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Chemotherapy in Rectal Cancer

Joong Bae Ahn, M.D.

Department of Internal Medicine, Yonsei University College of Medicine, Seoul, Korea

Until mid-1990s, fluorouracil was the only chemotherapeutic agent available for the treatment of colorectal cancer.

The treatment of advanced colorectal cancer has evolved considerably over the last decade. Considerable impro-

vements in survival as well as quality of life have been achieved with the application of oxaliplatin and irinotecan

with fluoropyrimidine as a first and subsequent line therapy for colorectal cancer. Development of oral fluoro-

pyrimidines as an alternative to intravenous administration provides an additional option for combination cytotoxic

therapy, which is currently being assessed in phase III trials in advanced settings. The appearance of biologic agents

in mid-2000s, namely cetuximab and bevacizumab, and their integration with conventional cytotoxic therapy for the

treatment of colorectal cancer has additionally expanded the options for the treatment. Their dramatic success has led

to further clinical studies of targeted therapy in colorectal cancer, making it one of the most promising areas of

cancer research. Although considerable improvement was achieved by incorporating oxaliplatin in adjuvant che-

motherapy for the treatment of colon cancer, there has been no phase III trial incorporating new agents in adjuvant

setting for rectal cancer. However, many phase II trials on the efficacy of new agents in the setting of concurrent

chemoradiation are in progress. Based on their results, randomized phase III clinical trials evaluating new agents in

preoperative or postoperative setting will be carried out. (Korean J Gastroenterol 2006;47:277-284)

Key Words: Rectal cancer; Colon cancer; Chemotherapy
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1) 5-fluorouracil (5-FU)
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Table 1. Improvements of Survival with the Integration of Irinotecan and Oxaliplatin for the Treatment of Colorectal Cancer

Progression free

No. of R t Overall ival
Chemotherapy regimen Trial/Year 0. © esponse rate survival verall surviva
patients (%) (months)
(months)
5-FU/FA Saltz'°/2000 683 21 43 12.6
p<0.001 p=0.004 p=0.04
IFL 39 7.0 14.8
5-FU/FA Douillard''/2000 387 22 44 14.1
p<0.005 p<0.001 p=0.031
FOLFIRI 35 6.7 17.4
5-FU/FA de Gramont'’/2000 420 22 6.2 147
p=0.0001 p=0.0003 p=0.12
FOLFOX 51 9.0 162
IFL N7941"%/2004 795 31 6.9, p=0.0014 15.0, p=0.0001
IROX 35 6.5, p=0.001 17.4, p=0.09
FOLFOX 45 8.7 195
FOLFIRI then FOLFOX Tournigand”/2004 226 56 then 15 8.5 215
p=0.26 p=0.99
FOLFOX then FOLFIRI 54 then 4 8.0 20.6

5-FU, fluorouracil; FA, folinic acid; IFL, irinotecan/bolus 5-FU/leucovorin therapy; FOLFOX, oxaliplatin/infusional 5-FUjfleucovorin
therapy; FOLFIRI, irinotecan/infusional 5-FU/leucovorin therapy; IROX, irinotecan and oxaliplatin therapy.
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Table 2. Ongoing Phase III Studies of Cetuximab and
Bevacizumab in Advanced Colorectal Cancer

Study Regimen
First line
Crystal trial FOLFIRI+Cetuximab vs. FOLFIRI
CALGB 80203 FOLFOX+Cetuximab vs.
FOLFIRI+Cetuximab
NO016966C FOLFOX+Bevacizumab vs.
XELOX*+Bevacizumab
TREE-2 FOLFOX+Bevacizumab vs.
XELOX+Bevacizumab vs.
bFOL+Bevacizumab
Second line
EPIC trial Cetuximab+Irinotecan vs. Irinotecan
EXPLORE trial FOLFOX+Cetuximab vs. FOLFOX
FOLFIRI, irinotecan/infusional 5-FU/leucovorin therapy;

FOLFOX, oxaliplatin/infusional 5-FU/leucovorin therapy;
XELOX, capecitabine/oxaliplatin therapy; bFOL, oxaliplatin/
bolus 5-FU/lecuvorin therapy.

T =2 AAEIAE Bk 2004 2€

= FDAYA 1 &%7 A7E A3t A v= &
A 59 Tt e AREo] Zheg efAlolY, ofF S
= E94o] HA F2 deelrh 3 Bkl 12k X
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