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Cancer remains the leading cause of death worldwide despite intense efforts in develop-
ing innovative treatments. Current approaches in cancer therapy are mainly directed to a
selective targeting of cancer cells to avoid potential side effects associated with conven-
tional therapy. In this respect, Natural killer (NK) cells have gained growing attention and
are now being considered as promising therapeutic tools for cancer therapy owing to
their intrinsic ability to rapidly recognize and kill cancer cells, while sparing normal healthy
cells. NK cells play a key role in the first line of defense against transformed and virus-in-
fected cells. NK cells sense their target through a whole array of receptors, both activating
and inhibitory. Functional outcome of NK cell against target cells is determined by the bal-
ance of signals transmitted from diverse activating and inhibiting receptors. Despite sig-
nificant progress made in the role of NK cells attack as a pivotal sentinel in tumor surveil-
lance, the molecular has been that regulate NK cell responses remain unclear, which re-
stricts the use of NK cells as a therapeutic measure. Accordingly, current efforts for NK cell-
based cancer therapy have largely relied on the strategies that are based on the manipula-
tion of inhibitory receptor function. However, if we better understand the mechanisms
governing NK cell activation, including those mediated by diverse activating receptors,
this knowledge can be applied to the development of optimal design for cancer immuno-
therapy by targeting NK cells.
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