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(B A9 (Purpose))
CX3CR1M® myeloid cells in the small intestine mediate the induction of oral tolerance by driving regulatory
T (Treg) cells. GPR31 is reported to be selectively expressed on CX3CR1M# mi‘reloid'cells of Payver’ s patches
and small intestinal lamina propria. Bacterial metabolites, e.g., pyruvate and lactate, induce a dendrite
extension of CX3CRI™®" myeloid cells into the intestinal lumen via GPR31. Here, we aim to identify whether

pyruvate—GPRBl axis is invelved in the induction of oral‘ tolerance,

(7 & UNC A8 (Methods/Resul ts) )

Tlo evaluate the induction of oral tolerance, we performed the delayed type hypersensitivity (DTH) model on
mice. In ovalbumin (OvVA) -fed Gpr3l-deficient mice, an OVA-induced delayed-type hypersensitivity response was
substantially induced, "demonstrating the defective induction of oral tolerance in Gpr3l-deficient mice. By
analyzing the population of immune cells in the small intestinal lamina propria, we found that the percentage
of RORy t™ Treg cells in the small intestine was reduced in Gpr3l-deficient mice. We also found the perceniage
of antigen—specific RORy t* Treg cells was significantly lower inGpr3l-deficient mice con_lpared to the wild-type
mice through the OT-II transfer experiment. ' .

In pyruvate—treated wild—tyﬁe mice, a low dose of OVA efficiently induced oral tolerance. IL-10 production
from intestindl CY3CR1M# myeloid cells was increased by OVA ingestion in wild-type mice, but not in
Gpr3l-deficient mice. CX3CRIM® myeloid cell-specific IL-10-deficient mice showed a defective induction of

| oral tolerance to OVA and a decreased accumulation of OVA-specific Treg cells in the small intestine.

[(# #E(Conclusion)) .
These findings demonstrate that pyruvate acts on small intestinal CX3CR1"M®" myeloid cells via GPR31 and mediates
the maintenance of intestinal Treg cells through the production of IL-10, thereby contributing to the effective

induction of oral tolerance
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MBORREE EICTFET HOXBCRIAS T 2 RET 2 ARMIE, BEEAOREFFEZI DAL, HIH#EET B H
B BRRAMIC T OREEZET Z LT RRRCHT 2 RRERCFS T I LRHOA TN D, FFEIR,
CXSCRUB SR AHIRICIT B AL VL T ORERTh ACPRAOY 7 FARESR, BOGEEAHELRESES
L&, GPRIIKIRvVALIBTNAT I I T D BERRERIEORZBRAZHCTHLMI LEMETE D,
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