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Acute myeloid leukemia (AML) relapses fre-
quently and effective immunotherapy for AML re-
mains undeveloped owing to the lack of optimal tar-
get. DNAM-1 and TIGIT are expressed on T and
natural killer (NK) cells and constitute activating
and inhibitory immunoreceptors. These share li-
gands CD155 and CD112, expressed on tumor cells.
We aimed to develop a novel NK cell therapy by en-
gineering DNAM-1/TIGIT/CD155/CD112 axis. In-
troduction of DNAM-1 or knock out (KO) of
TIGIT enhanced the cytotoxic activity of NK cells.
Enhanced cytotoxicity of DNAM-1-NK was can-
celled by KO of CD155 and CD112. We confirmed
the enhanced anti-tumor effect of DNAM~-1-NK in
a xenograft model by in vivo imaging system. Modi-
fication of DNAM-1/TIGIT/CD155/CD112 axis in
NK cells may constitute a novel immune therapy for
AML.



