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Inhibition of the vascular epidermal growth factor (VEGF) by the VEGF antibody bevacizimab has been reported recently. A total of 403 patients were
randomized to receive the IFL regimen plus placebo and 412 IFL plus bevacizumab (12). The response rate (35% vs. 45%, p=0.003), time to progression (6.2 vs. 10.4 months, p<0.0001) and overall survival (15.6 vs. 20.3
months, p=0.0003) were all in favor of the combination treatment. This is the
first study to demonstrate VEGF inhibition as a successful target.
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Although CRC is curable by surgery if detected in the early stages, a large proportion of patients will develop metastatic disease. For many years, 5-fluorouracil (5-FU)-based regimens (usually in combination with folinic acid [FA]
[leucovorin]) have been the mainstay of chemotherapy for the treatment of
advanced CRC (1). (The Advanced Colorectal Cancer Meta-Analysis Project
1992). In recent years, a number of newer agents have shown good activity
in CRC. One such drug, the topoisomerase I inhibitor irinotecan, is now considered a standard choice in combination with 5-FU/FA in the first-line treatment of advanced disease (2-4) (Table 1). In addition, 5-FU/FA in combination with the third-generation platinum agent, oxaliplatin, has demonstrated
improved response rates and progression-free survival (PFS) compared with
5-FU/FA alone (5-7). Results from a phase III crossover study demonstrated
that combinations of 5-FU/FA with irinotecan (FOLFIRI) or oxaliplatin (FOLFOX)
were similarly effective in terms of response rate, PFS and tolerability, in the
first-line treatment of metastatic CRC (8). There is no doubt that treatment
regimens introduced in recent years have led to an increase in response rate,
and survival now exceeding a median of 20 months in patients with metastatic CRC. However, there is a clear and urgent need for new treatments to
improve patient outcome in both the first- and second-line settings.

Figure 1. BOND study

Table 1. Recent randomized trials with irinotecan and oxaliplatin in combination with 5-FU/FA
in the first-line treatment of metastatic colorectal cancer

EGFR and VEGF represent potential targets for novel therapeutic intervention
in CRC. The encouraging results from the phase II studies have prompted the
initiation of a European two-arm study (the BOND study) (9) which is designed
to compare the effects of cetuximab (n=111) with cetuximab plus irinotecan
(n=218) in patients with EGFR expressing CRC which have progressed on, or
within three months of, irinotecan-based chemotherapy. Patients treated with
Cetuximab and Irinotecan had double as high response rate compared to
patients receiving Cetuximab alone (23% vs. 11%, p=0.007) and also a significantly longer median time to progression (4.1 vs. 1.5 months, p<0.0001),
while the overall survival was not statistically different albeit in favor to the
combination treatment (8.6 vs. 6.9 months).
A number of trials have investigated its use in combination with conventional
chemotherapy for the first-line treatment of advanced CRC with promising
results(10,11).

REFERENCES
1. Piedbois P, Michelies S. Survival benefit of 5FU/LV over 5FU bolus in patients with advanced colorectal
cancer: An updated meta-analysis based on 2,751 patients. Proc Am Soc Clin Oncol 2003;22:156.
2. Douillard JY, Cunningham D, Roth AD, Navarro M, James RD, Karasek P et al. Irinotecan combined with
fluorouracil compared with fluorouracil alone as first-line treatment for metastatic colorectal cancer: a multicentre randomised trial. Lancet 2000;355(9209):1041-7.
3. Saltz LB, Cox JV, Blanke C, Rosen LS, Fehrenbacher L, Moore MJ et al. Irinotecan plus fluorouracil and leucovorin for metastatic colorectal cancer. Irinotecan Study Group. N Engl J Med 2000; 343(13):905-14.

Address correspondence to:
Claus-Henning Koehne, University Clinic Carl Gustav Carus, Technical University Dresden,
Germany, E-mail: chkoehne@web.de

4. Kšhne CH, Van Cutsem E, Wils J, Bokemeyer C, el-Safadi M, Lutz MP et al. Irinotecan improves the activity of the AIO regimen in metastatic colorectal cancer: Results of EORTC GI Group study 40986. Proc Am
Soc Clin Oncol 2003;22:154.

The manuscript was received: 29. 08. 2003.

5. de Gramont A, Figer A, Seymour M, Homerin M, Hmissi A, Cassidy J et al. Leucovorin and Fluorouracil with
or without Oxaliplatin as first line treatment in advanced colorectal cancer. J Clin Oncol 2000;18:2938-47.

Accepted for publication: 03.09.2003.

155

Koehne C-H.
6. Giacchetti S, Perpoint B, Zidani R, Le Bail N, Faggiuolo R, Focan C et al. Phase III multicenter randomized
trial of oxaliplatin added to chronomodulated fluorouracil-leucovorin as first-line treatment of metastatic colorectal cancer. J Clin Oncol 2000;18(1):136-47.
7. Grothey A, Deschler B, Kroening H, Ridwelski K, Reichardt P, Kretzschmar A et al. Bolus 5-Fluorouracil (5FU)/Folinic acid (FA) (Mayo) vs. weekly high dose 24H 5-FU infusion/FA + Oxaliplatin (OXA) in advanced colorectal
cancer (CRC). Results of a phase III study. Proc Am Soc Clin Oncol 2001.
8. Tournigand C, Louvet C, Quinaux E, Andre T, Lledo G, Flesh M et al. FOLFIRI followed by FOLFOX versus
FOLFOX followed by FOLFIRI in metastatic colorectal cancer (MCRC): Final results of a phase III study. Proc
Am Soc Clin Oncol 2001.
9. Cunningham D, Humblet Y, Siena D, Khayat D, Bleiberg H, Santoro A et al. Cetuximab (C225) alone or in
combination with irinotecan (CPT-11) in patients with epidermal growth factor receptor (EGFR)-positive,
irinotecan-refractory metastatic colorectal cancer (MCRC). Proc Am Soc Clin Oncol 2003;22:256.
10. Rosenberg AH, Loehrer PJ, Needle M, Waksal HW, Hollywood E, Ramos L et al. Erbitux (IMC-C225) plus
weekly irinotecan (CPT-11), fluorouracil (5FU) and leucovorin (LV) in colorectal cancer (CRC) that expresses the epidermal growth factor receptor (EGFr). Proc ASCO 2002;536.
11. Schoeffski P, Lutz MP, Folprecht G, Beutel G, Seufferlein T, Marschner JP et al. Cetuximab (C225) plus
irinotecan (CPT-11) plus infusional 5FU-folinic acid (FA) is safe and active in metastatic colorectal cancer
(MCRC), that expresses epidermal growth factor receptor (EGFR). Proc ASCO 2002;633.
12. Hurwitz H, Fehrenbacher L, Cartwright T, Hainsworth J, Heim W, Berlin J et al. Bevacizumab (a monoclonal antibody to vascular endothelial growth factor) prolongs survival in first-line colorectal cancer (CRC):
Results of a phase III trial of bevacizumab in combination with bolus IFL (irinotecan, 5-fluorouracil, leucovorin) as first-line therapy in subjects with metastatic CRC. Proc Am Soc Clin Oncol 2003;22:254.
13. Grothey A, Deschler B, Kroening H, Ridwelski K, Reichardt P, Kretzschmar A et al. Phase III study of bolus
5-fluorouracil (5-FU)/ folinic acid (FA) (Mayo) vs weekly high-dose 24h 5-FU infusion/ FA + oxaliplatin (OXA)
(FUFOX) in advanced colorectal cancer (ACRC). Proc Am Soc Clin Oncol 2002;21:156.
14. Goldberg RM, Morton RF, Sargent D, Fuchs CS, Ramanathan RK, Williamson SK et al. N9741: oxaliplatin
(Oxal) or CPT-11 + 5-Fluororuacil (5FU)/leucovorin (LV) or oxal+CPT-11 in advanced colorectal cancer
(CRC). Initial toxicity and response data from a GI intergroup study. Proc Am Soc Clin Oncol 2002;18:305.

© 2003, Institute of Oncology Sremska Kamenica, Serbia and Montenegro

156

