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

107

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%
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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

125



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%
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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
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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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115355
NO16966 試験

115355
NO16966 試験*(Grade 3 以上)
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