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The elucidation of the mechanisms of sensitivity and resistance to anti VEGF
antibodies in ovarian cancer
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The elucidation of the mechanism underlying the development of resistance to
anti-VEGF antibodies in ovarian cancer is urgently required. We found that immunosuppression in the
tumor microenvironment is associated with resistance to anti-VEGF therapy with the use of

preclinical models. Anti-VEGF therapy induced myeloid-derived suppressor cells (MDSCs), which
suppressed lymphocyte activity. Anti-VEGF therapy induced tumor hypoxia, which up-regulated the
GM-CSF expression in tumor cells and recruited MDSCs into the tumor site. The blockade of GM-CSF
signaling improved tumor immunity and enhanced the efficacy of anti-VEGF therapy. Treatments
targeting MDSCs induced by VEGF signaling may improve prognosis in patients with high-grade serous
ovarian cancer. The development of therapies combining anti-VEGF therapy with drugs targeting tumor
immunity is expected.
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