A~ T (BB Z) [~ X
~7H%#¢ 3] L LT 1A 5mg/kg (KH) XiE 10mg/kg (KTE) % AEERIRNIES 5, %5/
Falx 2 HELL EET 5,
L OFEEMEEA & OPFHIZEB W T, BHE., RAIIEIN X~ T (BB HHEEZ) [N X
~ 7 #%#e 3] &£ LT 1 7.5mg/kg (KH) ZRlEFIRNIER 35, FERIFREIX 3 HFLL LT
ol
<@ BB % B < GIBRAREZARHEST - FEIE D FE/ N e i >
L OHFEEMIEL A & OPFRICB W T, BHE., BACIEIN X7 (B z) [~ v X
~ T th#e 3] £ LT 11IE 156mg/kg (KE) % S RNER 35, B5MHRE 3 WML EE 5
A
< FAINABE ST PR FLIE >
N7 Y EXRNLEOHFHIZENT, @5, RAZIEIASNANV AT (BIEHHRZ) [NV~
Tt 3] £ LT 1M 10mg/kg (KH) Z milFRNIER 2, &EGRMFREIT 2 \HEU LS T 5,

1.7 54T/ FEIES ORI R R K OV 2 12 38T i PR AN S 4 7 Y
—ERHEINTEY, HEICE - IR RE ST, T3 AEIELHF O G2 L0 &
JEMFEBT 52 RN THEY , FROERKOBFERIERIF A <72, mEOE X
FHEFIZEETH D,

AL EPEANE ST @ MLENE 7 U —BIiZonC T, 245 111, BWER ] ICied L. EEmE %
1To7,

1.8 [HWNANTHAT A AEIAHOF I L0 Al ﬁ%ﬁ BMAEREERE DS s Sute, JefT 31 4
BRI X D AIEBERE O WG I Td 253, . ATEGERES DI D IREZ RO A
&, IO GNTAER IS Df:ﬂﬁiﬂr?%ﬁ 92 & T, HEMAMERNE, BEZERT &N
RECHDEEZDLND, Al WPER VEMEEGRECOWT 1, #4& T11. BIEA ) ([Cfidi L
77

AT A A EIES  EUICBW TR EIN RN X 7 #IA 7088, TRA]) 1T X~
GEAG TR Z) [N X~ T 3] R &6,

2. ERHABLTDER

2EE (ROBEIZIFBELLGZIN &)
2.1 ARFN ORIkt LiEBUE OREFERED & 2 B#E
2.2 w1 (2.5mL LA EOffovg ) OB FEOH 5 H83E (1.5, 11.1.5 K]
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(fi#s)

2.1 KAz Me~v U RE ) 7 —FAHEKTHY | BERHICTF ¥ 4 =— XA A X — PN %
AVTnbZ &, Fe 24 2 ViEHEROM BN TWDHERY Y IAR— hEEE LTS Z &
DD ZIHRIC K DIRBUE OB D B 2 BFE TIX, £ ORI KRT D HUADNFIET 2 AlHE
MERH D, BEANC, +o7lR2 21TV, \EICARF O % & RANC BT 2 iBEUE O BEE
JER IR E RGBT D ER S D,

2.2 FeAT A A EIEF WM R RIRIZ IV TEMLIZ X D3 EHIDRD HiL, Z OB EAT
N A ERFR AN M OBEEREEZ A L T2 2 &S RIT A A ERE RSO EE
RWEMAEHOY A7 R+ & LT MRIMOBEE) ARz, ZhLBE, 74 —A 7~
1/2 WL Eowgifn (fifif) OB 2 H 9 5 B3 % JeAT /5 A RIS O RRER O Xt 40> 5B
AL T&E Tz, Fio, AT FEIELFOWAMNERRBR BN T T — A7 — 2 1/2 UL E
DOWEMAZBD TWEBEZRILTHEY | ENOBKRRABE 2 ha— B80T 1 RIS
2.5mL OWE ML OB E AR EEO B Z & L CRE LTz, EHI2, KEK O EU O 731 FE
WAFOWRMN LEOL#HKES S L L, i (2.56mL LI EOFEMOEH) OBEREOH 5 )
ERELT, BRACT 4 —AF =2 1/28 L 25mLIZIFIERETH 5,

¥ ATAA AEES  EU ICBWTEREN AN X TR 2B, [RF]) 1T X~
(Efn Tz ) [N X~ T #i 3] BAIZ T,

3. PREXFIMRICEET HEE L TDER
(TV. 2. ZEESUIZNRICEET DR 22452 L.)

4. BERUVAERICEET 3B L ZTDOER
(V. 4. AEXOHEIZBEET IEE] 22T 52L,)

5. ERGEFNIE L EZNER

BEELEAXNIE

8.1 AIEIRRLRIEIC L DAHEN D SN D Z LD 5, AFIOEGHK THRICFHNZ1T O HAIER. A
ROBEEKETHOEDOBROFIE CHoefifZ2i< 2 &, REIDOEKEE 506 FilF £ TowEb) 72
FRRIIE D272 > TWZRWA AAIOF R 2B E S5 2 &, [1.3.1-1.3.3, 9.1.2, 11.1.4, 16.1.2
Z ]

8.2 HIMENH LoD Z ENDHDHOT, LML EZ EHICHEIE L, @Y RL@EE21T5 2
Lo [1.7, 11.1.7 2]

83 EARDBHOLLNDZ LN HLHDT, HEWMPIIREALEMITHRET 22 EBEE LV,
[11.1.9 ]

8.4 IMHARE & &8 O SR D3 T2 < . AFNE B Lo AL FIFRIEDS G ST B IRV TH, HEICEE %
Bl L, MR FRRE P REDNTZIGE IR L UMK Lo ATREMEZ B L T, AHl OG- H ik
ED T st EZ1To 2 &, [1.4, 9.1.3, 11.1.5 &#]

8.5 HHiIH AL HLONDZLNHDLDOT, EHWICMIEMEZIT O R EBLELZ 712175 2 &,
[11.1.10 &HH]

8.6 MIRVEM/NIEENDH LD ZENBHLDOT, EMIICHREEZIT) R CEBIRE 012175 2
o [11.1.14 8]
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(fign)
8.1 JeAT /A AEHEH DO IFARTERI I T AT A A B D AIGIR BRI ET L 2 L

MG SN TS, AHEREICEIE TSN 71 VEGF 720 TlEWnb oo, Jefr3 o FEIR
S OAMEIRIIC RIETRENTE TE RN EZZ LN 0D, fT /34 A EIRH DO EFIE
RBICB T A2 REMKE LT, KERTIHE 28 B MRGE L TV W BE D RBR x50 b FRSb
ENTe, Fio, AT A FEIELFOWIMNERRBRICBW T, BB 5 5 WIEERBRKE T %I,
BVSTRIRIE 0L O A OHE (B LBH, i HMmss) 23, (LR R & el U, Jef7 34 4
EIEAAOFHBE CRBEEICRD bivle, ARIOEGEK TH TH->TH, FilT* 217 5 HE 12T,
LRMEEZE LT, MAIOIREICKIET AR OREN /2 725 ETIE, BilfE CoRIZ+07%
W% 2 EREE LN EEX BNSD, Lo Lanb, ANGIHIRIE % mEC X 2 )72 1
FRIEHA B2 o TV RN, RFIOEGH& TRICFNZAT 2 HE I, AAIORE %25
B L TRt 5 B A ET 5 72 AR OB G E A AT 5 SER D D,

* o TN BARE. BHMO. DB RELA 0L O TN, IREREIBRA 0L O Fiv, ERESETINSE

8.2 HAT A AEIL* O GICLY | GMEREIRT L2 LMo TN D, Eio, K714

8.3

= S OWESMEE R BB Je OWEA TR AZ I W €L BIMEMERE, @il 7 ) —E B3 &
NTEY, HEIZESTHIRFRESN TS, ZOLIRFEELEEL T, AFOELGITEEL
T, MEDE=FV 7 kPar ha—/WIEFICHEHETH DL, LIeho T, FAlZEE I
LT RTOEBFICBNT, KFIOFEGHIL, SiIEEOCH DL TR TORFIZEWTE
IR 22 MERE 2 F2 L, BT 2 0EN D 5, @MENTRD bNTGEITIE, BEASEON
BHOALE & OARF| ORI e & O 0A@E 175 Z &,

EWNATHRAT A AERSC OB GIZLVEEOEAR (70 —BREREE) PR LT,
T, TAT A AERGFOEHIC IO BMENER L, RO EERE DS LIEE mER B
DY ATRAIZIRDZENHOBN TS Z EEFBE LT, BAROFHEIUZOWT S, @it s
FERICIERMAE 2 L7z, L7edio T, AAIOHEEHIT, REAOEMHRMELZITS 2 L NHE
FLWNEEZHND,

8.4 MMEARS 2 & LMMIEISE 2 A 2 A T 2 AAIFR G ORI, A0 ~-EF OREFIZIS T T,

YRZ e XX T 4y bt BE L LT, EMEMEEICHE« 20 8R3H 5, £/, K
JEG 29 5 BECRET 256 ARG P RORGRIZEODTUIRE OREL 412 8l%
L. MRFH B D3R GGG ORI B 72 72458 B oD (B K OV H 1. o> AT REME
EHBEL T, AFOEEHIEZ2 &0 THYRNEETT ) 2PV ETH D, SbIT, BEBM
BFIZ W CHMERME OIS 2 A 2 BB AR ORGEBPFB SN D TR H D Z Lnb,
B G- BRARIE (38 \ TS 2 B8 5 SEIR D e < | ARF 2 & TS AALTFIHIED B ST BE 1T
WTHHEBICBIEZITILERH D,

8.5 JEAT/ A AEIAHT B W TS R CENRIE IR e R ICHB W, HREME ORIER AR E Sh

TV, EHRNCMERE 21T O 72 EBREZ 012175 2 &,

8.6 SAT/NA AEHGFOENELERGER IV T, ARy N EIERN I STV D, AR

MERZ fF 5 B, MR EHRER S S 03580 DI A ICIE, G A2 IR L, )AL
Ez{To 2 &,

X AT A FEFEN  EU ICB W TERBENToAN X T/-IA, 73, [RF) 1IN A~

GER TR Z) [NV X~ T i 3] ®KIZHET,
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6. RENERERTIBAEICHTIER
(1) AfHE - BIEEFOHIBHE

9.1 SHHE - IEEFOHLEE
9.1.1 HILELEERRNORELXEHLTLLEE
MBI b sk hndb b, [1.2, 11.1.2 2]
9.1.2 XELFMOMBIIAML TLERNEE
BIEIERERIEIC LD AHER S bbb BENAH 5, BRRBRICB W TR E 2 FiF% 28 AR
i L CW R W ICARA 2 B L= 87wy, [1.8.1-1.3.3, 8.1, 11.1.4 & ]
9.1.3 NERBEHTLHEE
NS (Misa Ete) AT 2BEICAAERET 2561, BI8E2 012470, MmN gD
D X9 IERDEED DN HEE, ARG R LA SO CHEURIHEE1TY 2 &, MiEBEH
T2 BE T M AR B wmE v, £, WIFEBIFEMEF 2 x5 & U ERERIE R R ARRER I
BT, AFIOBEIZ LY M ORBBENE < R HHEHABRBD LN TWD, [1.4, 8.4, 11.1.5 &
]
914 ZXMHIMKRR, HEREREOHLHBE
i3 d bbb BENNH 5,
9.1.5 MREREDORTOHSEE
DMIASE | MMM ZE . P ERIRMARIE . IERE R E bbb aBZENNH 5, [1.6, 11.1.6 BH]
9.1.6 RWDBE
R ERIEORIY 27 BNEL REBZTNNH 5,
9.1.7 EMEENEE
mLENET 2BZN0NH L5, BAROEBEN AT 035,
9.1.8 S MEDFEREIEHREE L ENDEELDEREDHLHBE
I o MPELARENEN IS Db dBEARH 5, [11.1.12 ZH]

(fi#s)

9.1.1 Je47 34 A EIKEFOE NI O BRI K OVESA T IRZ ICB W THEEZILR S b b %
< OB, ML, MER, NAFFRIEICEET 5 KRGO EENORIESL, BIEE
HEOEMNR Dol NHLE 2R EIEPENRIELZ AL TWAHEE] ICBW X, H5OEGE
EEIHBT 52 L, Eo. AFOEEHM T, 20X RBFEICBWOIRICER L, B
R EDOTIRE RSP, HLERIL~ORE DY) e 21T ) MER D D,

9.1.2 AT/ A EHELHOIEMRFIRIZ I T, AT A EIE D ANGTRER R ET 5 =
EMHE SN TWD, FTo, AT A RIS OUFSMIE R 55\ T4 H i & OISR
WOEIEIZfE S G OME (B LB, IMZHIME) AHE SN TnDd I b, Flo, KRE Pk
DBFIIARKNZ B 5T D5E120%, B GFIARFCB W TIRAIRSERITIBR L TWD Z ENEE
LWEBZHND, LIznlo T, TREARTH OWAINTAERE L CWORWEE ] I220 T, 1R
R EDOF ML R L AR L TR OBEEZIEEITHE T 25 2 &, IRAIDIRENH & 22T
PRVEAITIE, K& 2 T4 28 HREILL ERGE L TR W B DT T /3 A SRS O R A R
KRN DRI SN T2, EO LD IEFNTK T 2L BMEHERP R SN TV RN L 2B
L7z BT, BEIIREOBEEG LR T D L, £72. 20X ) REEFITEAAOER L5517 5 56
Wik AILBHE, 0 b o i & O e S OHE DR BLR SOV T, FriiEE L, Min#l
BHRATO I EHEBERSEAITOLER S D,
koo PN BARE. BH. DB BRERA 0L O BT, IBERUIBRA 1 O FiT. ERESE TN
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9.1.3 ARAIOEBBIHE MM Y 27 D=, MBI A LA S LN H D, MiEBEET 5
BEINTH T 2 AAIHR G OBEGIL, EROBEOREBEISCT, YAY - _XRXT 1y Ma+4
(BB L7z LT, EMEMNMERICHBT 20BN S D, £io, M E2 T 5 BEITAAI O
B 2T HHEIIE, FHICEE L, BIE2 +001217 ) R CEBERMIS 2TV, M b d
£ O RIER DR N AL, AR OG- H LA 5D Tl 23 %217 9 BER B 5.

9.1.4 THXRMEMMFBER, %RAMEENRE 2 AT 588 1%, 1734 FERS ORI O %f
LINLERIN S NI, 2D OBRFITHT D AR K O R AMEFHRIT IR S TR0,

9.1.5 JeA7/31 AEIE* OB OWIMNEGEIRRIR D JeAT A FEIRGF B GHOLEIE L, LR
0T AT 4 v 7 YR & AW TR ZRICE O CEI R M AR FE R E K OVFR IR A% ZERRIE o 1 [ K]
T B UIAER, BRI ZERIEOBEFE A2 A L T 5 BHE LK ORISR ZERAEOBEEZ A L
TWHBETIE, ZNEh., AT/ A EIES 5B T OBk AR ZERIEDFBL Y 2 7 &
OEAT A A IR G WM OFAR MR ZERIEDRBLY A7 BNEm b Bz bhil, L
728> T, ARFIOF 5-BIERTC, BhRiMn AR ZERRIE & O IR IMAS ZERRAE (2 B 9~ 2 BEAE O % % T
BT DL LB, ZOXI RBEIIAANE LG T H5EIIE. FRCERE L, ML WEBIEEE 15
AT O 72 EDEBERKMISEAT I LENH D,

9.1.6 BEIRIF B THAT SA A EHG P 512 X 0 BRIMARZERIEDRELY 27 NEE D & OHs
NHDHZENHBR LT,

9.1.7 HAT A FEHEGE O HGIZ L0 SIMENBIT 52 ENMBNTEY, T3 AEH L
DOFHATILIR U 7= i E P RE K Y@ I EE 7 U —B 8RB L, IS E > 7= FI s ST
W5, Fio, EATAA AERELFOBEKFHBRICB N T [EiER a3 hr— IR T g
F TR BN S BRA SN0, S DBREITKT D AKI O L EMERE RITHER S TV
2N, LTedo T, BEBMARNC, & I ERE O ML OBEEREIZ DWW Cigs L, FBF OIREIC
IS U T, BEMEEORF R OHM AT LERSH D, Fo, TEMIEEDBE ] 128 L TARA
EEGT H5E10%. BIEASONRHGR SIC L v EticmEE 2 he— L L BT
B BtG U, AR ORGP IR WBIEE 2+ 01207 O I BEEBERGISEZ1T O LER D
%o Ik, AFlOEGHMMIL, SEEOCFEIZLNDL T, T XTOLEITENTERR
RIMEREEITH Z &y

9.1.8 JeAT/3A ARG HOERBIEFLIE™Y 2515 & U ias IR RER (A AROAGRHER O H &5
BV T, P IREE & Lol U CHEfT 3o A RIS 58T D o MO R RORBLER E ) > 7,
B AT FEIERFHFOENNOEERRBICS O T, JEEED S - o2 (T
NYHA-IV) KROEEBHE 50%AM O BE IRBNOERINL TND, 9 oML ED%R
BREO FRZRBOT-OITEICERE - BRILBEEZSSE LB THY | ARloEERIZ, 7T
rZ A 7 U REFN K DRANER OB & T o DA UIEBEE R EOREE
RURBOHDBHEIZOWTUL, BALT2BZNNH D Z LM OEERSIGEIT O LERD D,
o AT A BRI OENIZER I B AGE ST hRESUTN R L 13 R e D,

¥ ATAA A EES  EU ICBWTEREN AN X TR 728, [RF) 1T X~
GEIG M Z) [N X~ 7%k 3] WA 2451,

) AEIOENTHERE SN RHE IR & FER O E
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<IBIEIBRABE R HELT - R ORER - B >
L OFEEMEREA & OPFHICB W T, BHE., RAIZIEIN X~ T (BE R z) [~ v X
~ 7%t 3] L LT 1[0 b5mg/kg (KE) X% 10mg/kg ((KHE) Z A IRNIES 5, 50
FElx 2 WML EET 5,
DTS A & OOFHIZIB W T, B, RACIEFERNANY AT (BB Z) [ X
~ 7% 3] &£ LT 1H 7.5mg/kg (KHE) ZmlEsriRNIER 35, FERIFREIZ 3 HFLL LT
Do
<@ BB % B < GIBRAREZRHEST - FEIE D FE/ N e s >
L OHFEEMIEL A & OPFRICIB W T, B, BAICIEINT X7 (Bia A z) [N v X
~Tth#e 3] £ LT 1IE 156mg/kg (KE) % S RNIER 35, B5MHFRE 3 WL EE T
A
< PAINABE L TR LI >
NI YEFRLEOHFHIZEBWNT, @, RAIIEI_INV X7 BIEHEL) [NV X+
Tt 3] £ LT 1M 10mg/kg (KH) Z mifiFRNIER 2, &EGRMIFREIZ 2 \HEU LS T 5,

(2) BHEEERE
BE STV
(3) HHEEERE
BE STV
(4) SFEREERT HE
9.4 HHEREEZHT S
BENRT 2 FTREMEDY B D VEITIT . AAIE G- R OBk 57 6 1 A T I\ T3 2 M BME R OY
WYV EIZ W TS 5 2 &, [9.5, 15.2.1 ]
(fi#)
IR 2 FTREMEDS & D PRI, AFI OB G-HIM Fll N AH O G- ]I 7% bRk 6 » H ™I
YRR E A WD K O FRET 5 2 b,

e JEAT /A A BSOS BB LA I L AHI OB BRI T IS BRI £ |
ﬁﬂﬁ%&ﬁ%Gwﬂkﬁﬁbto
% AT B BU ISR TRRS NI~ v T 7288, [AAL -8y X

(EE%@@%)D\“/Xv7&ﬁ31@ﬁ%%To

(5) 4w

9.5 ITiF
ﬂ%Xiﬁ%LTméT%ﬁ®%éﬁ¢’i B OB RMENERMEE ERED CHE S D54
DR ZET B L, AR EZHBEGINZEETHREZATDIROHENRESIN TS, /2, K

Flz 7YX GRERAE) (&G Lz s 24, IE - R IREME R QMR AT IED TR Hivlz, (9.4, 15.2.1
ZH]
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(figin)

FAT A ARG e G shi-BE Take AT 2 ROMERRESNATWVD, £, viFxz
FINT AT A A RS GH O LR AR GRE TR G) . IR e Rk O a2
HESNTND, MEOEFICEOWTIEHRLEIMO TEE TH L LRBOLNTEY, BED IgG
R A BT 5 2 EBMBATND, LIehi> T, KFNZBWTHIRIEOMmEFAENEE S
NDAREMED & %,

IR L TWDEEICEBW T, AFORGIZE ) BRRIEREIFICED ZENEZLND 20, 4T
I SUTHENR LT D ATRENED & 2 - IZ R W TUIEIAA 2 IV 5~ & Tldle < | 1 Lo ARG
BRItz BlE % LW S DG EICOHRKREGTH T &,

K AT AEIS  EU LB W TOKRBE NN A 78R, 7236, TRA] 13N XA~ T

(BiaFHHaz) [N X< Tk 3] WHZHET,

(6) =3LiR
9.6 1ZELIF
B EOBRMER ORARBORRMEEZEZE L, BAOMK TP IEE2RHT252 L, AFloe k
HIFHF~OBITHEIZOWTIIARATH 20, B b IgG ITH A HICBIT T Z LML TV D,
(fifam)

AT A FEREF R OARANOIFERRER (W=7 A VBT 5 E#EGFEERR) Tk, FHin
PR NT, BT RIERARBD DLz, BT A EERS R OARAID e ML PICBITT
HPEPIIRATH L0, BHED IgG AN FITBITT HZ DML TND Z Enh | AFIHNFHL
RO\ CER L LIET /REEND D,

AFNI OB W ONCARF OB GHE TH ORI 6 » AR IERA LW EREE L, b,
AT OBREIT, AT A A EREFOBEEARBR OIS RN SRS N TV ), 20X H B
BT DR AVEEHITHER S TWVRY,

% 1 AT A EEREHOEMBRE R R A B R L, R ORI A AR O R 5% 6 » A

LERE LT,
o AT AEIESL  EU ICBW TR ENTANRNY X< T H/IK|, 723, [AF) 1T~ X< T
(Efm Az ) [~y X~ 7%kt 3] WA ZRT,

(7) MNR%F

9.7 MNR%E

9.7.1 /NREEZ G L U B RRBRIL SN L T2,

9.7.2 /NRETHHEIE (FLSNOENL) BdH LD &EOWENRD D,
(fiA)

9.7.1 JeA7/3A AR K OARFNOIEERRER (U =27 A P IT D KEH G- w3 Tl
HRT AN TC, BiE BIEEARS bz, £7o, AR E TORIT A FEHKG* K
OARH ORI W CRE SR & LB 1T 18 il ETh Y | ANHARER, B,
FLIR . SISO/ NS 3 2 22 4 K OVE 0 IR L TR0,

9.7.2 FeAT/SA A EHE A Fe b iz 18 1A O BBV T, FALSN OIAL OB AL Ok A3
b5,

AT A A EIES  EUICBW TR EIN RN X 7#IA 7088, TRA]) 1Z_AN X~
(Efa il Z) [N X~ 7%k 3] WAl 2R+,

il

il
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(8) Bilm#E
9.8 BmiE
BEOREZ T0ICBR LN bEEICE ST 2 2 & MSMRRRBRICI W T, 66 ARl OB H &
Hge U, 65 5%l BB TARANB G L DMzErp VR R 1F, O i B IEAE DBk A FE e
FEDFEERD LFHPFRO LT,
(fifsit)
FEAT A A I OWFSMBRFBRIZ I\ T, 65 MR OEE LI L, 65 Ml Lo BE THAT
A FEIREF B G K DA, i ERE MR, OIS OB R IMAR ZEARIE D FEBLR D -
FORO BN, o, RIS, @A, BHEHORRY 27 LR ERRTEALTND I L
MENEZEZBNDTZD, AAIORGHAATC, BHERSCBE OREEZ TR L, &5 Ok
ERRET D & &I, BGHIEIRHCER LD WBISR & Ho3I2AT O 78 SEERIE 1T 5 LB D
%)o
X FATANA AEIES - BUICB W TRRB S NNV X T-A, ek, TRA) ZARv X<
GEfm AR ) [Ny X~ T ki 8] A% 4,

7. tHE{ER

(1) tREZEEEZTDEAH
BEEN TR
(2) $ftAFE L EDEHR

10.2 BtRERE (BHRICEE IS L)
A4 F ERATEIR - $E i 1k By - fabRlA 1
PLR[E 7 Hi2dh bbbk ZnNnd 5, (i) X7 ZEmsE5kEn
~RY v D5,
A INE

(fiah)

FAT A AEIES R ORANC L2 il OFFERBED LN TNDL720 THEEEAZ &5 ST
WHBE ] 2T, ARIEGOME A EEIHBT 5 0LERNS D, o, KFIOEGHFEH,
INGORFITH L TE, FICHERE L, MWBIEE 531217 2 2 ERICEE R XD E1T O Z &,
RE. JeAT A AEIR G OENEE R RIS TL TEERAT 10 B LANICIARE %3 2 P kel
DEHEIT-TNHEE ] KOV ¥~ FHEOBMER R RIEMER B OIS, i/ RE 2 il
T5IHA (1 H 326mg BLEOT A Y UBKIH 5 VNTIEAT v A RHPRIER) OBGRNED S
WSRO BE T, BB RN LRI SN TR Y . T D O BREICHT 5 ARH O LRI,
T3 ITHERR STV,

¥ AT AEESL  EU ICBW TR EN AN X< T H/IF, 723, [AHF) 1T~ X<T

(BT z) [N X~ 7% 3] WA ZET,
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8. El{eMA

11.El4EH
WORWERANS oD Z ENdDHDT, BIEEZ+HDIITV., BENRD N GEI3Ek S5 2 H
T 57 EEUIEEITO Z &,

(fiL)
AR E TORKRBRIZIB W TR S ZREIERIZ W T, VL 8. E H BIEIEFH F BB K O
R —%) (TR LTz,

(1) EXGEHER & OHER

1.1 EXGEMER

111 2399, 7F747%9— (1.9%)
vav s, TF74FF— - infusion reaction (GEFRE. FRERINEE, DEVEME. WEERIES) 2
oD ENh 5, WMBUERNRD bNTHEIT, AFloxG 2L, Eiaw (7 RLv)
U, BIBREATaA AL ik A¥ I A5 SOl lEms+ 52 &,

11.1.2 JHIEEHEHA (0.9%)
I ELFRHREIN TS, HILEZRILE BRI SN SHAT, EERHEEZILNHERT I E
ENRHDHLDOT, AFlEHRG LN L, [1.2, 9.1.1 /]

11.1.3 #EH (0.3%)
HALEE (W8 BURE, B, KUE RIEESE) SUTEE LS OBl (R SMIsEE, IR A2 50
B, HEES) XELbNLZENHY, HEICELFNRREINTND, T, [LEREEX
IZEEDOHELAN S LONIZBETIE, RKAZHEEG LW &, FESEEZ xS & Ui EARR
BRCix, WHEEEE (EREES) (8.3%). HILEME (EE) (0.56%). WLELS O (B
FEHESE) (1.8%) RO LNTRY, EBEM DL 1L, BHEEH~OBHRIEREDO H 5 BE T
boleZ ENMEIN TV,

11.1.4 Bl{FaHEER
AIMGRIEI B % KT RN B 2 b, AIEGIEHELEIC K 5AI LB (0.5%) K OMir#4 H i
(0.4%) FEOGIHER B HDLND Z ER3H D, AIEIRIEIEIC X 2 E50HENH b -HaIE. Al
ENIRET 5 F CARAOR G AL L, #WURAEEZTTS Z &, [1.8.1-1.8.3, 8.1, 9.1.2 &

11.1.5 i (19.3%)
JESE B H i 22 & e, VEARAE I (i, Fim) (2.0%) . it (g - wg i) (1.2%) . At
(01%) Ernbobbhbd ZEend b, £z, &l (15.1%). P (1.4%). B (0.1%
i) FHOREHMA S 5oL D Z ENdDH, BEDOHMIZBW T TIZE L F0HE I TWH
L=, i (Fii) UIEEOHMA S b fiaiE, AFloRS 2 p ik L, @Yz
1T2o2&, £, ZOXH A S LN EBE T, BEEOHMLAHRET LIEBZNRH DD T,
AFNZHHRG Lz &, [1.4, 1.5, 2.2, 8.4, 9.1.3 2]

11.1.6 MIPERE
e (BEEARET) . PR MFEAE (0.1%) . LAAEZE (0.1%A) . HoliE (0.1%) . M i
(BHEEAHT) | MdFEZE (0.2%) “F DO ERIMARZERRIE, K OVRESFFIRIARAE (0.2%) . fliZE24E (0.1%)
LEOHARMARERIEN D S DNDE 2 ERH Y, HTICELFINRE STV D, BIRIIEFEARIE A
HOONTBE T, BRI CICELARELH 20T, AFEZFHEE LenZ &, [1.6,9.1.5
Z ]
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1.1.7 BOEMRKE L), BEEY Y—8 GEER)

oy b=V REOEIME, SIMEMME, @iEtEs UV —8nd s bhi=a12id, Ailofks
ik L, @Y7RE AT 2L, o, @mMEERE, S ey V—ERnEET L BERNH
LZDOT, ZOX I RBEIIIAFEZFRS L2 &, @ lEORBERIIARK O HEICHBE L T L
A4 HEEP RSN TS, [1.7, 82 ]

11.1.8 ¥t ER A B BEERE (0.1%A0)

RIS VB MESE G RE  CEEIR « REEIEIE. B, MSPRIREA L. HREE. KEE%) Bbbb
NHZENHY | mIEZMED Fl &b ngIREE ShTnb, BlIEE HoIcdtvy, R A
BRSSO N5 A1, Ao ZHIEL, MEDa > ha—b, FUSHEEKO 550
WY e EETTH 2 &, [1.8 ]

11.1.9 X7 A—EERE (0.1%A7H)

B OEAREORENRO DN, EEE Rk L, MURLEEITY L, BARDOR
BIERIIAF O A BEICHBE L C AT 23" Esh T 5, [8.3 2]

11.1.10 BREINHI

L OPUEMEIEE A & OOFHIZ B WO TYLIMEREDE  (0.1%A) . 4FHERID (24.5%) . A Bk
(24.3%) . Al (8.7%). M/ (10.4%) R LbhbdZERb 5, 7B, KRR Tho
PUEMIEE AN AR 2 0P L7ZBEC B WL DR L TR WEEE Bl LT, @B O i HERIBE |
FEEWEF P BRI E DO RBIBHE RS E D Z EnHE I TW5, [8.5 &R]

11.1.11 BREHE (10.0%)

G BRI O IS BPR (0.6%) . BUME (0.2%) . BESEMEMIRIE (BEEERHB) S5
JUEN B b, FETICELFNME SN TWD, 22k, FREMEMHERICOWTIE, AIETIREELE,
THIEE 2L, EALICHR LB ST s,

11.1.12 5> MEDFE (0.1%AK7H)

HIEZ X R L LIRS T, 7L — 8 3 L EDOLEEKER 2N 2.2%DHE TRO LT
BO., FEBBEBFOELIT. T bTH A2 U UREANOEGRE, FEMBE~D S SRRSO H
LBEETHoT=Z eI TS, [9.1.8 B3]

11.1.13 T EM# (0.4%)

11.1.14 mietERUNLERE (AR

AR d/ N PESR B | P IR T SE B 5 D AR PERU NIV SE N o B oD Z & b 5,
AR M ER A 0 5 B i, MR, B EENRO b IE, &AL L, @Y7
WiEEITH Z &, [8.6 ]

11.1.15 BHARAZRE (0.1%A)

KENIRAEREZ & CENRMERER S B b Z & 03d 5,

(figsn)

BERZ2EWERIZ, AT A AEFRLFOUA SCEICHECTRE L, LUFIC, AVRT T F o ex

7V 22w VOO T CORY EREZ bk < EATIE NI R A kG & Ui, s 2 ik L[]

CHE MR R AT REM 2 AR ER R RAER (LAT . 28 IAHERIARRRER) (2361 2 BIVE OSBRI &2

RC# L7,

11.1.1 FIMEERRBRICB N T, AR GEE 311 o5 HREGRZM DR [va vy s T
7 4 7% —, WBUERL, infusion reaction] ZFZM T HHEG L LT, EYREUE, @HEUE
% 2 B (0.6%) 2FRD BT, TEANITHED RISTFEO B hrole, T 95 HIEYIBHEUE 1
B (0.3%) . WHUE 2 6] (0.6%) (IAHKE ORPFEBBEE TERNo7,
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11.1.2 HIAEERRBRICI VT, AAFGEE 311 Flo > LREERZ bR T &AL 12
FUTLHEGLE LT EZRL 16 (0.3%) 23380 b id, AEl L OREBRIIEE I,
RE. AT AEIREICB N T, MEE RIS X VR TICE DN HE Sz,

11.1.3 AR RBRIC BT, AAFGEE 311 Flo 5 BIREBEMRZ b2y DL 1IC5%% 7
HEGITFBDO LN T,

11.1.4 FIARERRBRICB T, AAEGEE 311 Flo 5 BIREBERZ b7y TAHETERRIE |
IS T 5 FRITRO IR,

11.1.5 HIARERRBRICB W, AFIFRGEE 311 Flo 5 LIREBMREZ b2y THIfm ) 1[25%%9
HELLE LT, &M 13 ] (4.2%). Wil 9 B (2.9%). MR 56F] (1.6%). Alithi, FHZEN
A 2 61 (0.6%) . BEAIHIIMm, 2886, EHTHIE M 161 (0.3%) B3RO bz, 209
HaEHIMm 13 41 (4.2%). Wi 8 1 (2.6%). Mittii, BAZHFMNHIMA 2 #1 (0.6%). MR, BEA
i, S8R 161 (0.8%) 1IAAI & DR RBEUEGNEE TE Aehole, RFIULIEAT A A EIR
ISR T, EEOHIMIC X VBT E D FINEHE Sz,

11.1.6 FHIAREARRBRIC IV T, AFIE 58 311 610 5 HRERRZ by TEhR AR ZERIE )
IZREM T HHFSRE LT, BMmMEmMzET 2 #l (0.6%). SvEOAEZE, Mg, mEMEMES 1
Bl (0.3%) BFBOH Bz, ZD D BT 2 61 (0.6%) . SMEOAHFEZE, MM M4 1 4
(0.3%) 1IAHKE DRBEBEBRTETERoT, 62, AFHEERE 311 Hlo H HIK
REMbvy THIRMARZERIE] TS T 5FRE LT, IMZERIE 8 i (2.6%). ZEMJE 3
(1.0%) , T ER R MARSE | $FURIEARIE B AR MARAE | M A2SE | BEMEMARTERRIRAE % 1 61 (0.3%)
Dbz, ZD D BIRERIE 5 B (1.6%). ZERIE 2 1 (0.6%). FEIRPAZELE, #R M
i, IARIE, FRAEMEMARIE SRS 161 (0.8%) 134K & ORRBEBENEE TE 2oz, KR
BIUTIAT A A EHGHHCBN T, MARERIEIZ L VI E D H 08l S,

11.1.7 SBIARERRERICIB VT, AAFGRE 311 Flo 5 BRBEERE b2 TEE, &iE
P U —¥ ) 1SS T HHELLE LT, &IE 24 61 (7.7%) . IEFF 46 (1.3%). @EifiE>
U —¥, AREMEMLEES 16] (0.3%) Aoz, 205 bEifE 19 # (6.1%) ., IiE
EH 46 (1.3%), SMEZ YV —¥, KREMEEMTEES 1 6] (0.8%) (TAHE OREBEBENE
ETCEXRoT-,

11.1.8 HIFHEGRREBRIC IV T, AFIBEGEE 311 Flo 5 LREEME & b ey TafPE% =N
JESEMERE) IS T 2 FRIIRD SN2, T34 FTEIKEH BT, Al E
BEGEREERE CER - SRR, R, RRiEZ b, HREE, KEE%) 2. milEx
2 B R OMED 72 W T S 47z,

11.1.9 HIARERRBR I VT, AFIREGEE 311 flo 5 BIKEEFZZ b2y EAKR, 278
—RIEMERE ) ICHEM T A ELR L LT, EAKR 18 il (5.8%). 7 v —BEMRE, REA, K
HE AR 16 (0.3%) BNRO SN, 205 HEAR 12 4] (3.9%) ., 7 1 —PREGRE.
JREA., IRTPEABES 16 (0.8%) 1TAK & ORERBEBRNGETE R,

1.1.10 ENFHERRBRICB VT, ARG 311 Flo 5 HRIEBMRZ b VeSS 123%
B HHEG L LT, Al 101 4] (32.56%) . M/ IMRIBAE 41 #1] (13.2%) . 4 ERJEAE 34 f
(10.9%) . HIMERRE 24 B (7.7%) PRD BN, T2 HEM 16 il (5.1%) ., IMfi/IMKE
WIE 9 Bl (2.9%) . #FFERIB/E 5 611 (1.6%) . FIMERJRAE 4 6] (1.8%) (XA & DR F
BRSNS E T o7z,

11.1.11 FNARRERRBRIC BV T, AR GRE 311 #l 5 HINEER 2 b7 TRYYE] (25454
TLHEGL LT, UANVAMERIERKY 16 6 (5.1%) 2358O Ly, ARA & OREBIRILA
E STz,
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11.1.12 S5 MR ARRBR I8\ T AFIRERE 311 Bl 5 BIREBR 2RO [H S i fEi R4
IZRZYM T HHESRE LT, BRIHEED 341 (1.0%), ASMIERE, DAL, LR, 9o
M DAIES 1 6] (0.3%) 23580 B, Z0 5 BERHERE 2 6 (0.6%) (TAK] & oK
BRREETE Iepole, ARG L LI AT A EESFOMMNERRBIC BN T, 7L
— K 3 UL EDOEEEREN 2.2%DHE TRO b, £RBBHOLIX, 7 T A
7Y URHERORENE, FEEE~OBUBIERIEED & 5 BFE CTh o= 2 L BRE STz,

11.1.13 FIAHEEARRERIZIS VDT, AFIE G 311 il 9 HIRERERZ b2 TRIEM M2 |
MU TLHEGIIFBDO NIRRT,

11.1.14 BIAERRERIC IO T, AFIEGRE 311 610 9 BEREEG Z b2y T ke v i

-
(-

%

FE] IZREY T D FRIT
PERUINILEE DS RS S vz

11.1.15 FIAREERRBRIZ WO T, AFIFESHE 311 o 5 BIRRER 2R 7 TEIRIEEE) |
R HALIRN, AT NA A EI GO ENREEIR R ISRV T, BEMEN

BIDHERIT

o

TER TERAREE) DS Shiz,
X AT A AR EU ICB W TERBE NN X T/-IA, 723, [RH) 1IN X~
(B THBZ) (RN X~ T 8% 3] BAIZIET,

(2) Z0iDEI{ERA

B HIVIRNA, F AT A AR OENEGEREZIC IV T, AR

-
—
AN

%
g
e

1.2 TOH/OFIER
5%LL E 1~5% AT 1% AT SR
Frpmpit R (PRt ENE CRIEMEE SRR B3R, (MR, (Rt £, R, i
Mo a—u Ny — IRIRGE, FEHME| AR, Jorh, &8, BIR, M5
KHEHEES = = —[DFEWN [
7N — R
%) (15.8%)
M1k BHEOE (14.7%)  |M89 . A K. [8EY, HIEARR, B WbE | HmEE
B (14.1%) . A|AER, 5 ARRNES. S, B IR, .
W2 (11.7%) . T, & ek, WPERE R, IBPAZE. B
Ment, fE R Mde. EHoe. ML PR . oo
%
WAIR % JROE B B MR BUN #8)in, ifnrp 7 L7 F = 80
(10.5%)
JH ik FFeEBE 2% (AST|M eV L v
& ALT E5S- oy (80
-GTP #4/0, LDH #
)
Mg - el U 2N ER BO(INR BN, 7 ¢ 7Y U HEN,
Y747 D|AMEREHIN, APTT &R, 4f
FA~—H |EREGEI, e b e s e R IE
R
O MER |EiE (18.2%) i, RPEAER AR
B PESE (10.7%) . |[BFELE. INOKLEE, B, B, BRI BEA G, #
5 B FRAEMEL. B, TRFAZE, TN | | Witk g 2%
R, RFEE opEE (e
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5%LL_E 1~5% A 1% AT AN
il - B RE iR . AR (U, ARSI, e s U8
R, BAETRE) . A KTE, IR
I
% 5 L o< 0, Fuk, PR REE, S5, U8 3K, (ifisE e

Gl NS & e
N i

iR TR, IR

B, HHR MR

fR35 M= rvxFaljmdr-rY v

— VD, &

PENUR/N:
e, K U

—/VHN, A L RERHEIN, & U T A
TOT I WA PE, REAED . SENE, fh
TN T WA R R DB
P, mA VYU AME, L2 e

L, FUREREEREIR FAE,

LA )

Meg, s~ 7% v

K~ 7320 L
U A ISE

Z DAt B U7 - B B | bRGERG (REtk. )
(15.5%) . JEFA  |WHEAZKSE) . AREN. FojE. Ko

B AP ESKR B

R, | URe, RIE
fL. CRP LJ-. |BEH&fED F

(IR <) Wz, KA
T PRI

15 5 8007 SIS | BURR, FIRAE

JE, 1FTY | REMEIEREE A
EARPRER, RIS, | PREEAL. DRER
T — 7 VEIEAS OHE e R4 (H
), OPE~ LA | AR B
. BEK, BRI, R

Ak, BRI, &

1) FEBUHEEIIIAT A A EH IS B D IR YIER A RE R AT

- FHEEORKN - BRI T D EN

ERPRRER [JO18157 #ABR, JO18158 FABR K N J019380 #kBR]., RIBED - bR %2 bk <

1T + B OIE/INHIRRITE (%3 2 ENERRRER [J019907
T B EWNEERFER [(JO19901 RABR ], #F15 DBIEREIZ %15

HEBR] . FITARRE I FE R IR 6
[ B L[] il PR 3UBR [ BO21990 3Bk ]

(EINJER]) . B3 EME BRI 59 2 [ENER R RER [JO22506 A5k ], JRELRE %3 5 [E B
HFRIFEARHER [GOG-0218 R ] (EWAER]) . 1T UIFHIE O 5 SHEIT 5T 5 [E N KRR
[JO29569 #klik ], YIBRASRE 22 AR ARHE (2%t 3 2 EES I RIS ARER [YO040245 iREk] (EINIEE

i) R O A 52 # o e E o R A 2 2 2o,
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HRAEMERRREERVHRREE—%
M B/ IV O R F Rz 2 Br < /N i B E 2 b 4 & U 7= ¥/ 3 AR ek (MB02-C-02-17
W) OARFNFEERE TR LA X7 L RREEBRNGETER2WENERIZLLTO@Y Th -7z,

LR R SRE 13K 311 # BIVEH OFEEE FHUIE (%)
B FH 8 BUE (511 5k 125 #l HREREE 27 (8.7)
BIVERIFEHR (%) 40.2 % SBIRTE 10
BIVEF O FESE FHE (%) R = 22— R F— 8

BREE 29 (9.3) KRR = = — 1 X F— 3
GO 11 SHYA 2
I 8 SF 2 N H I 2

Mg i 7 JE L 25 2
15K 6 Jibd R . 1
N2 2 —i& - 28EERLUV 24 (7.7)
P HH I 1 BESHAOIRE

HIERE 1 W7 14
1S PN IS ik 1 i 8
ke 1 FEEL 3
BIRG 1 BHEFIREBIKT 2
ElsIEES 1 VLI 1
D RLE 1 FE Uit M e 1
mEs LU /A RER 26 (8.4) ERERRE 19 (6.1)
E=il! 16 1 R B 4

1 NGB E 9 i £ _E - 4

I BRI 5 TI7=T ) RTUR 2

H BRI E 4 7 =7 — N

BN BRI E 1 T ARG EURT R ) 2
FEiRR, ME s &K UHtEER 32 (10.3) KNS AT x5 —BHN

S I, 13 IR HH S k) 2

W& If. 8 LR 1

i ZEARAE 5 TEMEAEE Sy e R 1
S 2 7T AT R R

fifi HH 2 y-INE I NT A 1

I [ 2 7 =7 —PHIN

1 PR SRR 1 ~NEZa U 1

Jiti P 1 747V D XA ~—H 1

i 2= Ak 1 | B AR VE L D 1
mEREE 27 (8.7) JREEH 1
I E 19 PR B A B 1
FERRIE 2 B URKBES 13 (4.2)
FRARFERRIE 1 EHE)S 12
AR B Ifn 1 YR REE 2
s ) —F 1 R

FAEMEIM AR SRS 1 X7 v —PIEERE 1
1S 1

IR I AR 1
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)

BIVEF O FEEE B (%) BIVEH OFEEE FEE (%)
REBLURBRESE 9 (2.9) BEEH LUVETHEBES 9 (2.9)
BARIEOE 2 w5 2
K~ 7 3 v U AUJE 1 iR 2
K7 b U v AIE 1 B2 v iz d 2
K7 V7 2 o imdE 1 T LV X — R SR 1
KA v 7 A IfLSE 1 SREE 1
&4 ) o AjE 1 B % R s 1
1KY BRI SE 1 FEERBIURSHBES 7 (2.3)
NEI5 AR B e 1 B i 5
e U B I E 1 1 P9 2
/N 1 DEES 7 (2.3)
B S K UHFERE 10 (3.2) DAIE 2
R B G 2 RO ZE 1
R 2 AN 1
HRIE S 1 Do it 1k 1
HY 1 TRPEAANR 1
Ho 1 SR 1
ERS 1 IRREE 1 (0.3)
ELZES 1 T 1
NGRS 1 ANEE 2 (0.6)
MR B iE 1 NS 1
Bl e g 1 PETLIRRE 1
EpIRES 1 RIRE 1
A R R g 1 BE. PESLULESHHE 1 (0.3)
1
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. BERREERICREFETHE
BEEIN TR

. BERS

RE I TV
. BRALEOIE
14 BALDEE

141 ERFRBFOIE

1411 AF OB GRHIZITIMEEZFERE CHREIY . B RARSERICEI L T 100mL &35,
(g = B & E D
BERY & (mL) =#HE (kg) X1[REHGE (mg/kg) /25 (mg/mL)

1 [Ef & VB EEY & (mL) FHHEX

5mg/kg HEWMY & (mL) =FHE (kg) xX0.2 (mL/kg)
7.5mg/kg HEWMY & (mL) =HE (kg) xX0.3 (mL/kg)
10mg/kg PEHRY & (mL) =& (kg) xX0.4 (mL/kg)
15mg/kg HBEHRY & (mL) =& (kg) xX0.6 (mL/kg)

14.1.2 AJRAREEERUIMNIHEH LanZ &,

14.1.3 AR L, JRZITEHSCIERTH 2 &, o, BRIRITFEET L 2 L,

14.2 RFBREROIE

K& 7 RUBRIEZIRE LT25E . "NV AT OHMEOEHENECL2BFRANH 5720, 7 F

MR & DIRE &, AFE 7 ROBRIEOR CSH T A > 2 ORISR S Thb R n 2z

ko

(fiA)

14.1 FEHIFHEEF DT E

14.1.1 IR L 7= HiER OCHEICSG U T, AR OVEE 2 EFTE CHhE B0 . BRABESERICEN
LT#100mL &9 5% = &,

14.1.2 KAl & OIRE RO ENR 720 2 L PHER I TV D iREIR T EBRERO A TH 5,
AFIOFEIIE, BREEREROAEZHEHTS Z &,

14.1.3 AFNIHUARAITH 0 2EME M OEEMEOHERF OBLE NS BB OFRIRITEE T Z &,
PR O Tl SR AT A e I TR0 2 b, 2k, ARANX, PUEMEBIEAIZ &/ L Thiaun,

14.2 A HRFOER
KENE 7 ROBRREEZIRA LIZBE, "RV RX<T (B ikz) [NV X< 7%k 3]
DOIMEOFIINE L HBZNNH 5720, 7 R UBERK & ORE ZRET, KEIE 7 R 7RI
DOIF Rl 7 A > % O R 513 Th v 2 &,
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12. ZOMDEE
(1) BRERERICEIES

15.1 BREREAICE D {1F]R

15.1.1 MBS AR BBRIZ W TARK &AL 15 2 0F U 72 PRS2 BB 1T AL 2k o 7 % i L 7=
B L LT, INEMERE R e (B-HCG MR it 3 1 HLL Bk d 2 A #%5> FSH=
30MIU/mL) OFHENE N EOWRENDH V| IEAVEK T O FRRENRE Sz, 7eds, AFIFIE
BIZIF LA EDBE TIIHEMREDRIE R S TWD A, ARENDOUEZE~D R 7o 58 XA
TH D,

15.1.2 AFEGHZICHEESEN BB LT EOMERH Y LT EARAF R — hRMAIZE G T H
DV GRBN D HBEThHoTo, Tz, AFlE ST EF/ERFR L © AR ARE— hREA
ZOF IR ISR B EEFE O FE BN NN T D FTREBME DS R S T2 &L DEDR H D,

15.1.3 ESAMNEBICKHT D0 AN (HTE - FHES) BEHICHE W T, MEERIEE. RN, R
i, MR M DOIRFEE NS bbb Z L NHE S TnWb, KFIZHE - ENE G T 5I2H7--> T,
AN O 72 BEEEAE T CONFIC L0, BEARIREGYEN & b biv, KIIZE - 72 F 03 s
THESHTWD, £, BSMIBW T, LEE, METERHLDND Z ENRESNTND
34)-36)

(fif7n)

15.1.1 #E4F CERERAT Aotk & /502 U CEMi S N 1731 A EE S OFERRBRICB WV TRITA
A FEFESH EAFIRIEA DR L7 BECId, (RBRIE O 2 2 FE 0 L 72 BF & bhile L OB RE R
ORI NE NI EORERD B,

15.1.2 MESMC B W THRAT A AEHE B HIZ LD B AR AR R — FREFE 512 X 2 5HE 5T
DORBIERINARIBE SN L ORERH D,

15.1.3 JEAT/3A AR H OISR BAT KT 2 0 RN G2 DWW TiE, WS TIERN, KE .,
T FEIZBN T, 2008 FITIATSA A RIS 2 RN G LTI, BEMEIRN R ZE 2
B LT- & OWEEZT, EERIEFE O LEERE SCENEAT Sz, £0%, 2011 4 8
HIVZKREIZB W TEBEEREF IO LEFEBERE SCE VN ST NATF O FARNTERIC
DY) A7 IZONWT) DA S, ZEOEBRRBYYENS B L, RINZE 261 H
HZElIZonWTEEI N, 72, 2011 4 12 AIZI AT ZICB W CEERIEFF TR LKE L
[ERR D NS O M SCE BT S e, s ST EGEIRNRIZ DWW TR, EHI A /Ny T
L72BR D FH EOREIC X 2 BTG YD FTREME DS WS ST 2 87,

TSN ORBUTINZ T, ENIZEB O TS AT/ 3 A RIS O S IR BTk 2 hil iR
WNEHIZ X0 | MEERIEE, IRAZE, M S OIREEN#E S TR Y . RN 5RO
AR P O AR YE |2 K 2 KRB B3 2 M & 2 O O EE IS FE#R L 7=,

T, AT A A EEEOWEIME R R TSR B T H D I BRI LT TN A
FEEBFE R LG AI1s, DIFEE, MR EN D Hbhid 2 & BHE STV D 39386,
O H—HBOFER Tl MBI BT 2 KBIERETH L 7= A~ T 2R 5 LIELGG L
bl UCL D IECIN A OFBLY R 7 ICEEZRBO RS- b DD | HEREHEHEFR
OFBLY A7 PEL 2D E b ShTEY 9, 2HMOFEFGTH 5 OMHFEECRHMAH
FITOWT bR 2 2 OO EIZFLHE L=,

M B T AEIEE,  EU ICB W TER SN R T8 23, TAH]] 1Ty v
(T ) [Ny X~ T i 3] WA Z T,
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(2) FEERERHARICE IS HR

15.2 JEERERELERICE D {1E#H

15.21 UY X O - faRER (10~100mg/kg ZavB MR G) (2B VT, KIREEORD, %
RO, ST - B ERE 24T D oRmpsRo o, (9.4, 9.5 2]

15.2.2 il ) =7 A YU TEIAA O AE G (2~50mg/kg, # 1 BT 2 [lEG) (XD, &
FICERAR CH IR BIE RN BT,

(fian)

15.2.1 173, AEEBFOFEHRRBROFER D 5 6 FrICERRM I W CHEE A2 B9 2 BT
FUZOWTIR LTz, BITAA A EEL*O T FIC L0 - JHIRBERBRICB VT, I8 - JIBIR
BV R O FEE D s S uTe, BlE S8, REEV IR E O BEImH] K& OE Ve O R E s
Do RIUREL O, K OMRIRICE T DM - B REERBEOHMN ETh o7z,

15.2.2 AR OIEERRBROFERD 5 6 FRCERFERICB W THEREEZ BT 2\ IO W TR L
Too REND T =27 A4 P L D 4 BEOKERGHEERRICE W CHERIRE OIEE 72 83780
STz, HAT A FEESE O =7 A Pz ko E 26 HBOMERGHBRICBNTH,
NNy X N LD E e RIER SRS Sz, Bumiks Bk o 72 2 8, RENEk
BONEE, #E T EROE L CRER~OMERAME TH o7, BmicE ML, R
WS EZ TR HENORD BN, 7272 L, Bimiks BIERIE. BRERSEE L Ty
W DBREET BRI OWVWTHEETHIVNERND D,

(IX. 2. (2) KEHKEGHMERR OHSM)

X AT AEIESL  EUICBW TR ENTANRNY X< T H/IF, 725, [AHF) 1T~ <7

(B Z) [Ny X~ T 3] WK &6,
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X. JERREREARICEAY H2HE

1. FEEHER
(1) ENDFEIBHER
(TVI. HZNSEEIZBET 2B OEBM)
(2) REeHFEESER
MR L
(3) ZFOfhDIEERFAER
BRI L

2. BMHER
(1) EEEE5SHHER
<NV X~ 7 BS g HE 100mg/400mg THE T >
A Fe 5 BB I = U e o 7o, AFIO BB GBI, =7 A ¥ ra i g 550
RO YA GRS W TR L. AH ORI 55 2B 5 032 3T RITER D b d o 7z 39,
(2) REBEGSHERR
<RV X7 BS Al E#E 100mg/400mg [HET. >
T =7 A PSRRI SUTIAT A AEH S % 50mg/kg OHETHE 2 [\, FF 8 BIKERS L2k
. BHEFIICERO D D2EITED Dol 39,
X AT FEERS  EUICBW THGR I L2~y X< 7 A
(3) BEEHEHER
M EE R L
(4) PARMERER
MUERR L
(5) £ERESHFER
ZUERR L
(6) BFrkIEESFER
<NV X~ 7 BS pEHE 100mg/400mg THE T >
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12) ¥EAMEIAH L EGRBR (AVF2107g #BR) (2007 4= 4 A 18 HIKGR., 7R TF U iEHEMH
100mg/4mL + 400mg/16mL H #E&EHMEE 2.7.6.4)
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1. ELESETORFTRE
AT 2EEUIR, HEMOCHBIZUTO LB THY | SETORBIRDL L 138D,

R ESIES MIER &
RO N 2R T - IR O - B L OPUEMEREGA & OPFRICIWT, W@E, A

[IENNR Y X~ T (B lfaz) [NV X~
#%#e3] L LC1lll5mg/kg (fAHE) XI%X10mg/kg
(IRE) % SRERIRNTES 95, B 50238
k&5,
thOPTEMREREA & OFFHICB T, @F, KA
IRV X7 GEGFHfZ) [(R"ARV A~
%3] & LC1E7.56mg/kg ((KHE) % siifskmN
T 5, HGHBIESEREL EE 35,

i VB % bR < BIBRARRE 2R AT - IR ORI | O FUEMEIES A & OSFHICB VT, EE, KA
Jiea e (ZEANNV AT (BB Z) [~ X7
i3] & L C1H15mg/kg (KHE) Zz siiiFkikA
HEHT 5, HBGHRIESEEUELE 5,

FITAHE LTI AL N7 U EZFENALEOHICEBWT, #F, A
ANV X~ T (BT Z) [NV X~ T
%3] & LC1lEl10mg/kg (KTE) % AiEsrlkiE
W45, BEMBIZ2ERLLEET S,

<DailyMed (USA), 2023 4 9 H 5 >

4 7 AV 1 ERIE

24 Genentech Inc

W7es AVASTIN® (bevacizumab) injection, for intravenous use
I - #iks | 100mg/4mL, 400mg/16mL

INDICATIONS AND USAGE
Avastin i1s a vascular endothelial growth factor inhibitor indicated for the treatment of :
+ Metastatic colorectal cancer, in combination with intravenous fluorouracil-based chemotherapy
for first- or second-line treatment. (1.1)
Metastatic colorectal cancer, in combination with fluoropyrimidine-irinotecan- or
fluoropyrimidine-oxaliplatin-based chemotherapy for second-line treatment in patients who have
progressed on a first-line Avastin-containing regimen.(1.1)

Limitations of Use : Avastin is not indicated for adjuvant treatment of colon cancer. (1.1)
+ Unresectable, locally advanced, recurrent or metastatic non-squamous non-small cell lung cancer,

in combination with carboplatin and paclitaxel for first-line treatment. (1.2)

+ Recurrent glioblastoma in adults. (1.3)
+ Metastatic renal cell carcinoma in combination with interferon alfa. (1.4)
« Persistent, recurrent, or metastatic cervical cancer, in combination with paclitaxel and cisplatin,

or paclitaxel and topotecan. (1.5)

- Epithelial ovarian, fallopian tube, or primary peritoneal cancer:

*in combination with carboplatin and paclitaxel, followed by Avastin as a single agent, for stage
III or IV disease following initialsurgical resection (1.6)

*In combination with paclitaxel, pegylated liposomal doxorubicin, or topotecan for
platinum-resistant recurrent disease who received no more than 2 prior chemotherapy regimens
(1.6)

*in combination with carboplatin and paclitaxel or carboplatin and gemcitabine, followed by

Avastin as a single agent,for platinum-sensitive recurrent disease (1.6)
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« Hepatocellular Carcinoma (HCC)
*In combination with atezolizumab for the treatment of patients with unresectable or metastatic
HCC who have not received prior systemic therapy (1.7)

DOSAGE AND ADMINISTRATION
Withhold for at least 28 days prior to elective surgery. Do not administer Avastin for 28 days
following major surgery and until adequate wound healing. (2.1)

Metastatic colorectal cancer (2.2)
- 5 mg/kg every 2 weeks with bolus-TFL
+ 10 mg/kg every 2 weeks with FOLFOX4
-5 mg/ kg every 2 weeks or 7.5 mg/kg every 3 weeks with fluoropyrimidine-irinotecan- or
fluoropyrimidine-oxaliplatinbased chemotherapy after progression on a first-line Avastin
containing regimen

First-line non—squamous non—small cell lung cancer (2.3)
- 15 mg/kg every 3 weeks with carboplatin and paclitaxel

Recurrent glioblastoma (2.4)
+ 10 mg/kg every 2 weeks

Metastatic renal cell carcinoma (2.5)
+ 10 mg/kg every 2 weeks with interferon alfa

Persistent, recurrent, or metastatic cervical cancer (2.6)
- 15 mg/kg every 3 weeks with paclitaxel and cisplatin, or paclitaxel and topotecan

Stage III or IV epithelial ovarian, fallopian tube or primary peritoneal cancer following

initialsurgical resection (2.7)

- 15 mg/kg every 3 weeks with carboplatin and paclitaxel for up to 6 cycles, followed by 15 mg/kg
every 3 weeks as a single agent, for a total of up to 22 cycles

Platinum-resistant recurrent epithelial ovarian, fallopian tube or primary peritoneal cancer (2.7)
+ 10 mg/kg every 2 weeks with paclitaxel, pegylated liposomal doxorubicin, or topotecan given every
week
+ 15 mg/kg every 3 weeks with topotecan given every 3 weeks

Platinum-sensitive recurrent epithelial ovarian, fallopian tube, or primary peritoneal cancer (2.7)
- 15 mg/kg every 3 weeks with carboplatin and paclitaxel for 6-8 cycles, followed by 15 mg/kg every
3 weeks as a single agent
- 15 mg/kg every 3 weeks with carboplatin and gemcitabine for 6-10 cycles, followed by 15 mg/kg
every 3 weeks as a single agent

Hepatocellular Carcinoma (2.8)
- 15 mg/kg after administration of 1,200 mg of atezolizumab every 3 weeks

Administer as an intravenous infusion after dilution. See full Prescribing Information for
preparation and administration instructions and dosage modifications for adverse reactions (2.9,
2.10)

63




2. BB BRI FIER
ERICEY SiBIMER (AR LS UT7HE)

KINCB T 2 EOEBEOHDORLH E A—A T VT L TR D,

( TVl 6. FFEDHFEZATLEEIETHER] OEEM)

Drug Name Category
A —ANZ7 VT DA bevacizumab D
(2023 4F 9 A #5R)
2% O

F—A ~Z U7 D458 (An Australian categorization of risk of drug use in pregnancy)

Category D :

Drugs which have caused, are suspected to have caused or may be expected to cause, an

increased incidence of human fetal malformations or irreversible damage. These drugs may

also have adverse pharmacological effects. Accompanying texts should be consulted for

further details.
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