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NOD-like receptor family pyrin domain containing 6 (NLRP6) plays an
important role in regulating gut microbiota and homeostasis. However, whether NLRP6 regulates T cell
functions remains unknown. We found that naive T cells express NLRP6 but the absence of NLRP6 did
not affect the numbers and the subpopulation of T cells, such as regulatory T cells. The expression
of NLRP6 in T cells was dramatically increased following stimulation with anti-CD3/CD28 antibodies.
NLRP6 deficient T cells exhibited significantly greater proliferation after non-specific T cell
receptor stimulation as well as mixed lymphocyte reaction (MLR). We also demonstrated that the
absence of NLRP6 on donor T cells exacerbated graft-versus -host disease (GVHD) in multiple
irradiated and non-irradiated BMT models. We suggest that NLRP6 is a potentially novel negative
regulator of T cell responses, and maybe a useful target to mitigate GVHD.
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