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Research / Bio 
A distinctive subset of human NK cells, characterized by defective CD56 
expression, is often found in individuals undergoing active viral infection and 
known as dysfunctional NK cells. We show that CD56neg NK cells, which were 
abundantly present in HIV-infected individuals produced greater amounts of 
inflammatory cytokines upon crosslinking of the IgG Fc receptor, CD16, compared 
to CD56pos conventional NK cells, while displaying impaired responsiveness to 
K562 tumor cells. Intriguingly, the majority of these unconventional CD56neg NK 
cells were deficient in the expression of FcRg, a signaling adaptor molecule 
associated with CD16. Moreover, CD56neg NK cells resembled recently 
discovered FcRg-deficient adaptive NK cells associated with HCMV infection in 
terms of expression of effector molecules and transcription factors. Finally, we 
show that these FcRg-deficient NK cells in CD56neg NK cell population from HIV 
patients show enhanced response against HIV-infected target cell in the presence 
of HIV seropositive plasma. These result reveal specialized functions of these 
CD56neg NK cells in HIV patients and suggest that these cells represent adaptive 
NK cells induced by HCMV infection and subsequently expanded by HIV infection.  
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