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Development of novel therapeutic strategies for EGFR mutation-positive lung
cancer by targeting semaphorin 7A
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We have discovered a new mechanism of lung cancer antitumor immunity
involving semaphorin 4A (SEMA4A) instead of the original target semaphorin 7A. Interleukin 33
(IL-33) induces semaphorin 4A expression in dendritic cells (DCs), resulting in activation of
cytotoxic T cells (CTLs) and IFN-y -mediated antitumor immune responses. This effect was not
observed in SEMA4A knockout mice, demonstrating that SEMA4A is essential for the antitumor immunity
by IL-33. The IL-33-induced, SEMA4A-mediated mutual activation of DCs and CTLs in the tumor

microenvironment is a novel, previously unknown mechanism.
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