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EvidencefOrthelinkbetweeninflammationandcancercomesfromepidemiologicandclinical

studiesshowingthatuseofnonsteroidalanti-inflammatorydrugs(NSAIDs)protectsagainst

colorectalcancer(CRC)incidenceandmortality.NSAIDsexertsomeoftheiranti-inflanunatory

andanti-tumorefrectsbytargetingcyclooxygenase-2(COX-2).COX-2-derivedprostaglandinE2

(PGE2)isapro-inflammatorymediatorthatpromotestumorprogression.AnothermechanismfOr

thecontributionofdietary伽stocarcinogenesishasbeenfbcusedonthemembersofthe

peroxisomeproliferator-activatedreceptors(PPARs)fanly.Recentemergingevidenceshowsthat

PPAR6isinvolvedinchronicinflammationandtheprogressionofhereditaryandsporadicCRC.

ConsideringtheimportanceofPGE2andPPAR6signalingininflannnationandcolorectal

carcinogenesis,theaimofourpresentstudywastodeterminewhetheracrosstalkbetweenPGE2

andPPAR6signalingcontributeschronicinflammationandcolitis-associatedcarcinogenesis.

OurpreviousstudydemonstratedthatPPAR6mediatedtheeffectsofPGE2onpromoting

intestinaladenomagrowthinApc"血/+mice.WefUrtherpresentevidencedemonstratingthat

deletionofPPAR6diminishedcolonicinflammationandinhibitedcolitis-associatedtumorgrowth

accompaniedwithreducinginfiltrationofimmunecellsaswellastheexpressionofpro-

inflammatorychemokinesandcytokines.OurresultsfUrtherrevealthatactivationofPPAR6

inducesCOX-2expressionincolonicepithelialcel1s.Importantly,COX-2-derivedPGE2stimulates

macrophagestoproducepro-inflammatorychemokinesandcytokines.Collectively,ourresults

demonstratethatPPAR6promotescolonicchronicinflammationandcolitis-associatedtumor

growthviaaPGE2signalingwhichmediatesthecrosstalkbetweentumorepithelialcellsand

macrophages.OurfindingssupportsthenotionthattheexistenceofcrosstalkbetweenPPAR6and

COX-2signalinginCRCprogessionandmayprovidepotentialtherapeutictargetsfbrCRC

preventionortreatment.
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