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NK Cells and Liver Disease

Liver was recently recognized as an innate immune organ since its high content of NK cells,
NKT cells and ydT cells in addition to monocyte-derived Kupffer cells. The key immunologic
features of liver are considered to be immunotolerant, which keeps liver homeostasis and
safeguards its pivotal function. In the last two decades, we tried to explore the liver-specific
NK subset, and to clarify its biological, physiological and pathological role in liver tolerance
and homeostasis. Recently, we found a liver-resident NK cells which occupys almost 50% of
all hepatic NK cells (the rest of NK cells coming from blood circulation, called conventional NK
cells), characterized with an unique surface phenotype, absolute localization in liver and
development from adult liver heamatopoietic progenitor cells (Liver-HPC). The importance of
this liver-resident NK cell, and also other possible liver-HPC-derived innate lymphoid cells
such as NKT cells, yoT cells and ILC1, in HBV infection, viral hepatitis and HCC is also discussed.
| will present some evidences to demonstrat that like CTLs, NK cell exhaustion also existes in
tumor, and chekchpoint molecules found through liver NK cell study play a critical role in

immunotherapy.



