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Natural killer (NK) cells play a pivotal role in immune surveillance in the
liver. We aimed to identify potential targets for NK cell-mediated immune intervention by revealing
the functional molecules on NK cells in HCC patients. ILT2-positive CD56dim NK cells were increased
in HCC patients compared with healthy volunteers. In HCC patients, ILT2-positive CD56dim NK cells
were increased in cancerous IHLs compared with non-cancerous IHLs and PBMCs. The enhanced expression

of ILT2 on CD56dim NK cells from HCC patients was inhibited by masking antibodies against MIF and
CXCR4. ILT2-positive CD56dim NK cells exhibited lower capacities for cytotoxicity and ADCC than
ILT2-negative cells, which were partially restored by ILT2 blockade. In HCC patients, ILT2 is a
signature molecule for cancerous CD56dim NK cells with impaired cytolytic capacity. The MIF-CXCR4
interaction is associated with ILT2 induction on CD56dim NK cells and ILT2 serves as a target for

functional NK cell restoration.
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