300

18 3 31

Ci5H2FN3O6
359.35
(H-1-(5-

-B-D-

300mg

)-5-

-1,2-

19

11



[0 |0

19 11 13
300
18 3 31
A
30 1 2 21
7
1
1.31m? 900mg
1.31m* 1.64m* 1,200mg
1.64m’ 1,500mg
30 1 2 14
7 1
. )
1.33m> 1.500mg
1.33m> 1.57m’> 1.800mg
1.57m’ 1.81m* 2.100mg
1.81m’ 2.400mg



19 11
300
18 31
1 300mg
(=3
(=)
30
14 7 1
1
1.33m’ 1.500mg
1.33m’ 1.5 1.800mg
1.57m’ 1.81 2.100mg
1.81m? 2.400mg
1
1.1
5-FU
5'-deoxy-5-fluorocytidine 5’-DFCR 5’-DFUR
1.2
1994 11
1657mg/m*/ 3 1
2001 1
2003 4
30 1

21



1
1.31m’ 900mg

1.31m’ 1.64m’ 1,200mg
1.64m* 1,500mg
F. Hoffmann-La Roche Ltd. 2,500mg/m2/ 2
1 2007 9
2,500mg/m* 2
1 EU 88 69
2,500mg/m* 2 1
2003 1
JO15951 2003 9
JO16526
2,500mg/m* 2 1
2
3
3.1
in vivo 2
1
1
1 Cancer Res 58: 685-690, 1998 Biol
Pharm Bull 21: 713-717, 1998
5 ZR-75-1 MCF-7 MAXF401 MX-1 MDA-MB-
231 7 CXF280 HCTI116 LoVo COLO205 HT-29 DLD-1
WiDr 1.5mmol/kg/ 5’-DFUR 0.75mmol/kg/ 5-FU 0.15mmol/kg/
0.1mmol/kg/
5’-DFUR 4 4 5-FU
1 2 50%
2 MAXF401 MX-1
CXF280 HCTI116 5’-DFUR
( 33% (mmol/kg/ ))—=(50%
(mmol/kg/ )) MAXF401 2.7 2.5 MX-1 3.4 2.6 CXF280
93.8 21.1 HCTI116 6.4 2.3
2
HCT116 1 8 11

12



029 044 0.67 1.0mmol/kg/ 2

1 044 0.67 1.0 1.5mmol/kg/ 2
3 1 044 0.67 1.0 1.5mmol/kg/
1

12
1
(mmol/kg) | (mmol/kg) ) (mm*) (%) ()

8/8 8249 >84
0.29 24.4 8/8 3289 62 >84
0.44 37.0 7/8 3062 65 >84
0.67 56.3 3/8 (2305) 72
1.0 84.0 3/8 (1477) 695
0.44 24.6 7/8 3271 68 >84
0.67 37.5 7/8 2178 77 >84
1.0 56.0 6/8 (1669) >84
1.5 84.0 2/8 (369) 43.5
0.44 27.7 7/8 3832 56 >84
0.67 422 6/8 (1862) >84
1.0 63.0 3/8 (1217) 70
1.5 94.5 4/8 (764) >83

6/8
12
2/8 20% 0.44mmol/kg 2
1 0.44mmol/kg 3 1 0.44mmol/kg
12
0.67mmol/kg 56.3mmol/kg
1 1.0mmol/kg 56.0mmol/kg
2 1
3 1
1
2 1
3 1 2 1
Immol/kg/ 3 1 63.0mmol/kg 2

56.0mmol/kg

12
0.44mmol/kg/ 3 1 27.7mmol/kg 2




1 24.6mmol/kg

3 1 2 1
4
41
4.2
PK
1 JO15951 Jpn J Clin Oncol 2006; 36: 410-417
2003 1 2004 6
60
11
2,500mg/m%/ 3,000mg/  3,600mg/  4,200mg/
4,800mg/ 1 2 2 1 1
2
60 PK 20
14
14 5’-DFCR 5’-DFUR 5-FU FBAL
PK 5’-DFCR 5’-DFUR 5-FU
3 Chnax 0.478 0.855 ti FBAL
Cmax
5’-DFUR 5’-DFUR
14
+ +
Coae /ML 20 4.80 + 1.75 19 419 =+ 255
[ 20 1.68 + 0.99 19 1.99 + 1.40
AUC,, ug h/mL 20 6.91 + 2.40 19 6.14 =+ 1.92
AUC pg h/mL 18 7.06 + 2.46 15 673 =+ 1.71
t,, h 18 0.545 + 0.245 15 0478 =+ 0.152
CL/F L/ 18 308 + 103 15 299 + 619
Coe /ML 20 5.95 +2.50 19 520 + 1.90
toa h 20 2.00 £ 1.07 19 253 + 127
A mL 20 15.1 + 431 19 14.1 =+ 4.58
3 -DECR Aggo-‘ pgu gh/zL 20 152 + 432 19 141 + 4.60
t, h 20 0.810 + 0.112 19 0.855 =+ 0.199
CL/F L/ 20 94.1 +26.2 19 103 =+ 32.6
Cox  pg/mL 20 6.02 + 2.49 19 6.59 + 2.83
, tua D 20 225 £ 1.16 19 269 =+ 1.21
>-DFUR AUC,, pg h/mL 20 12.8 +3.74 19 13.0 + 331
AUC pg h/mL 19 13.1 + 3.69 17 132 + 3.40




14
+ +
s pFUR | 2B 19 0.711 £ 0.140 17 0.689 + 0.199
CL/F L/h 19 111 + 36.3 17 107 + 322
Chax  ug/mL 20 0.217 £ 0.121 19 0.376 =+ 0.211
tmax D 20 230 £ 1.25 19 274 + 1.20
5.FU AUCy, pg h/mL 20 0.453 +0.175 19 0.714 + 0.228
AUC pg h/mL 19 0.455 £ 0.180 17 0.719 =+ 0.235
t,, h 19 0.732 + 0.291 17 0.755 + 0.258
CL/F L/h 19 1780 + 657 17 1080 =+ 418
Ciax  Hg/mL 20 450 + 1.01 19 484 + 120
toae h 20 335 £ 1.06 19 385 =+ 131
FBAL AUCy, pg h/mL 20 21.6 + 6.03 19 245 =+ 6.50
AUC pg h/mL 20 245 + 7.40 16 270 + 7.84
tip h 20 2.56 + 0.690 16 2.72 £ 0.506
CL/F L/h 20 26.2 + 8.89 16 232 + 729
AUC ¢t CL/F
20 19
14 AUC Cinax
Robs 5-FU 0.920 1.15 1,250mg/m? )
5-FU
AUC Cmax  Robs 1.71 1.88
1.59 1.99 1.46 2.44
11 24 14 11
69 80% 5°-DFCR 5-DFUR 5-FU FUPA FBAL
3%
5’-DFCR
PK 14 AUC Cinax
Grade 3 4 Grade 1
PK
S014695 J Clin Oncol 2001; 19: 2282-2292 1996
10 1998 9
SO14796 J Clin Oncol 2001; 19: 4097-4106 1996
10 1998 8
604 5-FU/LV  Mayo
61 SO14695
11 59 S014796
2,500mg/m*/ 1 2 2
1 1 10
SO14695 SO14796 605 602
593 S014695 596 S014796
481 22 64 3 6
5-DFUR 5-FU FBAL PPK
PPK 1,250mg/m’ 5-DFUR 5-FU



FBAL AUC Cinax
PPK
CLcr ALP
AST ALT KPS
PK
ALP 2 5-FU CL 11% 5-FU AUC 12%
ALP 5 5-FU CL 24% 5-FU  AUC 31%
CLcr 50% FBAL CL 35% FBAL AUC 53%
CLcr 50% FBAL 24% Crax  41%
1.3 FBAL 24% FBAL Cpae  19%
S014693 S014794 5’-DFUR 5-FU FBAL
AUC Cnax Dose Limiting Toxicity: DLT
AUC Crnax
Grade 3 4 Grade 3 Grade 3 4
Cox
AUC Crnax
3
JO15951 PK
S014794 S014798 S015304 WP15811 PK
JO15951 5’-DFCR 5’-DFUR 5-FU FBAL
AUC Conax 1,255 1,250mg/m’
AUC =+ JO15951 =
90% 90%CI
5’-DFUR AUC 14
0.534 0.777 5-FU  AUC  Cpux
AUC 0.264 1.09 Cpx 0.240 0.863 PK
AUC Cinax 90%
JO15951 AUC Crnax
90%CI
14
+ +
JO15951 18 7.06 £2.46 15 6.73 £ 1.71
S014794 6 6.38 +£265 1.11 4 7.75 £2.50  0.869
SO14798 5 832 £5.03 0.848 4 11.4 £4.18 0.592
SO15304 4 7.01 £421 1.01 4 639 +0.808 1.05
WP15811 6 624 £206 1.13 6 6.68 +1.66 1.01
*[90%CI] 1.06[0.859, 1.30] 0.882[0.740, 1.05]
JO15951 20 152 + 432 19 14.1 +£4.60
5-DFCR SO14794 7 740 +568 2.05 7 724 £508 195




14
+ +
SO14798 6 114 £527 1.28 3 122 +£371 1.16
$"-DFCR SO15304 4 11.9 £527 1.28 4 9.78 £1.07 145
WP15811 6 11.6 £4.12 1.31 11.7 £337 1.21
*[90%CI] 1.73[1.26, 2.38] 1.60[1.19, 2.16]
JO15951 19 13.1 £3.69 17 13.2 +£3.40
SO1479%4 8 17.0 £6.00 0.772 6 246 £12.7 0.534
, S014798 6 133 +£1.33 0.987 4 18.5 £4.06 0.711
5-DFUR S0O15304 4 16.1 +3.64 0.813 4 169 £241 0.777
WP15811 6 13.7 £2.62 0.959 6 193 +£426 0.683
*[90%CI] 0.860[0.749, 0.988] 0.667[0.559, 0.796]
JO15951 19 0.455 £0.18 17 0.719 +0.235
S01479%4 8 173 £1.54 0.264 6 203 £1.74 0355
S014798 6 0.664 +0.216 0.685 4 1.13 £0.284 0.638
>-FU SO15304 4 0.418 £0.127 1.09 4 0.799 +£0.276 0.899
WP15811 6 0.866 +0.452 0.526 6 1.60 £0.562 0.451
*[90%CI] 0.533[0.403, 0.705] 0.537[0.420, 0.687]
JO15951 20 244 +7.40 16 27.0 +7.84
S01479%4 8 29.1 +£8.81 0.841 7 363 +£9.84 0.744
S014798 6 26.7 £8.38 0915 4 274 £10.8 0.987
FBAL S0O15304 4 20.8 £220 1.18 3 204 +£0.674 1.33
WP15811 6 39.6 £14.6 0.618 6 494 £272 0574
*[90%CI] 0.836[0.707, 0.987] 0.796[0.641, 0.989]
* JO15951 - SO14794 S0O14798 SO15304 WP15811
JO15951 JO15951 =
5014695 5014796 PK
SO14695 SO14796 PPK
1,250mg/m2 5’-DFUR 5-FU FBAL AUC
1,250mg/m’ 2 2
JO15951 PK JO15951 AUC
Crnax 5’-DFUR
5-FU FBAL PK
BP15831 PK
PK
5’-DFUR 5-FU FBAL AUC
5’-DFUR 5-FU FBAL AUC
JO15951 24
825mg/m’ 1 2 BP15831
14 5’-DFUR 5-FU FBAL AUC PK
AUC
AUC/ ng h/mL/mg/m’
JO15951 BP15831
+ +
5’-DFUR 18 428 + 1.60 24 336 +£1.39
5-FU 18 0.150 =+ 0.0675 24 0.125 + 0.0643
FBAL 19 8.07 + 3.33 24 9.50 + 3.89




AUC/ ng h/mL/mg/m’
JO15951 BP15831
+ +
5’-DFUR 16 440 + 1.34 22 4.17 +1.62
14 5-FU 16 0.247 £ 0.0850 22 0.229 +0.113
FBAL 16 9.30 + 3.35 22 11.0 +4.69
1 PK
4.3
5’-DFCR  AUC 5’-DFUR 5-FU  AUC
3 S014794 SO14798 SO15304 WP15811
PK
PK 5’-DFCR 5’-DFUR
PK
PK
JO15951 5’-DFCR 5°-DFUR 5-FU FBAL S0O14695
S014796 5’-DFUR 5-FU FBAL PK AUC
Cmax
Grade 1 3 PK
JO15951 Wilcoxon
P<0.05 PK 12 SO14695 S014796
PK
10
14 PK
PK
PK
JO15951
S014695 S014796
PK
PK
PK
PK
CDA
CDA SNPs 3
6 Pharmacogenetics 2003;13: 29-38 Hum Genet 2006; 119: 276-283 Exp

Hematol 1998; 26: 421-425

10



3 SNPs G208A A70T CDA
32 40% SNP 4.3%
Pharmacogenetics 2003; 13: 29-38 Hum Genet 2006; 119: 276-283 SNP
SNP A79C CDA
Exp Hematol 1998; 26: 421-425 Pharmacogenetics 2003;
13:29-38
SNPs SNP
Hum Genet 2006;
119: 276-283
CDA SNPs
Hum Genet 2006; 119: 276-283
CDA G208A 4.3%
CDA
SNPs SNPs
CDA  SNPs PK
JO15951 S014794 S0O14798 S0O15304 WP15811 PK
JO15951 5’-DFCR AUC 14
15.2 14.1pg h/mL
5’-DFCR AUC 14
4.5 740 11.9 4.96 7.24 12.2 pg h/mL 3
SO14794 S0O14798 SO15304 WP15811
JO15951 5’-DFCR  AUC
BP15831 5’-DFCR  AUC
PK
PK
CDA
PK CDA
CDA
PK
PK

11



PK

61 PK 54
S014799 PK
CV%
, AUC pg h/mL 19.86 13 33.25 19.49 13.84
> -DFUR Crax  Hg/mL 10.54 30 19.83 10.07 553
SFU AUC pg h/mL 0.672 23 1.165 0.632 0.439
) Come  pg/mL 0.372 47 0.978 0.330 0.089
EBAL AUC pg h/mL 30.35 27 59.90 28.86 15.84
Cpax  Hg/mL 6.09 22 10.13 6.10 3.08
PK
PK
PK
PK
JO15951 SO14794 SO14798 SO15304 WPI15811
5-DFUR 5-FU
AUC Cinax 3
S0O14794 S0O14798 SO15304 WP15811
5°-DFUR 5FU PK
JO15951 5’-DFUR 5-FU  AUC
Cmax J015951
S0O14695 S0O14796 PK BP15831 5’-DFUR
5-FU  AUC Cinax AUC Cinax
3
PK
5’-DFUR 5-FU
PK
CDA PK
PK
PK
3
PK

12



I PK

5’-DFUR 5-FU  AUC / -
0.65 95%CI[0.39, 1.07] 0.74 95%CI[0.50, 1.08] 0.80 95%CI[0.53, 1.21]
4.3
2 3 5
2 2 4
11 6
2
JO15156 ; ,657mg/nll / %
2
JO15951 2,500mg/m*/ 60
2 1
2
JO14865 502 1,004 1,657 2,510mg/m 16
2
JO15153 ;,657mg/r? / ’
2
JO15950 JO15156 ;,657mg/nla / A
2
JO15751 JO15153 ; ,657mg/r;1 / 5
2

JO17219 JO15951 g,SOOmg/r? / 4
2,500mg/m*/

SO14695 ) ) 302
5-FU/LV Mayo 303
2,500mg/m*/

S014796 ) 1 301
5-FU/LV Mayo 301
2,500mg/m*/

M66001 Dukes C 2 1 1004
5-FU/LV Mayo 983
110 225 502 1,004 1,331

8014693 1,657 2,083mg/m?/ 33
502 1,004 1,657 2,510

SO14794 3,000 3,514mg/m?/ 34
2 1

13




1,331mg/m?/ 39
2,510mg/m?/ 35
S014797 : |
1,657mg/m* LV 60mg/
35
2 1
2
JO15155 ; ,657mg/nll / 0
2
JO16526 2,500mg/m~/ 3
2 1
1,650 1,900mg/m?/
2 1
JO16525 o o
70mg/m’® 3
2
JO15151 1,657mg/m"/ ’
3 1
2
JO15742 JO15151 §,657mg/ril / 5
2
JO15154 ;,657mg/r;1 / 5
2
1015949 JO15154 JO15155 ;»657“1%/“1” "
2
JO17905 JO16526 5,500mg/ril / S
2
SO14697 ;,SIOmg/r;l / 163
2
NO15542 2,510mg/m~/ 25
2 1
2
5 ;,SIOmg/r;l / 0
S014799 :
CPA600mg/m°~ MTX 40mg/ 3
m’ 5-FU 600mg/m® 3
1,33 1mg/m?/ 2
2
SO15179 2,510mg/m’/ i 22
175mg/m
20
3
2,510mg/m?/
S014999 . mg/m
2
100mg/m 256
3
4.4

14




1 JO15156 Anticancer Drugs 2004; 15: 137-143
1999 4 2001 5

6
60
21
1,657mg/m%/ 1,800mg/  2,400mg/
3,000mg/ 1 2 3 1 1
2
60 59
3 56
5 15/56 CR
0 PR 15 26.8% 95%CI[15.8, 40.3%]
3 2
1
2 JO15951 Jpn J Clin Oncol 2006; 36: 410-417
2003 1 2004 6
6
60
11
2,500mg/m2/ 3,000mg/  3,600mg/  4,200mg/
4,800mg/ 1 2 2 1
1 2 10
60
RECIST 21/60 CRO PR 21
35.0% 95%CI[23.1, 48.4%]
3 JO14865 1994 11 1996 3 Int J Clin Oncol
2005;10:51-57
4 JO15153 199%6 8 1999 1 Jpn J Clin Oncol 2004;
34:195-201
5 JO15950 2001 4 2001 11
JO15156 4
6 JO15751 1998 10 2000 8
JO15153 2
7 JO17219 2003 9 2005 3
JO15951 14

15



S0O14695 J Clin Oncol 2001; 19: 2282-2292 1996

8
10 1998 9
6
604 5-FU/LV  Mayo
61
2,500mg/m*/ 1 2 2 1
1 10 5-FU/LV
ZOmg/m2 5-FU 425mg/m2
r 1 5 23 1 Mayo
8
605 302 5-FU/LV ~ 303
PD 6 535 269
5-FU/LV 266 593
299 5-FU/LV 294
IRC 5-FU/LV
28.3% 95%CI[23.0, 34.0%] 76/269 CR 1 PR 75
12.8% 95%CI[9.0, 17.4%] 34/266 CR 1 PR 33
15.5% 95%CI[8.6, 22.0%] 95%CI
10%
29 5-FU/LV 18
3 1 5-FU/LV 2
1
169/299 56.5% 5-FU/LV ~ 157/294

326
149/299 49.8%

53.4%
5-FU/LV ~ 137/294 46.6%

9 SO14796 J Clin Oncol 2001;19:4097-4106 1996
10 1998 8
11 59 SO14695
602 301 5-FU/LV 301
6
546 265 5-FU/LV 299
596 297 5-FU/LV 299
IRC 5-FU/LV
21.1% 95%CI 16.4,26.6% 56/265 CR1 PR 55
16.1% 95%CI[12.0, 21.0% 44/273 CR 2 PR 42
5.0% 95%CI[ 1.811.4% 95%ClI
10%
21 5-FU/LV 14
3 1 5-FU/LV 4
1
322 161/297 54.2%
5-FU/LV ~ 161/299 53.8%
48.8%

143/297 48.1% 5-FU/LV ~ 146/299

16



10 M66001 Ann Oncol 2003; 14: 1735-1743 N Engl J Med
2005; 352: 2696-2704 1998 11 2004 4
1 Dukes C
1956 5-FU/LV
25 164
2,500mg/m*/ ) 2 1
1 8 5-FU/LV
20mg/m’ 5-FU 425mg/m* 1
1 5 23 1 Mayo
6
Disease Free Survival: DFS
95%ClI 1.25
1.20 hierarchical test
Per protocol population PPP DFS 632
1987 1004 5-FU/LV 983
All randomized population ARP 1
Extended per protocol population EPPP 959
5-FU/LV 946 12
PPP
1969 995 5-FU/LV
974
DFS 2004 4
1 3.8 0.89 95%CI[0.76, 1.04]
95%ClI 1.2 ARP
EPPP DFS 0.87 95%CI[0.75, 1.00] 0.87 95%CI[0.75,
1.01]
1.0
0.9
0.8 1
0.7 1
Q.8
0.5
0.4 1
0.3 1
0.2 1
C.1
3.0+
0 3 12 18 74 30 36 42 4B 54 80 66 72
”gfg'lj‘ﬁ LEUCCVORINGZS 823 735 660 528 429 312 183 106 2 3 Mogins since Randorn.
CAPECITABINE B87 837 755 674 556 458 317 197 100 27 10 0 0
TREATMENT GROUP == ====== 5-FU + LEUCOVORIN — CAPECTABINE
DFS  Kaplan-Meier PPP 2004 4 1

17



2007 6 4

6.9 5 5 DFS
ARP  0.88 95%CI[0.77, 1.01] PPP  0.92 95%CI[0.80, 1.06] EPPP
0.90 95%CI[0.78, 1.03] ARP 5 60.8% S5-FU/LV
56.7%
ARP PPP EPPP 0.86
95%CI 0.74,1.01  0.93 95%CI[0.79, 1.09 0.89 95%CI[0.76, 1.04]
ARP 5 714% 5-FULV ~ 68.4% ARP oS

Kaplan-Meier

0 6 12 18 24 30 36 42 48 L 80 66 72 I8 84 90 96
n at risk Merghs singce Ranc

5—FU + LEUCOVORINGB3 864 934 903 B850 785 753 724 700 659 674 5350 417 258 180 46
CAPECITABINE 1004 8985 964 929 88 B840 808 /69 730 702 BEL oB1 434 280 174 % 36

TREATMENT GROUP =~ == ====== 5—FU + LEUCOVORIN — CAPECITABINE
OS  Kaplan-Meier ARP 2007 6 4
2004 4 1

28 18 8/995 0.8%  5-FU/LV ~ 10/974 1.0%

3 1

5-FU/LV 4 1
28 2004 4 1
419 198/995 20% 5-FU/LV ~ 221/974 23%

169/995 5-FU/LV ~ 192/974

1 S0O14693 J Clin Oncol 1998; 16: 1795-1802 1994
7 1996 1

12 SO14794 J Clin Oncol 1998; 16: 2977-2985 1994
7 1996 1

13 SO14797 J Clin Oncol 2000; 18: 1337-1345 1995

12 1997 4

18



1 JO15155 1999 1 2000
8
60
19
1,657mg/m”/ 1,800mg/  2,400mg/  3,000mg/
1 2 3 1 1
2
60
55
12 11/55 CR 1
PR 10 20.0% 95%CI[10.4, 33.0%]
1
2 JO16526 2003 9 2005
3
35
7
2,500mg/m?/ 1 2 2 1 1
2 6 6
SD
35
32
RECIST 7/32 CR0O  PR7
RECIST 21.9% 95%CI 9.3,
40.0%
3 JO16525 2002 10 2006 10
18 24
1,650 1,900mg/m?/ 2 2 1
1 50 60 70mg/m’
3
4 JO15151 1996 8 1998 3 Brest Cancer
2006;13:49-57
5 JO15742 1998 4 2000 7
JO15151 3

19



6 JO15154 1998 12 2000 9

1,657mg/m?/ 1 2 3
1 2
7 JO15949 2000
9
JO15154 JO15155 11
8 JO17905 2005
12
J016526 5
9 S014697 J Clin Oncol 1999; 17: 485-493
2 1997 6
150
2,510mg/m*/ 1 2 2 1
6
163 162
135
WHO 27/135 CR3  PR24
20.0% 95%CI[13.6, 27.8%]
22/162 13.5%
16 2 1
10 NO15542 Cancer 2001; 92: 1759-1768
5 1999 3
60
5
2,510mg/m?/ 1 2 2 1
6
75 74
69
WHO 17/69
24.6% 95%CI[15.1, 36.5%
3
11 SO14799 Ann Oncol 2001; 12: 1247-1254
3 1997 11
12 S015179 BrJ Cancer 2002; 86: 1367-1372
5 1997 3

20

50

2003

2005

1996

25

1997

1996

1996



13 SO14999 J Clin Oncol 2002; 20: 2812-2823 1998
3 2000 8

M66001
M66001

JO15156 JO15951
SO14695 S0O14796
JO15156 JO15951

1 M66001
JO15951 SO14695 SO14796
M66001
2005
7 National Comprehensive Cancer
Network NCCN NCCN 2006  wver. 2
National Cancer Institute ~ Physician Data Query NCI-PDQ Guideline for Colon and
Rectal Cancer Surgery
Dukes
AJCC/UICC TNM Dukes M66001 Dukes
C
Stage AJCC/UICC TNM Stage
Stage
Stage
Stage
10cm
NCI
Scm origin of primary feeding vessel

21



NCCN 2006  wver.2 NCI-PDQ Stage
Stage
5-FU/LV
NCCN 2006 ver. 2
5-FU/LV 5-FU/LV+ 5-FU/LV 3
RPMI Mayo Machover PDQ Stage
6 5-FU/LV Mayo RPMI
5-FU/LV RPMI Mayo 5 DFS Overall
Survival: OS 10
J Clin Oncol 2005; 23: 8671-8678 Machover
Machover Lancet 1995; 345: 939-944
5-FU/LV 6
5-FU/LV RPMI bolus
LV 500mg/m* day 1  5-FU bolus 500mg/m’ day 1 8 4
6 8
5-FU/LV  Mayo bolus
LV 20mg/m’day 1 5 5-FU bolus 425mg/m*day 1 5 6 15 6
4 5
5-FU/LV  Machover bolus
LV 400mg/m*day I 5 5-FUbolus 370 400mg/m’* day 1 5 6 6
NCCN 4 =
2006 ver.?2 X 2500mg/m 2 dayl 14 6 3
5-FU/LV + FOLFOX4
85mg/m*day I LV 200mg/m’ day 1 2
5-FU 400mg/m? bolus —5-FU 600 mg/m* 22h.infusion day 1 2
2
5-FU/LV + mFOLFOX6
85mg/m* day 1 LV 400mg/m? day 1
5-FU 400mg/m’ bolus day 1 —5-FU 2400 mg/m’ 46  48h infusion
2
Stage
Stage Stage 5 69.2% Int J Clin Oncol
2001; 6: 171-176 59.5% J Natl Cancer Inst 2004; 96: 1420-1425
5 1974
1993 Stage a 76.1% Stage b 62.1%
1991 1994
TNM Stage
7
TNM

22



Stage

SFU/LV

1
M66001

M66001

Stage

18

DFS

Stage

oS

20,898
DFS marginally

significant DFS improvements may not translate into significant OS benefits

2 3 DFS 5 OS
J Clin Oncol 2005; 23: 8664-8670 J Clin Oncol 2007; 25:
4569-4574 DFS
(O
0os
Mayo Stage
M66001
2
M66001 DFS 0.89 95%CI 0.76,
1.04] PPP 95%CI 1.2
5-FU/LV ARP EPPP
2004 4 1 3.8
RFS (0N
| | 5-FU/LV 95%CI
3 DFS %
ARP 64.2 60.6 0.87 0.75,1.00
PPP* 65.3 62.9 0.89 0.76, 1.04

23



5-FU/LV 95%CI
EPPP** 65.3 62.1 0.87 0.75,1.01
3 RFS %
ARP 65.5 61.9 0.86 0.74,0.99
PPP* 66.8 63.7 0.87 0.74,1.02
EPPP** 66.7 63.2 0.85 0.73,0.99
3 %
ARP 81.3 77.6 0.84 0.69,1.01
PPP* 82.6 80.3 0.90 0.73,1.10
EPPP** 82.5 79.3 0.86 0.71,1.05
* 12
k% 1
M66001
Roche FDA
2007 6
43
5
1
M66001
JO15951
S0O14695 S0O14796
JO15951 SO14695 SO14796
GOT
Grade 3 GOT
Grade % Grade 3/4 %
JO15951 SO14695 SO14796
60 299 297 596
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73.3 133 58.5 18.1 48.1 16.2 534 17.1
383 1.0 2.4 1.7
350 1.7 495 154 458 10.8 47.7 13.1
350 0 40.5 33 350 1.7 378 2.5
150 0 30.8 3.7 15.8 2.0 233 29
333 5.0 22.1 1.0 12.5 0.7 173 0.8
350 0 27.1 3.0 12.5 0.7 242 22
GOT 71.7 10.0 36.8 0.7 438 1.0 40.3 0.8
66.7 33.3 41.1 174 545 283 47.8 22.8
* 550 8.3 92.3 39.1 92.9 34.7 92.6 36.9
k
SO14695 SO14796
M66001
5-FU/LV 28
M66001
5-FU/LV 5-FU/LV
995 974 596 593
62 63 64 63
/ 0.54/0.46 0.54/0.46 0.59/0.41 0.61/0.39
164 145 139 140
% 91 91 96 94
Grade 3/4 % 41 39 55 48
Grade 3/4 % 36 35 40 35
Grade 4 % 4 5 9 9
Grade 4 2 4 3 5
18 19 35 37
%, 11 12 14 21
% 57 52 57 47
% 42 44 34 42
% 11 7 13 11
28 % 0.8 1.0 8.4 54
28 % 0.3 04 1.0 1.0
SO14695
S014796 M66001
Grade
2 M66001
M66001 5-FU/LV 91%
910/995 91% 885/974 5252 5792
87% 89% 4279
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4830 Grade 3/4 36% 35%

530 556
995 5-FU/LV 974
595 60% 594 60% 85 9% 85 99
467  47% 458  46% 632 65% 620  64%
334 34% 326 33% 460  47% 455 47%
222 22% 221 22% 589 60% 588  60%
156 16% 147  15% 151 16% 144 15%
151 15% 142 14% 204 21% 194 20%
141 14% 104 10% 158  16% 127  13%
99 10% 97 10% 92 9% 89 9%
9  10% 89 9% 95 10% 88 9%
91 9% 87 9% 104 11% 102 10%
86 9% 63 6% 105 11% 69 7%
63 6% 62 6% 218 22% 216 22%
5-FU/LV
Grade 3/4 Grade 3/4
5-FU/LV
10 Grade 3/4
16 2%
5-FU/LV 110 11% 21 Grade 3/4 54
5% 166 17%
995 5-FU/LV 974
Grade 3/4 Grade 4 Grade 3/4 Grade 4
! 354  36% 24 2% 337 35% 35 4%
530 32 556 44
114 11% 15 2% 129 13% 11 1%
18 2% 2 <1% 140  14% 5 <1%
17 2% 0 16 2% 0
16 2% 0 14 1% 1 <1%
18 2% 0 13 1% 0
1 <1% 0
I <1% 0
1 <1% 0
0 I <1%
0 1 <1%
1 <1% 0
0 1 <1%
169 17% 0 5 <1% 0
10 1% 1 <1% 4 <1% 0
3 <1% 1 <1% 20 2% 6 <1%
<1% 2 <1% 47 5% 4 1%
2 <1% 1 <1%
0 1 <1%
0 3 <1%
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995 5-FU/LV 974
Grade 3/4 Grade 4 Grade 3/4 Grade 4
0 I <1%
1 <1% 0
0 2 <1%
0 1 <1%
I <1% 0
I <1% 0
0 I <1%
0 I <1%
1 <1% 1 <1%
I <1% 0
0 1 <1%
0 I <1%
I <1% 0
8  <1% 0 10 1% 0
6 <1% 0 11 1% 0
11 1% 0 1 <1% 0
5-FU/LV Grade 3/4 1%
M66001 SFU/LV
4
NCCN 2006  wver.2
Stage
Stage NCCN 2006 ver. 2
Stage 12 T4
NCI-PDQ
5-FU/LV
Stage Stage
Stage M66001
Stage
5-FU/LV
5
M66001 Dukes C
Stage
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30
1 2 14 7 1
JO15951
4 EU
SO14695 SO14796 M66001
9
150mg 500mg 300mg
2,500mg/m%/
150mg 500mg 300mg
1,657mg/m”/ 300mg
Grade
300mg
1,657mg/m”/ 300mg
300mg 500mg 150mg
JO15156
16.4 10.6% JO15951 9.1% 8.3% SO014695
S0O14796 4.6% 5.6% M66001 4.6% 5.3%
2,500mg/m*/ JO15951 SO14695 S0O14796
M66001
300mg 150mg 500mg
JO15951 S0O14695 S014796
4 5% 5 0% 0 5% 5%
JO15951
300mg
2500mg/m?*/day %
JO15951 S014695 SO14796
5% 28.6% 4/14 20% 2/10 10% 1/10
5 0% 46.2% 6/13 27.5% 42/153 28.3% 43/152
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2500mg/m2/day %
JO15951 S014695 S0O14796
0 5% 31.8% 7/22 24.8% 30/121 25.4% 31/122
5% 36.4% 4/11 0% 0/14 38.5% 5/13
25% 1/4 0% 0/4
JO15951 SO14695 SO14796
4 5% 0 5% O 5% 5%
2500mg/m?*/ 300mg
JO15951 5014695 5014796
5% 5 0% 0 5% | 5% 5% 5 0% 0 5% | 5% 5% 5 0% 0 5% | 5%
11 22 13 14 14 121 153 10 13 122 152 10
% % % % % % % % % % % %
Grade | 9 81.8 [ 21 95.5[ 13 100 [ 14 100 | 14 100 119 98.3 [150 98.0 [ 10 100 || 12 92.3 [116 95.1 [143 94.1 [ 9 90.0
7636 |18 81.8[10 769| 9 643 | 6 429 |68 562 |94 614 | 7 700 7 53.8| 57 46.7| 74 48.7 [ 6 60.0
4364 | 8364] 6462] 5357] 0 1 08] 2 13] 0 0 3 25| 3 201100
5455 |10 455] 6 462 | 5357 6 429 64 52991 595| 5500 6 462 60 49.2| 77 50.7 | 6 60.0
4364 | 6273] 5385 6429| 9 64357 47.1| 71 464 | 5 50.0| 3 23.1]48 393 |57 37.5| 4 40.0
1 91 | 5227 3231 4286 5357]|42347]52340] 8 80.0] 4 308]19 156]30 19.7] 2 20.0
5455 | 8364 4308| 4286 2 143[17 14026 170 2200 1 77| 6 49| 7 46| 1100
5455 | 6 273] 6462| 4 286 3 214[35289[41 268] 3300 1 7.7 [23 18937 243 [ 4 400
3 0.7 0.7 09 0.9
Grade 3
JO15951 S014695 5014796
0.7 07 09 |09 0.7 07 09 |09 07 07 09 |09
16 33 11 111 107 80 56 111 130
% % % % % % % % %
Grade |14 87.5 [32 970 |11 100 [110 99.1 | 106 99.1 | 77 963 |53 94.6 [ 110 99.1 | 117 90.0
10 625 |29 879 | 5 455 | 72 649 | 69 645 |34 425 |24 429 | 67 604 | 53 408
4 250 |16 485 | 3 273 1 09 2 19| 0 1 18 2 1.8 4 3.1
6 375 |11 333 | 4 364 [ 55 495 | 53 425 |34 425 [26 464 | 46 414 | 40 308
6 375 [ 11 333 | 4 364 | 55 495 | 53 42.5 [ 34 425 [26 464 | 46 414 | 40 308
7 438 |10 303 | 4 364 [ 19 17.1 | 17 159 |11 138 | 3 54 6 5.4 6 4.6
6 375 |13 394 | 2 182 [ 42 378 | 24 224 |16 200 |15 268 | 26 234 | 24 185
JO15951 SO14695 SO14796 3
300mg
JO15951 SO14695 SO14796 18
0.82 0.76 0.81 24 0.68 0.68 0.76 30 0.62 0.64 0.74
300mg JO15951 150mg 500mg
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1

S014695 SO14796
300mg
150mg 500mg
300mg PK
300mg
300mg
M66001
150mg 500mg 2,500mg/m”/
1 1
1.33m’ 1,500mg | 1.25m? 1,500mg
1.25m’ 1.37m’ 1,650mg
1.33m’ 1.57m’ 1,800mg | 1.38m’ 1.51m’ 1,800mg
1.52m’ 1.65m’ 2,000mg
1.57m? 1.81m’ 2,100mg
1.66m’ 1.77m’ 2,150mg
1.78m’ 1.91m’ 2,300mg
1.81m* 2,400mg
1.92m’ 20.5m’ 2,500mg
2.06m’ 2.17m’ 2,650mg
2.18 m* 2 800mg
300mg 150mg 500mg
15
31 2140 http://www.info.pmda.

go.jp/shinyaku/ 030408/45004500 21500AMY00080_Q100_1.pdf

1

300mg

30

300mg

2



550

70%

95%CI

31

3% 890
Pearson-Clopper
10% 1,000
1,000 0.3% 95% 1
8
M66001
1
JO16526 SO14697 NO15542
35 163 75
32 135 69
CR+PR 7 27 17
% 21.9  95%CI[9.3, 40%] 20 95%CI[13.6, 27.8%] 24.6 95%CI[15.1, 36.5%]
RECIST WHO WHO
JO15155
12
20.0% 11/55 95%CI[10.4, 33.0%]
43 16.3% 7/43



17 11 1
1101001 18 4 1
3 2 4 9
2)
1
JO16526
JO15155
JO15156 1,657mg/m” 3
1 JO15951 2,500mg/m2/ 2 1
2
JO16526 Grade 3
Grade Grade
JO15155 JO16526 3
JO15155 JO16526
JO15155 JO16526
Grade Grade 3 Grade Grade 3
36/60 60.0% 8/60 13.3% 29/35 82.9% 5/35 14.3%
16/60 26.7% 1/60 1.7% 14/35 40.0% 1/35 2.9%
22/60 36.7% 0/60 0% 21/35 60.0% 1/35 2.9%
14/60 23.3% 0/60 0% 13/35 37.1% 1/35 2.9%
13/60 21.7% 0/60 0% 10/35 28.6% 1/35 2.9%
24/60 40.0% 1/60 1.7% 19/35 54.3% 1/35 2.9%
10/60 16.7% 0/60 0% 16/35 45.7% 0/35 0%
0/60 0% 0/60 0% 1/35 2.9% 1/35 2.9%
JO15155 JO16526
JO15155 JO16526
1 Grade 3 Grade 1 Grade 3 Grade
21/60 35.0% 0/60 0% 15/35 42.9% 1/35 2.9%
21/60 35.0% 0/60 0% 18/35 51.4% 2/35 5.7%
* 20/60 33.3% 0/60 0% 16/35 45.7% 2/35 5.7%
10/60 16.7% 0/60 0% 7/35 20.0% 3/35 8.6%
2/60 3.3% 0/60 0% 1/35 2.9% 1/35 2.9%
17/60 28.3% 0/60 0% 7/35 20.0% 1/35 2.9%
‘JO15155
2
JO15951 Grade3
JO15951
Grade Grade
JO15156 JO15951 3
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AST

JO15156 JO15951
JO15156 JO15951
Grade Grade 3 Grade Grade 3
37/59 62.7% 4/59 6.8% 44/60 73.3% 8/60 13.3%
* 4/59 6.8% 0/59 0% 23/60 38.3% 0/60 0%
14/59 23.7% 0/59 0% 26/60 43.3% 1/60 1.7%
8/59 13.6% 0/59 0% 21/60 35.0% 0/60 0%
7/59 11.9% 0/59 0% 13/60 21.7% 0/60 0%
20/59 33.9% 1/59 1.7% 21/60 35.0% 4/60 6.7%
4/59 6.8% 0/59 0% 21/60 35.0% 0/60 0%
"JO15156
JO15156 JO15951
JO15156 JO15951
1 Grade 3 Grade 1 Grade 3 Grade
AST GOT 23/59 39.0% 1/59 1.7% 34/60 56.7% 3/60 5.0%
* 13/59 22.0% 0/59 0% 27/60 45.0% 3/60 5.0%
13/59 22.0% 0/59 0% 5/60 8.3% 1/60 1.7%
*JO15156
*
AST GOT *
*
Grade 3
QOL
2
Grade 4
Grade 3
JO16526 S014697 NO15542
JO16526
SO14697 NO15542 SO14697
NO15542 JO16526
Grade2 3 Grade 4
JO16526
SO14697 NO15542
JO16526 S014697 NO15542
35 162 74
35 292 160 1670 73 662
Grade 3 343% 12 56.8% 92 58.1% 43
Grade 4 57% 2 11.1% 18 6.8% 5

33




JO16526 SO14697 NO15542
68.6% 24 54.9% 89 74.3% 55
11.4% 4 8% 13 10.8% 8
20
82.9% 56.8% 62.2%
60.0% 57.4% 62.2%
54.3% 11.1% 14.9%
45.7% 9.3% 33.8%
NOS 40.0% 57.4% 59.5%
NOS 37.1% 45.1% 40.5%
31.4% 4.9% 0%
28.6% 2.5% 2.7%
JO16526 JO16526 SO14697 NO15542
4 Grade 3 Grade 3 Grade 3 Grade
5.7% 2.5% 6.8%
5.7% 2.5% 8.1%
3.7% 6.8%
2.9% 1.2% 2.7%
8.6% 3.1% 5.4%
5.7% 8.6% 1.4%
ALT 0.6%
2.9%
2.9% 0.6%
2.9%
0.6%
1.9% 2.7%
JO15951
2 S0O14695 S014796
Grade 3
Grade 3
3
4
1
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2002

i1 B

60 70mg/m’

10
1,650mg/m*/

SO14999

35

2



3 1,000
6
1
4.4
43
1
1 JO15156
59 1,180 Grade 3/4
42/59 131 58/59 98.3% 943
10% 40/59 67.8% 37/59
62.7% LDH 34/59 57.6% 33/59 55.9%
31/59 52.5% 26/59 44.1% AlP 24/59 40.7% GOT
22/59 37.3% 21/59 35.6%
20/59 33.9% 19/59 32.2% 18/59 30.5%
GPT 17/59 28.8% 15/59 25.4% 14/59
23.7%
13/59 22.0% 12/59
20.3% 11/59 18.6% BUN
10/59 16.9% 9/59
15.3% 8/59 13.6%
7/59 11.9%
6/59 10.2% Grade 3
21/59 35.6% 18/59 30.5% 15/59
25.4% LDH 9/59 15.3% 4/59 6.8%
3/59 5.1%
5% 38/59 64.4% 37/59
62.7% 28/59 47.5% 26/59 44.1% LDH
25/59 42.4% 19/59 32.2% AlP
17/59 28.8% 16/59 27.1%
14/59 23.7% GOT
13/59 22.0% GPT
12/59  20.3% 10/59 16.9% 9/59 15.3%
BUN 8/59 13.6%
7/59 11.9%
6/59 10.2%
5/59 8.5%
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BUN 4/59 6.8%
3/59 5.1%
14 26 4 3
2 7 9 2
1
3 5.1% 1 BUN
1 1 BUN
1 1
2 JO15951
57/60 95.0% 458 Grade 3/4
30/60 50.0% 50 55/60 91.7%
348
10%
44 73.3% NOS 26 43.3% NOS 23 38.3%
21 35.0% 14 23.3% NOS 13 21.7%
11 18.3% NOS 10 16.7% 9
15.0% 8 13.3%
7 11.7% NOS 6 10.0%
Grade 3 8 13.3%
4 6.7% 3 5.0%
5% 44 73.3% NOS23 38.3%
NOS 21 35.0% 20 33.3% 10 16.7%
NOS 9 15.0% NOS 8 13.3%
7 11.7% 6 10.0%
NOS 5 8.3%
NOS 4 6.7% NOS NOS
NOS 3 5.0%
11 15 5 8 NOS NOS
1
5 8%
C NOS 1 Grade 3 1
Grade 4 1
3 5014695
Safety 294/299 98% 3,003
5-FU/LV ~ 290/294 99% 3,081 279/299 93% 1,771
5-FU/LV 285/290 97% 2,039 10%
5%
10%
299 5-FU/LV 294
Grade Grade 3 Grade Grade 3
176 58.9% | 54 18.1% 16 5.4% 2 0.7%
166 55.5% | 50 16.7% 201 68.4% | 42 14.3%
143 47.8% | 16 5.4% 182 61.9% | 15 5.1%
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299 5-FU/LV 294
Grade Grade 3 Grade Grade 3
120 40.1% | 10 3.3% 130 44.2% 10 3.4%
NOS 107 358% | 14 4.7% 106 36.1% 16 5.4%
NOS 88 29.4% | 25 8.4% 77 26.2% 14 4.8%
83 27.8% 9 3.0% 203 69.0% 47 16.0%
60 20.1% | 3 1.0% 77 26.2% 5 1.7%
47 157% | 5 1.7% 45 15.3% 4 1.4%
45 151% | 1 0.3% 61 20.7% 3 1.0%
45 151% | 3 1.0% 53 18.0% 5 1.7%
NOS 43 14.4% | 1 0.3% 50 17.0% 0 0%
43 144% | 3 1.0% 28 9.5% 3 1.0%
40 13.4% | 5 1.7% 32 10.9% 3 1.0%
39 13.0% | 6 2.0% 28 9.5% 6 2.0%
38 127% | 7 2.3% 48 16.3% 8 2.7%
NOS 36 12.0% 5 1.7% 30 10.2% 0 0%
35 11.7% 1 0.3% 34 11.6% 0 0%
33 11.0% | 10 3.3% 38 12.9% 15 5.1%
33 11.0% | 5 1.7% 38 12.9% 1 0.3%
32 10.7% 2.0% 22 7.5% 1.0%
32 10.7% 0% 20 6.8% 0 0%
5%
299 5-FU/LV 294
Grade Grade 3 Grade Grade 3
175 58.5% | 54 18.1% 16 5.4% 2 0.7%
148 49.5% | 46 15.4% 199 67.7% | 41 13.9%
121 40.5% 10 3.3% 171 58.2% 12 4.1%
96 32.1% 6 2.0% 113 38.4% 8 2.7%
NOS 92 30.8% | 11 3.7% 95 32.3% | 14 4.8%
81 27.1% 9 3.0% 202 68.7% | 47 16.0%
NOS 43 14.4% 12 4.0% 44 15.0% 6 2.0%
NOS 38 12.7% 1 0.3% 46 15.6% 0 0%
35 11.7% 1 0.3% 53 18.0% 3 1.0%
32 10.7% 1 0.3% 46 15.6% 4 1.4%
32 10.7% 2 0.7% 33 11.2% 4 1.4%
26 8.7% 3 1.0% 38 12.9% 5 1.7%
25 8.4% 0 0% 13 4.4% 0 0%
24 8.0% 1 0.3% 17 5.8% 1 0.3%
23 7.7% 0 0% 76 25.9% 0 0%
23 7.7% 0 0% 20 6.8% 0 0%
21 7.0% 1 0.3% 37 12.6% 2 0.7%
21 7.0% 2 0.7% 24 8.2% 1 0.3%
20 6.7% 0 0% 21 7.1% 0 0%
19 6.4% 7 2.3% 29 9.9% 11 3.7%
19 6.4% 0 0% 18 6.1% 0 0%
18 6.0% 3 1.0% 10 3.4% 3 1.0%
17 5.7% 0 0% 13 4.4% 1 0.3%
NOS 17 5.7% 2 0.7% 11 3.7% 0 0%
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299 5-FU/LV 294
Grade Grade 3 Grade Grade 3
16 5.4% 0 0% 9 3.1% 0 0%
16 5.4% 0 0% 8 2.7% 0 0%
15 5.0% 0 0% 14 4.8% 0 0%
Grade 1 Grade 3 Grade
Grade
299 5-FU/LV 294
1 Grade 3 Grade 1 Grade 3 Grade
183 61.2% 15 5.0% 182 61.9% 17 5.8%
183 61.2% 5 1.7% 130 44.2% 0 0%
115 38.5% 41 13.7% 46 15.6% 11 3.7%
99 33.1% 1 0.3% 129 43.9% 3 1.0%
89 29.8% 2 0.7% 77 26.2% 0 0%
82 27.4% 1 0.3% 49 16.7% 1 0.3%
Al-p 70 23.4% 0 0% 55 18.7% 1 0.3%
68 22.7% 3 1.0% 55 18.7% 0 0%
AST GOT 61 20.4% 1 0.3% 51 17.3% 0 0%
43 14.4% 2 0.7% 74 25.1% 1 0.3%
38 12.7% 5 1.7% 122 41.5% 55 18.7%
38 12.7% 1 0.3% 146 49.7% 38 12.9%
34 11.4% 1 0.3% 19 6.5% 0 0%
ALT GPT 32 10.7% 1 0.3% 45 15.3% 0 0%
12 4.0% 2 0.7% 10 3.4% 1 0.3%
8 2.7% 1 0.3% 24 8.2% 10 3.4%
8 2.7% 0 0% 6 2.0% 0 0%
110/299 36.8% 5-FU/LV 119/294 40.5%
44/299 14.7% 5-FU/LV ~ 69/294
23.5% 24 8.0% 12 4.0%
11 3.7% 10 33% 5-FU/LV 23 7.8% 18 6.1%
17 5.8% 14 4.8% 12 4.1%
11 3.7%
40/299 13.4% 5-FU/LV
32/294 10.9%
27/299 9.0% 5-FU/LV 19/294 6.5%
10 3.3% 5 1.7% 5 1.7% 4 1.3%
3 1.0% 5-FU/LV 8 2.7% 4 1.4% 3
1.0%
4 S014796
Safety 280/297 94% 1,916
5-FU/LV ~ 269/299 90% 1,809 279/299 93%
1,771 5-FU/LV 285/290 97% 2,039 Grade 3/4
109/297 37% 156 5-FU/LV 82/299 27% 144
10% 5%
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10%

297 5-FU/LV 299
Grade Grade 3 Grade Grade 3
144 48.5% 48 16.2% 21 7.0% 1 0.3%
149 50.2% 32 10.8% 152 50.8% | 31 10.4%
112 37.7% 8 2.7% 118 39.5% 2 0.7%
65 21.9% 4 1.3% 163 54.5% | 40 13.4%
NOS 61 20.5% 14 4.7% 50 16.7% 6 2.0%
NOS 55 18.5% 9 3.0% 74 24.7% 6 2.0%
44 14.8% 3 1.0% 46 15.4% 5 1.7%
38 12.8% 4 1.3% 49 16.4% 0 0%
35 11.8% 2 0.7% 40 13.4% 1 0.3%
33 11.1% 4 1.3% 28 9.4% 4 1.3%
31 10.4% 5 1.7% 36 12.0% 3 1.0%
5%
297 5-FU/LV 299
Grade Grade 3 Grade Grade 3
143 48.1% 48 16.2% 21 7.0% 1 0.3%
136 45.8% 32 10.8% | 146 48.8% | 31 10.4%
104 35.0% 5 1.7% 110 36.8% 2 0.7%
63 21.2% 4 1.3% 163 54.5% | 40 13.4%
NOS 47 15.8% 6 2.0% 66 22.1% 5 1.7%
31 10.4% 1 0.3% 34 11.4% 1 0.3%
27 9.1% 2 0.7% 26 8.7% 1 0.3%
NOS 25 8.4% 4 1.3% 25 8.4% 2 0.7%
20 6.7% 2 0.7% 25 8.4% 1 0.3%
20 6.7% 0 0% 13 4.3% 1 0.3%
19 6.4% 0 0% 23 7.7% 0 0%
NOS 19 6.4% 0 0% 20 6.7% 0 0%
18 6.1% 3 1.0% 13 4.3% 0 0%
17 5.7% 0 0% 23 7.7% 3 1.0%
16 5.4% 0 0% 25 8.4% 3 1.0%
Grade 1 Grade 3 Grade
Grade
297 5-FU/LV 299
1 Grade 3 Grade 1 Grade 3 Grade
167 56.2% 12 4.0% 149 49.8% 12 4.0%
154 51.9% 76 25.6% 43 14.4% 18 6.0%
130 43.8% 1 0.3% 113 37.8% 0 0%
118 39.7% 3 1.0% 92 30.8% 2 0.7%
AST GOT 86 29.0% 1 0.3% 67 22.4% 1 0.3%
81 27.3% 2 0.7% 63 21.1% 2 0.7%
Al-p 75 25.3% 0 0% 81 27.1% 1 0.3%
72 24.2% 4 1.3% 44 14.7% 1 0.3%
ALT GPT 67 22.6% 1 0.3% 58 19.4% 3 1.0%
66 22.2% 3 1.0% 65 21.7% 1 0.3%
54 18.2% 7 2.4% 109 36.5% | 29 9.7%
52 17.5% 3 1.0% 30 10.0% 0 0%
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297 5-FU/LV 299
1 Grade 3 Grade 1 Grade 3 Grade
38 12.8% 6 2.0% 129 43.1% | 59 19.7%
38 12.8% 0 0% 34 11.4% 1 0.3%
17 5.7% 4 1.3% 20 6.7% 1 0.3%
14 4.7% 0 0% 11 3.7% 0 0%
3 1.0% 0 0% 3 1.0% 0 0%
97/297 32.7% 5-FU/LV 100/299 33.4%
37/297 12.5% 5-FU/LV ~ 53/299 17.7%
20 6.7% 5 1.7% 5-FU/LV
21 7.0% 15 5.0% 9 3.0% 7 2.3%
5 1.7%
38/297 12.8% 5-FU/LV
31/299 10.4% 30/297 10.1% 5-FU/LV ~ 21/299
7.0% 6 2.0% 5 1.7%
3 1.0% 5-FU/LV 6 2.0% 5 1.7%
5 M66001 2004 4
Safety 5-FU/LV
910/995 91% 5,252 885/974 91% 5,792
868/995 87% 4,279 862/974 89% 4,830 Grade 3/4
354/995 36% 530 337/974 35% 556
10% 5%
10%
995 5-FU/LV 974
Grade Grade 3 Grade Grade 3
595 59.8% 169 17.0% 85 8.7% 5 0.5%
467 46.9% 115 11.6% | 632 64.9% 132 13.6%
334 33.6% 18 1.8% 460 47.2% 16 1.6%
222 22.3% 18 1.8% 589 60.5% 140 14.4%
156 15.7% 6 0.6% 151 15.5% 12 1.2%
151 15.2% 16 1.6% 204 20.9% 15 1.5%
141 14.2% 27 2.7% 158 16.2% 16 1.6%
5%
995 5-FULV 974
Grade Grade 3 Grade Grade 3
594 59.7% 169 17.0% 85 8.7% 5 0.5%
458 46.0% 114 11.5% | 620 63.7% | 129 13.2%
326 32.8% 17 1.7% 455 46.7% 16 1.6%
221 22.2% 18 1.8% 588 60.4% | 140 14.3%
147 14.8% 6 06% | 144  148% | 11 1.1%
142 14.3% 16 1.6% 194 19.9% 14 1.4%
104 10.5% 18 1.8% 127 13.0% 13 1.3%
97 9.7% 6 0.6% 89 9.1% 7 0.7%
89 8.9% 8 0.8% 88 9.0% 10 1.0%
87 8.7% 7 0.7% 102 10.5% 4 0.4%
64 6.4% 0 0% 75 7.7% 0 0%
64 6.4% 2 0.2% 51 5.2% 1 0.1%
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995 5-FU/LV 974
Grade Grade 3 Grade Grade 3
63 6.3% 0 0% 69 7.1% 4 0.4%
62 6.2% 0 0% 216 22.2% 6 0.6%
57 5.7% 0 0% 88 9.0% 0 0%
57 5.7% 9 0.9% 48 4.9% 4 0.4%
53 5.3% 4 0.4% 39 4.0% 0 0%
51 5.1% 1 0.1% 41 4.2% 0 0%
Grade 1 Grade 3 Grade
Grade
995 5-FU/LV 974
1 Grade 3 Grade 1 Grade 3 Grade
510 51.3% 21 2.1% 448 46.0% 20 2.1%
500 50.3% 185 18.6% 179 18.4% 55 5.6%
/ 308 31.0% 21 21% | 606 622% | 247 25.4%
301 30.3% 19 1.9% 590 60.6% 246 25.3%
AST GOT 286 28.7% 7 0.7% 269 27.6% 2 0.2%
277 27.8% 1 0.1% 244 25.1% 4 0.4%
ALT GPT 271 27.2% 13 1.3% 288 29.6% 6 0.6%
Al-p 259 26.0% 1 0.1% 201 20.6% 1 0.1%
217 21.8% 11 1.1% 398 40.9% 47 4.8%
198 19.9% 2 0.2% 146 15.0% 3 0.3%
174 17.5% 4 0.4% 172 17.7% 3 0.3%
172 17.3% 5 0.5% 146 15.0% 2 0.2%
137 13.8% 0 0% 112 11.5% 4 0.4%
131 13.2% 8 0.8% 92 9.4% 5 0.5%
52 5.2% 4 0.4% 48 4.9% 1 0.1%
20 2.0% 3 0.3% 42 4.3% 6 0.6%
181/995 18% 274 5-FU/LV 182/974 19% 270
106/974 11% 5-FU/LV 115/974
12% 57 6% 5-FU/LV
32 3% 25 3% 17 2%
4
112/995 11% 5-FU/LV 73/974
7% 94/995 9% 5-FU/LV 62/974
6% 29 3% 32 3% 5-FU/LV
28 3% 16 2%
1 JO15155
60 879 58/60
96.7% 713 Grade 3/4 33
10% 36 60.0% GOT LDH 31 51.7%
29 48.3% AlP 26 43.3%
24 40.0% 22 36.7%
20 33.3% GPT 19 31.7%
18 30.0% 16 26.7% 14 23.3%
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13 21.7% 12
20.0% 11 18.3%
10 16.7% 9 15.0%
8 13.3% 7 11.7%
6 10.0% Grade 3 18
30.0% 8 13.3% 7 11.7% GOT
LDH 5 8.3%
5.0%
5% 36 60.0% GOT 29 48.3%
LDH 26 43.3% 25 41.7% 24
40.0% 22 36.7% AlP
18 30.0% GPT 17 28.3%
16 26.7% 12 20.0%
11 18.3% 10 16.7%
15.0% 8 13.3%
7 11.7% 6 10.0%
5 8.3%
4 6.7%
3 5.0%
9 3
3 2
1 8
11 5
1
2 JO16526
35 100.0% 292 Grade 3/4 12 34.3%
33 10%
29 82.9% 21 60.0% 19 54.3%
16  45.7% NOS 14  40.0% NOS 13  37.1% 11 31.4%
10 28.6% 6 17.1%
5 14.3% NOS NOS 4
11.4% 5% Grade 3/4 5 14.3%
3 8.6% 2 5.7%
35 100% 257
29 82.9% 19 54.3% 18 51.4%
16  45.7% NOS 14 40.0% NOS 11 31.4% 10 28.6%
7 20.0% 5 14.3% NOS
NOS 4 11.4%
NOS NOS
3 8.6% NOS
2 5.7% Grade 3/4 10 28.6% 29
5 14.3%
3 8.6% 2 5.7%
4 13
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1 28 1 30
2
8 NOS 2
3 S014697
160/162 98.8% 1,686 150/162 92.6%
1,056 Grade 3/4 68/162 42.0%
10% NOS 93 57.4% 91 56.2%
NOS 73 45.1% 70 43.2% 36 22.2% 35 21.6%
NOS 30 18.5% 29 17.9% NOS 26 16.0%
NOS 25 15.4% 22 13.6% 21 13.0%
20 12.3% 19 11.7% NOS
NOS 18 11.1%
17 10.5% Grade 3 NOS 23
14.2% 17 10.5% 16 9.9% 10 6.2%
NOS 9 5.6%
5% 91 56.2% NOS88 54.3%
84 51.9% NOS 60 37.0% 59 36.4% NOS

25 15.4% NOS 24 14.8% 18 11.1%

17 10.5% 16 9.9% NOS 15
9.3% 14 8.6% 13
8.0% 12 7.4% 11 6.8%

10 6.2% 9 5.6%
54/162 33.3% 93
18/162 11.1% 28 9 5
3 2 2
13/162 8%
3 11/13
4 NO15542
73/74 98.6% 662 66/74 89.2% 326
Grade 3/4 36/74 48.6%
46 62.2% 44 59.5% NOS 30 40.5%
25 33.8% 24 32.4% 20 27.0% 14
18.9% 13 17.6% NOS 11
14.9% NOS 10 13.5% 9 12.2% NOS
8 10.8% Grade 3
16 21.6% 14 18.9% 9 12.2% 7 9.5%
6 8.1% NOS 5 6.8% 4 5.4%
5% 46 62.2% 43 58.1%
41 55.4% NOS 27 36.5% 25 33.8% 17 23.0%
11 14.9% 10 13.5% NOS 6 8.1%
5 6.8% NOS 4 5.4%
29/74 39.2% &9
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16/74 21.6% 47 11 14.9%

10.8% 6 8.1% 5 6.8% 5 6.8%
2.7%
8/74 10.8% 2
7/74 9.5%
1
2 GCP
GCP

45



19 11 13
300
18 3 31
1
19 5 8
1 2 1
1
Dukes C Stage M66001
Disease Free Survival: DFS
5-FU / LV
1 432
1 M66001
M66001
M66001
M66001
Dukes C  Stage
Stage

J Natl Cancer Inst 2001; 93: 583-396

Dukes C
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M66001

M66001
Dukes C Stage

2006 3
Stage
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Dukes

Stage



Dukes C

2,500mg/m*/ 2

150mg 500mg 300mg
1 1
1.33m’ 1,500mg 1.25m’ 1,500mg
1.33m’ 1.57m’ 1,800mg 1.25m> 1.37m> 1,650mg
1.57m’ 1.81m’ 2,100mg 1.38m’ 1.51m> 1,800mg
1.81m’ 2,400mg 1.52m’ 1.65m’ 2,000mg
1.66m* 1.77m* 2,150mg
1.78m’ 1.91m’ 2,300mg
1.92m’ 2.05m’ 2,500mg
2.06m’ 2.17m? 2,650mg
2.18 m’ 2,800mg
300mg
1 434
2,500mg/m* 2
300mg
300mg
300mg
300mg
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300mg

300mg



150mg

1,000

8
M66001

500mg

150mg

500mg

150mg
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500mg

5-FU/LV

150mg

500mg



Roche

Dukes C
8 1,000
- Stage
4
[ 6 1,000
I | Stogc 12
[ |
XELOX+ 3,450
Roche Stage FOLFOX4+
Stage FOLFOX4
XELOX +
FOLFOX4 5-FU/LV+
DFS OS
M66001
M66001 Roche
Roche
6
400
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23 4 15

o
i<}
B
A 30 1 2 21
7
1
1.31m’ 900mg
1.31m? 1.64m* 1,200mg
1.64m* 1,500mg
B 30 1 2 14
7 1
. )
1.33m’ 1,500mg
1.33m’ 1.57m’ 1.800mg
1.57m’ 1.81m> 2.100mg
1.81m> 2.400mg
1
2
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1 Dukes C
1 B
NCI
Grade -
Grade 1
Grade 2 Grade 0-1
2 Grade 0-1
3 Grade 0-1
4 _
Grade 3 Grade 0-1
2 Grade 0-1
3 _
Grade 4 Grade 0-1
1.13m* 900
=T —= 600mg
1.13m 1.21m
> > 1,200mg
1.21m 1.45m 900m
1.45m’ 1.69m’ =
> > 1,500mg
1.69m 1.77m 1200
.200mg
1.77m* 1.800mg
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3 8
NCI-CTC _Ver.2.0 Grade
Grade
1
2
3
Grade
Grade
1
(mm”) (mm”)
5 0.29mmol/kg 3289 0.29mmol/kg 3295
211 2/8 2/8
6 14 14
tmax D 1.99%1.40 tmax h 1.90%1.40
8 14 14
SO14794 4 SO14794 7
? 5-DFCR  SO14798 11.4%527 1.28 5-DFCR  SO14798 11.4%4.15 1.33
16 14 546 265 538 265
5-FU/LV 299 5-FU/LV 273
S014796 S014796
)5 125 0.7 212 1.3
5-FU/LV 5-FU/LV
Grade 4 % 4 Grade 4 % 3
27 Grade 4 Grade 4
1 <1% 0
6 37.5 11 333 4 364 55 49.5 6 375 17 51.5 3 273 67 604
53 425 34 425 26 464 46 414 66 617 33 413 30 53.6 65 586
40 30.8 54 415
29
1 63 9 273 3 273 49 44.1
36 336 22 275 18 32.1 24 21.6
13 10.0
SO14697 SO14697
31 NO15542
NO15542
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S014697 S014697
56.8% 56.2%
14 JO16526 JO16526
5.7% 5.7%
2.9%
2.9%
36 |17 |59 1,180 59 1,183
3 s 279299  93% 1,771 253/297 85% 1,238
5-FULV 285290  97% 2,039 5-FULV 243299  81% 1271
a4 |
4 8 4 8
2 3
45 | 4
> 2
1

54




