19

22

18

21

100mg/4mL

19

400mg/16mL



19 2 14

100mg/4mL 400mg/16mL

18 4 21

1 100 400mg

1 Asp-1le-GIn-Met-Thr-GIn-Ser-Pro-Ser-Ser-Leu-Ser-Ala-Ser-Val-Gly-Asp-Arg-Val-Thr-11e-Thr- Cys?*-Ser-Ala-

26 Ser—GIn-Asp—|le-Ser—Asn-Tyr-Leu-Asn-Trp-Tyr-GIn-Gln-Lys-Pro-Gly-Lys-Ala-Pro-Lys-Val-Leu-Ile-Tyr-Phe-

51 Thr-Ser-Ser-Leu-His-Ser-Gly-Val-Pro-Ser—Arg-Phe-Ser-Gly-Ser—Gly-Ser—Gly-Thr—-Asp-Phe-Thr-Leu-Thr-11le-

76 SerfSerfLeufGIanrofGquAsprhefAIafThrnyrnyrnys”fGInfGInnyrfSerfTheraI*ProfTrprhrfPhefGnyGInf

101  Gly-Thr-Lys-Val-Glu-I|le-Lys-Arg-Thr-Val-Ala-Ala-Pro-Ser-Val-Phe-1|e-Phe-Pro-Pro-Ser-Asp-Glu-GIn-Leu-

126 LysfSerfGIyfThrfAIafSeeraI*VaIfqys'“*LequequsansanhenyrfProfArngquAIafLystaI*GInfTrprystaIf

151 Asp-Asn-Ala-Leu-GIn-Ser-Gly-Asn-Ser-GIn—-Glu-Ser-Val-Thr—Glu-Gln-Asp-Ser-Lys-Asp-Ser-Thr-Tyr-Ser-Leu-

176 Ser—Ser—Thr—Leu—Thr—Leu—Ser—Lys—AIa—Asp—Tyr—GIu—Lys—His—Lys—VaI—Tyr—AIa—bys”‘—ﬁIu—VaI—Thr—His—GIn—GIy—

201 Leu-Ser-Ser-Pro-Val-Thr-Lys-Ser-Phe-Asn-Arg-Gly-G|u-Cys24
g8 (L 8H)



1 Glu-Val-GIn-Leu-Val-Glu-Ser—Gly-Gly-Gly-Leu-Val-GIn-Pro-Gly-Gly-Ser-Leu-Arg-Leu-Ser—Cys?-Ala-Ala-Ser-
-

26 Gly-Tyr-Thr—Phe-Thr-Asn-Tyr-G|y-Met-Asn-Trp-Val-Arg-Gln-Ala—Pro-Gly-Lys-Gly-Leu-Glu-Trp-Val-Gly-Trp-

51 Ile-Asn-Thr-Tyr-Thr-Gly-Glu-Pro-Thr-Tyr-Ala-Ala-Asp-Phe-Lys—Arg-Arg-Phe-Thr-Phe-Ser-Leu-Asp-Thr-Ser—

76 Lys-Ser-Thr-Ala-Tyr-Leu-GIn-Met-Asn-Ser-Leu-Arg-Ala-Glu-Asp-Thr-Ala-Val —Tyr—Tyr—hys“—AI a-Lys-Tyr-Pro-
101 His-Tyr-Tyr—Gly-Ser-Ser-His-Trp-Tyr—-Phe-Asp-Val-Trp-Gly-GIn-Gly-Thr-Leu-Val-Thr-Val-Ser-Ser-Ala-Ser—

126 Thr-Lys—Gly-Pro-Ser-Val-Phe-Pro-Leu-Ala-Pro-Ser-Ser-Lys-Ser-Thr-Ser-Gly-Gly-Thr-Ala-Ala-Leu-GlI ynys's‘L

151 Leu-Val-Lys—Asp-Tyr-Phe-Pro—-Glu-Pro-Val-Thr-Val-Ser-Trp-Asn-Ser—Gly-Ala-Leu-Thr-Ser—Gly-Val-His-Thr—

176 Phe-Pro-Ala-Val-Leu-GIn-Ser-Ser-Gly-Leu-Tyr-Ser-Leu-Ser-Ser-Val-Val-Thr-Val-Pro-Ser-Ser-Ser-Leu-Gly-

201 Thr-Gln-Thr-Tyr-1 Iefdysz““fAsana |-Asn-His-Lys—Pro-Ser—Asn-Thr-Lys—Val-Asp-Lys-Lys-Val-Glu-Pro-Lys—Ser—

226CYSJZB—ASD—LYS—ThI’—H i s=Thr-Cys®2*—Pro-Pro-Cys®***-Pro-Al a-Pro—Glu-Leu-Leu-Gly—Gly-Pro-Ser-Va|-Phe-Leu-Phe-Pro-

251 Pro-Lys-Pro-Lys-Asp-Thr-Leu-Met-11e-Ser-Arg-Thr-Pro-Glu-Val fThrnys“’fVa |-Val-Val-Asp-Val-Ser-His-Glu-

276  Asp—Pro-Glu-Val-Lys—Phe-Asn-Trp-Tyr-Val-Asp—Gly-Val-Glu-Val-His-Asn-Ala-Lys-Thr-Lys—Pro-Arg-Glu-Glu-

301 Gln-Tyr-Asn®®-Ser-Thr-Tyr-Arg-Val-Val-Ser-Val-Leu-Thr-Val-Leu-His-GIn-Asp-Trp-Leu-Asn-Gly-Lys—-Glu-Tyr—

[
326 Lsy-Cys*¥-Lys-Val-Ser-Asn-Lys—Ala-Leu-Pro-Ala-Pro-|le-Glu-Lys-Thr-|le-Ser-Lys-Ala-Lys-Gly-Gln-Pro-Arg-

351 Glu-Pro-GIn-Val-Tyr-Thr-Leu-Pro-Pro-Ser-Arg-Glu-Glu-Met-Thr-Lys-Asn-GIn-Val fSerfLeufThrfICys“LLeusa I-

376 Lsy-Gly-Phe-Tyr-Pro-Ser—Asp-1|le-Ala-Val-Glu-Trp-Glu-Ser—Asn-Gly-GIn-Pro-Glu-Asn-Asn-Tyr-Lys-Thr-Thr-

401 Pro-Pro-Val-Leu-Asp-Ser-Asp-G|y-Ser—-Phe-Phe-Leu-Tyr-Ser-Lys-Leu-Thr-Val-Asp-Lys—-Ser—Arg-Trp-GIn-GIn-

426 Gly-Asn-Va I—Phe—Ser—éys“'—Ser—Va |-Met-His-Glu-Ala-Leu-His—-Asn-His-Tyr-Thr-GIn-Lys-Ser-Leu-Ser-Leu-Ser-

451 Pro-Gly-Lys
HEH (HE#H)

* %% H Asn303 N
Mauu(1—>6> Mano(1->6
ancy 1—=
L T s gManﬁ(1—>4}GlcNAc|3(1—>4}GlcNAc- Man5
Mano(1—>3)
Fumix(lf>6)
GIcNACB(1—>2) {ﬁ:ﬁ: i:zg}Manﬁ( 1—>4)GleNAcB(1—4)GlcNAc- G-1
GIcNAB(1-—=2 1—=6
NAPA==2Mana(1>O  fanp(1->4)GlNACH(1->4)GIcNAC- GO-F
GlcNAB(1—=2 Mano( 1—>3)
Maua(17>6])> v e
anai(1—>
L) SManB(1—>4}GlcNAcﬁ(1—>4)GlcNAc- Man6

Manc(1—>2 Mana(1—3)

Fucci(( 1—6)

Manao(1 —>6S
Galp(1—4)GleNACB(1—>2) Manp(1—>4)GleNAcB(1->4)GleNAc- G1-1
Mana(1—>3)

Fuc?t( 1—06)

GleNAGB(1->2 1-6
CNAB>2Mano(1>6) ) (1 4)GINACB(1—>4)GleN Ac-

GlcNACB(1—>2)Mana(1->3)

GO




Galp(1->4)GIeNAB(1—>2)Mano(1—>6 B )
ﬁManﬁ(1—>4}G1cNAcﬁ(1—>4}GlcNAc- Gl 16
GIcNAcP(1—=2)Mana(1—=3)
GIENACH(1—>2)Mana(1— L )
Manf(1—>4)GleNAcp(1—>4)GlcNAc- Gl 1-3
Galp(1—>4) GIcNAB(1—>2)Mana(1—=3)
Galp(1—>4)GINAB(1—>2)Mana(1—>6) Fucq(1->6)
>ManP(1—>4)GlcNAcB(1—>4)GlcNAc- G2
Galp(1—4)GIcNACB(1—=2)Manc(1—=3)
Man Fuc Gal GIcNAc N- -
Ce538H 1000002032 N 1716544
149,000Da
i
IgG1
cDNA
214 C1034H1591N2730338S6 23446.71
453 Ca2235H3413N5850678S16 49838.57 C
1 2
149,000
18 5 31 0531004

2
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19 2 14

100mg/4mL 400mg/16mL

18 4 21
1 100 400mg

1 5 mg/kg
10mg/kg 2



100mg/4mL 400mg/16mL

18 4 21
1 100
B
1 5 mgkg
1 10mg/kg
90
2 60
30
1 mg/kg
ml ke 25 mg/mL

25

400mg

100 mL



1 mL

A 5 mg/kg mlL = kg X 0.2 ml/kg 2
B 10mg/kg mlL = kg X 0.4 ml/kg 2
2
vascular endothelial growth factor:
VEGF VEGF VEGF
VEGF
VEGF VEGF VEGF
2
165 VEGF VEGFies
VEGF muMADb A4.6.1
CHO G7 VEGF
93%
Fab VEGF VEGF VEGFR-1
-2 VEGF VEGF
VEGF
VEGF
Genentech 1997
1998 5-FU
LV 5-FU/LV 5-FU/LV
IFL 2000 9
IFL

2003 9 2004 2



AVASTIN, used in combination with intravenous 5-fluorouracil-based chemo-
therapy, is indicated for first-line treatment of patients with metastatic carcinoma of
the colon or rectum. 1 b5mgkg 2

Eastern Cooperative Oncology Group ECOG

5-FU LV
FOLFOX4 Genentech
1 10mg/ke FOLFOX4 2006 6
F. Hoffman-La Roche Roche
2005 1 Avastin (bevacizumab) in combination with

intravenous 5-fluorouracil/folinic acid or intravenous 5-fluorouracil/folinic acid/
irinotecan is indicated for first-line treatment of patients with metastatic carcinoma of
the colon or rectum.

2004 11
5-FU/ LV
/
5-FU/FLV
2005 3
IFL FOLFOX4
2005 7 22 5
http://www.
mhlw.go.jp/shingi/2005/07/txt/s0727-3.txt FOLFOX4 R-, S-
LV S-, S- FLV
LV v
2.
K VL-CL vl IgG1
VH-CH1 VEGF
muMADb A4.6.1 6 CDR cDNA
CHO 214 C1034H1591N27303338S6 23,447Da
453 Ca235H3413N5850678516 49,839Da C Lys453
49,719Da 149,000Da

IgG1



muMAb A4.6.1

muMADb A4.6.1 VEGF1s5
muMAb A4.6.1
A4.6.1 6 CDR
CDR pEMX1 VL-CL VH-CH1 CDR
I Fab
VEGF VL VH CDR

| | Fab-12
Fab-12 VH VL IgG1 CH1-CH2-CH3 K

CL CHO

pSVID5.ID. LLnspeV.xvegf36HC.LC

CHO DP-12 CHO-K1 CHO
DUX-B11 MTX
DMEM/Ham’s F-12 MTX CHO 107N
MTX CHO G7
CHO G7 MTX
MCB MCB WCB
2
MCB WCB EOP in vitro
CAL
MCB
H L MCB CAL

PCR 1 B

MCB WCB CAL

MCB WCB
MCB WCB DNA
in vitro Vero MRC-5 CHO-K1
324K
Ab549
CAL in vitro
S L— EOP

S L~



in vitro

WCB B wee Il B
N

WCB
DNA in vitro
Vero MRC-5 CHO-K1 324K
WCB I N
[ ] MCB 100 WCB
MCB
3
WCB 1 B MTX B

DMEM/Ham’s F-12 | I B D N
I . I .
. I . D o S oL
L. /L B
N Bl wcB I B L
I N I
-umOI/L MTX Bl /L. DMEM/Ham’s F-12 NN
I DI DS B B . B
e e . . BN .
B o N B L [
B ool Bl oo vTX
o/, DMEM/Ham’s F-12 [ I
I NS N -
B e D e B o N ol
I ol 1 I

MTX ;1. DMEM/Ham’s F-12
oo S S B .
L — ol I . ool
. [l o . e

B - D oL g/L
80L  400L 2,000L
I . . I

I o/ e
B s s .
El /1. DMEM/Ham’s F-12 .umol/L_

I D B B S B e
——— e P




BN o N o D o/l
B e/l Mg/l
[ | Bl o1 DMEM/Ham’s F-12 I B
] I /L
H e B m
I 8L B I .
I- — HA 2

wio> - PCR in vitro
in vitro
I e ]
12,000L IL

i N H N
— B —  — —
IEC

% G0%
SEC 4

HUVEC

MCB

H I BN N .
IEC %
G0% SEC Bl HUVEC

IEC % G0%
SEC 4 HUVEC
IEC

10



% G0% B

4
|
- . pH . Q Sepharose
E @ w=ooomm B
CM Sepharose -
| UF/DF
B mmol/L Mg/ mL % 20
PS20 pH6.1 0.2um
120 300L 2 8
20 I
I I I
I I .

5
| .
B I .
L

B . n
ml = . I B B .
I D
CHO DNA
MTX A
# A # B # C # D
H s e

% HUVEC
N B ==

A

A

DNA Img P DNA

B
BTSRRI AR A (O B X % /o



CHO pNA A
# E # A A
’ mEN !
| 11 |
DNA
I [
=
11
HCCF
UF/DF
5
MCB WCB
MCB WCB
L- L-
MCB WCB EOP
CAL
2.
1 2
PCR 1n vitro
in vitro
ICH Q5A 12 2 22
329
C
X-MuLV PCR

12
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Log10

o

2, 3

2,*3

*9, %3

*4

1 TCID50

2 pRNA 3

DNA MMV
DNA SV40 PCR
Log10
1 2
MMV 6.9
SV40 6.1
1 2
6 /
107N Il nmol/L MTX
A 10mg/mL
10mmol/L pH5.5 100mg/mL 0.02% PS20
A
10mg/mL
51mmol/L pH6.2 Emg/mL % -
A ] B
]} B
1999 1 oL [
G7
: H . - :
1 1% B
B
25mg/L C
|
I c 107N
G7
EmL
WCB I E




C .
B H% D W% E W%
G1 B D 1 % E W%
E
C
2
1
N C
MALDI-TOF |
I B
I Lys-C /S- CM
Lys-C SDS- CE-SDS
cIEF SEC CpB
IEC SDS-PAGE CE-SDS HUVEC
VEGF
HUVEC
I CM Lys-C LC/MS
[ BA
MS/MS
H L N L C
H C Gly452 Liys53 107N
Lys453 W% G7
I %
32 Cys
MALDI-TOF-MS N- F PNGaseF
CE
N- GlcNAc 2 GO
Gal Gl 1-6
Gl 1-3 Gal G2

I = D =

N (I .

I CM Lys-C
CE-SDS
B %
[ B4
|

14

H Asn303
H B %

Bl B ol/mol



ESI-MS D -

452 H GO GO/GO
I D - D -
Go/Gl D- G1/G1
EEENO: D B s
| -
ESI-MS [ %
R O | i CDR
o
[ Lys-C Met Metis
MetiH m % M %

CM LC/MS e
|

cIEF ol |

SDS-PAGE | |
[ ] IgG
CE-SDS # A
# B 7 1 1%
W%
muMAb A4.6.1 PDGF FGF EGF NGF HGF
Growth Factors 1992; 7: 53-64
VEGF 165 VEGF
VEGF VEGFi121 VEGFi165 VEGFis9 VEGF206
VEGF1s65
Kd 1.1nmol/L
ELISA VEGF VEGF
CDC
ADCC
KDR kinase insert domain receptor CHO VEGF
ELISA
HUVEC
SEC 1IEC W%
Hm H% E% %
+ IEC IEC
% % %
2. 2 2

IEC
#ORTHORRR I IR R I C B S R T

15



SEC

SEC
ESI-MS
SEC # C # D # E # A
% I HERWE T
HEEYE G HEng/mL # F # G
Elmg/mL # G
- F o w3z, . e .
[ # F HEEME G
# F # G
IEC IEC 4 E. SEGWI)
# B, # B 1 M OIS T # BK,
PERWEL, # M
e W%
UF/DF
CHO DNA MTX
# F # B # G
# A A
3
pH
CE-SDS IEC SEC PS20
HUVEC
4
12,000L 4 120L
Lot No. A 205 34 1031 5
43 70 5 / 120L
55mL Lot No. #B #C
#D 205 24 55mL
543 90
pH CE-SDS IEC SEC HUVEC
55mL 120L
IEC 3

#ORTHORRR I IR R I C B S R T
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205

24
3
1
25mg/mL
2. 6 /
60mg/mL 51mmol/L
pH6.2 0.04w/v% PS20
2
2. 1 4
0.22um [
I I I
H I N I
3
CZE
pH IEC SEC
4
2 8 24 100mg/4mL 6 Lot No. #E S N
G tH (#1 oy #1] 400mg/16mL 1 Lot No. #K
1,000mg/40mL 4 Lot No. # L tM N {0
pH CE-SDS IEC SEC
400mg/16mL 1 ICH-Q5C
10 1 6 6
100mg/4mL 1,000mg/40mL
100mg/4mlL IEC
Lot No. #P
Lot No. # G 18
400mg 1,000mg
100mg
28 35 3 100mg/4mL 5 400mg/16mL 1

1,000mg/40mL 3

17

IEC
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1,000mg/40mLL

8 3 4 28 35 15
2 8 24
128
CE-SDS
2 8
mg/mL Elmg/mL
2 8 30 48
5w/v%
Ble/mL
2 8
Mg/ mL
Elmg/mL Elmg/mL
4

Baxter

SEC
100mg/4mL 400mg/16mL

5mL 20mL 50mL

100mg/4mL 400mg/16mL 2
1 38 42 1 90 50 3
TIEC
SEC
100mg/4mL. 400mg/16mL
lux h 522
IEC

1,000mg/40mL
W h/m?

SEC

5w/v%

[
100mL  Viaflex
pH IEC SEC

5w/iv%

Baxter 100mL  Viaflex

Bng/mL

30 48 30

IEC

Elng/mL 30
pH IEC SEC

107N BEL

18



3 Lot No. #4Q #R antivegf898-1
B mg/mL B mmol/L pHIR
B mg/mL /v mm N
G7 12,000L 2
Lot No. #T HA antivegf801-2
Mmg/mL mnmol/L NN 1
EMmg/mL -W/V%- I
Antivegf801-2 CZE CE-SDS IEC
SEC PS20
antivegf801-2 antivegf898-1 [ ]
I
CZE
pH CE-SDS IEC SEC PS20
CZE CE-SDS
2
3.
Genentech
3.1
22 8 14
1
1 muMAb A4.6.1 Growth Factors 7: 53-64,
1992
VEGF165
P3X63Ag8U.1
VEGF VEGF VEGF
VEGF
IgG1 muMAb A4.6.1 muMAb
A4.6.1
muMAb A4.6.1 muMAb A4.6.1
VEGF VEGFi121 VEGF165 VEGF1s9
PDGF EGF FGF NGF HGF
muMADb A4.6.1 VEGF

19

#ORTHORRR I IR R I C B S R T



VEGF muMAb A4.6.1
VEGF165 muMADb A4.6.1
VEGFi65 20ng/site

10 muMADb A4.6.1
VEGF muMADb A4.6.1 VEGF 165
muMADb A4.6.1
VEGF165 400ng muMADb A4.6.1
16ug VEGF165 10
2 Cancer Res 57: 4593-9, 1997 l-0348-1753
1756-582-RPT-1_0
muMADb A4.6.1 cDNA 6
K VL-CL vl
IgG1 VH-CH1 Fab
VEGF
Fab-12
Fab-12 VH VL IgG1 CH1-CH2-CH3 K
CL
CHO 2.
muMADb A4.6.1 VEGF
VEGFi65 3ng/mL
1Cs0 muMAb A4.6.1 ICso 50
48ng/mL Cancer Res 57: 4593-9, 1997
VEGFi165 30ng/mlL
muMADb A4.6.1 ICso 0.89 0.61nmol/L l-0348-1753
in vivo muMADb A4.6.1
1 10 A673 muMAD
A4.6.1 0.5 bmg/kg 2 4
0.5 5mg/kg 90% 95% muMAb
A4.6.1 0.5 5mg/kg 85% 93% Cancer
Res 57: 4593-9, 1997
VEGF
VEGF165 VEGFi121 VEGF110 10ng/mL 4
VEGFi165 VEGF121 VEGF110 1Cso0 60 86
32ng/mL 1756-582-RPT-1_0
3 W-0317-1753 m-0318-1753
Biacore VEGF16s5 VEGF
VEGF VEGF1es VEGF
Kd 1.1#+0.8 8.0#%5.1nmol/L VEGF
650nmol/L

20



4 Fab VEGF Structure 6: 1153-67, 1998
VEGF VEGF
VEGF 25
8 1/150
VEGF Fab 19
VEGF 4 § B5-p6 6
Met8!  Argsz Ile®3 Glys8 GIn®® Gly92 1/22
1/107 VEGF 19 VEGF
VEGFR-1 -2 19
VEGF VEGFR-1
-2 VEGF VEGF VEGF
5 Nature
362: 841-4, 1993
1 10 A673
G55 SK-LMS-1 1x108 muMADb A4.6.1 10
400ug/ 2 A673 G55 4
SK-LMS-1 10
A673 Gb55 muMADb A4.6.1
10pg/ 100ug 4
96 80% SK-LMS-1 100pg
70% A673
Factor muMADb A4.6.1
in vitro A673 G55 SK-LMS-1 VEGF
muMAb A4.6.1 0.2 20pg/mL
VEGF 0.5 20ng/mL
in vivo muMADb A4.6.1
muMADb A4.6.1 VEGF
6 Toxicol Pathol 27: 14-21, 1999
1 24 14
A673 2x106 24 muMAb A4.6.1 0.05 b5mg/kg
2 4 muMADb A4.6.1 muMADb
A4.6.1 muMADb A4.6.1 2.5mg/kg
5mg/kg 2.5mg/kg muMADb A4.6.1 4
30.6pg/mL 12.47
56.93ug/mL

21



VEGF

muMAb A4.6.1

VEGF

13

Neoplasia 2: 306-14, 2000

muMAb A4.6.1

J Clin Invest 95: 1789-97, 1995 Am J Pathol 153: 1249-56, 1998 J Pediatr Surg 38:
308-14, 2003 Neoplasia 2: 306-14, 2000 Prostate 35: 1-10, 1998 Cancer Res 56:
4032-9, 1996 J Urol 161: 960-3, 1999 J Pediatr Surg 35: 30-3, 2000 Proc Natl Acad
Sci USA 93: 14765-70, 1996 Am J Obstet Gynecol 183: 956-63, 2000 J Magn Reson
Imaging 15: 233-40, 2002 Cancer Invest 16: 225-30, 1998 Cancer Res 60: 5565-70,

2000
muMADb A4.6.1
muMADb A4.6.1 VEGF
muMADb A4.6.1 VEGF VEGF-A
VEGF-A VEGF muMADb A4.6.1
VEGF
VEGF
VEGF
muMAb A4.6.1 VEGF
VEGF
2
VEGF
3.3
3
4 13 26 1
50mg/kg 1 2
pH 3.3

22



PTX DXR

muMADb A4.6.1

Am J Pathol 161: 1917-24, 2002 Clin Cancer Res 8: 3226-31, 2002 J Pediatr Surg
36: 1177-81, 2001 Anticancer Res 19: 4203-14, 1999 Cancer Res 61: 3369-72, 2001

muMAb A4.6.1
Br J Cancer 88: 1979-86, 2003 muMADb A4.6.1

AVF0737 AVF0776g
AVF0775g 0/23 5/75 0/15
in vivo VEGF
muMADb A4.6.1
1 muMAb A4.6.1
in vivo muMAb A4.6.1
muMADb A4.6.1
IgG1 t1e 6.5
Cancer Res 52: 1916-23, 1992 muMADb A4.6.1
IgG1
tye 6.8 7.2 muMADb A4.6.1 tie
muMADb A4.6.1
Drug Discov Today 11:81-8,2006 FcRn
IgG1 Int
Immunol 13: 1551-59, 2001
In vivo
PHM|-0173S

23



1 5 6 COLO205 CXF280

COL-16-JCK 5x106 2mm
2mm 2 6
COL-16-JCK 1 4.0mg/kg
2 6 1 359  180mg/kg
1 1 14 1 b5mg/kg
melk TGI %
g8 COLO205 CXF280 COL-16-JCK
0.4 22
1.2 33 40 46
2.5 41 47 59
4.0 44 55
TGI —= =100
TGI % TGI %
35 44
359mg/kg 52 180mg/kg 38
/ 80 23
/ 70
/ / 86
TGI = >=<100
2
muMADb A4.6.1 VEGFiss5 VEGF VEGF
VEGF
VEGF Invest Ophthalmol Vis
Sci 37: 1334-40, 1996 VEGF N
79 94 VEGF
VEGF VEGF
3
3.3
4
VEGF

reversible posterior leukoencephalopathy syndrom: RPLS

24



RPLS

57: T67-777, 2005
RPLS VEGF
Brain 125: 2549-57, 2002 J Neuroimmunol 160: 170-7, 2005
VEGF
VEGF
Brain 125: 2549-57, 2002
J Neuroimmunol 160: 170-7, 2005

RPLS RPLS
VEGF VEGF
VEGF NO
RPLS
RPLS
RPLS
3.2
PK
VEGF
1
1
0.8 8.5mg/kg CL
34.1 14.8mL/day/kg t1/2)z 3.1 7.2day
0.8 8.5mg/kg bioavailability BA  AUCo-174
94 96%
9.3mg/kg CL 15.7mL/day/kg
Ve Vss 53.0mL/kg
152mlL/kg t1/2¢ tizg 1.2 6.8day
9.3mg/kg BA AUC 110%
0.664 10.1mg/kg 1 10mg/kg
CL 8.37 4.83mL/day/kg tiseg
5.42 12.3day Ve Vss 0.664mg/kg 25.0
58.8mL/kg 10.1mg/kg 30.8 79.5mL/kg 10.1mg/kg

BA AUC 69%

25



0.5mg/kg CL 14.0mL/day/kg tuizg
3.88day Ve Vss 41.8 69.5ml./kg
2 10 50mg/kg 10mg/kg
AUC Crmax
CL Vc Vss tig, tugg MRT 3
Parameters 2mg/kg 1i.v. 10mg/kg i.v. 50mg/kg 1i.v. 10mg/kg s.c.
AUC pg day/mL 43072 18102140 8800=£1400 17702260
Cmax pg/mL 68+6.2 290429 14002210 1203
CL mL/day/kg 4.76+0.88 5.560.46 5.78-0.84 5.7420.85
Ve ml/kg 30.1+2.0 36.3+2.4 36.8+4.9 77.6+11
Vss ml/kg 64.0+16 66.8+8.3 73.9%+11 NA
tiz, h 11.5%5.0 10.9%2.4 19.2%+9.5 —
tugg day 9.88+.9 8.756+0.84 10.3%3.1 9.3940.46
MRT day 13.422.2 12.021.0 13.1%35 13.5220.66
bioavailability % — - - 98
NA: not applicable + n=4
2
10mg/kg 1 4 8 11
0.5mg/kg PK 3.2
1 1 Ve Vss
39.9 62.9mL/kg CL 8.13mL/day/kg tzg  5.52day
CL t1/2[3
2 10 50mg/kg 2 13
1 26 10mg/kg 1 2
50mg/kg 4 13 PK AUC
CL Ve Vss tirgp 50mg/kg 3.2
1 1
26 CL
30% 2 26
4 13
Dose 50mg/kg
Parameters 4weeks twice weekly | 13weeks twice weekly [26weeks twice weekly
AUC pg day/mL 9900760 8070860 1300022600
CL mL/day/kg 5.07%0.40 6.25+0.71 3.98+0.808
Ve mL/kg 38.56+4.8 46.945.3 33.1+3.22
Vss ml/kg 68.4+5.5 84.3+2.5 64.7+9.61
tig, h 14.1+4.2 28.2434 77.0430.3
tugg  day 9.89+1.2 11.4+3.8 20.44+8.67
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| MRT day 13.6£1.6 13.6+1.4 16.52.59
+ n=4 2 )
2
125] 22.2 24.1MBg/kg 4.8 5.2uglkg
2 48
TCA
2
TCA 0.499% of dose/g tissue 10
0.069% 0.018%
of dose/g tissue
48 TCA 2
1/2 0.246% of dose/g tissue TCA
IgG1 125] rhuMAb E25 omalizumab
IgG1
Arzneimittelforschung 44: 890-8, 1994 J Pharmacol Exp Ther 279:
1000-8, 1996
10 100mg/kg 18 21
10 30 100mg/kg 6 9 12 15
18 29
10 3
10mg/kg 100mg/kg
10 100mg/kg
3
125] 22.2 24.1MBqg/kg 4.8 b5.2uglkg
SDS-PAGE
48
IgG1 omalizumab
IgG
IgG1
125] IgG1 2 48
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TCA 6 9% TCA

48
IgG1 IgG1
4
1 /
10mg/kg 1 4 8 11 15 18 18
CDDP 1mg/kg PTX 4mg/kg
CDDP PTX PK
PK CDDP/PTX
2 IFL
IFL 5-FU
1 8 10mg/kg 125mg/m2 5-FU 500mg/m?2
LV 20mg/m? 5-FU CL 25.0
8.33L/h/m?2 26.9L 9.72L/h/m? CL PK
5-FU PK
PK IFL
bmg/kg 2 7 207460.7ug/mL
5 VEGF
VEGF VEGF
VEGF 4.2
VEGF VEGF CL
125] VEGF165 1 10
25.7ug/lkg  1.12MBqg/kg 1mg/kg VEGF
VEGF CL 65.9mL/h/kg
225mL/h/kg 1/3 CL VEGF
8.97mlL/day/kg 7.83mL/day/kg
VEGF
VEGF CL IgE omalizumab IgE

J Allergy Clin Immunol 95 (1 Pt 2): 356, 1995
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Serum rhVEGF Concentration
(ng equivalent/ml)

01 77—

rhVEGF

rhVEGF:Bevacizumab

—
12 15 18 21 24

0 3 9
Time (hr)
6
4 13
Lot No. # AC 26 Lot
No. #AD 10mg/kg PK
Lot No. # AC LotNo. # AD CL 6.35mL/day/kg 6.70mL/day/
kg AUCo11 0.944 90% [0.89, 1.00]
PK 4 13 26
CL 3.2 1 2
G7 Lot No. #X
Lot No. #Z
Lot No. # AB Lot No.#EAA
PK PK
7
VEGF VEGF
PK VEGF
IgG1 IgG1
Fe FcRn
FcRn Eur J Immunol 26: 690-6,

1996 J Exp Med 180: 2377-81, 1994 Ann Rev Immunol 18: 739-66, 2000 Int Immunol

10: 1289-98, 1998

FcRn lysosome

CL

29

IgG

CL
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CL
CL
PK
1
n=2
0.80mg/kg
10.1mg/kg tzp
10mg/kg
CL
IgG
CL
VEGF
CL
2 CL
4

CL ml/day  6.1605> 08179 kg R2 0.9881

CL
CL
5
CL 5
CL
14
0.664mg/kg tugg  5.42day
12.3day
tieg 5.96 1l.6day 21 29

CL 6.35 14.7mL/day/kg
CL 8.37mlL/day/kg

CL
t1/2[5
CL CLtarget
CL CLrss
CLtarget CL
Drug Discov Today 11: 81-8, 2006
CLres

CL

CL
CL
13 26
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CL

3.2 1 2
26 4 13
CL
CL CL
CL 5.26mL/kg/day CV 13.0%
4 CL 13 1 CL
7.24ml/kg/day 26 2 CL 3.27
3.32mL/kg/day CL CV 30.8%
10day 1 26
1 2
26 2
26 CL 2
CL
CL
CL
4.3
PK
3.3
VEGF VEGF VEGF
VEGF
VEGF VEGF
VEGF 3.1
VEGF
VEGF VEGF
3.1
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10mg/mL
50 100mg/kg

4 50mg/kg Cpeak
1200pg/mL 5mg/kg
Cpeak AVF0780¢g 207ug/mL 6
100mg/kg 2

2

1 4

2 7 2 10 50mg/kg 2 4

2 4
3.2
10 50mg/kg
10mg/kg 50mg/kg
2 4 1
day 1 15 22 29 56
2mg/kg
2 13
3 6 2 10 50mg/kg 2 13
2 4
3.2
50mg/kg 1
13
26 92
2 50mg/kg 1 2
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10 50mg/kg
50mg/kg 4
4
2mg/kg 10 50mg/kg
10 50mg/kg
2mg/kg 4
day 6 11 15 22 53 92 119
2mg/kg
3 26
4 7 2 10 50mgkg 1 10mg/kg
2 26 2
12 3.2
X
10mg/kg
2 24 5 10% 50mgkg 14 8 13%
50mg/kg 1 24
2 10mg/kg 1 5
7% 10mg/kg 2 50mg/kg
12
10mg/kg
10mg/kg 2 50mg/kg
12
50mg/kg 2 1
10mg/kg
2 50mg/kg 1
2mg/kg 10mg/kg 1 50mg/kg
10mg/kg 2
2mg/kg 4 1 10 1 50mg/kg 4 2
10mg/kg 2 1
10mg/kg 2 50mg/kg
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2 10mg/kg 1
10mg/kg 2 50mg/kg
12

13 50mg/kg
10mg/kg 2 50mg/kg

periodic acid-Schiff-methenamine silver staining

1 day 15 50mg/kg 1 day 183

4 13 27 39 day 15 3
2mg/kg
4 IFL
5-FU LV IFL
2 3.5 100 125mg/m? 5-FU 500mg/m?
LV 20mg/m2 day 1 8 10mg/kg day 1 8
125mg/m?2 day 15
IFL
IFL 7 2 IFL + 5 2
FL + IFL
5 /
CDDP PTX
4 10 CDDP 1mg/kg PTX 4 mg/kg day 18

10mgkg dayl 4 8 11 15 18

CDDP/PTX CDDP/PTX+

CDDP/PTX CDDP/PTX+

CDDP/PTX+ CDDP/PTX
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3

in vitro in vivo
4
5
1
2
5 5.5 10 30 100mg/kg 6 18
DG DG6 9 12 DG 12 15 18
100mg/kg DG 12 15 18
DG 19 29
100mg/kg DG 12 15 18 DG6 9
12 47% DG 12 15 18 33%
3
5 6 10 30 100 mgkg DG6 9 12 15 18
DG 29
1 5 10 100mg/kg
DG 18 DG 21 A 10 100mg/kg DG6 9 12
15 18 DG 29 B
30 100mg/kg DG 6
7
100mg/kg
/ 30mg/kg
100mg/kg / /
100mg/kg 100mg/kg
10mg/kg 100mg/kg
1/20 10mg/kg 1/20 30mg/kg
4/20 100mg/kg 2/20 A
DG 18 19 20 21
B DG 29 1
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12% 9/73

13% 9/71 5% 1/19
10% 7/73
5% 1/19 1
10mg/kg 10mg/kg

4
1
/
5mg/mL
2
10 400pg/mL
9
30 36
3
VEGF
2.5 2.8kg 10mgkg day 1 4 8 11 4
day 50 day 8
day 11 2/2
1 day 36 1 day 50
8 11
4
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6
day 14
5
1
6
day 1
hCG
hCG
day 8
2
hCG
4 dayl 5
2 10mg/kg
50mg/kg
6
VEGF

10 50 75mg/kg day 1 4 7 10

50mg/kg hCG

day 8
day 48

50mg/kg 3

day 1

day 7

37

8 11

hCG
3 day 1 4 7 4

hCG
day 48

2 10 50mg/kg hCG

50mg/kg



6 2.5cm day
1 0.5 1 2mg/kg 2 day1 3 3
5
tensile strength
N VEGE I
8mm day 1 50mg/kg
dayl1 3 5 7 10 5
35mg/kg 2 dayl 3 5 7 11
6 day 12
1 day 12
day 12 78%
33% 46%
67%
50% 17% 50mg/kg
8mm day 1 2 10mg/kg
dayl 4 8 11 4 10 day 21
day 12 69% 2mg/kg 47% 10mg/kg 36%
2 10mg/kg
3 5
2cm day 1 0.5
2mg/kg 2 dayl 3 5 4 day 7

tensile strength
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75mg/kg 8 8

D-
8
2 10 100mg/kg day1 day 3
CDDP
CDDP
CDDP 1mg/kg dayl 3 5 8 10 12
2 50mg/kg day 8 10 12 3
CDDP
BUN
CDDP CDDP+ /
BUN
CDDP CDDP+
CDDP+
CDDP 50mg/kg

39

day 5

day 14

CDDP
CDDP



CDDP

BSA
1
BSA 5 20mg/kg 1 2 5 3 6
6 50mg/kg 4 BSA+
5 6 50mg/kg
6 BSA 20mg/kg
BSA
BSA
BSA BSA+ BUN
BSA+ 2/8 BUN
4 7 2 3
BSA
BSA
2
BSA 20mg/kg 6 7
8 50mg/kg 4 BSA
BSA+
BSA 2 BSA
BSA+ 50%
BSA
BSA
BSA
BSA BUN
BSA 50mg/kg
50mg/kg

40
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26
10mg/kg 5 10% 50mg/kg
8 13% p<0.05 50mg/kg 2
26
10mg/kg
10mg/kg 2
50mg/kg
VEGF
VEGF
2
6.3 14.1¢g 50mg/kg 2 5.4 6.7g
2 1 2 50mg/kg 2 0 1
50mg/kg
2
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4 13 26
VEGF
VEGF
VEGF VEGF-/- VEGF+/-
VEGF Flt-1-/- KDR-/-
VEGF

Development 126: 1149-59, 1999 Circ Res 94: 984-92, 2004 J Biol Chem
274: 31047-54, 1999 Cell Mol Life Sci 61: 2224-43, 2004

VEGF
VEGF
VEGF
3
preeclampsia sFIt1 VEGFR-1
VEGF placenta-derived growth
factor PIGF sFlt1
J Clin Invest 111: 649-58, 2003 sFItl VEGF PIGF
VEGF
vatalanib
Curr Opin Oncol 17: 578-83, 2005
VEGF NO
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Am J Physiol Cell
Physiol 280: C1375-86, 2001 VEGF NO
Angiogenesis 7: 335-45, 2004
VEGF NO

tissue factor TF cancer procoagulant CP
IL-8 VEGF TNF-a IL-18
Thromb Res 102: V215-24, 2001 VEGF

TF von Willebrand NO
PGI2 urokinase-type plasminogen activator
tissue-type plasminogen activator

VEGF
VEGF VEGFR-1 -2 SU5416
SU5416 Arterioscler Thromb
Vasc Biol 22: 1500-5, 2002 AVF0780g 9
a2 antiplasmin D-
J Clin Oncol 21:
60-5, 2003 J Clin Oncol 21: 3542-6, 2003 9

VEGF

VEGF
Am J Physiol Cell Physiol 280: C1375-86, 2001 VEGF
NO PGI2
in vitro VEGF NO
1 20 40

VEGF
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13 2mg/kg
10mg/kg
4
4 13
4 13
6 4 9 Exp Anim 27:
387-97, 1978 VEGF
4 13
3.8 4.8
2.5 4
4
13
2 4
1
26
13
26
1 1 3 4
4 13
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41
1
rhVEGF VEGF
IgG Fc-HRP ELISA
2
Fab ELISA J018157
Fe
ECLA
J018157
VEGF ECLA VEGF Ing/mL
3 VEGF
VEGF ELISA
VEGF VEGF
VEGF VEGF VEGF
VEGF
100ug/mL VEGF
1 VEGF
100ug/mL VEGF
AVFO0737g VEGF
VEGF
VEGF
VEGF 100pug/mL
VEGF 20 30%
100pg/mL 10mg/kg
3mg/kg
VEGF VEGF
- VEGF
|
3ug/mL
JO18157 3mg/kg
7.07pg/mL VEGF 3ug/mL
15.6pg/mL 3 5 10mg/kg

23.81 52.87pg/mL 27.00 67.44pg/mL 30.17 45.28pg/mL
VEGF
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VEGF VEGF

VEGF
VEGF
VEGF
4.2
VEGF
VEGF
VEGF
VEGF
4.2
PK
PK
1
1 / 5-FU/FLV J018157
18 3 5 10mg/kg
3 5-FU/FLV
5-FU 500mg/m? FLV 250mg/m? 1 6 2
2
AUCnt
CL
CL Ve 5-FU/FLV
0.899 1.093
0.863 1.118 5-FU/FLV
CL Ve
PK
3mg/kg 5mg/kg 10mg/kg
AUCint pg day/mL 852.34237.4 1387.23+426.9 2810.94334.8
Vd ml/kg 62.502%11.10 73.47%18.34 60.2648.93
CL mL/day/kg 3.80+1.20 3.94+1.34 3.6140.48
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|tz day | 12.33%4.52 | 13.40%2.82 11.68%1.74

+ n=6 AUCinf AUC
2
1 AVF0737g
25 01 03 1 3 10mg/kg 0 28 35 42
0.1 0.3mg/kg 1 10mg/kg
CL 1 10mg/kg
0.1 0.3mg/kg Ve
Vss Ve CL Ve 1 10mg/kg
72
PK PK
PK PK
0.1lmg/kg N=5|0.3mg/kg N=5 | Img/kg N=5 | 3mg/kg N=4 | 10mg/kg N=5
CL mL/day/kg 9.2927.07 5.0722.39 3.2720.81 3.6542.10 2.7540.47
Ve mL/kg 480174 | 486*13.0 | 37.9%7.77 4142120 | 435%126
Vss mL/kg 50.1%=17.0 60.3%7.30 60.4+18.8 53.4%+12.0 53.0%=10.9
tyzinitial day @ NA 1.9 1.302%0.535 0.844 2.17
tysterminal day b |  5.21%2.41 10.4=5.34 14.7£6.92 12.8+6.60 | 14.2+3.36
MRT day 7.4023.44 13.9%6.11 19.939.25 18.1%9.36 19.3%3.18
72 +
a  2- n=1 4
bo1- tue 2- t1/28
2 AVF0761g
12 3mg/kg 1 8
DXR 0 28 50mg/m? CBDCA/PTX
0 28 CBDCA AUC = 6mg min/mL PTX 175mg/m?
5-FU/LV 5-FU 500mg/m? LV 20mg/m? 1 6
PK
PK CL Ve MRT =+
3.11+0.792mL/day/kg 56.8+12.2mL/kg 18.8+3.98day
AVF0737g 4.2 2 1
DXR CBDCA/PTX 5-FU/LV
PK
28 35
PK
3 5-FU/LV AVF0780g
104 62 5-FU/LV
5-FU 500mg/m2 LV 500mg/m? 1 6 2
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5 10mg/kg 2
100
CL Ve 2.78 2.79ml./day’kg 45.4
46.1mL/kg AVF0737g 4.2 2 1
4 IFL AVF2107g
923 214
67 68 IFL 5-FU/LV
5mg/kg 2
PPK IFL 1256mg/m? 5-FU 500mg/m?2
LV 20mg/m?2 1 4 2 5-FU/LV
5-FU 500mg/m? LV 500mg/m? 1 6 2
214
CL mL/h 10.2 2.80
Ve mL 3230 2.00
oCL % 30.8 105
oVe % 18.7 30.1
oProp % 12.4 384
cAdd pg/mL 16.7 18.3
80kg 78.0kg
CL Ve 3.06mL/kg/day 40.3mL/kg 5-FU/LV
AVF0780g 5mg/kg 2.79mL/kg/day 45.4mL/kg
IFL 5-FU/LV
= 14 28.6+10.6 32.5+18.8ug/mL
84 83.6%31.4 77.026.9ug/mL IFL +
5-FU/LV + 5-FU/LV
PK
IFL SN-38
AUCo-+ 28 36
1.10 SN-38 1.33
SN-38 AUC
FOLFIRI
4.2
AVF2119g PK
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5 AVF0737g AVF0761g AVF0780g AVF2107g
AVF0755g AVF0776g AVF0757g AVF2119g
491 1 20mghkg 1 2 3 8
PPK CL
AST
Ve
CL
29¢/L 5 19.3%
483IU/L 95 23.0% CL
26.4%
CL 0.207 0.262L/day Ve 2.66 3.25L
CL +IFL 5-FU/LV CBDCA/PTX
DXR 17.4%
3 VEGF
VEGF
VEGF
VEGF
4.1
1
AVF0737g 0.1 0.3mg/kg
VEGF 1 10mg/kg 7
VEGF 1mg/kg VEGF
3mg/kg 28 35 42
VEGF 10mg/kg 1
VEGF 10 VEGF
72 30
VEGF VEGF CL
VEGF VEGF CL
3.2
AVF0761g AVF0780g
DXR CBDCA/PTX 5-FU/LV 3 10mg/kg
VEGF
2
J018157 VEGF
PK
VEGF
J018157 VEGF 3mg/kg
8 5 10mg/kg 24
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VEGF VEGF
VEGF
JO18157
VEGF
5 VEGF
VEGF
4
JO18157 3/18 bmg/kg 1 10mg/kg 2
3 4/4 3mg/kg 5mg/kg 2
20l 1 W
No. # X1 X2 #X3
2
PK
CL Vd twe MRT
3 PK
PK
3 No. #X4 #X5 #X6 #X1
3 No. #X4 #X5 #X6 CL
Ve 1 No. #X6 CL PK
No. #X6 CL 1/2
3 1
No. #X1 CL 7.79% Ve -4.02%
4
VEGF
VEGF
VEGF 3
3
4 VEGF
3
PK
4.1
4/837
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AVF0737g
JO18157
JO18157
PPK J018157 5mg/kg
5 95
PK
-
E & 3 8
[=) £
3, il o Joisis7 > - ©  Jo18is7
W 24 - ®  AVF0737g = ST ®  AVFOT37g
Al I )
™ 1 il
% 51 P ool
2 AN L S
2ol | TN T E N
i || sﬁ\ < Ny
o .\\% ) 8 e

g s 1 — ;E.; \Kﬁki
w =]
H_ e 6:' T T L} g e G" T T T 1

0 7 14 21 B 0 7 14 21

B (Day) BfE (Day)
3mg/kg 10mg/kg +

1 PK

JO18157

AVF0737g 4.2

5 PK

AVF0737g 3 10mg/kg 1

No. #X7 #X8 4
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1

FEMERANS XTI T EE (ug/ml)

00

®©
IS

[oN
S
L

'
=)

[S)
=)
1

e 400 - - - -
—e— AVF0737g
—o— J018157

EHMERANND XITEE (ug/mL)

—e— AVF0737¢
—o— JO18157

0 T J 0
0 7 14 21 o
B (Day)
3mg/kg 10mg/kg =+
PK
PK
2 PK
AVF0737g
PK
PK
AVF0737g 24
2 13
PK
CL Vd
AVF0737g
PK
AVF0737g
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BEfE (Day)

PK

PK
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PK AVF0737g

PK
3
PK
4.2 4
J018157 4/4
PK
PK
JO18157 ECLA
3/18 71
JO18157
ECLA
33/35 2006 2
Genentech ECLA
ECLA ECLA
PK
PK
PK
3
1 No. #X4
PK
4.3
4.4
PK
PK
PK
ECLA

#ORTHORRR I IR R I C B S R T
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AVF2107g SN-38 AUC
IFL IFL + 33% SN-38
Grade 3 IFL IFL +
SN-38
AVF2107g SN-38
5 SN-38
infusion
5-FU/LV FOLFIRI
SN-38 PK AVF3135¢g
36 day 0 FOLFIRI 180mg/m?2
day 2 5mg/kg day 16 day 30 FOLFIRI 5mg/kg day O
30 SN-38
SN'38 AUCO-last
0.99 90% [0.93, 1.07] 1.01 [0.92,
1.11] SN-38 PK
AVF2107g IFL + IFL SN-38 AUC
Grade 3
IFL + SN-38 AUC
FOLFIRI SN-38
SN-38
SN-38 UGT1A1
Drug Metab Dispos 33: 458-65, 2005
SN-38
XELOX
5-FU 300
PK
PK
J019380 NP18587
4.3
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Group ECOG

2005

7

22

Eastern Cooperative Oncology

http://www.
mhlw.go.jp/shingi/2005/07/txt/s0727-3.txt FOLFOX4
Roche
NO16966
5-FU/N-LV+ 3 5
10mg/kg 3 .
JO18157 day 22 5FU/ | 18 PR in 2/18
FLV+ 35 10 k SD 14/18 PD 1/18
: mexe NE1/18
1018158 FOLFOX4+ 5mg/kg | 15 2006 3
2 31
0.1 03 1 3 1
AVF0737g 10mg/kg 5 25 10mg/kg
day28 DLT
?)Ii%/LSBDCA/PTX DXR CBDCA/PTX 1 1
AVF0761g 5-FU/LV+ 3mg/kg | 12
5-FU/LV 36
5-FU/LV+ IRF/ PFS
5FUIN+ 5 10mg/ | 5mgkg 35 HR: 5mg/kg  0.44,
AVF0780g ke 2 5FULY + | DTS BRI 0005, 10mg/kg
10mg/kg 33 0.69, p=0.217
5-FU+ PFS
5-FU/LV 105
5-FU/LV = 5mgfkg 9.17 HR 0.496
-FU+
AVF2192¢g 5 o 1045 FU 0S PFS | o 1656 HR
0.766
IFL+ PFS
IFL 411
IFL+ 5mglkg 2 10.58 HRO0.577
+
AVF2107g 96 IFL 402 | OS PFS | o 90,87
HR 0.714
XELOX
vs. FOLFOX-4
FO2LFOX4i ;gfg{)g( ‘HR 1.05
NO16966 2,035 PFS PFS
=+ 7.5mg/kg 3 . vs
+ HR 0.83
97.5%CL 0.72, 0.95
p=0.0023
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FOLFOX4 =+ 10 | FOLFOX4 FOLFOX,;‘; P;;
E3200 mgkg 2 392 F20915F0X 0S PFS | ¢ od 1507
, HR 0.751
AVF0737g AVF0757g
AVF0778¢ AVF0761g AVF0775¢g AVF0776g AVF0780g | 56
AVF2107¢ AVF2192¢g
AVF2540 105
J AVF2119g
E2200 IFL+ 10mefkg 2| o PFS PFS 10.0
TTP  CBDCA/PTX
129  CBDCA/PTX
CBDCA/PTX+= 7.5 7.5mgkg 131
AVF0757g 15 mg/kg 3 99 TTP CBDCA/PTX
15mg/kg 225 vs
p = 0.0234
15 5
AVF0775g 3 10mglkg 2 15 RR 10 ! 0
3 20mgkg 2 5/75 MST 5.5
AVF0776¢ 75 RR TP 2.4
/ ] 162 3.17
2
AVF2119¢ 15mg/kg 3 232 PES 4.86 HR 0.98
p=0.857
5-FU LV I-LV DXR
CBDCA PTX HR OS: Overall Survival PFS Progression Free

Survival TTP Time to Progression RR Response ratio

1 5-FU/FLV
11 200H N
5-FU/FLV
3
day 1
3 day 22

5-FU 500mg/m?2

3 5
7

10mg/kg

J018157 12004
20 ® H
1 6 18
5-FU/FLV
1 3 5 10mg/kg
2 5-FU/FILV
FLV 250mg/m? 5-FU/FIV
2 5-FU/FIN 1 6
8 6
6 10mg/kg
20f B W

56




J0O18157

CR PR in SD PD NE
3mg/kg 1 4 1 6
5mg/kg 6 6
10mg/kg 1 4 1 6
2 14 1 1 18
20 H H oomm N
|
4.4
2 FOLFOX4 J018158
20056 W
50 FOLFOX4
FOLFOX4 .
day 1 5mg/kg 10mg/kg
FOLFOX4 day 1 85mg/m? FLV 100mg/m?2 5-FU
400mg/m?2 600mg/m? day 2 FLV 100mg/m? 5-FU
400mg/m?2 600mg/m? 1
2
2006 3 31 15
1 No. # X9 14 8 6
5mg/kg
14 13 14
12 11
PR 8 SD
3
2006 3 31 2
200 B W 38
20 m W
1 4.4
3 AVF(0737g J Clin Oncol 2001; 19: 843-50

1997 | 1997 [

day 0 42 day

43 72
01 03 1 3 10mg/kg  day0 28 35 42

4.4
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4 AVF0761g J Clin Oncol 2001; 19: 851-6
1997 | 1908 |}

DXR CBDCA/PTX 5-FU/LV
2
4.4
5 5-FU/LV AVF0780g J Clin Oncol 2003; 21: 60-5
1998 6 19 N
30 90
5-FU/LV 5-FU/LV 5-FU/LV 1 5 10mg/kg 2
8
5-FU/LV 5-FU 500mg/m?2 LV 500mg/m? 1
6 2 1 8 1 5
10mg/kg 2 24
5-FU/LV
10mg/kg
104 5-FU/LV 36 5-FU/LV+ 5mg/kg 35 5-FU/LV+
10mg/kg 33 2
5-FU/LV 5-FU/LV+ 10mg/kg 1 102 5-FU/LV
35 5-FU/LV+ 5mg/kg 35 5-FU/LV+ 10mg/kg 32
5-FU/LV 22 20
2
Progression Free Survival
PFS PFS 5-FU/LV 5.4
5-FU/LV+ bmg/kg 6.8 5-FU/LV+ 10mg/kg 8.4 5-FU/LV
5-FU/LV+ 5mg/kg 5-FU/LV+ 10mg/kg
vs bmg/kg 0.58 p=0.043 vs 10mg/kg
0.53 p=0.027 log-rank IRF /
IRF 93 IRF
5-FU/LV+ bmg/kg vs bmg/kg
0.44 p=0.005 vs 10mg/kg 0.69 p=0.217 log-rank
96 3 5mg/kg No.#X10 #X11 10mg/kg
No.#X12 IRF

#ORTHORRR I IR R I C B S R T
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5-FU/LV 5-FU/LV+  5mglkg 5-FU/LV+  10mg/kg
N=36 N=35 N=33
IRF/
6 14 8
95% 17%[7%, 34%] 40%[24%, 58%] 24%[12%, 43%]
p x? 0.03 0.43
7 12 12
95% 19%[9%, 37%] 34%[20%, 52%] 36%[21%, 55%]
p X 0.16 0.12
Overall Survival: OS 13.6
5-FU/LV+ 5mg/kg 17.7 5-FU/LV+ 10mg/kg 15.2
5mg/kg 10mg/kg Vs
5mg/kg 0.52 p=0.073 vs 10mg/kg 1.01
p=0.978 log-rank 1
104 50 19/36 5mg/kg  12/35
10mg/kg  19/33 18
2 1 5mg/kg 11 1
10mg/kg 18 1 5mg/kg
10mg/kg
4 14 6 5mglkg 4 10mg/kg
4 4.4
6 5-FU/LV AVF2192g J Clin Oncol 2005; 23:
3697-705 2000 8 200 W
100 200 5-FU/LV 5-FU/LV
60
5-FU/LV LV 500mg/m? 5-FU 500mg/m? 1
6 2 1 8 5-FU/LV
1 5mgkg 2 48
214 5
209 5
2 1 204
20 B =
0S 5-FU/LV  13.24 5-FU/LV+ 16.56 5-FU/LV
0.766 95% 0.56, 1.05
p=0.0942 log-rank Progression Free
Survival: PFS 5-FU/LV  5.52 5-FU/LV 9.17
5-FU/LV 0.496 95% ;0.34, 0.73
p=0.0002 log-rank QOL FACT-C Colorectal Cancer Subscale
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score QOL 5-FU/LV  3.02 5-FU/LV
3.12 0.813 95% ;
0.58,1.15 p=0.2381 log-rank

5-FU/LV 86/104 82.7%  5-FU/LV+ 77/100 77.0%
5-FU/LV 71 5 3 2
1 2 5-FU/LV+ 71 1
1 2 1 1
11 5-FU/LV 2
1 5-FU/LV+
1
4.4
7 IFL AVF2107g N Engl J Med 2004; 350: 2335-42
2000 9 20 1 20H N
400
100 900 IFL IFL 5-FU/LV
163
IFL 125mg/m?2 5-FU 500mg/m?2 LV
20mg/m? 1 4 2 1 6
5-FU/LV Rosenwell Park LV 500mg/m?2 5-FU
500mg/m? 1 6 2 1 8
5mg/kg 2 IFL 5-FU/LV
96
IFL+ IFL+ 5-FU/LV
IFL
300 100 /
IDMC Grade 3
300 IDMC
IDMC
400 193
925
p=0.003 log-rank
p=0.0018 IDMC
925 2
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No. #X13 #X14 923 411 402 110
26 15
10 1 897 396 392
109 0S
IFL+ IFL+ 21
200l H N 0S
15.6 20.3
0.660 95% 0.54, 0.81 p<0.0001 log-rank
20 B W 0S 15.80
20.37 IFL IFL
0.714 95% 0.61,
0.84 p<0.0001 log-rank
1.0
08
g 0.6
2
o
R Treatment Arm
=
0.0 L, i .
0 10 20 30 40
Duration of Survival (Months)
AVF2107g
2o 0 1 AVF
PFS 6.24 10.55
0.544 95% 0.45, 0.66 p<0.0001 log-rank
34.8% 44.8% p=0.0036 X2 7.06 10.35
p 0.0014 log-rank Colorectal Cancer
Subscale CCS QOL 2.73
2.89 0.916 95% 0.67,1.256 p=0.5807 log-rank
20 B W PFS 6.28 vs. 10.58
0.577 95% :0.48, 0.69 p<0.0001 log-rank
34.8% vs. 45.0% p=0.0029 X2 7.13 vs. 10.84 p 0.0016
log-rank
307/396
77.3% 268/392 68.4% 86/109 78.9%
283 8 5
3 247 7 6 3
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1 75 3 2
1 30 27/396 6.8%
29/392 7.4% 12/109 11.0%
16 5 3 1
19 4 2 1
5 3 2 1
11 3 1 2
1 1 1
13 3 1 1
2 1
1 1
4.4
8 FOLFOX4 XELOX NO16966
2003
FOLFOX4 FOLFOX4
FOLFOX4 XELOX XELOX
XELOX
218
FOLFOX4 XELOX
NO16966A
FOLFOX4 XELOX 2
<2 NO16966C
PFS XELOX XELOX XELOX+
XELOX+ FOLFOX4 FOLFOX4
FOLFOX4+ FOLFOX4+
XELOX+ FOLFOX4+
XELOX+ FOLFOX4+
6
XE):{I}‘E%%X 1000mg/m2 1 2 ot 13§mg/m 1 # ’ 3
16 48
F(])?I(‘)FL%%LLX 4 LV 200m§/m2 dot 85??§/T00mg/m2 18 ’ 6(1)Omg/r:2ay ' a2 1
XELOX . day1l 130mg/m?2 e 3 1
XELOX P , 1000mg/m 2 s 2 g g 1
F%%FL%)(()4X4 P day 1 day 2 LV 200mg/m?2 ot 85[;—%[1? 400mg/m? ’ '
600mg/m? 1 2 24 48
XELOX 7o Woomge 1 2 2 1wk
1 3 16 48
FOLFOX4 #5mg/kg day 1  85mg/m? 2
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FOLFOX4 1 day 1 day 2 LV 200mg/m? 5-FU 400mg/m?
600mg/m? 1 2 24 48
NO16966A A XELOX 317 FOLFOX4 317
NO16966C C XELOX P
350 FOLFOX4 P 351 XELOX 350 FOLFOX4
349 2,034
NO16966A NO16966C
( ) 2%<2
FOLFOX4 FOLFOX4+
/ \
XELOX4 FOLFOX4+
(n=317) (n=349)
XELOX+
- (n=350)
(n=2,034) PS:0vs. 1
( ) 1vs2 XELOX+ m
Al-P: vs. (n=350) @
: V.S
w () ITT PD:
FOLFOX4+ 5mg/kg 2
XELOX+ 1 7.5mgkg 3
XELOX FOLFOX4
PFS 241 259 FOLFOX4
1.05 97.5% [0.94, 1.18] 97.5%
1.23 XELOX
FOLFOX4
XELOX FOLFOX4 PFS
Kaplan-Meier
PFS
PES 97.5%
FOLFOX4
FOLFOX4+ FOLFOX4+ 259 768 HR=1.05
XELOX 0.94, 1.18
XELOX+ XELOX+ 241779
FOLFOX4+ 241 530 HR=1.06
XELOX  + 220 529 0.92, 1.22
FOLFOX4+ 285 238 HR=1.04
XELOX+ 281 250 0.84, 1.27
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a.9 4

0.8 4
0.7 A
0.6 A
0.5 4
0.3 1
0.2 4
a.1 A

0.0 4

FOLFOX/FOLFOX+P/FOLFOX+

XELOX/XELOX+P/
XELOX+

o

0

n at ris«

100 200 300

500

F/F+P/F+BY 937 804 588 342 135 40 10 4 2 0 0 Study Day
X/X+P/X+BV 967 826 552 300 118 51 24 6 2 0 0
PFS XELOX FOLFOX4
FOLFOX4 XELOX + FOLFOX4 XELOX
+ PFS 285 244 +
0.83 97.5% [0.72,0.95] p=0.0023 log-rank
+ +
+ + PFS Kaplan-Meier
FOLFOX4+ FOLFOX4+
0.89 97.5% [0.73, 1.08]
p=0.1871 log-rank
PFS
97.5%
PFS p log-rank
+
FOLFOX4 P  XELOX P 244 54T HR=0.83 0.72, 0.95
p=0.0023
FOLFOX4 XELOX+ 285 513
XELOX 2925 270 HR=0.77 0.63, 0.94
XELOX 282 258 p=0.0026
FOLFOX4 261 277 HR=0.89 0.73, 1.08
FOLFOX4 286 255 p=0.1871
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0.9 1

0.8 1

0.6

0.5 1

0.4 1

FOLFOX+BV/XELOX+BV

| | FOLFOX+P/XELOX+P
0 WE)O 260 360 460 560 660 760
n at risk Study Day
F-44P/X4P 701 592 409 231 79 19 2 0
F-44BV/X4BY 699 613 470 272 97 21 3 0
PFS + vs. +
P BV
28 FOLFOX4+
FOLFOX4+ XELOX+ XELOX+ 5/336  1.5% 6/341
1.8% 5/339 1.56%  8/353 2.3%
FOLFOX4+ FOLFOX4+ XELOX+ XELOX+
336 341 339 353
n, % n, % n, % n, %
7 2.1% 7 2.1% 6 1.8% 8 2.3%
28 7 2.1% 14 4.1% 9 2.7% 19 5.4%
28 5 1.5% 6 1.8% 5 1.5% 8 2.3%
4.4
9 IFL E2200 Ann Oncol 17: 1399-403, 2006
2000 11 2002 2
55 IFL
16
IFL Saltz 125mg/m?2 5-FU
500mg/m?2 LV 20mg/m?2 1 4 2 1
6 Saltz
2o N W
5-FU 100mg/m2 5-FU
400mg/m? LV 20mg/m? 1 10mg/kg 2
92 5 87
6 81 20 IFL
Saltz 72
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IFL

81 53 PFS 10.0
95% (8.4, 122 1 200 ® W
1
1
4.4
10 FOLFOX4 E3200 20
H 200 0
293 880
FOLFOX4 FOLFOX4
220 The Eastern
Cooperative Oncology Group ECOG
FOLFOX4 day 1 85mg/m? day 1 2 LV 200
mg/m?2 5-FU 400mg/m? 600mg/m? 2
1 10mg/kg 2
50
ECOG ECOG IDMC
1 ECOG IDMC 0S
327 1
ECOG IDMC 416
2 FOLFOX4+ 0S FOLFOX4
0.74 p=0.0024 log-rank p
0.0097
FOLFOX4 292 FOLFOX4+ 293 244
0S FOLFOX4 FOLFOX4
10.8 13.0 FOLFOX4
0.751 95% 0.632,0.893 p=0.0012 log-rank
0S 10.2
ECOG Performance Status CEA
FOLFOX4+ FOLFOX4

0S
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1.0 A
[e)) 08 N
=
2
>
= 0.6
(]
c
Re)
€ 0.4
Q.
g
8 021
FOLFOX4
— FOLFOX4/BV
0'07\“‘\“‘\““\"“\“‘\"“\“‘\“‘\
0 5 10 15 20 25 30 35 40
Duration of Survival (months)
E3200 BV
FOLFOX4 FOLFOX4 PFS
4.5 7.5
0.518 95% 0.42,0.65 p<0.0001 Ilog-rank 2.5
3.3%
FOLFOX4 8.6% FOLFOX4+ 22.2% 5.7
6.0 6.2
FOLFOX4 259/285 90.9% FOLFOX4+ 254/287
88.5% 211/234 90.2%
FOLFOX4 208 8 7 36
FOLFOX4+ 197
1 7 42 161
7 36
30 FOLFOX4 11/285 3.9%
FOLFOX4+ 18/287 6.3% 20/234 8.5%
FOLFOX4
FOLFOX4+ 1 FEV: / 1
4.4
11 AVF2540g 201 |
2000 W

AVF2107g AVF2192g  AVF2119g
AVF2107g  AVF2192g

56
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mg/kg/

2
104 20
4.4
12 AVFO0778g Proc. Soc. Oncol. 2002; 21: 9a
90 m 200 1§
AVF0737g AVF0757g AVF0761g AVF0775g AVF0776g
AVF0780g 56
12
mg/kg/ 1 1
6 1
2
56 7
6 1
1 30
4.4
13 AVF2119¢g
J Clin Oncol 2005; 23: 792-9 2000 11 2002 W
462 15mg/kg 3
96
11/215  5.1% + 11/229
4.8% 9 3
+ 10 1
+
8/70
4.4
14 CBDCA/PTX
AVF0757g J Clin Oncol 2004; 22: 2184-91 9H 1 k] I |
Stage b/ 98
7.5 15mg/kg 3 CBDCA/PTX CBDCA/PTX
CBDCA/PTX

12
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99 1 98

9 CBDCA/PTX
1/32 CBDCA/PTX+ 7.5mg/kg  4/32 CBDCA/PTX+ 15mg/kg  4/34
8 5 No.#X15 #16 #X17 #X18 #X19
5
4.4
15 AVF0776g
il W 2008 W
75 3 10 20mg/kg 2
96
75 3mg/kg 18 10mg/kg 41 20mg/kg
16 47
63% 3mg/kg/ 12 10mg/kg 24 20mg/kg 11
4.4
16 AVF0775g
o B 190 B
15 3 10 20mg/kg 2
1 15 9
4.4
1
1
AVF2107g NO16966
NO16966
20l H W
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AVF2107g

oS PFS IFL (O]
0.660 p<0.0001 PFS 0.714 p<0.0001
0S IFL+
IFL+ IFL+ 12.9% IFL+
35.6% IFL+
on study
IFL+ on study
off study
IFL+ 64.5% 265/411
IFL+ 69.4% 279/402
IFL
NO16966
FOLFOX4 XELOX
PFS
XELOX
FOLFOX4
PFS
97.5%
PFS p log-rank
+
FOLFOX4+ /XELOX+ 244 5417 HR=0.83 0.72, 0.95
p=0.0023
FOLFOX4+  /XELOX+ 285 513
XELOX 225 270 HR=0.77 0.63, 0.94
XELOX 282 258 p=0.0026
FOLFOX4 261 277 HR=0.89 0.73,1.08
FOLFOX4+ 286 255 p=0.1871
FOLFOX4
NO16966
FOLFOX4
PD 1
AVF2107¢g T7% 45%
PFS

AVF2107g
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28




0.63 p<0.0001

NO16966A XELOX  FOLFOX4
FOLFOX4 N016966C FOLFOX4+ FOLFOX4+  XELOX4+
XELOX4+ 92
FOLFOX4+ FOLFOX4+ PFS
0.82 p=0.008
FOLFOX4+ 85  PFS
335
FOLFOX4+
FOLFOX4+
5 FOLFOX4+
FOLFOX4+
85 0.72
p=0.0009
FOLFOX4
NO016966C
FOLFOX4
FOLFOX4
FOLFOX4 XELOX
FOLFOX4
FOLFOX4
433
5FULV 5 FU/LV+
AVF2192g 0S
0.766 p=0.0942
PFS 0.496 p=0.0002
5-FU/LV AVF0780g
PFS 5 FU/LV 5 mglkg



0.44 log-rank p=0.005
AVF0780g 5-FU/LV+ 5mg/kg
35 5-FU/LV 36 AVF2192g 5-FU/LV+ 5mg/kg 104 5-FU/LV+

105 AVF2107g 5-FU/LV+ 5mg/kg 110
IFL+ 100 5-FU/LV+
249 241 J Clin Oncol 23: 3706-12,
2005) bolus 5-FU/LV IFL 0S 14.59 bolus
5-FU/LV+ 17.94 0S 0.74

p=0.0081; log-rank

AVF2107g NO16966
2
ECOG E3200
FOLFOX4 10mg/kg
0S FOLFOX4 10.8 FOLFOX4+ 10mg/kg
13.0 0.751 p=0.0012;
log-rank PFS FOLFOX4 4.5 FOLFOX4+
7.5 0.518 p<0.0001
log-rank FOLFOX4 8.6% 25/292 FOLFOX4+ 22.2% 65/293
p<0.0001; Cochran-Mantel-Haenszel
E3200
96.4% 453
E3200
6
453 0S
FOLFOX4 10.8 FOLFOX4+ 13.0
0.743 p=0.0030; log-rank
453
FOLFOX4
3
AVF2107g AVF2192g AVF0780g
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(O 24 PFS

adenocarcinoma adenocarcinoma 637 mucinous
adenocarcinoma 42 adenosquamous carcinoma 1 3
4 VEGF
VEGF AVF0737g
AVF0761g JO18157 18 10 mg/kg
VEGF 5mg/kg
VEGF
VEGF
/ VEGF
VEGF
VEGF VEGF
VEGF
4.1
VEGF
5
AVF0737g
2
reversible posterior leukoencephalopathy syndrome;
RPLS infusion reaction

Genentech Roche

NO16966
20 H W
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%
IFL+ 8392 2.0%
AVEF2107g IFL+ 0397 0%
5FU/LV+ 21100 2.0%
AVF2192g 5FU/IN+ 0104 0%
FOLFOX4+ 5287  1.7%
E3200 FOLFOX4 0285 0%
4234 1.7%
FOLFOX4+ U341 0.3%
FOLFOX4+ 01336 0%
NO16966 XELOX+ 3353  0.8%
XELOX+ 21339 0.6%
AVF2107g AVF2192¢ AVF0780g
JO18157 20 [ | [ |
708 11 1.6%
201 [ | 2 PSUR appendix 8h
p.1445-p.15625 203
48
20 N 2,530 17 0.67%
AVF2949¢ 44
11
2%
JO18158 1 7l |
No # X20 I

BRiTE

ASCO2006 abstract #3535
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BRiTE

2
IFL+ 560  8.3%
AVF21
VE2107g IFL+ 44 2.3%
5FU/IV+ 515  33.3%
AVF2192g 5FU/IN+ 03 0%
FOLFOX4+
E3200  * FOLFOX4
FOLFOX4+ 9341 2.6%
FOLFOX4+ 4336 1.2%
*%
NO16966 XELOX+ 3/353  0.8%
XELOX+ 3339 0.9%
*
Ex
JO18157 18 3 Grade 3
J0O18158 2006 3 31
20
AVF2107g AVF2192g AVF0780g
3
035 0% 935 25.7%
AVF0780 bmg 136  2.8% bmg 236 5.6%
233 6.1% 233 6.1%
10mg 10mg
AVF2107g 14/392  3.6% 5397 1.3% 68/392  17.3% 62/397  15.6%
AVF2192g 10/100  10.0% 5104 4.8% 9100 9.0% 14/104  13.5%

75




3/287 1.0% 10/287 3.5%
E3200 * FOLFOX+ 1/285 0.4% FOLFOX+ 71285 2.5%
2/234 0.9% 1/234 0.4%
( (
NO16966C 17/690 2.5% 10/675 1.5% 92/690 13.3% 64/675 9.5%
* E3200 Grade 3
e AVF2107g AVF2192¢g AVF0780¢g JO18157 2000 H
N
Grade 3 7.8% 55/708
1%
3.0% 1.7% 1.1% 1.0%
e AVF2107g AVF2192¢g AVF0780g AVF2119g AVF0757g
5 1,745
+ 4.9% 49/1,004
2.3% 17/741
65
e AVF2192g AVF2107g E3200 Grade 3
+ +
1.4% 11/786 vs. + 2.6% 26/1,013
[ ]
Circulation 107: I17-21, 2003
NO16966 INR International Normalized
Ratio
4
Grade 3
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IFL+ 13/392  3.3%
AVF2107g IFL+ 101397 2.5%
5FU/LV+ 5100  5.0%
AVE2192g 5FU/IN+ 3104 2.9%
FOLFOX4+ 11287 3.8%
E3200 FOLFOX4 1285 0.4%
7234 3.0%
FOLFOX4+ 7341 2.1%
FOLFOX4+ 20336 0.6%
NO16966 XELOX+ 61353 1.7%
XELOX+ 6/339  1.8%
AVF2107g AVF2192g AVF0780g JO18157 20l
Grade 3 4.8% 34/708
20l | 283
67.1% 190 13.4% 39 13.4% 38
39 33 19 14
AVF0757g
6/66 9.1%
J0O18157 6/18 33.3%
Grade 3 J018158
7/14 50% Grade 3
2% J Clin Oncol 22: 2865-72, 2004
2%
54,000
38 21 21
4
2005
30
AVF0737g
JO18157

B ARG R R AR IS RARCE 1

77



3 NO16966

INR
5
Grade 3
IFL+ 96/392  24.5%
AVEF2107¢ IFL+ 34/397  8.6%
5FU/LV+ 32/100  32.0%
AVEF2192¢ 5FU/LV+ 5104 4.8%
FOLFOX4+ 18/287  6.3%
E3200 FOLFOX4 51285  1.8%
17/234  1.3%
FOLFOX4+ 70/341  20.5%
FOLFOX4+ 27/336  8.0%
NO16966 XELOX+ 61/353  17.3%
XELOX+ 16/339 4.7%
e AVF2107g AVF2192¢ AVF0780g JO18157 2ol
5 —H
30.2% 214/708 Grade
3 16.5% 117/708 Grade 4
AVF2107g 1
o AVF2107g AVF2192¢ AVF2119¢
61.5% b507/824 38.5% 270/701
Performance Status 1
. com || 4
59 76 2
JO18157 7/18 38.9% Grade
3 1
10mg/kg 3mg/kg 5mg/kg
JO18158 4/14 28%
Grade 3
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AVF2107g

Grade 3

79

Grade 3

AVF2192¢g
2.0% 2/100 AVF2107g 1.0% 4/392
Genentech +
7 1.2% 20l |
37 10 1
AVF0776g AVF2119g
IFL+ 113/392  28.8%
AVF2107g IFL+ 897397  22.4%
5FU/LV+ 38/100  38.0%
AVF2192g 5FU/N+ 20104 19.2%
FOLFOX4+ 20287 0.7%
E3200 FOLFOX4 01285 0%
0234 0%
FOLFOX4+ 21341 6.2%
FOLFOX4+ 19/336  5.7%
NO16966 XELOX+ 14/353  4.0%
XELOX+ 11/339  3.2%



e AVF2107g AVF2192g AVF2119g
24.8% 199/802 11.1% 155/674
Grade 3 0.9% 0.1%
e AVF2107g AVF2192¢g AVF0780g JO18157 20l .
32.6% 231/708 74.9% 173/231
Grade 1
AVF2107g
20 B 2 PSUR appendix 81 p.1526-p.1617
NOS 87
17 14 101
J0O18157 J0O18158 38.9% 7/18
21.4% 3/14 Grade 3
8 infusion reaction
2 PSUR 20l 1 67,500
8 1 7
2 infusion reaction
infusion
reaction
9
reversible posterior leukoencephalopathy
syndrome; RPLS 2 N Engl J Med 354:
980-1, 2006 59 7 8
52
16 RPLS
RPLS
Genentech Roche RPLS 20l
[ | RPLS 4 3 RPLS
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3 RPLS

RPLS
RPLS
10
1 JO18157
3
3
Genentech
ECLA
4.2
Fab-ELISA
11
AVF2540g

7 5
2 RPLS
MRI
RPLS
RPLS
837 4  AVF2107g 3 AVF2119¢g
18 3 5mg/kg 10mg/kg 2
4 4 3mg/kg 5mg/kg 2
3
J0O18157
3
ECLA
ECLA
4.2
AVF2107g AVF2192g AVF2119g
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AVF2540g AVF2107g AVF2192g  AVF2119g

5% Grade 3
AVF2540g
26 Grade
9
17
4 3
20 3
Grade Grade 1 Grade 2
5
15
2
12
AVF2107g 15 AVF2192¢g 3
AVF0780g 4 22
AVF2107g AVF2192¢g AVF0780g 646
13
E3200
1
J0O18158 FOLFOX+ 10mg/kg
200 H m Stepl 1
20 01 H
3
NO16966
NO16966
E3200
1
0S PFS
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FOLFOX4

0S
IFL AVF2107¢g
IFL
intensive chemotherapy intensive
chemotherapy
AVF2192g intensive chemotherapy
65 Performance Status 1 2 3.5g/dL
NO16966 FOLFOX4 XELOX
PFS
XELOX PFS
FOLFOX4 PFS
1 1
NO16966 FOLFOX4
intensive chemotherapy
FOLFOX4
AVF2107g IFL IFL
IFL FOLFOX4 PFS oS
J Clin Oncol 22: 23-30, 2004 IFL. FOLFOX4
infusion 5-FU/LV FOLFIRI FOLFIRI
FOLFOX4 FOLFIRI
FOLFOX4 FOLFIRI
AVIRI
44% 209 CR 4 PR 88 6 82% dJ Clin Oncol

24: Abstract3544, 2006
intensive chemotherapy

FOLFOX4 IFL FOLFIRI
intensive chemotherapy AVF2192g
(O] 5-FU/LV 13.24
5-FU/LV+ 16.56 0.766
95% 0.56, 1.05 p=0.0942; log-rank PFS
5-FU/LV 5.52 5-FU/LV+ 9.17
0.496 95% 0.34, 0.73 p=0.0002; log-rank
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intensive chemotherapy
5-FU/LV

5FU LV 5-FU/LV
FOLFOX FOLFIRI IFL

National Comprehensive Cancer Network NCCN

clinical practice guideline version 2. 2006

FOLFOX+ FOLFIRI+ IFL+
5FU/LV+ XELOX+ XELOX CAPOX
clinical practice guideline version 1. 2007
IFL+
5-FU/LV+ 5-FU/LV
clinical practice guideline version 1. 2007
5-FU/LV+ + 5-FU/LV
AVF2107g IFL IFL
0S AVF0780g AVF2192¢g
AVF2107g J Clin Oncol 23: 3706-12, 2005 5-FU/LV
5-FU/LV IFL 0S
NO16966 FOLFOX4 XELOX
PFS
1 1
FOLFOX4
AVF2107 IFL
NO16966 FOLFOX4
IFL AVF2107g
N Engl J Med 350: 2335-42, 2004 Cancer:

Principles and Practice of Oncology 7th edition Lippincott Williams & Wilkins

IFL

oS PFS
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NO16966 FOLFOX4
FOLFOX4

IFL  5-FU/LV

NO16966

E3200

FOLFOX4

E3200
FOLFOX4
Iintensive chemotherapy

intensive chemotherapy FOLFOX4
intensive chemotherapy

FOLFOX4
2006 10 11
bolus infusion 5-FU/LV

(TRC-0301 1% 95% [0%, 5.5%]
5-FU/IV
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E3200 5-FU

FOLFOX4 FOLFOX4
FOLFOX4+ (O] 10.8 13.0
0.751 p=0.0012; log-rank
NCCN clinical practice guideline version 2. 2006

FOLFOX FOLFIRI
clinical practice guideline version
1. 2007 FOLFOX XELOX FOLFIRI FOLFIRI+

5-FU
NCI-PDQ N Engl J Med 330: 1136-42, 1994
Curr Opin Oncol 13: 275-86, 2001

E3200
5-FU FOLFOX4
4
4.33
FOLFOX4
FOLFOX4
5
5
1  b5mgkg
2
1 10mg/kg 2
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1 5mglkg 2

87

1 10mg/kg 2
AVF2107g
NO16966 5mg/kg AVF2107g
1 5mg/kg 10mg/kg
AVF0780g 5mg/kg
1 5mg/kg 2
E3200
AVF0780g 10mg/kg
E3200
1 10mg/kg 2
AVF2107g
NO16966 E3200
5-FU
FOLFOX4 FOLFOX4
FOLFOX4
bolus infusion 5-FU/LV TRC-0301
1% 95% 0%, 5.5%
FOLFOX4
J0O18158 2006 3 31 14 5mg/kg
PR 8
10mg/kg 20l
H . 10mg/kg 12
2



AVF2107g AVF2192g

AVF0778g
72
E3200
CR
CR
3
PD J0O18157 E3200
PD 48 24 NO16966
PD 96 48 AVF2107g
AVF2107g AVE2540
IFL+ 5-FU/LV+
1
6
1
E3200 FOLFOX4
10mg/kg
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AVF2540¢g

54



5mg/kg NO16966

PFS FOLFOX4 5mg/kg 2
FOLFOX+ 261 FOLFOX4+ 286 7.5mg/kg 3
XELOX XELOX + 225 XELOX+ 282
FOLFOX4 1 10mg/kg
1 5mg/kg
5mg/kg AVF2107g
10 mg/kg E2200 PFS AVF2107g
1 5mg/kg
1 10mg/kg
1 5mglkg
1 5mg/kg
5mglkg
10mg/kg
18 2,500
6
ECOG E3200
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4.4

1 5-FU/FINV J018157
18 MedDRA version 7.1
18 273 30% 6/18 12
66.7% 11 61.1% 10 55.6%
9 50% 8 44.4%
7 38.9% 6 33.3% 200 H W
Grade 3 11 61.1% 22
2
1
Grade 3 5-FU/FINV
2 1
200lf m W
2 FOLFOX4 J018158
2006 3 31 15 1 No. #X9
14 14 225
5-FU/FILV
14 207 5
12 85.7% 11 78.6% 10
71.4% 7 50.0%
6 42.9%
5 35.7% 4 28.6%
3 21.4%
Grade 3 11 78.6% 15 8
Grade 4 2 2 1
1
2006 3 31 1 B 4 No. #X21
#X22 #X20 #X23 7 No. #X21
No.#X23
No. #X21
No. #X20 No. #X22

B ORI AR R I C B S R
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AVF0737g

25 Grade 3 4
16% 2 1
1 1
40mmHg
3 10mg/kg 1
3mg/kg 2 No.tiX24 #X25 3
2 1 1
AVF0761g
12 2
9 75% 8 67% 5 42%
4 33%
25%
2 17%
Grade 3 4 33% 2 17%
1 8% 3 CBDCA/PTX
1 2
5-FU/LV AVF0780g
104 5-FU/LV
2 102 5-FU/LV 35 5-FU/LV+ 5mg/kg 35
5-FU/LV+ 10mg/kg 32 102
5-FU/LV+ 10%
5-FU/LV 35 5-FU/LV+ 5mg 35 5-FU/LV+ 10mg 32
n, % n, % n, %
Grade Grade 3/4 Grade Grade 3/4 Grade Grade 3/4
1 3% 0 0% 5 14% 0 0% 5 16% 0 0%
4 11% 0 0% 13 37% 0 0% 11 34% 1 3%
5 14% 0 0% 11 31% 0 0% 12 38% 1 3%
7T 20% 0 0% 14 40% 0 0% 8 25% 1 3%
9 26% 1 3% 6 17% 0 0% 4 12% 0 0%
0 0% 0 0% 4 11% 3 9% 0 0% 0 0%
1 3% 0 0% 4 11% 3 9% 9 28% 8 256%
6 17% 0 0% 9 26% 1 3% 10 31% 1 3%
4 11% 1 3% 2 6% 0 0% 0 0% 0 0%
0 0% 0 0% 2 6% 0 0% 5 16% 3 9%

B ORI AR R I C B S R
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0 0% 0 0% 3 9% 0 0% 5 16% 1 3%
12 34% 2 6% 16 46% 2 6% 14 44% 2 6%
1 3% 0 0% 6 17% 0 0% 4 12% 0 0%
5 14% 0 0% 9 26% 0 0% 8 25% 0 0%
3 9% 1 3% 7 20% 0 0% 5 16% 0 0%
4 11% 0 0% 16 46% 0 0% 17 53% 0 0%
2 6% 0 0% 6 17% 0 0% 5 16% 0 0%
9 26% 0 0% 17 49% 0 0% 12 38% 0 0%
2 6% 0 0% 6 17% 1 3% 0 0% 0 0%
2 6% 1 3% 4 11% 1 3% 5 16% 3 9%
0 0% 0 0% 4 11% 1 3% 1 3% 0 0%
8 23% 0 0% 5 14% 1 3% 3 9% 0 0%
9 26% 0 0% 5 14% 0 0% 6 19% 0 0%
7T 20% 0 0% 4 11% 0 0% 2 6% 0 0%
1 3% 0 0% 6 17% 0 0% 6 19% 0 0%
7 20% 0 0% 16 46% 1 3% 11 34% 0 0%
3 % 0 0% 4 11% 0 0% 6 19% 1 3%
Grade3 5-FU/LV 19/35 54% 5-FU/LV+ 5mg/kg  26/35
74% 5FUANV+  10mgkg 25/32  78% 5-FU/LV
2
5-FU/LV 35 5-FU/LV+ 5mg 35 5-FU/LV+ 10mg 32
n, % n, % n, %
Grade 3/4 Grade Grade Grade 3/4 Grade Grade 3/4
8 23% 11 31% 14 40% 16 46% 14 44% 15 47%
0 0% 0 0% 0 0% 0 0% 2 6% 2 6%
0 0% 0 0% 0 0% 1 3% 1 3% 3 9%
0 0% 0 0% 2 6% 2 6% 0 0% 0 0%
0 0% 0 0% 1 3% 1 3% 1 3% 1 3%
0 0% 0 0% 0 0% 0 0% 2 6% 2 6%
4 11% 4 11% 4 11% 4 11% 3 9% 3 9%
0 0% 0 0% 0 0% 0 0% 3 9% 3 9%
0 0% 0 0% 0 0% 2 6% 1 3% 1 3%
0 0% 0 0% 1 3% 1 3% 2 6% 2 6%
1 3% 1 3% 2 6% 3 % 0 0% 0 0%
5-FU/LV AVF2192¢
214 5
5 204 5-FU/LV 104 5-FU/LV+ 100
5-FU/LV 102 98.1% 5-FU/LV+ 100 100%
5-FU/LV+ 10% 5-FU/LV 63
60.6% 5-FU/LV+ 76 76.0% 21 20.2% 33 33.0%
11 10.6% 24 24.0% 5 4.8% 32 32.0% 13
12.5% 25 25.0% 20 19.2% 38 38.0%
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Grade 3 74 71.2% 87 87.0%
2% 5-FU/LV+ 5%
5-FU/LV 104 5-FU/LV+ 100
n, % n, %
12 11.5% 17 17.0%
2 1.9% 6 6.0%
4 3.8% 8 8.0%
1 1.0% 3 3.0%
1 1.0% 3 3.0%
2 1.9% 15 15.0%
9 8.7% 6 6.0%
2 1.9% 4 4.0%
0 0% 2 2.0%
0 0% 2 2.0%
1 1.0% 3 3.0%
12 11.5% 4 4.0%
0 0% 4 4.0%
0 0% 2 2.0%
3 2.9% 9 9.0%
0 0% 2 2.0%
1 1.0% 4 4.0%
0 0% 5 5.0%
0 0% 2 2.0%
1 1.0% 3 3.0%
3 2.9% 5 5.0%
0 0% 2 2.0%
2 1.9% 7 7.0%
0 0% 2 2.0%
0 0% 2 2.0%
7 IFL AVF2107g
925 2
No. #X13  #X14 923 IFL 411 IFL+ 402
5-FU/LV+ 110 NCI-CTC
309 IFL 98  IFL+ 102
5-FU/LV+ 109
2004 7 20 IFL  IFL+ 5-FU/LV+
10% IFL
35.7% 51.0% 39.4% 14.3% 23.5%
33.9% 29.6% 44.1% 33.9% 18.4% 26.5% 28.4%
25.5%% 36.3% 35.8%
IFL 98 IFL+ 102 5FU/LV+ 109
n, % n, % n, %
98 100% 102 100% 109 100%
35 35.7% 52 51.0% 43 39.4%
18 18.4% 27 26.5% 31 28.4%

93

B ORI AR R I C B S R



14 14.3% 24  23.5% 37 33.9%
29 29.6% 45 44.1% 37 33.9%
28 28.6% 42 41.2% 33 30.3%
13 13.3% 24 23.5% 19 17.4%
2 2.0% 18 17.6% 9 8.3%
53 54.1% 58 56.9% 12 11.0%
10 10.2% 36 35.3% 35 32.1%
15 15.3% 26 25.5% 27 24.8%
12 12.2% 26 25.5% 23 21.1%
25 25.5% 33 32.4% 6 5.5%
7 7.1% 7 6.9% 22 20.2%
3 3.1% 3 2.9% 21 19.3%
3 3.1% 2 2.0% 17 15.6%
8 8.2% 12 11.8% 21 19.3%
2 2.0% 6 5.9% 20 18.3%
25 25.5% 37 36.3% 39 35.8%
Grade 3 IFL 296/397 74.6% IFL+ 339/392
86.5% 2% Grade 3
IFL IFL+
IFL 397 IFL+ 392
n, % n, %
296 74.6% 339 86.5%
28 7.1% 38 9.7%
20 5.0% 35 8.9%
12 3.0% 21 5.4%
27 6.8% 35 8.9%
10 2.5% 49 12.5%
99 24.9% 135 34.4%
42 10.6% 31 7.9%
38 9.6% 27 6.9%
123 31.0% 147 37.5%
IFL 397 IFL+ 392
Grade 3 IFL 10  2.5% IFL+ 13 3.3% 34
8.6% 96 24.5% 89 22.4% 113 28.8% 4
1.0% 5 1.3% Grade 3 99 24.9% 135 34.4%
67 16.9% 79 20.2% 27 6.8% 36
9.2%
FOLFOX4 XELOX NO16966
XELOX FOLFOX4 NO16966A
XELOX FOLFOX4
NO16966C
N0O16966C 10 1
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o0 1 R FOLFOX4+ FOLFOX4+
XELOX+ XELOX+ Grade 3
28
FOLFOX4+ FOLFOX4+ XELOX+ XELOX+
336 341 339 353
n, % n, % n, % n, %
335 99.7% 339 99.4% 336 99.1% 351 99.4%
Grade 3 268 79.8% 288  84.5% 237 69.9% 267 75.6%
69 20.5% 104 30.5% 71 20.9% 109 30.9%
Grade 3
1%
FOLFOX4+ FOLFOX4+ XELOX+ XELOX+
336 341 339 353
n, % n, % n, % n, %
148 44% 137 40% 26 8% 25 1%
11 3% 10 3% 16 5% 9 3%
16 5% 15 4% 1 <1% 4 1%
5 1% 6 2% 1 <1% 2 <1%
4 1% 4 1% <1% 2 <1%
31 9% 41 12% 67 20% 75 21%
6 2% 19 6% 16 5% 18 5%
7 2% 11 3% 13 4% 22 6%
6 2% 12 4% 6 2% 7 2%
4 1% 3 <1% 10 3% 10 3%
20 6% 21 6% 19 6% 18 5%
11 3% 16 5% 13 4% 8 2%
10 3% 9 3% 10 3% 17 5%
11 3% 10 3% 7 2% 6 2%
8 2% 4 1% 5 1% 9 3%
2 <1% 1% 5 1% 2 <1%
22 % 20 6% 16 5% 24 1%
15 4% 15 4% 18 5% 26 %
8 2% 7 2% 18 5% 10 3%
7 2% 8 2% 8 2% 11 3%
1 <1% 5 1% 8 2% 9 3%
4 1% 7 2% 19 6% 42 12%
2 <1% 9 3% 4 1% 10 3%
7 2% 10 3% 2 <1% 5 1%
3 <1% 5 1% 2 <1% 2 <1%
2 <1% 7 2% 3 <1% 9 3%
6 2% 1 <1% 5 1% 6 2%
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1 <1% 0 0% 9 3% 4 1%
7 2% 6 2% 2 <1% 6 2%
0 0% 1 <1% 5 1% 3 <1%
9 IFL E2200
92 5 87
20% 70 80.5% 44 50.6% 26 29.9%
86 98.9% 67 77.0% 43 49.4% 33 37.9%
27 31.0% 26 29.9% 71 81.6% 68
78.2% 29 33.3% 26 29.9% 24 27.6%
19 21.8% 34 39.1% 19 21.8% AST 32
36.8% PTT 26 29.9% 19 21.8%
Grade 3 41 47% Grade 4 26 30%
20% Grade 3 9 7
1 15 9 10 7 3 10
31 1 1 1 PTT 8 5
10 IFL E3200
829 806
Grade 4 Grade 3
FOLFOX4 FOLFOX4+ 5%
FOLFOX4 12.6% FOLFOX4+ 17.8%
4.2% 10.8% 3.2% 10.1% 9.1% 16.4% 13.0%
18.5% 2%
10mg/kg - bmg/kg FOLFOX4+
97/241 40.2% 54/202 26.7%
FOLFOX4 285 FOLFOX4+ 287 234
n, % n, % n, %
! 171 60.0% 219 76.3% 87 37.2%
36 12.6% 51 17.8% 4 1.7%
12 4.2% 31 10.8% 7 3.0%
9 3.2% 29 10.1% 10 4.3%
14 4.9% 25 8.7% 8 3.4%
1 0.4% 8 2.8% 5 2.1%
26 9.1% 47 16.4% 2 0.9%
8 2.8% 15 5.2% 3 1.3%
37 13.0% 53 18.5% 10 4.3%
10 3.5% 17 5.9% 12 5.1%
0 0% 8 2.8% 3 1.3%
5 1.8% 18 6.3% 17 7.3%
11 3.9% 17 5.9% 3 1.3%
0 0% 6 2.1% 1 0.4%
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11 AVF2540g
105 104
Grade 3
2
Grade 3 3
13 Grade 4
1
12 AVFO0778g
56 Grade 3
5
5 3
Grade 3 1
13 AVF2119¢g
J Clin Oncol 2005; 23: 792-799 2000 11 2002
15%
215 + 229
n, % n, %
Grade 3 Grade Grade 3 Grade
123 57.2% 211 98.1% 156 68.1% 229 100%
14 6.5% 102 47.4% 17 7.4% 131 57.2%
1 0.5% 28 13.0% 4 1.7% 76 33.2%
4 1.9% 53 24.7% 7 3.1% 71 31.0%
1 0.5% 39 18.1% 2 0.9% 48 21.0%
1 0.5% 45 20.9% 4 1.7% 45 19.7%
5 2.3% 29 13.5% 3 1.3% 37 16.2%
1 0.5% 28 13.0% 0 0% 35 15.3%
1 0.5% 5 2.3% 41 17.9% 54 23.6%
23 10.7% 113 52.6% 27 11.8% 129 56.3%
4 1.9% 106 49.3% 6 2.6% 107 46.7%
9 4.2% 58 27.0% 6 2.6% 70 30.6%
5 2.3% 51 23.7% 2 0.9% 60 26.2%
1 0.5% 41 19.1% 4 1.7% 58 25.3%
0 0% 32 14.9% 1 0.4% 37 16.2%
11 5.1% 39 18.1% 17 7.4% 61 26.6%
0 0% 3 1.4% 0 0% 36 15.7%
52 24.2% 162 75.3% 63 27.5% 193 84.3%
0 0% 16 7.4% 2 0.9% 51 22.3%
14 CBDCA/PTX
AVF0757g
99 1
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99 CBDCA/PTX CBDCA/PTX+
10% CBDCA/PTX CBDCA/PTX+
CBDCA/PTX CBDCA/PTX+ 7.5mg/kg CBDCA/PTX+
32 n, % 32 n, % 15mg/kg 34 n, %
3 9.4% 10 31.3% 16 47.1%
8 25.0% 10 31.3% 12 35.3%
4 12.5% 11 34.4% 11 32.4%
3 9.4% 4 12.5% 8 23.5%
2 6.3% 5 15.6% 4 11.8%
1 3.1% 5 15.6% 6 17.6%
0 0% 4 12.5% 0 0%
1 3.1% 4 12.5% 3 8.8%
6 18.8% 9 28.1% 14 41.2%
8 25.0% 9 28.1% 14 41.2%
3 9.4% 5 15.6% 8 23.5%
10 31.3% 15 46.9% 19 55.9%
0 0% 0 0% 4 11.8%
3 9.4% 4 12.5% 7 20.6%
0 0% 2 6.3% 6 17.6%
ALP 1 3.1% 0 0% 3 8.8%
16 50.0% 9 28.1% 9 26.5%
2 6.3% 4 12.5% 0 0%
7 21.9% 9 28.1% 12 35.3%
14 43.8% 8 25.0% 5 14.7%
2 6.3% 5 15.6% 8 23.5%
0 0% 2 6.3% 5 14.7%
9 28.1% 4 12.5% 5 14.7%
1 3.1% 0 0% 4 11.8%
8 25.0% 12 37.5% 17 50.0%
2 6.3% 10 31.3% 15 44.1%
2 6.3% 9 28.1% 4 11.8%
3 9.4% 5 15.6% 9 26.5%
0 0% 8 25.0% 7 20.6%
0 0% 5 15.6% 8 23.5%
1 3.1% 3 9.4% 7 20.6%
1 3.1% 3 9.4% 4 11.8%
1 3.1% 2 6.3% 2 5.9%
17 53.1% 20 62.5% 22 64.7%
3 9.4% 11 34.4% 8 23.5%
0 0% 5 15.6% 2 5.9%
1 3.1% 0 0% 4 11.8%
1 3.1% 3 9.4% 2 5.9%
1 3.1% 2 6.3% 1 2.9%
0 0% 1 3.1% 5 14.7%
Grade 3 CBDCA/PTX 7
1 CBDCA/PTX+ 7.5mg/kg 10
2
1 CBDCA/PTX+ 15mg/kg
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13

1
15 AVF0776g
75 3mg/kg 18 10mg/kg 41 20mg/kg
16
75 10% 43 57% 30 40%
29 39% 27 36% 14 19% 14 19%
12 16% 10 13% 17 23% 13 17%
38 51% 28 37% 28 37% 19 25%
18 24% 14 19% 10 13% 10 13%
24 32% 23 31% 15 20% 15 20%
14 19% 12 16% 21 28% 21 28%
15 20% 12 16% 10 13% 8 11%
17 23% 8 11%
Grade 3 44 59% Grade 4
3 2 10%
Grade 3 14 8 7
5 4 3
2 1
16 AVF0775g
15 20%
9 60% 8 53% 6 40%
5 33% 4 27%
3 20%
2 No.#X26 #X27 1
No.#X27
17
Genentech 1,032
837 4
492
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2 GCP
GCP
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19 2 14

100mg/4mL 400mg/16mL

18 4 21
1
1
1
AVF2107g
NO16966
NO16966 PFS
FOLFOX4 XELOX
FOLFOX4
NO16966
FOLFOX4
FOLFOX4
FOLFOX4
NO16966
PFS FOLFOX4 XELOX
FOLFOX4

XELOX
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NO16966

1 p70 p71
FOLFOX4
PD 1
NO16966 NO16966
NO16966 PFS
AVF2107g 28
0.63 p<0.0001 log-rank
AVF2107g
96 NO16966 48 NO16966 28
0.72 p=0.0009
log-rank
1 FOLFOX4+
FOLFOX+
FOLFOX+
V. 1
NO16966 FOLFOX4
2
AVF2107g AVF2192¢g AVF0780g
adenocarcinoma NO16966
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NO16966 curative palliative
PFS FOLFOX4+ XELOX+ vs.
FOLFOX4+ /XELOX+
219 185 0.786 97.5% [0.563, 1.097]
1181 875 0.828 97.5% [0.711, 0.964]
562 400 0.943 97.5% [0.752, 1.182]
619 475 0.726 97.5% [0.591, 0.893]
1
ECOG Performance Status 0
1 1 2
NO16966
3
E3200
FOLFOX4
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international normalization rate: INR
NO16966 full dose low dose

10 full dose
1 325mg
low dose 1 325mg
Grade 4
Grade 3 Grade 4
INR 2 3
Grade 3 CT

AVF2107g AVF2192¢g
8.4%  23.0%
10.0% 11.0%
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4.8% AVF2192g

booklet/guideline/
PT-INR APTT
FDP

Ann Fam Med 5: 57-62, 2007

2004

PT-INR

Engl J Med 311: 501-5, 1984

PT-INR APTT

PT-INR APTT
1

3.6 1.3% AVF2107g 10.0

INR D-

2003  http://www.jscp.org/
DIC
Circ J 68(Suppl.4): 1079-134, 2004
D-

2004
APTT
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65

PS

1.34 95%

infusion reaction
reversible posterior leukoencephalopathy syndrome: RPLS
1 p73 p8l1

AVF2107g AVF2192g AVF0780g

1.6% 11/690

65 PS 0 1

3.3% 23/690

PS BMI 25 25

[0.97, 1.86]
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PS

1.64 95% [1.18, 2.27]
[1.49, 3.59]
39.3% 126/321
51.5% 51/99
29.3%
PS BMI
1.58 95% [1.01, 2.48]
2.33 95% [1.35, 3.94]
1.62 95% [0.92, 2.75]
10.8%
28.0% 26/93
PS BMI
3.91 95% [1.62, 9.08]
1.55 95% [0.98, 2.46]
95% [0.45, 1.12] BMI 1.55 95%
0.95]
42.3% 11/26
12.7%
1.9% 13/690
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0.48 95%

2.31 95%

26.6%

18.4% 59/321

12.2%

0.71
[0.96, 2.55]
[0.21,

PS BMI



65

5.4%

infusion reaction

PS
infusion reaction
AVF2107g Grade 3
Grade 3 Grade 2
Grade 3 4.9% 34/690
PS
65 6.7% 65
3.6% Grade 3
65
Grade 2 PS
1.59 95% 1.14 2.22
0.65 95% [0.40, 1.01] 0.72 95%
[0.47, 1.08] 65
Grade 2 34.7% 103/297 ) 65 26.2%
65 Grade 2
Grade 3 Grade 3
65 Grade 2 65
65
Grade 3
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NO16966

AVF2107g
AVF0780g

AVF2192g
E3200 JO18157

AVF0780g
PSUR

AVF2107g

PSUR

1 ECOG E3200
E3200
J018157 5
10 J018157 2
30%
32 24 5 25
5,000mg
JO18157 E3200 5
E3200

5,060mg

5,000mg

60%

109

BMI

CRF

AVF2192g

11 46%

E3200
10

60%



5,000mg

JO18157
E3200

JO18157

10

E3200

E3200

5,000mg

E3200

E3200

JO18157

E3200

E3200
10 15

5,000mg
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10

17 18

5,000mg



AVF0737g

untreated CNS metastases

Cancer 94: 2698-705, 2002 5
1.2

20 01 =
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1,914

10mg 1

FOLFOX

FOLFOX4+  10mglkg

5mg/kg 10mg/kg

12
step

20H 1 W 5mg/kg step 1
12
12

20 H 1 10mg/kg step 1
12

112

16 16

JO18158

2 bmg

AVF2107¢ 1 NO16966

JO18158

12
38
20 1 W

step

200l H B

step

step 1

2

step



1 No. #X28 11
2 No.#X29 #X30 Grade 4
No.#X29 Grade 3
5 6 step
20 0 W step 1 step 2 FOLFOX4+
5mg/kg 36 FOLFOX4+ 10mg/kg 20
20 B W FOLFOX4+
5mg/kg 33 FOLFOX4+ 10mg/kg 13 46
FOLFOX4+ 5mg/kg 33 FOLFOX4+ 10mg/kg 13 46
n, % n, % n, %
Grade 1 3.0% 0 0% 1 2.2%
Grade 1 16 48.5% 6 46.2% 22 47.8%
0 0% 0 0% 0 0%
Grade 1 15 45.5% 2 15.4% 17 37.0%
Grade 2 2 6.1% 0 0% 2 4.3%
Grade 3 0 0% 2 15.4% 2 4.3%
17 51.5% 4 30.8% 21 45.7%
Grade 1 4 12.1% 4 30.8% 8 17.4%
Grade 2 4 12.1% 0 0% 4 8.7%
8 24.2% 4 30.8% 12 26.1%
0 0% 0 0% 0 0%
FOLFOX4+  5mgkg 16 FOLFOX4+  10mglkg 6 22
n, % n, % n, %
13 81.3% 4 66.7% 17 (77.3%)
2 12.5% 0 0% 2 9.1%
1 6.3% 1 16.7% 2 9.1%
1 6.3% 0 0% 1 4.5%
1 6.3% 0 0% 1 4.5%
1 6.3% 0 0% 1 4.5%
0 0% 16.7% 1 4.5%
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Grade 3

FOLFOX4+ 5mg/kg 33 FOLFOX4+ 10mg/kg 13 46
n, % n, % n, %
Grade 3 7 21.2% 5 38.5% 12 26.1%
Grade 3 13 39.4% 7 53.8% 20 43.5%
Grade 4 10 30.3% 4 30.8% 14 30.4%
23 69.7% 11 84.6% 34 73.9%
Grade 3 4 12.1% 1 7.7% 5 10.9%
Grade 4 1 3.0% 0 0% 1 2.2%
5 15.2% 1 7.7% 6 13.0%
0 0% 0 0% 0 0%
Grade 3 2 6.1% 0 0% 2 4.3%
0 0% 0 0% 0 0%
Grade 3 1 3.0% 0 0% 1 2.2%
ool 1 W
1 No.#X20 1
J018158 FOLFOX4+ 5mg/kg
1
CT
200 1 W
9
44 5
AVF0757g
CBDCA/PTX+

6.3% CBDCA/PTX+ 7.5mg/kg 15.6% CBDCA/PTX+ 15mg/kg 23.5%
# TR IR AR LR O R T
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AVF2107/2192/0780 NO16966 E3200

FOLFOX4 XELOX FOLFOX4

536 668 675 694 285 287

111 20.7% 151 22.6% | 142 21.0% | 125 18.0%

35 6.5% 52 T7.8% 36 5.3% 24 3.5% 1 0.4% 0 0%
AVF0757g
3
2 1
NO16966
AVF2107g NO16966
NO16966
XELOX
AVF2107g IFL IFL
FOLFOX
NO16966 FOLFOX4
PFS NO16966 FOLFOX4+ FOLFOX+
PFS
0.89 97.5% [0.73, 1.08] log-rank
p=0.1871 XELOX FOLFOX4
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FOLFOX4

FOLFOX4
NO16966
+ VS. +
FOLFOX4 FOLFOX4
PFS
4
1
1 p86 p8&9 1
5mg/kg 10mg/kg
NO16966 XELOX+ 1  7.5mg/kg
3 XELOX
XELOX
1 b5mgkg 10mg/kg
2
NO16966
E3200 AVF2107¢g AVF2192¢g JO18157
JO18158
J018157 J018158
3 5 10mg/kg 5 10mg/kg
5-FU/FLV FOLFOX
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bmg/kg
10mg/kg
Grade 2
Grade 2 3
Grade1l 2
Grade 3
5 mg/kg
Grade 3 Grade 2
Grade 2 Grade 2 3 2g/
Grade 2
Grade 3
/ Grade 3 / Grade 3
/ Grade 1 / Grade 1
Grade 3 Grade 3
Grade 1
Grade 3 Grade 1
Grade 4
Grade 3
Grade 3
Grade 4
E3200 AVF2107g NO16966
10mg/kg 5mg/kg 5mg/kg
FOLFOX4 IFL FOLFOX4
Grade 2
Grade
1 500mg/
Grade 1 2
Grade 3
Grade 2
5mg/kg
Grade 2 / Grade 3 / Grade 3
Grade 2g / 2g |/
1 2 gf Grade 3 Grade 3
Grade 3
/ Grade / Grade 4 / Grade 4
3 Grade 4 Grade 3
Grade 3 Grade 4
Grade 3 Grade Grade 3
Grade 3
Grade 3
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Genentech

BRiTE
PD
AIO KRK 0504
BRiTE
1 p89
AVF0780g 5mg/kg 10mg/kg
5mg/kg 10mg/kg
E3200 10mg/kg
10mg/kg
5mg/kg
10mg/kg
E3200
E3200
5
E3200
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1
1
123,040
/ / 2004 16.5%
1995 1998
2005 80% 16,241
18,792 1991 1996
2005
80.0% 15,033 31,275
T . -
KO |
I 1
14,000
100mg
1,127 1,205 http://www.yakult.co.jp/ph/
medical/productOl1/elplat/02.html FOLFOX
1,000
800 900
Grade 3
AVF2107g 8/392 2.0% 13/392 3.3% AVF2192¢g
2/100 2.0% 5/100 5.0%
2.0% Grade 3 5.0% 95%
3.0% 6.0%
1,124 2,181 2,500
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5 10mg/kg

5mg/kg 10mg/kg
2,500 5mglkg
10mg/kg 1,600 1,800 700 900
5mg/kg 1,600
10mg/kg 900 bmg/kg 1 20%
bmg/kg  10mg/kg 1.2 2.5
2,500
2,500
2
2 2 PT-INR D-
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CRF

CRF

NO16966 FOLFOX4
1 p70 p71

1 p30 p31
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1 p30 p3l

UGT1A1

VEGF
Drug Resist Updat 6: 111-27, 2003 Cancer Metastasis Rev
20: 79-86, 2001 Nat Rev Cancer 6: 626-35, 2006
VEGF

100

VEGF
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28

10mg/kg

123

1 5 mgkg



100
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mL 90

30

1 WCB
WCB WCB

HA
wes ||
WCB [ ]

12,000L Lot No. #U [ Pae |

Lot No. # P Lot No. #G 11

Lot No. # G 1 pl7 pl8

1 cIEF IEF
clEF IEF

#ORTHORGR I AR R I C B S A T
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IEF ] pl N |
cIEF IEF
C Glys2 GO ol
2
H C Lys
G7 H N
H C
Lys
H C Lys
1 B 107 LotNo. #V #W  G7  LotNo. #X
Y H C Lys
G7 B
H C
Lys In vitro 107N Lot No.
#7, H C Lys B G7 LotNo. #X H C Lys
I
C Lys
Trends Pharmacol Sci 9: 299-304, 1988 107N G7
H C Lys
C Lys 5
H C B
107N Lot No.
119// G7 Lot No. #X
H C Lys
3
1

#ORTHORGR I AR R I C B S A T
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neonatal Fec FcRn
IgG Fc
Fe

omalizumab efalizumab

MALDI-TOF-MS
FcRn
FcRn
J Immunol 143: 2595-601, 1989
Mol Immunol 29: 949-56, 1992 FcRn Fe
efalizumab
FcRn GO G1
GO co W% Lot No. #AA GO %
Lot No. # AB 10mg/kg AUCo-11
0.98 90% [0.91, 1.06]
IgG Fe
1-6
GleNAc Fe J Mol Biol
325 979-89, 2003 GO Fe
GO | B A
Fe #H2 O OPURE S
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2 IEF

CpB

IEC

Lys

CpB

Lys

CpB

<t
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PCR

PCR
CHO
ICH Q5A 12 2 22
329
X-MuLV
X-MuLV PCR
1 pl2 pl3
I I
I I
PCR
PCR
X-MuLV
Biotechnol Bioeng 87: 884-96, 2004
PCR
PCR
PCR
1 pl2 pl3
MMV SV40
pH
PCR
1 pl13 PCR
6
PCR
PCR
PCR

in vitro
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3.1

VEGF165 VEGF VEGF

VEGF VEGF
Nat Rev Drug Discov 3: 391-400, 2004
VEGF VEGF

VEGF
VEGF Mets!l Argsz Iles3 Glys8 GIn®® Gly92
VEGF VEGF platelet-derived growth
factor VEGF
VEGF-B 6 3 VEGF
6 1 VEGF
VEGF VEGF
VEGF VEGF VEGF
VEGF
VEGF VEGF165 VEGFR-1 -2 co-receptor
neuropilin-1 -2 neuropilin-1 -2 VEGF VEGFR-1 -2
VEGFR-2 VEGFiss
Mol Cancer Ther 5: 1099-107, 2006  VEGF165 neuropilin-1 -2
VEGF
4.2
ECLA Genentech
NO16966 1,884
JO18157
ECLA 100pg/mL
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4.3

1
2 2
n, % *n, %
Grade 3 Grade 3
IFL+ NA 5/60 8.3% NA 5/180 2.8
*%
AVE2107g TFL+ NA 144 2.3% NA 3173 1.7
5FU/LV+ NA 5/15 33.3% NA 0/43 0
*kk
AVF2192¢ 5FU/LV+ NA 0/3 0% NA 0/39 0
FOLFOX4+ NA NA NA NA
E3200 FOLFOX4 NA NA NA NA
NA NA NA NA
FOLFOX4+ 3/46 6.5% 0/46 0 3/111 2.71% 0/111 0
NO16966 FOLFOX4+ 1/49 2.0% 1/49 2.0% 2/114 1.8% 2/114 1.8%
XELOX+ 0/56 0% 0/56 0% 3/126 2.4% 1/126 0.8%
XELOX+ 0/41 0% 0/41 0% 2/111 1.8% 0/111 0
* 28 60 **  Grade3/4 ***  Graded/4
NA not applicable
AVF2107g AVF2192¢g AVF0780g
159/535 160/527
1% 8/535 2% 10/527
4 5 8 10
Cox
p=0.99 Wald
INR
NO16966 200 1
CRF
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FOLFOX+ XELOX+ 124/675 18.4%

+ FOLFOX+ XELOX+ 161/694 23.2%
FOLFOX+ 17%
XELOX+ 14% FOLFOX+ 25% XELOX+ 17%
infusion reaction infusion reaction
20l 1 B MedDRA ver8.1 PT
SOC
Grade 3 infusion reaction JO18157
8/18 44.4% 8
Grade 3 20f H B
J0O18158 5mg/kg
13/33 39.4% 10mg/kg 2/13 15.4% 15 32.6%
Grade 3 13 200f 1 R
JO18158 oom 1 W 5mgkg 36 1
10mg/kg 20 56 20 1 B
CRF FOLFOX4+ 5mg Grade 3
23 7 5
4 2 CRP
ALP ALT
1 FOLFOX4+ 10mg Grade 3
11 5 2 AST
ALT ALP 1
J018158
JO18157 18 20 B B AVF0780g
AVF2107g  AVF2192g 276
10%
38.9% 0.7%
32.2% 0.4%
10%
5-FU/FLV | 5-FU/LV 5-FU/FLV | 5-FU/LV
50.0% 17.8% *5 55.6% 3.7%
*1 22.2% 7.7% 44.4% 0.4%
50.0% 34.1% ALP 16.7% 2.2%
33.3% 8.7% 44.4% 0.4%
27.8% 8.3% *6 44.4% 0.4%

132



22.2% 5.4% *7 38.9% 5.1%
44.4% 2.5% PT 22.2% 0.7%
11.1% 1.1% ALT 16.7% 0.7%
11.1% 0.4% *8 22.2% 0.8%
*2 66.7% 43.5% 16.7% 0.7%
22.2% 10.9% *9 22.2% 1.1%
33.3% 10.1% Cl *10 16.7% 0.8%
11.1% 1.1% y-GTP 11.1% 0.4%
11.1% 1.1% Na  *1 16.7% 3.6%
44.4% 16.3% 11.1% 0.7%
*12
*3 55.6% 14.5% 11.1% 1.1%
*4 33.3% 4.3% 16.7% 4.3%
Hb 44.4% 1.1%
*1 *2
*3 *4 *5 *6
*7 *8 * *10 Cl *11
Na *12
JO18157 10%
50.0% 38.9% 16.7%
11.1%
Grade 3 JO18157
5% 5.6%
0% 11.1% 0% 11.1% 0% 5.6% 0.4%
FOLFOX4+  5mg/kg J018158 FOLFOX4+  5mg/kg 33
20l 0 H NO16966 ~ FOLFOX4+
341 NO16966 JO18158
10%
39.4% 24.9% INR 15.2% 1.2%
ALT 39.4% 1.2% *8 51.5% 0.3%
45.5% 15.5% 24.2% 1.5%
*1 87.9% 33.5% 27.3% 11.4%
AST 36.4% 1.5% 78.8% 63.6%
*2 27.3% 0.6% 33.3% 17.9%
ALP 21.2% 0.3% 57.6% 4.4%
*3 30.3% 2.4% *9 87.9% 56.6%
36.4% 0.6% 24.2% 13.5%
%4
Na  * 21.2% 0.9% 39.4% 2.1%
*8 21.2% 3.6% *10 45.5% 13.2%
15.2% 4.4% *11 30.3% 6.5%
33.3% 14.4% 12.1% 2.1%
15.2% 4.1% 33.3% 9.4%
Hb 42.4% 1.8% 12.1% 2.1%
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30.3% 6.2% *12 72.7% 7.6%
*7 51.5% 20.9%
*1 *2 %3 %4
*5 Na *6 *7 *8
*9 *10 *11 *12
N0O16966 FOLFOX4+ J0O18158
FOLFOX4+ 5mg/kg 10%
30.3% 24.2%
21.2% CRP 15.2%
Grade 3 JO18158 FOLFOX4+
5mg/kg NO16966 FOLFOX4+ 5%
12.1% 2.3% Hb 6.1% 0.3% 15.1%
0% 69.7% 41.1% 21.2% 0%
FOLFOX4+ 10mg/kg J018158 FOLFOX4+ 10mg/kg 13
20 1 W E3200
FOLFOX4+ 10mg/kg 287 E3200
J0O18158 10%
23.1% 11.1% 15.4% 0.7%
53.8% 6.3% 53.8% 16.4%
AST *1 30.8% 1.7% *6 92.3% 24.4%
* 23.1% 1.7% *7 38.5% 24.0%
ALP *3 23.1% 2.1% 15.4% 0.7%
53.8% 4.5% *8 76.9% 9.4%
30.8% 1.7% *9 30.8% 18.5%
15.4% 4.2% 15.4% 3.1%
Hb *4 46.2% 6.6% 46.2% 4.9%
15.4% 1.0% %10 23.1% 1.0%
*5 30.8% 15.7% *11 84.6% 7.0%
*TAST *2 % ALP *IHb * %6
*7 *8 *9 *10
*11
E3200 FOLFOX4+  10mg/kg JO18158
FOLFOX4+ 10mg/kg 10%
61.5% 46.2%
38.5% 30.8%
15.4%
Grade 3 JO18158
E3200 AST 7.7% 0%
7.7% 0% 7.7% 0%
84.6% 18.1% 38.5%, 0%

1
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10%

10%

ALP Hb
10%
Grade 3
Hb ALP
1 p90 p99 4.4
5-FU/LLV JO18157 ooff H W
Grade 3 200 B W
200 H W
Grade 3
18 MedDRA version 7.1
18 378 30% 6/18 13 72.2%
12 66.7% 11 61.1% 10
55.6% 50.0%
8  44.4%
7 38.9%
6  33.3%
1
6 8
7, 7, ';1 ;
20 12 CTD
8 4 | 1 B 1 B
B s B | S I
9 5 H I

135




I N I .
-I.Ilr- I
11 15 -
I I I
— I -
[ CHO
11 20
12 1 1
13 9 ¢ B ¢
14 | 14 S- CM S CM
14 |22 [ | [ |
14 14 L I I
14 13
17 16 6 Lot No. # E #F  #G 5 Lot No. #E #F #G
#H #1 £ J #1 £
17 14 4 Lot No. # L M 3 Lot No. #L M
#N #0 #N
18 11 522 W h/m? 522W h/m?
23 17 mRNA
98 6 VEGF 8.97mL/day/kg VEGF 7.83mL/day/kg
7.83ml/day/kg 8.97ml/day/kg
41 16 10mg/kg 5 10% 10mg/kg 2 5 10%
46 10mg/kg 10mg/kg
AUCinf 2810.9+334.8mg day/mL AUCinf 2810.9+344.8mg day/mL
47 11 =+ +
56 E3200 0S 13.07 E3200 OS 13.0
AVF0776g MST 5.5 AVFO0776g MST 10.2
59 10 5mg/kg
61 9 26 15 10 25 14 10
1 897 396 1 898 397
XELOX XELOX XELOX XELOX
62 7 XELOX+ XELOX+ XELOX XELOX+
XELOX+
FOLFOX4 FOLFOX4 | FOLFOX4 FOLFOX4
62 6 FOLFOX4+ FOLFOX4 FOLFOX4+
FOLFOX4+ FOLFOX4+
FOLFOX4 FOLFOX4
FOLFOX4+ FOLFOX4+ FOLFOX4 FOLFOX4+
63 FOLFOX4+
XELOX XELOX
XELOX+ XELOX+ XELOX XELOX+
XELOX+
68 13 3 2
70 5 0.714 0.544
FOLFOX4+ FOLFOX4+
71 |14 85 88 FOLFOX4+
85
72 9 FOLFOX4+ 13.0 FOLFOX4+ 13.3
74 |11 2,530 17 2,530 17
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44 11 44 5 11%
74 12 1

NO16966C NO16966C
76 17/690 2.5% 17/694 2.4%

92/690 13.3% 92/694 13.3%
77 4 283 283
lE 13.4% 39
0,
| 6/18 33.3% 18 , 9 3
78 11 Grade 3 Grade
78 E3200 E3200 * Grade 3
79 E3200 E3200 * Grade 3
150mmHg

8 12 100mmHg
78 11 | Performance Status 1 Performance Status 0
79 NO16966 —# NO16966 —Grade3 —H
90 19 5-FU/FLV

2 2
99 5-FU/LV+ 5mg/kg 5-FU/LV+ 5mg/kg

5-FU/LV+ 10mg/kg 5-FU/LV+ 10mg/kg

Grade Grade 3/4 Grade3/4 Grade
CBDCA/PTX 9 28.1%
97 CBDCA/PTX+ 7.5mg/kg 8
25.0% CBDCA/PTX+ 15mg/kg
13 38.2%
1
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