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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.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+

—_

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 4

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 699 813 470 272 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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	Ⅱ. 提出された資料の概略及び医薬品医療機器総合機構における審査の概略
	4. 臨床試験に関する資料(続-3)




