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[ABSTRACT] The dependence of tumor growth and metastasis on blood
vessels makes tumor angiogenesis a rational target for cancer therapy. One of
the key mediators of angiogenesis is vascular endothelial growth factor
(VEGF), which is an appealing target for anticancer therapy. The
development of anti-VEGF/VEGFR agents and the latest clinical data are
reviewed, including bevacizumab as a monoclonal antibody to VEGF,
sunitinib and sorafenib as VEGFR tyrosine kinase inhibitors, and IMC-1C11 as
VEGFR monoclonal antibody.
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Table 1 Completed phase III trials for the VEGF-specific antibody bevacizumab with
standard contemporary chemotherapy

Significant toxicity
Tumor type Stage Previous treatment ~ Regimen Patients enrolled Outcome of trial of bevacizumab Reference

with chemotherapy

Colorectal cancer Metastatic ~ No BV (5 mg/kg) 813 Increased RR (44.8% vs. 34.8%, Hypertension , thromhoembolic (8]
+IFL (2-week cycles) P=0.004) ; prolonged PFS(10.6 events, deep thrombophlebitis,
months vs. 6.2 months, P <0.001); bleeding , gastrointestinal
0S (20.3 months vs. 15.6 months, perforation
P<0.001)
Breast cancer Metastatic  Anthracycline BV (15 mg/kg) 462 Increased RR (19.8% vs. 9.1%, Hypertension , proteinuria,, 9]
/taxane/ +capecitabine P=0.001) ; comparable PFS(4.86 thromboembolic events,
Herceptin® (3-week cycles) months vs. 4.17 months ,HR=0.98 ) ; bleeding , pulmonary
0S (15.1 months vs. 14.5 months) embolism
Lung cancer Metastatic ~ No BV (15 mg/kg)+ 878 Increased RR (27.2% vs. 10.0%); Hypertension , thrombosis , [10]
(nonsquamous, paclitaxel/carboplatin prolonged PFS(6.4 months vs. 4.5 life threatening or lethal
non-small cell ) (3-week cycles) months, P<0.001); 0S (12.5 bleeding
months vs. 10.2 months, P<0.007)
Colorectal cancer ~ Metastatic ~ 5-FU/irinotecan BV (10 mg/kg) 829 Increased RR (22.7 % vs. 8.6%, Hypertension, bleeding, [11]
+FOLFOX4 P<0.001) ; prolonged PFS (7.3 bowel perforation
(2-week cycles) months vs. 4.7 months,P<0.001) ;
0S (12.9 months vs. 10.8 months,
P<0.001)
Breast cancer Recurrent/  No BV (10 mg/kg) 722 Increased RR (28 months vs. 14 Hypertension , proteinuria,, [12]
metastatic +paclitaxel months) ; prolonged PFS (11.0 months  bleeding
(2-week cycles) vs. 6.1 months) ; OS(not available )

5-FU, 5-fluorouracil; BV, bevacizumab; IFL, irinotecan, S-fluorouracil and leucovorin; FOLFOX4, oxaliplatin, 5-fluorouracil and leucovorin;

HR, hazard ratio; OS, overall survival; PFS, progression-free survival; RR, response rate.
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