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Manymembersofthenucleotide-bindingandoligomerizationdomain(NOD)andleucine-rich-

repeat(LRR)-containingprotein(NLR)famlyplayimportantrolesinpathogenrecognitionand

inflammation･WeidentifiedPYNOD/NLRP10,oneofthememberofthisfamilythatlacksLRR,

andfbundthathumanandmousePYNODinhibitsinflammatorysignalmediatedbycaspase-1and

ASCusingHEK293-basedreconstitutionsystemandPYNOD-transgenicmice.

TbfUrtherinvestigatephysiologicalfilnctionofPYNOD,wehaveestablishedPYNOD-deficient

mce.PYNOD-deficientmiceexhibitednoobviousgrossabnonnalitiesandnoevidenceof

autoimmunityandspontaneousmmorfOnnation･MacrophagesfromPYNOD-deficientmice

producednormallevelofinflammatorycytokines(IL-16,IL-6,andTNFOl)afterbacterialand

viralinfectionthatwetested.Inaddition,therewasnodifferenceinthesusceptibilityofwild-type

andPYNOD-deficientmicetoLPS-inducedendotoxinshock.Although,physiologicalroleof

PYNODininnateinununesystemisstillunclear,wefbundthatPYNOD-deficientmiceexhibit

severedefectofdelayed-typehypersensitivity(DTH)response.ThisresultindicatesthatPYNOD

playimportantrolesinacquiredimmunesystem.

Interestingly,wehavefOundthatPYNODandcaspase-lishighlyexpressedinstomachof

gastriccancermousemodel(Gα〃mice),inwhichinflammatoryCOX-2/PGE2pathwayandWnt

signalingareactivatedsimultaneouslyingastricmucosa.Furthermore,wealsodetectedhigh

PYNODexpressioningastriccancerofhumanpatient･WearecurrentlytryingtoestablishGan-

PYNOD-deficientmicetoinvestigatePYNODfilnctionduringinflammationandtumorigenesis.
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