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Second-Line Chemotherapy for Advanced Colorectal Cancer Hiroyuki Uetake, Satoru lida, Hidehumi Tsunozaki,
Tetsuro Higuchi, Masamichi Yasuno, Masayuki Enomoto and Kenichi Sugihara (Dept. of Surgical Oncology,
Graduate School, Tokyo Medical and Dental University)
Summary

Chemotherapy for advanced colorectal cancer is much improved in this decade. Biochemical modulation and
multi-drug therapies, such as FOLFOX, FORFIRI and IFL, contributed to higher response rate and prolonged
patient’s survival. It was recommended to administer oxaliplatin with 5-FU and leucovorin in first line chemother-
apy and CPT-11 for the second ling, or in reverse sequence. 5-FU+ /-LV and UFT+LV are still common first line
therapies and CPT-11 as a second line in Japan, as oxaliplatin, capecitabine and molecular target agents are not
availabte. Physicians should consider maintaining good QOL of the patient, as well as tumor shrinkage and
prolonged survival, in second line chemotherapy. Key words: QOL, CPT-11, Oxaliplatin, Address request for reprints
to: Dr. Hiroyuki Uetake, Department of Surgical Oncotogy; Graduate School, Tokyo Medical and Dental University,
1-5-45 Yushima, Bunkyo-ku, Tokyo 113-8519, Japan
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AIO regimen (folic acid, 5-FU, irinotecan): Ilmotecan (100 mg/m?) as a 2-howr infusion day 1; leucovorin (500 mg/
m?) as a 2-hour infusion day 1; followed by 5-FU (2,000 mg/m?) intravenous (IV) holus via ambulatory pump over
24 hours weekly X4 every 52 weeks.

1) Douillard regimen (folic acid, 5-FU, irinotecan): Irinotecan (180 mg/m?) as a 2-hour infusion day 1; leucovorin
(200 mg/m*) as a 2-hour mfusnon days 1 and 2; followed by a loading dose of 5-FU (400 mg/m?*) IV bolus, then
5-FU (600 mg/m?) via ambulatory pump over 22 hours days 1 and 2 every 2 weeks. :

2) FOLTFOX 4" regimen (oxaliplatin, leucovorin, 5-FU): Oxaliplatin (85 mg/m?) as a 2-hour infusion day 1; leucovorin
(200 mg/m?*) as a 2-hour infusion days 1 and 2; f()llowecl by a loading dose of 5-FU (400 mg/m?*) IV holus, then
5-FU (600 mg/m?) via mnl)uhtmy pump over 22 hours days 1 and 2 every 2 weeks.

3) FOLFIRI regimen (folic acid, 5-FU, irinotecan): irinotecan (180 mg/m?) as a 2-hour infusion day 1; leucovorin
(400 mg/m?) as a 2-hour infusion day 1; followed by a loading dose of 5-FU (400 mg/ny?) IV holus on day 1, then
5-FU (2,400-3,000 mg/m?) via ambulatory pump over 46 hours every 2 weeks.

4) IFL (or Saltz) regimen (irinotecan, 5-FU, leucovorin): Irinotecan (125 mg/m?), 5-FU (500 mg/m?*) IV bolus, and
leucovorin (20 mg/m?) IV bolus weekly for 4 out of § weeks.

"FOLFOX ¥ x> 3 B RFE LT, KE FDA 233G L 7: FOLFOX 4 &4 % & ZTHAR Lz,

VER b sk E L CUFTHLV+CPT-11 8 TS~
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b LV @AE (500 mg/m?) 2 BRI CamaiE, 1 R PEE HITEN T D ERE SN TE Y, oxaliplatin 3
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BIDTOT, BEG AT —TNT o=y 2 EERBOR =i X D IEESHE ESEHE L, 5-FU L R NME LR
B L e b EDIF I EREEORESIRO = €7 v A kiR WIEFITH B, BHILE T KIBEICHT L TH) 26% D
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Z2FF (National Cancer Institute: NCI) 23iEREE D12 UL, BRDLSWCAFEEZ77—A T4 ELT
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Query from NCI (PDQ)*ic & 2 &, TN 67 7 — CPT-11 #MZ 2) MRETERL, bHEIZ BT hl
AN T A vEFEE FOLFOX, FOLFIRI, AIO, IFL & WIESESE—BIRIC B 2 THEES Vv, o TEA VIS
BoTwd (R, ¥ b5-FUHLV & X—2 1 A VEFRCBL L VY A OFHR G, [ SRR O IERNC
oxaliplatin ®° CPT-11 2Nz 2 V¥ X ¥ TH B, 2005 THET D)oo Bl RIN T e {45, Tabb,
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1 Astler Coller Modification of Dukes’ Staging System

B1
B2
C1
Cc2

mucosal ; above muscularis propria without LN metastasis

Into musclaris propria but above pericolic or perirectal fat without LN involvement
Into pericolic or perirectal fat without LN involvement

Same penetration as B1 with LN involvement

Same penetration as B2 with LN involvement

Distant metastases

2 TNM Staging System

Primary tumor (T)
Tis

T1
T2
T3

T4

Regional lynph node (N)
NX
NO
N1
N2

Distant metastasis (M)
MX
MO
M1

Stage groupings
Stage0

Stage I

Stage Il A
StagelIB

StagelllA
StagelllB
StagelllC

StagelV

Carcinoma in situ ; intraepithelial (within glanular basement membrane) or invasion of laim-
na propria (intramucosal)

Tumor invades submucosa

Tumor invades muscularis propria

Tumor invades through the muscularis propria into the subserosa, or into non-peritonaelized
pericolic or perirectal tissues

Tumor directly invades other organs or structures, and/or perforates visceral peritoneum

Regional nodes cannot be assessed

No regional nodal metastases

Metastases in 1 to 3 regional lymph nodes
Metastases in 4 or more regional lymph nodes

Distant metastasis cannot be assessed
No distant metastasis
Distant metastasis

TisNOMO
T1-2NOMO

T3NOMO
T4NOMO

T1-2N1MO
T3~4N1MO
AnyTN2MO

AnyTanyNM1
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