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Clinical Significance of Early VEGF-A Elevation Following Ramucirumab Based
Chemotherapy in Gastric Cancer
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The aim of this study was to identify the SNPs which predict the patients
whose plasma VEGF-A levels are high after ramucirumab administration. Forty-two patients were
enrolled in this study with the median PFS and 0S was 4.1 and 11.0 months, respectively. The SNPs,
VEGFR2 rs10013228 A>G (p=0.055), rs11133360 T>C (p=0.017), and rs2071559 A>G (p=0.072), were
associated with higher plasma VEGF-A levels early after ramucirumab administration, but none of them

were associated with survival. Instead, the SNPs potentially associated with worse prognosis were
VEGFR1 XX with HR 2.23, p=0.070 for PFS and HR 3.10, p=0.030 for 0S, and VEGFR2 YY with HR 2.11, p=
0.093 for PFS. In preclinical mouse model, the combination therapy of anti-VEGF-A antibody and
anti-VEGFR2 antibody showed higher antitumor efficacy compared to each monotherapy. The ligand and
receptor dual blockade using antibodies in angiogenesis may be a promising therapy, and clinical
trials are currently being prepared.
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