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Combined molecular targeting and immunotherapy for lung cancer with MET
inhibition and vaccinia virus therapy

Kanaji, Nobuhiro
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When oncolytic vaccinia virus MDRVV003 and/or a MET inhibitor tepotinib were

added to human lung cancer cell lines and mouse lung adenocarcinoma cell line, cell death was
induced. The combination was more effective than the single agent. In a subcutaneous tumor model in
B6 mice, the combination of tepotinib and MDRVVO03 had a greater antitumor effect than the single
agent, and tumors distant from the site of MDRVVO03 administration also shrank. Immunostaining of
tumors showed infiltration of CD4- and CD8-positive cells when MDRVV003 was used in combination with
MDRVVO03, suggesting that immunogenic cell death, in addition to direct cell death by MDRVVOO3, is
a mechanism for the reduction of non-MDRVV0O03-injected tumors, and MET inhibition appeared to
enhance cell death both directly and by immune response.
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