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The outcome of steroid refractorK GVHD (SR-GVHD) is poor due to a lack of
effective treatments. To find mechanisms of SR-GVHD, we have investigated fecal metabolome analyses
using a murine bone marrow transplantation (BMT) and found several metabolites were altered in the
allogeneic group. Next, we focused on the role of NLRP6 in donor T cells for the development of
GVHD. To determine if NLRP6 influences donor T cell responses, we used multiple BMT models and found
that the survival of allogeneic recipients of Nlrp6-/- donor T cells was significantly worse than
those receiving WT-B6 T cells. To find mechanisms, we tested various T cell activation signaling
pathways and found enhanced signaling, particularly for ZAP-70, in Nlrp6-/- T cells. These data
suggested that NLRP6 in donor T cells may regulate allogeneic immune responses via a ZAP-70 pathway.
Overall, our data suggest that controlling NLRP6 expression in T cells may be a novel way to
decrease acute GVHD.
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