% % 2023412 CLET (B4R, AIREZE T, R OV A28 T)
*20234E4 AR (530, ADAEZE W, ME L O HEZH)
Bk - 2~8TIRTF
AhEAR : 100mg 30 1
400mg 48# A

MEMESAMVEGF® & MEE/ 7O0—FILHitk
ANNY X7 (BfaFRIBRA) [(NNNY XY THE4] ®E

BAEEERSEES
874291

N)(DHA' IV sz 100mg retnky
N)(DHA'VI D Bsmmsiz 400mg rcTnk )

Bevacizumab BS for L.V. Infusion 100mg+400mg"CTNK

AW SR BIBE, WLJTEERE S Y
7£1) VEGF : Vascular Endothelial Growth Factor (Il P4 pz 45 A 7-)
H2) EE - ERISEOMTEIC L Y EHT S 2 L

HIMEHELIOmg | A EHE400mg
AFBEFS | 30400AMX00418 | 30400AMX00419
BR7chHLA 20224E11H

1.

1. *ﬁ]%atb‘hﬂ:;ﬁ%(i BRI TIMETEBE
BRRICBV T, PALREEICTH2 M - EBREEHD
EEIDS & T, FEEDVEY EHBT SN BEBICOVTD
ARWBT D&, £, BEMBKICEKILSE. BEXEZOD
ﬁkﬁ"kﬁ“ﬁ'fi&()‘f‘l@‘l‘&"’&-l-ﬁ HEAL. AEZFETHLLE
5E¥35_¢&,

1.2 HILEFI A H5 DN RCTICERFPHBEI N TV B,
FE OISR, HILEFILEBH S hZEIE. FHD
B’E5EHRIEL., BYEREZITV. UE. FxHEZEHREL

uulﬂ

BWIE, [9.1.1, 11.1.288)]
1.3 BMEAREEICL 2 E06HE (BILE. MEHmME) »dH
S5hhal &b b,

1.3.1 FHBEOBREFILXFZ2/ET 3581, WAIDKES
L., BREDFARZHRTE &, KT LEFHOMAEHD
BRELTOAEVGSE. AELOFREIBRMEEZ LR
LY S h 256 %KE. AFE2H/ELEVT E, [8.1.
9.1.2. 11.1.48HE]

1.3.2 AFOZREFICAIGEREBEICL D AENSHO DI
F5ElE. AENEET 2L TARIOREZFRIEL, BY
EUMEEITHO>E, [8.1. 9.1.2, 11.1.48H]

1.3.3 FEOBRERTRICFHEITIHEIE. FHDERE

BT DS ZOROFMETHREHEE B Z&o [8.10
9.1.2, 11.1.48H]
1.4 FROKEEICLVEERELMOY A7 FEE5BTH

Phd, BRIEE (BREEza0) 287 5RBEICKHZR
5 U546, BEMPHobhdszthdd s, KFDHE
S5dhilEEQEMISH S bhi-5&ld. KEDHES & ik
L. @Y RBEEITV. U FEEZEHRS LAV E,
[8.4. 9.1.3, 11.1.58H]

1.5 AFO/EI(CL Y, FEm FFm) »FH5hh. FETIC
E3PHHRE SN TVD . HEETHCITV B (1)
PHobhi-Hald. xFDHEZHIEL. BYLNEZ
TV, L. AFEZBEHRS LAV &, [2.2. 11.1.58H]

1.6 RMERE. —BMREMREE. OHIEE. OE. B
B, HEEZFOHRMEEREIHS5Hh, FETICED
BIPSREINTVD, BEZTHITVEEPEDHO I
BEICIE. AFEOH/SEZHIEL., BYALREZITO Z &
BiRMEEREL H SO -BFHICIE, FXFEBEHRELE
WZ &, [9.1.5, 11.1.68H]

1.7 SMEMREX EEMEEI U —ErH5Hh, FETIC
EB3FPHREIAhTVE, ChHDERPHSHNEGEE
&, XHOHEEZRIEL., BYLELEZITOIE, D
EOBBEICIE. . AFEZHEBELEWV E, £
FEIOBES B ZMEZEHOICRET S &, [8.2.
11.1.78H]

1.8 FIEER A ERBE

EREIPHODLNB_ENH D, A
MEAENEEREIEDODNESEE. FFOFREEGIE
L. BYAERBEZITO>ZE, [11.1.85H]

2.1 FHIOBIIZ

2. B2 (ROBHBICFHBELEWVWI L)

xf L BEUE OB AR O & 5 B

2.2 W1l (2.5mLU E oo ) OBEFEOH 5 E8E [1.5.
11.1.5%0#]

3. fERK - R

3.1 #HEE

W54

AN X< 7 BS i
100mg [CTNK |

AONY X< 7 BS B
400mg [CTNK |

RIS

fEFHIRZ) [NV A2 T
Faia] o0

16mLp NN X< T (#E
ETHIRER) [T AT
fafid] W 400mg

ASHIA

kLNt — ZKFW) © 240mg
VUBRTZAKEF VY T A
KW 23.2mg

K VER—KFEF BT
A 14 .8mg

ARV VI AR—120:1.6mg

b Lot — Z7KHIY) - 960mg
VUBRTZAKRFESF V) T A
JKFIW - 92.8mg

K VEE—KEF MY
A 119.2mg

ARV R— 120 6.4mg

) AFNE, Fr A =—ANARY

3.2 EHEN DMK

—PHEME 2 W CEIE S b,

Wi, NNY A TBS L | NN Y X 7 BS A
100mg [CTNK]J 400mg [CTNK ]
HE  [EEH ONA 7))
PEIR | A S E T, B2 S FLE O
pH [5.9~6.5
EET K1 (BRI § 5 k)

4. EERIIHHR

ORI aE

BET - BROKERE - ERE

ORFELERE% < YIBABE 2 EIT - BREOIE/ bt
OFMAER I FHILE
*  OBMHRERBIE
* OBNERE
5. MBER IR ICEET ER
BEVIRTRE R ETT - BROEE - EBERVRTELEEZR
< YIBRTRE 1T - BROIE/ Ml FafhRE)

5.1 MBI BT, KA OFRMER L2k

T2y,

5.2 [17. IR

VAR S

AR | DIEONEE B KHOFEL) I‘_@YLZ}“

LA T ICEE L7 LT, EINEEOEIREITH T &
[17.1.2, 17.1.3&#]
(FMTREX (3B FILE)

5.3 MiEEWHEIC BT, KA OFERMHER L2k

Ty,

5.4 MEARHFIE
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VAR S

IREN TV, [17.1.451]



5.5 [17 . FRIREHE] OHONEZHI L. KHOFRE N %
Gk I HE L 72 BT, HER2K USRIV E ¥ AR D3
BRI 2 F 2 CTAHIR G o LEN 2 L, BISEZD
BIRZTH 2k, [17.1.42 8]

(BMHRIEZE)

* 5.6 [17. FRBAE | OHOWNELZHA L, B OF R %
SR T EE L7 BT, TR, RIARTE S B 2
THIBREDEIREITH 2 &, [17.1.551E]

(B

%5.7 FIGO Stagell Ll EOUNEREEE 125952 &,

*5.8 [17 FRK#E | 0HORNE X R L. LA OF MR O
TR BR L - BT BISEEOEIREITH 2k,
[17.1.6&%]

6. AERUVAZ
GREYIRTRE AR ETT - BROKEE - B
M OPLEMIEER L OB VT, @H. RAIEAN
AT (#EEETHIEZ) (NN A< T RE4] L LCLA
5mg/kg (RH) JiF10mg/kg (KE) % sUEFEIRNIZS 3 %,
G 2EM P R E 5,
O PUHEEERESH] & OBEHICB VT, @HF. RAZIE Ny
227 GREZTHIEZ) [N X~ 7 i4%i4] & L CLIE7.5mg/
kg (RTE) % sTIHEFIRNTES 2 o 35 G-I 3ARM L L & § 2,
(RELEREEBR< VRTRE L ETT - BROIE ARG
MO PEMEEE ] & OB T, ilE, BAIZIEN Y X
<7 GEEZFHIRZ) [~y A~ T HE4] & LCl15mg/
kg ((RIE) % MHEIRNTEST 50 55 MM IE3AMEL L &35,
(FMABEX I BRIE
N7 FFENEDPEHIZBWT, @H. AZIEZANNY X
<7 (GEEFHBLZ) [Ny X< 7 kf4] & L ClAl10mg/
kg (KE) % sTiRAIRINESTS % P G-I 228 L E &35,
* % CEMMERE
WE. KNI AT (#BEFERZ) (XN X%
TtaArd] & LTl 10mg/kg (RT) % 298 [ [ FE 33 10
15mg/kg (IRE) 7% 33 M M FE C AR IRINGEST 3 %0 2B,
BEORBICL Y HGHBEIEEERET 52 &,
* (BPETE)
D PUEMEESEH] & O HIC B VT lHE . AN
AT (METHIEZ) [NV Xw 7 HEE4] L LTl
10mg/kg ((ATE) %2R X IZ1A15mg/kg (AHE) %3
S IR C R IR S 4. B, BBEORBICL V%
G EETERET 22 &,

7. BERUHEICEET 335

(hREHE)

7.0 KA LG MO PUEEREE RN, [17. FRR ] o
OWNF R L LT, #RT L&, [17.1.2-17.1.628H]

% % 7.2 FRSSEMEAREIAIE DM 51T 5 ARH Bk 5T o AR
O EMIIRET L Tz,

7.3 WAL G905 20 COiEES 5o PRS- 025N
HEIFTH UL, 20 HOHT13605 1 T -> T Buv, 200
HO#HG BT EREPRIFTHIUL, TNLEORS
3305 %G £ 95 2 ENTE 5o

GRBYIRRTEE L ETT - BRO#EE - ERE)

7.4 BHENZ, 7 0L 3DV RERE & Do PUEME R H
EOPFHICE VG T A L, [17.1.251]

7.5 RAOFHD: - A, [17. BUREE] OBEONEZ ML
7o BTy RE LG T D Mo PUIEEIER K OEE 02 AL
FREEIS D CEIRT A 2 8, [17.1.288]

(RELEEER VR ETT - BREOIENAREE)

7.6 RANIESRIEMEESH % & b o PrEEE R & o6
XV BtaT 52 b, [17.1.35]

(FMABER IFBHILE
7.7 RKEE A7) XLV EOEHICLYBBET LI L,
[17.1.4%08]
(EMmERE
% 7.8 WISSEMMRIEE DY, AR SRR RO T £
O FEOBEAIZE VBRI T A 2L, [17.1.580H]
* k7.9 RA O - HEx, [17. BRBGE ] OBEOWE % HH L
T, BEOHREEIS U TRIRT A2 L, [17.1.52H]
(IR &L=
*7.10 RH & BT 2 MMoOPUEMEEERNE. [17. BREE] O
OWHE L. ERNNOERITOTA FI4 v EE2BEICL
7 TR A L, [17.1.68H]
" AR EANKTSF o RUNZ YT XLV 20T 256
o BTG T B D ARFI A G ikt A 2 & (RE & ik
BAL G L e WHEOERIEMER SN T Rn), [17.1.681]]

8. EELXEAXRNEE

8.1 BIBHAEWIRIEIZ X 2 ABHEDNH L bONDLZ LD D, KH
OFEGHETHRIZTF 2T ) HE L RFOZRGHET 520
BOFMICTHoRMEEBL I L. AFOBRKIEG ST
i E TOMYREFBIZHS 227 o TW iR WAS, AF O
MEEETHZE.[1.3.1-1.3.3.9.1.2,11.1.4,16.1.2& ]

8.2 BIENHOHLNL I ENHLHDOT, HGHM P IXIME
EMRICE L, B R RLEEZIT) 2. [1.7. 11.1. 758 ]

8.3 EURMDHHONDL I ENHLOT, MM IIREN
ZEHIMICHAE T 5 2 LA E Ly, [11.1.92M)]

8.4 BMimFE & 5t MERA 7 (. RH % E LA AL S
NBHICBVTH, HEIEELBIZE L, MEFNERF 5
O AR L OB o T e E AR ZE BT AFI O
Be Gk & & CRYI RIS 21T 2 &6.[1.4.9.1.3.11.1.55 %]

8.5 HHEHIHIZ S S b D Z Ed 50T, EIIIIC M
) e FEE R T4 2 Eo [11.1.1020]

8.6 MMM/ ENH SN DL EDdHHDT, EHIC
AT 7 EBIE 2 T51247) 2 & [11.1.1430]

*8.7 JNHIE I L C. MLoPuEMIES A & OFEHIZ B VTR
%1H10mg/kg ((KE) ., 2:EMEETER T 5E121E, B
ik (TE# L OB @G RAFIE - BN/ 23 &
HIHFENOZ U R L s E | VEE) #3Gi3 4 2 L.

9. RENEREH I 2BEICHTEE

9.1 BHHE - IEEZEDH 5 8E

9.1.1 HLEL EEERDRELZEHL TWBEE
HALE RIS H bbb BZIWHH 5. [1.2, 11.1.221]

9.1.2 XZLFMOWEIHSEBBL TOEVERE
BIBIEIRIEIC L 2 GOHEDSH bbb BTN D %o IR
FBRIZ B VTR S 2 Tl 228 H HI#FE#E L T WEE ISAH
ARG L7 ERIE v, [1.3.1-1.3.3 8.1, 11.1.4Z:H]

9.1.3 GBI 2H I 5 8L
ey (MEsfs 2 &) 2R3 2 BB ICAH 2 REGT 254G
i, BBz AT MR B NS X ZAEIRATRED
SN AR AR OGPk & THE 252179 2
o W H Y 2 BE Oz o 2 BlhH S, £
7o, MFEBIFMEEE 2o 5 & L ERRILE R HERIZ BV T,
RN D352 &0 P Rl D FEBLERAE < 72 B EHATFED 51
Twh, [1.4, 8.4, 11.1.52H]

9.1.4 ERMEMFER. REREEDH38F
W2 5 bbb BENHH 5.

9.1.5 MEEREDREDH 5 BF&E
LREZE, REZE, PRIBIEIRIIAE . WiZARIEZ &% 5 b
NoBENHH 5. [1.6. 11.1.62H]

9.1.6 HERRDBE
TR MR ZEARFEDFETL ) A 7 DR b BEZND D 5,

*7.
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9.1.7 BIMEEDNEE
EIMEDPEALT 2 BENDH L. EHROEEHZP LA TS
ZEDH D

9.1.8 > -MHELARLRIIBEREB L EDEELR VKRBEDH
38E
I o MM OAEDPEALIEH S b b BFNDDH 5H.[11.1.12
Z ]

9.4 £JEREEH T 5E
TR 2 AT ReE DS 3 2 2 id . ARG, B 728k
EFHWDEHIREST L b, T2, KRG RT #H L RIK6»
AEIEEEEHWS L HET A2 &, [9.5. 15.2. 1]

9.5 1Ti@

TR IR L T W A R0 & 5 ikl id, BE LB
P et s Ll LM SN AHEEICORFGTHI L,
KA HG SNBETHEZ AT 2 ROHENRE ST
Wk, 720 BEETGE GEEEE) 1S5 LE A,
IR - R N OSSR Sz, (9.4, 15.2. 18]

9.6 R3LiF
BIE OB SR ORISR O AR E Z B L, BILOME L
T IEERETT A Lo AFIDY ML ANOBAITIIZ OV T
AHTH LA, b MgGIRFLTHICRITT 22 b T b,

9.7 INR%E

9.7.1 NREE NG L LBRRBRIIFER L TV,

9.7.2 /NEETEIEIL GHUALOIRAL) 258 6 bbb L O
Wb,

9.8 SpE
BEOREZ IS Ll S BEEICKS 52 &0 4
MEARSERIC BT, 6O AR OB L LB L, 65m Ll Lo
HCARKIF G4 & D BRI Z 1, — @R R M, LA
FESE DB RIS TEIRIE D FEHFT D EF7DFR Sz,

10. HHEEA
10.2 BEAEE (BFRICEERTSCL)

HHN L5 BRIARAEIR - 518 5k B - ek
L [ Hmasd 5bi s BIIIMY A7 Z8Es
YAV NS TN D 5o THBLENDEDH 5,
JIVT 7)) v
1. BMER

WROBWEHD S 5N b 2 EDHBDOT, BEZH0I2FT,
HE RO S NTHE IS 2RIk T 2 % L) e LiE %
192,
1.1 EXLEER
N1 >avy, 7r7147%x3— 1.9%)

vav ., 7F74 5% — -infusion reaction (EEfkE. M-
W R e, TUSFIE, HETEES) 2o bNb 2 Ehd b,
BEEIRSFED SN E L, AF oG 2 dik L, 3EWiE
(7 FLF) VL RBIFEEATOAL FHL L A Y 3 UH15%
oMY R NEYTH L,
11.1.2 EIEEZER (0.9%)

HEICELBIDPHE SN T D, HILEEILE SR S L2
Bl BELRHLEERILPEE T2 BN DH 5D T, KH
PRERG LAV £, [1.2, 9.1.15H]
11.1.3 &7 (0.3%)

AR (WA R R, B AE, SO AEMESE) JLE by
DAoL (RS SZMIEHE, W IRAEJE A E . IEASHEEE) H3d
LbNLZENHY ., WEIZELHPmE SN TS, T2,
LAEEEEUIEE OB D S b N BETIE, AH %
BELAWTZ b, FEERENRE Ly R RER T,
LS IS (IS AESS) (8.3%) . HILEHE (EIHE) (0.5%) .
HALE DA OB (Bbeisseds) (1.8%) RO LNTED,
FRHBIOL 3. BEEAOBSHREREOD 5 BH T
HolzZ LB ENTWD,
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11.1.4 BISBREE
AR 2 AT REMEAE 2 S, AR E S
LBAILH (0.5%) RO (0.4%) o4& HEDH
LbNd I WD L, ABERELEIC L2 E0HEND H b
WEE. AEDSEE T A T TAK ORS E ik L, )%
WLEZAITH 2 ko [1.3.1-1.3.3. 8.1, 9.1.2&MH]

11.1.5 Hm (19.3%)

JE S R I % B e, TR I (hrn, Fin) (2.0%). Jifi
s (i - i) (1.2%) . B (0.1%) Z25d 5bih s
ZENDH DB, Fro, B (15.1%) . EAMIM (1.4%). &
i (0.1%AK0) SO mDs S 5bh b Zehdb, &
FEDOHIMIZBW T E LB HRE SN TV L7200, i
i (1) 3 EEO RIS 5 b 2861k, Kok
Hadqilk L, @Y2LEZITH) 2L, $20 2O LX) HmA
HobNBETIE, EEOINMYTHETAIBENLNH LD
T, FHIZ FHG L v e, [1.4.1.5, 2.2, 8.4, 9.1.3& 1]

11.1.6 MEERE
MMM 560 BHEEANI) . — @RI SErE (0.1%) . Lt
28 (0. 1%AK5) .« PetoE (0.1%) . MMM CEEEARN]) .
78 (0.2%) HEOBIRMARIERSE, K OTEEREHIRIMARAE (0.2%)
figetesE (0.1%) SOBIRIMRERIEDSD Sbbd 2 0D
N, BEICEBLBDPHE ENT WS, BIRIMRZERIELRD S
N EFE TR, HEBIECICELTREELH DT, &
e HG Lewnwa k. [1.6. 9.1.520]

11.1.7 SMEMBE GEEAY) ., SESY U—€ GEERB)
O MO VARROBEIIE., BIEERNE, SmEEs ) —
YWD HbNIHAEICIE. REIOFKG 2R L., @Y7L
AT Tk Fo. BIMEERE. BIUEE S ) — B2 E5
THBZNDBHHDT, TDLD HEFITITRAZBHES L
BNWZ k. BIMEDEHBIIAKOMHEIZHELTEAT2
FAIARIES TS, [1.7, 8.25:H]

11.1.8 PO ERIEEREE (0. 1%K00)

AP RN AE RE R IR ¢ R ISME. BEE. RS AIRAE
b, HERE, FEES%) 25 bN,LZeAH Y., &l
JEZRED) Bl EED R WHIARE S T 5, Bl% % T5124T
WL S B RERE S B b A AR oS
ok L, MEOI Y sa—)b, JUESHEOES5Z0mY) 72
Wi #4715 2 &, [1.850E]

11.1.9 X2 70— BEREE (0.1%3k)
BEOEAREDOREDHRO L NLAEICIE, &5 21k L,
Y REZATH 2 &0 BEAROFEHFIIARK O =M
L CERTAHEAIRIEEINT VS, [8.35H]

11.1.10 B5&EMH
oD B NEBE ) & OPEHIZ BV CPLMER KA E  (0.1%HK
i) IR ERIA (24.5%) . FILERID (24.3%) . AL (8.7%)
M/MEKA (10.4%) 23 bbb 2 END b, b, KR
B o PUEMEIE S HNCAF & B L 2B IS BT, SR L
TV WL LT, SOOI AR, SEELT 5k
WAREDOFBEE S 5 2 B ME SN TS, [8.55H]

11.1.11 BEEE (10.0%)

TFRERIR A DAL 22 b S Fl 46 (0.6%) « JsE (0.2%) .
BRI 2 CHEARW) S0 RGEND S5bi, FLTIZE
LRIMHRE SN T D, B, HEIEEHEEIZOWTIE, £
BB RIE, THLAE 2L LIS RS L 2 BIS E ST B,
11.1.12 5 >4 0AR2 (0.1%K)
FUE ARG & L7zl NIRRTk, 7L — 3L Lok
FERED2.2%DHE THROLNTEY, FRBBBDL 1L,
TN A )RR OB G B R
DD DLBETH -2 LG EN TS, [9.1.88H]



11.1.13 EEMMmE (0.4%) 5%k 1~59% A 19400 | BEEEARH
11.1.14 MR NLERE (FEEEAE) HLH L 2L b ) w7 2

MRS /ARG A VS BE 15 LR R A (2 0 M o e, i

NI A & DTS & & 5 o BERRILERE P 2L, A Al i

MG BB RERE E AR b asid, 5% b AIIE. BEN

L. Y RREZFS 2 L, [8.65H] WA BRI

11.1.15 BARAERE (0.19%KiH) (R A

KERIHE & S BIRAHED D &> DILB = X 45 5o S

11.2 ZDOMOEMER Fe v ALRE.
B%LLE  [1~5%kih | 1%k | BUEAH i 2 0 — L
TR CRI PRI R . s, (R TN
PERRE = = — 1 B AR | D F v, AR S E AN
S = KM TEEITE| WALEERL, S, e, FLRBR AR
WG R MBS = 2 — b |m, BR. HE (T AE, L5
oS Y - RS b U LB
0 A i 5 (ST E SN
(15.8%) ME. ) ™
foak kB[R, s SR, LR B REE I N FY 5] _
(14.7%) . Bolo|%. %R, §2. WL Wy - M B | A R R A A M
(14.1%) . TN |EAERE |5, s, (15.5%) F# | (SIEEA K|1ZTY , MRk &P
% (11.7%). T L B, ). fRE|hN. M. BRI, 9P
WALz AL WA, (A PN, BE. S WA, AP AP, 5. [HEEERS
ML, B LS. R Bk, B, | (I R
BIZE. H%. VIR, W7 — 7 VB S)  E
e, NP #0. CRP.L|BHiE (e, % |8
Wi OB o S HESHBES) | IR
RO E B VR BUNB I, BEJIE (&Y <A, [l
WwReE  [(10.5%) LTI %) oI, BAR,
H PRI RN L B0
W% A e RS, ik
% (AST LEwHm 5. eI %

FFlE |5, ALT LS. ARANTEE B
y-GTPHIN IR FH
LDHHIS RS

0 > SERE(INRE. 7 4 V) SEHLBUE R SEAT N A o BE3E G2 BV B BRI KRS e 7 AT -
WA, 74| T A TS OBy - B0 5 EIR R R [JO1815738.
70 YD, EimskEd JOI81685 B 0019380341 . Rl O - E Rl % B €
IR - &L A <=1, APTTHER HEFT - FFE O IR IR 23 % EIAERIR HER [JO199073
SEF CP ER BB B8, TR FSFEIC R 5 E I ERR BB [JO199015
Fuboy vy BR]. WIS OBFMI AT 5 EBIEFERAR [BO21990ER]
WS AE I (EIPIRER) | T3 TEME AR IENE |2 %03 & E PO ERHE 3UBR (1022506
A o EIUE (18.2%) . R | E 2 AR, Hﬁ%ﬁb:ﬂ?%ﬁ?%ﬁﬁ%ﬁ?ﬁgﬁ [GOG-02187tEx]
e o et e i
BiEAE (10.7%) [k, [FIBE. HARE. |2 B % BASR, SIERANHE™E TTRIAAR <X 5 S BbR I bl
5%_—,"45 EF /@ ﬁ {E‘_{ fi}%ﬁf}@?& fi}% @\ %Uﬂﬁi ?f:i[YO4/(A)\245§t%ﬁ] (E”*HI@U) &U%mﬂﬁﬁfﬁ@fhm’ffmﬁi
K R B OROBE|FIB, R, |Pesc % BT o
PR %
e R 14. ERLORE
EER it | U 4.1 RAmEROES
5 T, A 14110 AFOHRERIELEE ZEHFH TSI . HRAR
i - B ;_%—‘E)B%‘Fﬁ\ %E FCHEHEC RN L THRI100mL & 3 5
54 L 771 s
T i (WER & mEHE D e
R sl el BEMY R (ml) =T (kg) < mers
Sk TN el 2 (mg/mL)
S | L 5t LEFERD & (mL) 51
EEE S e [ 5mg/kg WEMD = (mL) =#E (kg) x0.2 (mL/kg)
R . 7.5mg/kg | SV E (mL) =fE (kg) x0.3 (mL/kg)
10mg/kg PEWhE (mL) =#&E (kg0 x0.4 (mL/kg)
15mg/kg | REMY & (mL) =1HE (kg) x0.6 (mL/kg)

14.1.2 HRAEBEEDIMIHER L 2w &

14.1.3 HIEFHE L, HRZIIECPIHEHT L2 L. /20 &
ISBESES B 2 Lo

14.2 ERREEFOXEE
RHNE T FIMER ARG LHE, NNy X3 7o Jifio
BISHEL D BEND D L7280, 7 FUHEHER & ORE % b
Ty AFNE T RS OE CRGET A & 7Rk S
FThRnZ &,

4/11



15. ZOfOEE

15.1 ERERERICE D 153k

15.1.1 AV ERRR BRI B\ TR & AL % BEAT L 72 Bl
B EIE, ALEREOARZ EM L 2 BE L L LT, I
e 4 ( f-HCGHIRMATIEYE T3 A DLk 3 2 I %
P OFSH=30MIU/mL) OB EWE ORENDH Y | 4T
BT OWEEATRIE S Nz B, RAPILEIZIZE A
EOBE TIEAREED R FED SN TV B DS, RHI DML
PO 7 HEIIRHETH 5o

15.1.2 REFRGHI BB BE L2 L 0B H ). £<
T E AR AR D — NREHN Z G B D IE GRS D
BETHo72, T7o, KHEGOMETERERLL EA KA
AR — bR A B R I FHE IR O BT N3 2 W RE T
ARIEENT L DWED D B,

15.1.3 WIS/ MEEIK T A R5FRN (i - Hedl) #5601
BT, HEREIEE RIS, R TR, R S s o R
ENHSONDE I EDVHEENT VB, KEH %2 W RS
T2 H72o T, REOAR#EY) 26 EHIFAET TONFIFIT &
D, HEELINEGEND S b, KPINZE - 726 A% CH
HBENTWES, 720 WEFHIB VT, OFZE, IR
HOEbLND I EDPRESNTVBEY,

15.2 FEERRRABRICE D 154k

15.2.1 ¥ X olf - R (10~100mg/kg % 2B L%
5y 2w, JBREEORAD. WIUEo®N, 48 - 5%
B a2 H T LRI OEMATED S iz, [9.4, 9.551]

15.2.2 i =7 A4 PV TEARF O KEHES (2~50mg/kg.
FLE S HE2EEES) 12X 0 B ER T mk g Sk
PO ST,

16. ZEAENEE

16.1 IMFREE

(&FHD

16.1.1 BEKRS
HARANEREBAB 205 E LTy RHI LT N A F SR
i % Smg/kg D HI & CHIEIRNGES L. I i e % il
E L7 BON/EYBIFE/NT A —F (AUCo-intx AUCo-1ast 2
OCmax) DFATFI L OI0%EHEX B, WL d W
1#80%~125% D HFAN TH 1) . WiH] O FEEMEDHHER S vz

(ug/mL) (ug/mL)
150 150 .
i 12 —©— A#l5mg/mL
1251 ma A SEATNA F RIEEEY Smg/mL
ih o+
#5080 R
i 0] b s S
i i 40
4 B
ESVERE - 0
L 4
(4? 7 0 1 2 3 4 5 6
50 JEH (HA)

T R
0 14 28 42 56 70 84 98
WEH (HH)

MR EHEFE (Mean=S.D.)
ARHN K OJeATNA T RBEGLFD DIEHFIHE/ N T A — &

(FINZRF 2 ®hmEaE A 100mg/4mL - 400mg/16mL)

16.1.2 BEE%KSE

(1) BBV EE L ETT - BROEE - ERE
K - ISR E1SHIC AN Y X7 73, 5110me/ ke %
905 M FEEHE L7 & EOIMEFREIZLTOLB) TH-
72o NNV AT TOMTETF 25 OHEEIZFERL DT, AUCIETHK
LI LT L 729, [8.15:H]

H 3% SO EE ST X — 5

Easn AUCint Va CL ti2
(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

. AUCo-in AUCoast Crnax t1/2
A ekt (ug - hr/mL)|(ug - hr/mL)| (ug/mL) (hr)
e 99 | 37.517.56 | 36,784.36 | 115.14 | 416.75
(5,010.469) | (4,750.139) | (14.570) | (63.180)
FAT/NA 93 | 38.375.36 | 37,344.18 | 105.97 | 453.98
B 3 Y (6,258.381) | (5,841.045) | (21.350) | (60.131)
Mean (S.D.)

TED) AT 51 FEHE - Avastin® (EUTHKEE I N7zANNY X<

7 (BE{EFHIRR) S54)
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N=6. Mean=S.D.
E2) AFI OGRS AT - IO - BT 2
AR E1Z1M5mg/kg. 7.5mg/kg M10mg/kgTH 5 -
16.1.3 RE#%E
(1) FMAEEIIEHRILE
B - BREFEEE IS ) TV EOFHICL ) oY
A= 710mg/kg? HikEHE % 2 B T ) K L 72, @S-
T0H % (56 H) DR O Mg P il 4 4 149.0
+37.4 (4761) K 1397.8+77.9 (4361) ug/mL (Mean*S.D.)
TH Y., 56 HUBEOREIZIZIZTE0HEE R L,
(2) RELERE%R< YIBRTBE & EIT - BREOIE/ | liaE
IR B ESLIBNC AN E T T F > - 287 1) 7 F ki
FEEOBHIZ & Y NNY X< 7 15mg/kg® B HE % 33 1
FECHED R L 720 MR 5-63H % (54 H) DR U
EILE TR 134 4 115.9£45.6 (2061) K 1%450.3+97.3 (19
B1) ug/mL (Mean=S.D.) TH V. 54 H LI
HEE—EDMEE R L2,
16.1.4 BEREYEEFHITORE
49161 D B H 121 ~20mg/ kg™ DIHEDNNY A< 7 %138
Mg, 228 MM, 25 L IESBEMBE it Lz 2ol
AR E A V. THEFSEY B REMAT 2 N L 720 2-3 &~
W= XY NETIWVCTHNT LIz EORED 7 ) 75 v A
0.262L/day. Z130.207L/day Td - 720 72, g 75—
kX N OSAFEREICOWTIE, BIx3.250, 2,661
THho7" GHEATFT—2%),
1E3) ARH DK EIX1H5meg/kg. 7.5mg/kg. 10mg/kg K OF
15mg/kgTdH %o
16.3 2%
(FINZRF 2O b w543 F 100mg/4mL - 400mg/16mL)
A F PR AN Y A T R IR G- Lk 2 A
WITNOMBEIC BV THIFRN B ARIBDHNT ., K
HIOATFIZIMEEIZ IR STz,
16.5 HEittt
(FINZRF > ® B 58453 F100mg/4mL - 400mg/16mL)
A F BTN Y A 7 BREIRNE S L2825,
P 54805 I P2 D IR A RZEALR I S e o 7210,

17. BEERRIE
171 RO RLMICET 5 HER
(KA

17.1.1 EEEHEFSE DHEHR

SRRV S TS O JE R E R I MR R R 2 e e L7z
EVER L, R E RIS I BGRER % 56 L 72 AKX
T34 F IR 15mg/kg& 782 1) 7 XLV R USH VR TS5 F
> OB G- 3 2 L 124~6 A 2 WM AT o720 HRMEO EE
FHIEH & L TR S o # #vZs= (ORR) % #HMiL 72,
ORR®D ) A 7 ZDIS%EHE X 1, Tl i g L 7z [ &k~ —
Ty [-12.25%,12.25%] O#FFEHNTH Y. WHIOF R
BB MM TR SN2,



RS o BIZEER TTTYHM)

" \ ORR VA
ik PR onon b ) | (059% (5 I )
42 .40%
A 342 (37.16-47.64) 0.40
<t s 42.07% (~7.02,7.83)
AT FESILEY | 347 (36.88-47.27)

FIVERI S EI=RIE, AFITETIZ51.6% (178/345%1) K OMEfr/N
A FEEFFVEETII50.6% (174/34451) T - 720
FREWERNE. AFBECEAR (10.4%). & (7.2%). &
M (7.2%)  BEEAE (6.7%) « M/ IMIBAME (6.4%) T& - 720
1) AT N FEFES - Avastin® (EUTKRBE SNz ANY X<
7 (B TR z) 8]

(FPINRF O h w543 A 100mg/4mL - 400mg/16mL)

17.1.2 BAEYVIRTRELET - BROWERE - BElEE

(1) EREE1/1#58 (JO19380585)

KIGEOMAT - FEHE - BERELEEZ IR, AT E

Yo FFH Y S5 F U (XELOXEE) & ARF1E7.5me/

kgBEA#%S QIHZLIFA 70 E L, $B1HBIC, #1512

b ARFN Z P G) 12X AET/THEEEZ EE L 72, ZZah=R

1371.9% (PR41/5761) T& o 7z, HEHGEEALFIR O dJefl

13336.0H (95%IEMEX R : 203—380H) THh o720 [5.2, 7.1,

7.4, 7.58H]

BIVESEBIE1L. XELOXHRE: + ARFIHETL00% (58/58f1) T

Holze EREMWEHIZ, AMBEERE=2—-10/%3-93.1%

(54/5861) . EAAIRRY. 7% (52/5801) . #E5782.8% (48/58

B) . T - JREFSRAEARSIEMEEETT.6% (45/5861), Tl

74.1% (43/58%1) TH -7,

(2) BRR2MMERHER (JO181585KEk)

HEAT - FEER - R E RIS, AFH Y TIF L - T

A0 - LREKY F— Ay aEE (FOLFOX 4

JE) EARF OB MR G-1C X B e | RiGEE

WZAEARASme kg, BEHEBIT 1213 10me/ kgD & (14H %

A7 ne L, $LH B, FFxG B SR H % Y5)

W& IR L 70 BRI RIGERIT9.4% (PR27/34451) .

BETEIF 1 T47 . 8% (PR11/23%1) T, &BITSDLLETH - 72 (&

BEFEM) o [5.2, 7.1, 7.4, 7.58H]

W2) RIGHB - FIFSEATIRE LTRSS (AR T 746
HAMERB L CHEREIN-LO) T 2 L3HE T
FTwhnig

H3) BERES - B TSI B TRBELT - B0 5
n-iBE

BIEHZEH =13, AHI5mg/ kgt T100% (38/38%1) . AH

10mg/kg#ET100% (26/2661) TH o720 FHFWEMIZ. &K

#I5mg/ kgt TEBARIRIT. 4% (37/38%1) . o EREK A

92.1% (35/38%1) . #.0.86.8% (33/38f). FIImEREHK A

78.9% (30/38%1). T#I73.7% (28/38f%) THY . &HI

10mg/kg#f T FMER KA 100% (26/26%1) | - H Bk B A

96.2% (25/26%1) . EERAIESS . 5% (23/26f1) . H.0:84.6% (22/26

B . IR B A80.8% (21/26%1) T -7z,

(3) ERE 1B (V0181575 ER)

BEWEE ATRGHE O MEST - FI84ER - B 186 & 3t 4t

ELz70Fa Iy b - LRKY F— b Ay Ak (G-

FU/I-LVIREE) ERFIOPHES 1402191 7 v & L,

FE1H IS, MG TERICARF 2 55) 12X 58 THH

Baa e L 7z. ZBRhEIX16.7% (PR3/18%1) T. 5mg/kgT

12651 4:512°SD. 10mg/kg Ti3661H1261A PR, 461ASDTH -

770 (5.2, 7.1, 7.4, 7.58H]

BIVE 383 %1%, 5-FU/I-L VI + AHI5mg/kghf T100% (6/6

Bl). 5-FU/I-LV#EZE + &#)10mg/kght T100% (6/661) T

Holo EREWEHIE. 5-FU/I-LVED + 2#%)5mg/kghi T

TP R ER 66 7% (4/6B1) . FIIMERE466.7% (4/661) .

MR 66.7% (4/661) . L1119566.7% (4/6B1) TH 1 |

5-FU/I-LV#: + A#10mg/kght TEAIRS3. 3% (5/661) .
HEL66.7% (4/601) . BuIM66.7% (4/6%1) | FEIME66. 7% (4/6
) THotlz,

(4) BHEMBEFEE(LLEHER (NO169665K5R)
KIEEOTBEREE - EEREEIIBNT, A X307
FSF TN FUTTIUIN K F— NIV AEE
(FOLFOX 4#i:) XEXELOXHEICAR L IZ 77 X%
P53 22 x 28N HEMILE R T £t L 720 AHIOM
wld. FOLFOX 4L O Tldbme/kg (14H %194 7
Ve L, B1H HICEIR G248 bR # 2 #5) . XELOX
FEE L OPEHTI37.5me/kg QLHZ1IH A 7 Ve L, 41H
FICABRIPE G- 12 b ARF 2 ¥ ) & L7z, TofER, 2E
TRFTIC BT, AFIBEHEETIZZ NS OFOLFOX 49&i: 1
XELOXFHEDILFEIRED A% AT AR, AR
HEAE A OEEDSFRD Sz, BRKIANT OFOLFOX 4
JEEE + RFIMEE FOLFOX 48+ 77 v RIEO K TIIAE
LA SN Ao 72, XELOXH: + A% #: & XELOX
W+ 7T R RO W Tl & 7 B A A R O ML A
FRD BTz F 7 EIRIEHIIE H Td 2 BRI D vw T3,
(LSS AR & BT 2 2 L 12 & ) IEEMEmMAED 57,
(5.2, 7.1, 7.4, 7.5&8&]

NO16966:8ER DAZN M (EREME) (2B 5 ik

- ﬁiﬁ%@tﬁfw F"EEJ"*‘“‘ 'iﬁl‘%%ﬁ&f) ‘
RO (A) | N — FH (R ()| = R
=

+ 7T R 8.02 19.91
(n=701) 0.83 0.89
Nz i P=0.0023 P=0.0769
FTNAF B 9.36 21.22
(n=699)
XELOX ik
+ 77 bR 7.39 19.19
(n=350) 0.77 0.84
XELOX P=0.0026 P=0.0698
FTNAF Bl 9.26 21.36
(n=350)
FOLFOX 4%
+ 7T R 8.57 20.34
(n=351) 0.89 0.94
FOLFOX 41k P=0.1871 P=0.4937
FTNAF B 9.40 21.16
(n=349)
TE4) ;1 v bF 7 H D 20066E1 31 H . FREFEMIC X 5 EHEA LT
]|
WE5) A1 k7 H o 20074E1 H31H
1E6) fLFiE 1 FOLFOX 4 X XELOX# %
BITERZEHEEIE. FOLFOX 4% + RAHTI8.2% (335/341
Bl) . XELOXJH: + ARANHETI8.9% (349/353%1) TH - 720
FEWEM L. FOLFOX 4%k + ARHIHECTRE.062% (213/341
Bl) . FHI60% (205/341%1) . BBk AESS% (188/34161) .
I 4840% (137/34161) . $5I&E39% (133/34141) . MEIH-37%
(127/34161) . $8537% (127/341%1) . £H1129% (99/341
Bl) . HEJIHE26% (90/34161) . AAARIE26% (88/341451) T
). XELOXJEE: + RAN T CHEL64% (226/35361) . Fi#162%
(220/353f%1) . EH:44% (157/35361). F5 - RIEFSRMEAR
SHEMERE39% (139/35361) . $5IKE37% (131/35361) . JE57
36% (127/35361), [IP4£29% (101/35361) . £ HAIR28%
(100/35361) . #EJ15E21% (73/35361) . KM= 2 —a/8y —
20% (69/353%1) . U rHERIEAME20% (69/35361) TdH -7z,
(5) BHE MREMER(LILERER (E32005458)
A9 T Hh VRERE AR R T IVE a5 2O OEED
R & 72 o 7 HEAT AT ERAR M OREN - EIEEE 2 rR IS,
FOLFOX 4% %R & L, FOLFOX 42 A#I10mg/
kg 4H %134 27 v & L, 81H BI5GB ARH % 3% 5
O L7 SORIMEERMET Lo ZOfER. RHIPEHREC

6/11



BUWTiZ, FOLFOX 4EEFEICH NG E R AEFMB OEREHT

bz T, BIRIFEEEFIZOWT S, SEHEEA T

M OIEE L EWERR A Sz, [65.2. 7.1, 7.4, 7.551E]
E32003 B8 DA R RIS 5 ik

EES AERATE A I H A
wEE | % o] . T L.
| PE |y [N ) |

FOLFOX 4 | o,

i : 45 10.8

(n=292) » 0.518 0.751
FOLFOX 4 P<0.0001 P<0.0001 P=0.0012

i 2.2 s 50
+TNAF IR (65) ‘ :

(n=293)

Grade3bh b (ML #FMEIZ 2\ TldCraded M b) DOEIVEHZEH]
#Z, FOLFOX 4%+ REMETT76.3% (219/28761) THh -
720 FOLFOX 43 & OB DEI 2% ETH > /2%
EIWEHIZ. 955718.5% (53/287#1) . TFH#i17.8% (51/287f) .
el o — REEL6.4% (47/28711) . H.0010.8% (31/287%1) .
WE10.1% (29/28761) . Biks.7% (25/28761). BIME6.3%
(18/28761) B35 9% (17/287151) « M-I R #§5 . 99 (17/28761)
ML 2 — Z DAih5.2% (15/28761) T - 7219,

(6) BAFEMHE_EETHREFALLLEHER (AVF2107g558)
RIEEOTRIERE - R EEEZ RIS, A1) ) 70 Vi
BRI AKAY - 70 A a5 o)b - R F— by A
(IFL#EF) #xtiREEE L, IFLEEICAHSmg/kg (14H %1
FA 7 E L, BIH BICMFB G- T RICRR 2 $5) 3
T RE PG L. ZOR%E, ARHHEH B TIZIFLEE
PHNZ T~ T 7 AR A I B OV R T A A B R 0 IR A RR
wHNW, [5.2, 7.1, 7.4, 7.528]]

AVF2107gikBR DA 512 B 5 i

prE A HE A A AT
i ()| N — I ()| F— ik

IFLEE+ 79

R 6.28 15.80

(n=411) 0.577 0.714
IFL#EE+ 7N P<0.0001 P<0.0001

ATV 10.58 20.37

(n=402)

HERREPEL, IFLED + RHIHETI6.7% (379/39261)
Tholze FRAEBRRIE, THITL.7% (293/39261). HIfl
Bk A EA4 . 4% (174/39261) . #EJIHES2.4% (127/39261)
TE029.8% (117/392%1) . & FIR28.8% (113/392%1) . &
26.5% (104/392%1) . IMLE24.5% (96/39261) . MEME:21.7%
(85/392051) . #9519.4% (76/39261) . FHAIRL5.8% (62/392
Bl) THolz,

(7) BAFIH_EEHREFEALLEERER (AVF2192g55R)
A T 5 YRR OB AR L & 2 5D KGR
DRV - HBRARE 2RI, 7 v+ a Y ST -
R F—bhvTyagEE (-FU/LVERE) ZrEEE L,
5-FU/LVEE I AH5mg/ kg% %S (14H 2144 7 L&
L. S1H BICMFIEGE TRICAF Z2H%S) Lzt EOR
AR L7ze ORGSR, RAPEHRETIX, 5-FU/LVEEE
B A 38 7 SR TR A AR R O TR ATRE D 6 72, [5.2,
7.1, 7.4, 7.55MH]

AVF2192gi BR D AR B9 5 B

s T A AT T AR AT
i ()| N — R ()| v — R
5-FU/LV s
+ 7T R 5.52 13.24
(n=105) 0.496 0.766
5-FU/LV#i: P=0.0002 P=0.0942
+TONAF OB 917 16.56
(n=104)
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BEFLIFEBEIL, 5-FU/LVERE + ARFIHT100% (100/100
Bl) Thole ERAEHGIE, THISL.0% (84/10061) .,
JI%ET6.0% (76/10061) . H.L:65.0% (65/10061) . EHE47.0%
(47/10081) . EBAIRLS.0% (43/10061) | MEH-40.0% (40/100
Bl). EFIR38.0% (38/100%1). #3i§33.0% (33/10061). &
MES32.0% (32/100%1) . fE5426.0% (26/10061) . £1f126.0%
(26/10061) TH -7z,
RIEROEBMERER - EHHEE R E L725-FU/LVEEICAR
FIZPEH L7o, Ltz &t 3t & 23rbha, K
FHIPEHBEIC BTy RHIRERIC I U AR . S 2 A 1
WHEBRIEREDHD S L OWGEHRH 59,

17.1.3 BE LR E % & < YIRS RE & 1T - BROIE/ |l fabthE

(1) EINE IHEEEE (J019907:5)
FIGE DR 1B dE % b < GEAT - TES o IR/ NIt B %
WRIZ, HIVETTF > - X7 &b )usk (CPHEE) %
HREE & L. CPRREICAHKISmg/ kg% BFH (21H %191 ~
V&L, HIH B, fFlf 5# T RICRA &2 5) L7724
T AHRER % FEhiti L 72 CPHRERIIMmEEE b6 4 2V FEFTE L,
KHN DG IZCPIEED I I T b [F— ik - HETH
BAEAT F TG L 720 ZORE, AHIOHHEETIlE. CPHEREIC
oA T 7 R A AR B O ML N ORI R O D7D 5
N7z [5.2, 7.1, 7.65/H]

JO19907 5 BR DB RITECBI 5 % i

prEp SR T AT R EDES
gL (B) | = KRt % Pt
CPJFT'&E%@'&H# 59 31.0
(n=58) 0.61
CP#E+ 7N P:d 0090 P=0.0013
AT B 6.9 ' 60.7
(n=117)

BIVER BRI, CPIRML + RAIETL00% (125/12561) Td -
7oo EHBIERIE. IR EREA96.8% (121/12561) . JiE
FE95.2% (119/12561) . HMLEREORA94.4% (118/12561) .
R = 2 — 18 —88.0% (110/12561) . NEZ T ¥ Vi
4:84.0% (105/12561) T - 77,

(2) BHEL/MHEEESLILEHKER (E45995858)
RO T LR % B < AT - FEE oI/ INVIBiGRE B %
HAZ, CPEEE ML L. CPEEICAHI15me/ kg% B
B QIHZIV A 7 )vE L, 51H B IZAFIB G T #ZICARH]
#HE5) Lzt &oFSMEE G Lz, CPlgdwIhof
TH6H A4 7 VFETE L, KHOBGIZCPEFEO A I AT
TR FE—HHE - HETHEMETE TR L 720 DR
KREIGEREEClE. CPEIICHEANEE 2 AT O E)RS
sz, [6.2, 7.1, 7.65MH]

E4599:85k O A #1412 B3 % Bifi

FACR 1 e T A A I AR
- R ()| — FIe [ O7) [ — FlE
CP{?%‘(%E%%M? A5 103
(n=433) 066 -
CPiEH:+ T /N A . 0.
F > 15mg/kgf 6.2 P<0.001 12.3 P=0.003
(n=417)

Grade3ll EOEIWEM ZEHEIL. A#K]15me/kg + CPEFH T
69.1% (295/427%1) Td > 720 F 7% Grade3U DI IL,
I ER R 425 .8% (110/42761) . 9£5714.5% (62/427%1) .
M0 59 . 6% (41/42761) . FRHEEE = 2 —10/%3—9.1%
(39/4276H1) . BEIMLEG6.3% (27/42761) , F&GL5.4% (23/42711) .
E04.9% (21/42761) . BERARE . 9% (21/42761) . k4. 7%
(20/42760) . WEH-4.4% (19/427%1) TH -7z,

Q) BAFMH_EEHREFRLLEEHER (BO17704558)
FIGE DR 1B Iz % b < EAT - TS0 IR/ NIt BE %
MR, YATTF Y - S AYEC U EBREED: (GO
TAYEE R ERRAER Y - AEEEH) AR



BEE L. GOBEICAHT . bme/kg™ (&) Xix15mg/kg
ZOEHIES QIAZ1IHA 27V E L, #1H BICBRERG&T
BICAH ZHEG) Lok SoOFMMEE#HET L7z, GORETw
TNOHTL6T A 7V ETE L. KF OB IIGCHEEDH
T L A — - &R CRPSET Tkl L 72, 2
DFEFL, AHFNT7.5mg/kg F15mg/ kg HEEO M #E T, GCE

fiE9.1% (2/2261) Ta b, AH1bmg/kg + CPHEERE T 57
41.9% (13/31#1) . HHiM135.5% (11/3161). F4#i129.0% (9/31
Bl) . BIEiRE22.6% (7/3140). HE:19.4% (6/3161). A%
19.4% (6/3161) . MJ15E19.4% (6/3141) . BiEHE19.4% (6/31
Bl) . W ERIEAELG . 1% (5/3141) . BHYE16.1% (5/3141) .
569516.1% (5/3161) Tdh -7z,

FEIZIAREZEHIE E Td 2 B EAF M Of B2 TR
Bd BTz, [6.2, 7.1, 7.62H]

BOL177045ER DA W12 B 5 % 1t

17.1.4 FMAEXIBERILE
(1) EAEIHERER (JO1990153KER)
HER2F&ME THERS - FEISTLIE 10T B RiB RS & 0

o TR T A 700 A RIZ, 287 ) ¥ F )V EARF0mg/kgx HEH (28H %141 7
ekl el ()= FE el D% — Fie Ve L, BIHH. 8HH. I6HHIZNZ ) ¥ Xt x, F1H
GOt + 7' H., I5HHEIZ 2 ) ¥ XV G#THRICRAZ%5) L7
(Jméi 6.1 ) 13.1 Lo EIMRBR L ER L 720 HEFRIZL ) OFNAOEH LD
n= . . SR NN > S B - Al k. EERSEY
CCRE+ 7R P =0 0301 P0.7613 l]:j:f\_i?n %mi mﬁ@ﬁﬁu%iﬁwﬁ‘ ] — A Hﬂ;-a_-?
%‘/15mg/kgﬁ$ 6.5 13.4 ’fl;]%“l%’ﬁ‘i VC{[’E?I"TE?X%‘ﬁHb& L7726 ﬂiﬁ%iﬁﬁﬂﬁﬂ@*g&ﬂﬂ
(n=351) 1312.9% 1 (95%(EMEIXRT © 11.1-18.27 A) . Z¥4hER1373.5%
GO+ 7 /3 A 0.75 0.93 (CR 5/1171, PR 81/117#1) T - 72¥, [5.5. 7.1, 7.7&HH]
-?‘/(7'5%%%@% 6.7 p=0.0082 | 30 |p=0.4203 EIERSHZIE . RA0mg/ kg + /327 1) & £ €L T100%
n=

(120/12081) Td > 720 FHEIWERAIL. BERES.3% (118/120
Bl) . IMEREEA85.0% (102/120%1) . # rHERE0H 475 8%
(91/12081) . Kiytk= 2 —1,832—75.0% (90/120%1) . £H
1M70.8% (85/12061) . FRHE&HF1ES9.2% (71/12061) . KD
BE=53.3% (64/12081) . J55750.8% (61/120%1) . EHAIR
50.8% (61/12081) . MREFEF48.3% (58/12061) TH -7,
(2) BHEMREEREIERER (E21005858)
HERZ2B&ME™ Clisfe - F3sFLE 1M 3~ 2Ll g kit 8 g
ERRIC, 37 ) FFR)V (PTX) #kEaBEE L, PTX
PN ARHN Ome/kgx B (28H %194 7 )V & L, #1HH.
SHH. I5HHICPTX%. #H1HH. 150 HIZPTX#HGK T
AR EIE) Lz EOFMELRET Lz, AHERERIZLD
WINDQOFEFEHIELGE. b — T OIK E HAN T,
[l — I - R CRTEGEAT F CHEBHE G- TRk S L7z, &51Malp
MM (20054F2H9EF—% v b4+ 7) OfEHRICHES X, #)
BRI BRI sh b 1k S 7z ARFVBEFRECld. PTXS IS
AT EFGIEH Cd 2 WA (e B A
i) OHEELZEENBO SNz, —F, BIRWEEMEE TH
LEGMEIZOW T, PTXEZICAA IS 2 L12k
LEEREREIHEO SN L5722, [5.4. 5.5, 7.1, 7.751E]
E21005BR O A 4012 B 5 5 e

7)) AHF O R & B < UIBRANEE 72 e AT - RSSO FE/ N B AL
R 2 ARG 2 1A 15me/kg TH b o

BIVE B HRIE, AHI7 .5mg/kg™ + GCHRIERETI5.5%
(315/330%1) . AHI15mg/kg + GCIEERETI5.4% (314/329%1)
THhorzo EREIEMIZ. A#FI7.5mg/kg™ + GCHEF:HECHE
0054.8% (181/330%1) . IFHERIRAMiEA8 .5% (160/330%1) W&
1:47.0% (155/330%1) . M/IMRSAMEST. 0% (122/33061) . &
M33.3% (110/330%1) . #E5727.9% (92/33061) . AR
24.5% (81/330%1). HHiM23.9% (79/330%1). fEH:20.9%
(69/330%1) . FSIME20.9% (69/330%1) TH V. AHI15me/kg
+ GO IERETIEL55.6% (183/329%1) . Bk ik A 4iE45.9%
(151/329%1) . MEt45.3% (149/329%1) ., I MRGHAES4 . 3%
(113/329%11) | 925730 7% (101/329f1) . £ 1f1.30. 4% (100/329%1) |
FM28.9% (95/329%1) . EIMF28.9% (95/32961), ABA
HR27.4% (90/329%1) . BETEAE21.3% (70/329%1) Td -7z,

(4) B5E T HEMFER{LHEHER (AVF0757g5K5R)
KGBH O AT - FEEOIE/ NG EE 2 xR I12. CPHE
FRIEEE L L, CPHEEICAAI7. 5mg/kg™ (R&RE) i
15mg/kg# i (QIHZ1H A 7 L& L. %1H HIcH#HExS
WTRBRICAK 2 HS) L E0FREERE L. CPE
FEROTFNROBETHF A 7 VT TE L. KHOFKL1ZCPHE

RO L T b F— i - R CRSEAT L1184 1 CTT I %ﬁifjﬁj?fiﬁ T gﬁfﬁf'ﬂi# -
7OV ECHERE L720 TR R % B CRRAT L 7 SR St TTET & ~
AFN15mg/ kgt HEE Tl CP#EIZILXTime to disease (1;;354) ' 5.8 24.8
progression (TTP) DA 4R K DZAHRDUEATL & PTXHEE: Ll ol
Nn7ze [6.2, 7.1, 7.6=#] +7;/\“z367?8>‘/ﬁ¥ 11.3 ‘ 26.5 :

-

AVF0757gikBR DA 3 B 5 5 iiii

E21003%52 0 M3y B A= 47 0] ] O Kaplan-Meier it

e TTP kS o
PR e on - re| % bl e
CPARRIMEE |, | _ 2.0 _ «
(n=25) B o
CPIRE+ 7 /N A 0.41 fﬁ 05
7 15mg/kel | 7.4 A 31.3 | P=0.0857 B 04
. P=0.0028 B :
(n=32) B 03 o e
CPIRiE+ 7 /N A 0.8 02| FRORENEN SR
F>7.5mg/kgl| 4.3 A 31.8 | P=0.0976 01 =
_ P=0.5963 0.0
(n=22) 0 6 12 18 24 30 36 A8
IR 55513, AHI7 5mg/kg™ + CPIRH:BE ©81.8% (18/22 e o o B B H : g

B) . AFKI15me/kg + CPHHERETI0.3% (28/3161) TH - 720
FEIWERIE. AHI7.5mg/kg™ + CPHEERE T 5 136 4%
(8/22f1) . 369531.8% (7/2261) . 95727.3% (6/22f1) . #F
BRI AE22 . 7% (5/2261) . BIER22.7% (5/2261) . M.l
13.6% (3/22%1). W£IM13.6% (3/22%1). T3#19.1% (2/22
B, TIN99.1% (2/2261) . MR AEE 1% (2/2261) . BiE
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E210035% O 4= 17 W [ > Kaplan-Meier il ##
1.0
0.9
08
0.7
06
05
04
03
02
01
0.0

£FRE

0 6 12 18 24 30 36 42 48 54 60 A
PTX+7/NAF 8 368 344 297 249 193 104 48 23 5 0 0
PTXBRB 354 307 258 215 165 103 48 19 8 0 0

7E8) E2100ERTIE. M I AV A~ T (EIETHIfZ) BEEED
HER2BGMFLIEEE . RO Ay X~v 7 (GEIEFHIRR)
% a GIRIEDEISAZ 72 & 2 WHER2FEHIA I FLIE B8 b B4
THETH > 72,
Grade3ll I (il oW TldGradedll ) D EIVEAHFSEL
L, AH+ PTXHERET67.8% (246/36301) THh o7z, &
ZRIERIE, BRI = 2 — 182 —24 2% (88/363f1) .
mIMELS. 2% (55/36361) . J%5710.5% (38/36361) . 1%4+9.6%
(35/363MB1) . AfFFERERAS 5% (20/36361) . /1K T4.4%
(16/363%1) | 0% R %4 . 4% (16/363%1) . T H#i3.9% (14/363%1) |
i3 .9% (14/363%1) . HE0:3.9% (14/36361) T o720

* %17.1.5 BEMEHERE

(1) EREE IR (J022506515%)

BEWGIR O R3S R E B (B IFIE296 . BT i A2
R HE LB, EIER e Z 2o R MAIELR) % &Rz, KH]
10mg/kg D28 [ $ G- O H M 2 5T L 720 5 OB
JE B E 290 BV %60 H MR A ER1333.9%., 14FEEGE
1334.5%. ZRIFIZ27.6% T > 720 MEHIEAETLEHIM K OE
M oz Zh2n3.34 R U10.55 A Th - 722,
(5.6, 7.1, 7.9%HM]

BIEHZEBIRIZ, 96.8% (30/31%)) Tdh o720 THEIEH
E. IR E R E41.9% (13/3141) . EiE32.3% (10/31
Bl) . THI22.6% (7/3181). HHIm22.6% (7/3161), ALTH
16.1% (5/3161) . WFHEREKA16.1% (5/3161) . FIMER
Bom16.1% (5/3161) . I AI-PHEIN12.9% (4/31%61) . f#
F9.7% (3/31%1). [1P94£9.7% (3/31%1) TdH - 7%,

(2) EREFRSIH-_SEEHREFALIEERRKER (BO2199055R)
MFEOBFIELEZ 2RI, BgHREE e 7' I Mgk s
Wt (RT/THEE) ICARFIE 7T REPHHT 5=
FEMIEEA LG % F20t L 720 ARFIOHIEE,
BrerEvus F QHIAEAES) oftHgE 6EM) Hid,
10mg/kg (551H H252AME, 4bfes) &L, 7€/ 03
N O4LGEBAREIBE P AK S IRE L 720 Z20H%, 7EV TS
FOREFF BRI 28H 2194 27 vE L, #HIHBA» 5450
H % CIH1EE%S %69 1 7 v F THEH) hid, A#10mg/ kg (28
HE1HA4 20T, EIHHE, I5HHIZKRS) 2005 L
72 TE T I NHEFHRE T RISARH O H# % 15mg/kg (21
HEIVA 27 vE L, SIHEICES) & L. WEETF Tkt
W5 L7zo TOfR. KHGHTETIEZ. 77 BRI
THEFHLEH CTh 2 \ETEA TN OA B L EERO HiL
720 b1 OO EEFHEIEE Th 2 A MIHICIZ, ARG
RO SN o722, [5.6, 7.1 7.8, 7.92H]

BO219903 R D AR Z B3 5 1k

A A A

FIER S EIE, RHF+ RT/THERFETI2. 7% (430/464%1)
THotzo EREIMEMIE, FEa039.9% (185/46441) . BT
fiE35.1% (163/464%1) . 95733.2% (154/464%1) . /IR
AE3L.3% (145/464%1) . FEIMA29.3% (136/464%1) . M
23.5% (109/464%1) . 5hi1016.4% (76/464f%)) . EHHE
16.2% (75/464f%1) . fEHL15.5% (72/464%1) . I ek A i
13.6% (63/464%1) T - 722,
*17.1.6 JEE
(1) EERE I H-E SR EFEALIEEHER (GOG-0218515%)
(LD ARE T O LRI, VR, USRI B
ERRIZ, ANKTSF 2 - 87 ) & F LV (CPH#EE)
3t IEEE (CPPRETFY) & L., CPEHEICAHI5mg/ kg 1
5. L 72CPB15HE? Je K #15me/ kg% B - Mk S L 72
CPBI5+ BEFS O3B L B BRI % st L7z CPRE IRV
NOBTLeN A 7 IV FETE L, KFLELT 7R3 5-HE
2 SIRBAEFT X214 7 0V E TG L7z, FOkEE. CPB15
+#C, CPPHEICHAREEFHIIE A Cd 2 M AT of
BRIEEDSRO SN, 2B, CPBISHETIX, A5 % Eigig
FHH ORI D SN o7z, [5.8, 7.1, 7.10, 7.11=H]
1D 2LH 2144 7 vk L, CP#ED2Y A 7 VHD H41H H
MR G T RIS TS v R &G L. CPEEoH I
W THY 77 1R % ki s L 78
1E12) 21H %1% 4 7 vk L, CPHED2Y A 7 VH» S %10 H
I ABFN P G- T BRICAK 2 ¥ 5 L. CPHEEE O IE T
THRIZT TR E S L2
1E13) 2LH 2144 7 vk L, CP#ED2Y A 7 VHD541H H
WA P G T 2 AR 2 45 L. CPRE O /Il 3 ##
T b ARH & kRS L 7o RE
GOG-02185 B DB RNMEIZBE 3 % i

BT Y AR
e S DA T PP il P
) Uid)
CPPHE . _
P |3 | 104 299 | 406
., 0.8 1065
ELOE w6 s | Km0 | 38| K
P=0.0118" P=0.2197
. 0.71 0.879
CFE&E? 37 | 41| KM | 20 | 438 | KW
P<0.0001" P=0.0641
L) 71 kA7 B 200949290
W15) 7 b7 7 H : 201146871260
116) A EUk0.0116
HAR RSB B 5 AR 2 Bk ™
T
50 oLk " AN
N N R
CPPEE (n=20) 8 145 -
CPBI5H (n=12) 3 NE'Y[0.44 [0.09. 2.20]
CPBI5+# (n=12)| 3 NETY[0.71 [0.14, 3.77]
E17) HARANEGEMD A X2 MuID % < BRI OV TRl
RS AT,

W18) A1 v M4 T H 1 20104F2H25H

¥£19) NE : not estimable
EIVEHZEHEIE. CPB15#ET99.2% (602/607f51). CPB15 +
#£T99.7% (606/608%1) TH o7z EZ&EIEHIZ. CPB1S
HECUF R EREH 4794 .6% (574/60761) . 1 MEREKA~94 . 4%
(573/607%1) . ~EZ T U X EA90.0% (546/607%1) . JE57

BE L (Do FIE B 09 = FIE 69.7% (423/60761) . ML/MEEHA69.2% (420/60761) .
RTTHE PR = 2 — 18> —63.1% (383/60761) . BiTEHE49.9%
LTS LREE | 6.2 16.7 (303/60761) . E.0:49.4% (300/60761) . MEFLAL. 2% (250/607
(n=463) *” 0.64 0.88 ). T#131.8% (193/607#1) T . CPB15+ B CHFrhEk
RT/THE P<0.0001 P=0.0087 Fi 094 7% (576/608%1) . F1IMERELRA94.1% (572/608%1) .

LA F B 106 16.8 RSN e

(0= d58) 0 NEZ Y VEA90.3% (549/60861) . H577.5% (471/608
T RTEY e B) . UMIEGRAT0 4% (428/60861) . A YEREH = 2 —
510) H AR 101 % S T/8Y —63.5% (386/60801). H.0:55.1% (335/60861). M
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FHES0.3% (306/608%1) . fHFA42.9% (261/608%1) . BaHij
34.2% (208/608ff)) T o 7=
#20) A1 M4 T H 20104:2H5H

18. EExhIRIP

18.1 1EAHRF
NNV AT, b MIEN KT (VEGF) (233 %
BETFHM 2 Bl e MU' 20— F VHETH S, VEGFIZL.
I PR M o M 73 24t - AEAE A RIS 2 & & i
EBWEDOTLHEICEGTEHA N AL THY, Fc DR
JIZBWTHEBITTHE L TnBEBH, ANy X7, b b
VEGF L B BAIHE 9 5 2 L2k ). VEGF & I8 N Rz
fa 1238 L T A VEGF 74k & & ’Z:[’Eiﬁ“ém ~
INY A< TIXVEGFOEY A I 5 2 &1 - HE
LT C oo I A 2 ) L RE @iﬁﬁﬁﬂﬂ?#é” B, %7,
VEGFIZ & 1) JTHe L 72145 Bl Pk 2 T S &, JESHLEL TIT
WL RV 2R 5%,

€.N-)

18.2 jin vitrosE&

18.2.1 & b JEHT IR PN R MR % 72 VEGF - ARB M o Ml
BEEPRE G R O VEGFR2Z AR Fu Yy v ¥ -0 HE
) U ERALBHEREVE X AT N A T BRI & I’Jﬁﬁif% 5729,

18.2.2 A#FL. VEGF-AIZx L CERMICHE L. 2O#E
BRI, BTN FEERD L FERETH - 72,

18.2.3 Fcibfirid, FeyZ Ak, FcRnZ AR K U Clqy v 73712
X LTy AT A A ESGLD DR & FARRE o A it % 7R
L7z F72. VEGF-A%SH L T\ 5 b MEFEMIZHKSKOV-3

V2t 9 2 A O PUAAR AT M0 15 55355 1 T OSSR AR A PR
@i(ﬁlé Wy BAT N A FEEIREE L FARICERO BN o 722
) TN FESRS  Avastin® (BEUTKEINzANY X<

7 (GEfnRR ) 35
(FPINAF > ® b 552 A 100mg/4mL - 400mg/16mL)

*¥18.3 EEHR

v MEMBHEE X — Py A I X — Ry MIBRL, N
NV AR T IEYUE (v APUR) THAHAL.6.15uK%
54521280, KB (COLO205. HM7. LSLIM6) .
FUE (MX-1. MDA-MB-435). IB3E (U-87MG). JNHJE
(SKOV-3) i i 2 AR 126 L PTG T % fRe0 72508, F
720 b MRBE (HM7) & v 72 EBRREEE € 7 VI a‘owf
Pl DR & JI L 723 bk d 5 I ghm s
NN AT LETHPURE PR T 2 2 &2 & 0. PUEERR
ORRIE % R” L7257,

19. FRIERSICEIT 2IB(LENFR
—HERIRR - NN A T GRIR TR 2 ) [~ Y A= 7 k4]
Bevacizumab (Genetical Recombination)
[Bevacizumab Biosimilar 4]
RE NN AT (BIaFHEZ) [Ny X~ 7 6] 13
ez e MEE/ 2 0—F Pk THD, v 7 R
P MMIEWE K€ 2 2 0 — F VPR O E
P, e b7 L— AT =7 R0 MgGlOER
Nohbe NNVAYT (HEETHIEZ) [NV X~
T T v A == AN A A Y —IIEHNIC X Y R
HEENb, NNV ART (BEEFHEZ) [NV X~
Tihft4] 13, 453D T I EFESL D S 2 HHEE (p18)
QAT ONMED T 3 7 FRFEH» &7 HLEH (kcfH) 24T
R SN 2HEY 2378 (5 F= : #9149,000) TH b,
A EEE (1-2145%3%)  (CrosaHis501N273033586)
FEH (1-4535%3)  (CazssHz113Nsss067S16)

20. BV EDEE
HIMERIE R ILER L TIRAF S 5 2 &0

= i

22.

AR
U A2 B &

a%k

(NN XY TBSEEE%E100mg [CTNKI)
4mL [134 7 )V]

(NN X7 TBSHiEERT400mg [CTNK])
16mL [134 7 V]

* %k
223,

1)

10)
11)

12)
13)

14)
15)
16)

17)
18) H

19) H
20)
21) H
22)
23)
24)
25
26
27
28
29

30
31

_T DO
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F 82

[EfE OB O B W RAKGRE - BIn/ERE SR A%
HENOL IR D G + NN AT (EE TR
2) (UREJE  10mg/kg 238 [ M R 5-3800)

The CATT Research Group, et al. : N Engl ] Med.
2011 ; 364 : 1897-1908

Curtis LH, et al. : Arch Ophthalmol.
1279

Gower EW, et al. : ARVO 2011 E-Abstract Poster 6644
FLAERL  HAI GRS ERE Qb 1 AR B
Hnl¥ 5 R oEmeng (BN THERERJ018157) (7 /34
T FIEEER  20074R4 H 18 HAKGE. EE & RHIEE2.7.6.3)
PSSR M AR (EINE TAHEERJ019901) (7 /3 A
T FIEEER © 20114F9 H 26 H KRR, REERHMIE2.7.2.2)
PARF G- M (EINE TAEFER]019907) (7 /3 A
T FEEER © 20114F9 26 H KRR, EEERHMES2.7.2.3)
FRAE MR B AE AT (7 /8N AF o MEEREA © 2007464 H 18
HKGE. MEFER®2E2.7.2.3.1)
7%#‘"‘%?% (7 INAF v FHiEEE
. HEEREE2.6.4.4.1)
7%#?3?(’@%% (7 INAF v HiEEE
A HEEEAINYE2.6.4.6.1)
FEPVERL © Ry TAH BB
WAV AR MR (E3200585%) (7 /3 A T~ & mymsE A ¢
200744 H 18 HAKGE., HIRHEEME22.7.6.7)

WYV AR LGRS (AVE2107gikER) (7 /NA T sk
FH 20074F4 H 18 H KGR, HIRSERMRZE2.7.6.4)

YL TR LR (AVEF2192g788%) (7 /8 AF i

2010 : 128 : 1273~

: 20074F4 18 H &

: 20074F4 18 H &

WA 200744 H 18 H KGR, S B RMES2.7.6.5)
Kabbinavar FF, et al. : J Clin Oncol. 2005 ; 23 : 3706~
3712

Sandler A, et al. : N Engl J Med. 2006 ; 355 : 2542-2550
ENEE TAHEER (JO199015ER) (7 /3 A F > midsE
20114F9 H26 HARFE. HEEEAH%2E2.7.6.6)

PN AR (JO1990138%) (7 /N AT » s ¢
20114F9H 26 H KR, HIREERM22.7.4.2.1.1)

Ao AR LR (E21005U8%) (77N 5 & FididE A
20114F9 H26 HARFE, HEE & AN 2E2.7.3.3)

EINE AR E (JO22506548%) OB (7/NAF &
HER  20134F6 H 14H KGR, HREEREES2.7.6.1.3)
EIPEE TAHEER (JO2250658%) D%eet: (7/8NAF » il
BRI 1 201346 14 H KRR, A AR S (71558)2.7.4.2.1.1)
FEI 3L ) 45 TUAH LGB (BO21990:8ER) DA (773 A
T REEHER © 201346 H 14 H KRR R & R%2E2.7.6.1.4)
B s 3 () 45 TLAR e i5citBR (BO21990:8ER) &4tk (73
AT v AR 20134E6 A 1AH KGR, HIRHEAMRE (1)
%) 2.7.4.2.1.1)
Ferrara N, et al.
Ferrara N, et al.

* Nat Med. 2003 ;9 : 669-676

* Endocr Rev. 1997 ; 18 : 4-25
Presta LG, et al. : Cancer Res. 1997 ; 57 : 4593-4599
Willett CG, et al. : Nat Med. 2004 ; 10 : 145-147
MWEEL ©in vitroF SRR R

Gerber H-P, et al. : Cancer Res. 2005 ; 65 : 671-680
Yanagisawa M, et al. : Oncol Rep. 2009 ; 22 : 241-247



32) b MilfFxenograft® 7V BT AHUEEIFEOME (732
F > RIEEHE 201149 H 26 H AKER., S SR 22.6.2.2.1
K12.6.2.5.1)

33) b FE#FMxenograflt® TV BT A HUEEREOME (7
INAF v HEEHER ¢ 201346 H 14 H KGR, W G5 AR 2
2.6.2.2.1, 2.6.2.5.1)

24, XBEFEKRERVHEVEDES
HAMLEE RS RSt > o —
T100-0005 HEHS THHXAON T H1FE LS
TEL. 0120-505-282

26. REERFTEEEE
26.1 B&EBRFEIT

$S B zNE4T

FRPFRAERAOR-ZTEIE1S
26.2 2%
BIVNUF D AIWRT T Iv ISR

RREPREH) | —T B16&E3SERTHEFSEIE)L 3R
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