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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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%
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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
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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
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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
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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

88

AVF2540¢g
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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

90



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%
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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%
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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

B ORI AR R I C B S R
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2 GCP
GCP
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