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INT-0085 55 5%
5FU+LV (6cycles) 74% 74%
Surgery alone 152 63% 58%

High risk Stage 11 &Il P=0.01 P=0.004

INT-0089 5% 5%
5FU+LEV (12M) 63% 56 %
5FU+LV (6M) } e 66 % 59%
5FU+LEV+LV (6M) 67% 60%
weekly 5FU+LV (8M) 65% 60%
Stage 11 &Il P=0.007 P=0.014
SFU+LEV vs SFU+LEV+LV  5FU+LEV vs 5FU+LEV+LV
NSABP C-04 5% 5%
5FU/LV (6M) 719 74% 65.0%
5FU+LEV (12M) 715 70% 60.0%
5FU+LV+LEV 717 73% 64.0%
Dukes B& C P=0.07 =0.04
5FU+LV vs 5SFU+LV+LEV 5FU+LV vs 5SFU+LV+LEV
IMPACT 3 3
5FU+LV (RPMI, 6M) 736 83% 1%
Surgery alone 757 78% 62%
Stage 11 &Il P=0.029 P<0.0001
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Stage |lI P=0.88 P=0.84
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5FU/LV (RPMI) 803 78.7% 68.3% 76.4%
UFT/LV 805 78.7% 66.9% 745%
Stage 11/11l P=0.88 P=0.79 P=0.62
N-SAS-CC-01(Ef3) 3 3
Surgery alone 136 81% 60%
UFT 140  91% 78%
Stage Il P=0.0048 P=0.0014
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FLOX 1200 76.50%
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Reference Treatment Status Median Survival

Scheithauer et al. Before any active chemotherapy w

1993 BMJ
Cochrane Database Fluoropyrimidine only 0~12 mo
B D

Saltz et al. and Fluoropyrimidine and one other
de Gramont et al. active cytotoxic

2000 NEJM, JCO chemotherapeutic

agent(irinotecan or oxaliplatin)

14~16 mo

+10 mo / 4 years

Goldberg et al. Fluoropyrimidine, irinotecan,
2004 JCO and oxaliplatin(in combination
or as sequential therapy)

Hurwitz et al.

2004 NEJM

or
Cytotoxic chemotherapy
and tageted therapy

Figure 1. Trends in the Median Survival of Patients with Advanced Colorectal Cancer.

Adapted from Grothey et al. N Engl J Med 2005;352:476-87.
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ASCO TlE X LT FOLFOX4+Bevacizumab x¥
FOLFOX4 D g skl5s T & E3200 skl 23] 75 X 7219,
Bevacizumab O FH 813 10mg/kg & /5 FH & Th5A%, MR
A A7 IR AR A R T ORI REA BN ALV R Th -7z,
— G2\ TIZ IFL+Bevacizumab T 20 » H&# 4
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UTFOLFOX4+Bevacizumab %} FOLFOX4+Placebo D Hifk
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BIIBALE DI Z 85, 72, Cetuximab i3 Irinotecan
B D DO AN MED 75 T Irinotecan & FHE (42
ZEIZKD AN AR ZERME SN TS Y, —T7, #E1
POEAI T, SFU+LV & D JGEABR 1236 T, UFT/LV §¢
#k L Capecitabine ML D IEHMES AL S 7=,
Capecitabine (ZEKIZ36 N THE— IR 4] D K5 — Kb i

K3 YIRRTRE - BB RIREICH T DIERIAEDSE I1HHE

mO R RS s
=
Mayo 448 56.8W 22W 14.4%
De Gramont 433 62W 27.6W 32.6%
P=0.067 P=0.0012 P=0.0004
Mayo 167 11.9M 4.0M 12%
AlIO 164 13.7M 5.6M 17%
P=0.70 P=0.029 NS
BSC 90 6.5M
Irinotecan 189 9.2M
(2nd Line) P=0.0001
Bolus 5FU/LV 226 12.6M 4.3M 21%
Irinotecan+Bolus 5FU/LV 231 14.8M 7.0M 39%
P=0.04 P=0.004 P<0.001
Infusional 5FU/LV 188 14.1M 4.4M 31%
Irinotecan+Infusional 5FU/LV 199 17.4M 6.7M 49%
P=0.031 P<0.001 P<0.001
LV5FU2 210 14.7M 6.2M 22.3%
FOLFOX4 210 16.2M 9.0M 50.7%
P=0.12  P=0.0003 P=0.0001
LV5FU2 151 2.7M 0.0%
Oxaliplatin 156 1.6M 1.3%
FOLFOX4 152 4.6M 9.9%
(2nd Line, EFC4584) P=0.03 P=0.50
P<0.0001 P<0.0001
LV5FU2 vs FOLFOX4 LV5FU2 vs FOLFOX4
IFL 264 14.8M 6.9M 31%
FOLFOX4 267 19.5M 8.7M 45%
Irinotecan+Oxaliplatin 264 17.4M 6.5M 34%
(1st Line, N9741) P=0.0001 P=0.0014 P=0.002
IFL vs FOLFOX4  IFLvs FOLFOX4  IFL vs FOLFOX4
P=0.04 P>0.05 P=0.03
IFL+Placebo 411 15.6M 6.2M 34.8%
IFL+Bevacizumab 402 20.3M 10.6M 44.8%
(1st Line) P<0.001 P<0.001 P=0.004
Irinotecan 111 6.9M 1.5M 10.8%
Irinotecan+Cetuximab 218 8.6M 4.1M 22.9%
(2nd Line) P=0.48 P<0.001  P=0.007
FOLFOX4 289 10.7M

FOLFOX4+Bevacizumab(10mg/kg) 290 12.5M
(2nd Line, E3200) P=0.0024
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