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Combination therapy of oncolytic virus & antiangiogenic drug for malignant glioma
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Oncolytic viral (0V) therapy has been considered as a promising treatment modality
for brain tumors. Vasculostatin, the fragment of brain-specific angiogenesis inhibitor-1, shows anti-angi
ogenic activity against malignant gliomas. Previously, a vasculostatinexpressing oncolytic herpes simplex
virus-1, Rapid Antiangiogenesis Mediated By Oncolytic virus (RAMBO), was reported to have a potent antitum
or effect. Here, we investigated the therapeutic efficacy of RAMBO and cilengitide, an integrin inhibitor,
combination therapy for malignant glioma. In vitro, RAMBO, combined with cilengitide, induced synergistic
cKtotoxicity on glioma cells. In vivo, there was a significant increase in the survival of mice treated w
ith combination therapy compared with RAMBO or cilengitide monotherapy. These results indicate that cileng
itide enhanced vasculostatinexpressing OV therapy for malignant glioma and provide a rationale for designi
ng future clinical trials combining these two agents.
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