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Effects of hypoxic environment and HIF-1 on antitumor immune response of oral squamo
us cell carcinoma

YAMAMOTO, TETSUYA
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NK cells are essential effectors of antitumor immune responses, but the mechanism
by which hypoxia regulates NK-mediated killing of OSC cells is poorly understood. In this study, we demons
trate that hypoxia impairs OSC susceptibility to NK-mediated lysis and these effects were decreased by kno
ck-down of HIF-1a expression. The surface expression levels of MICA, CD54 and CD58 of 0SC cells and NKG2D,

CD1la and CD54 of NK-92 cells were decreased and the binding of target cells to NK cells was prohibited u
nder hypoxic conditions. Furthermore,0SC cells secreted higher levels of some immunosuppressive cytokines
under hypoxic conditions. Hypoxia did not influence the ability of NK cells to degranulate in response to
0SC cells, though decreased the proportion of IFN-r expressing NK-92 cell and the secretion of IFN-r into
culture medium. These results suggest that hypoxia regulate the potential of both 0SC cells and NK cells a
nd attenuate antitumor immune responses by NK cells.
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