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JIIId5,aJInjCdomaincontaimngprotein,modulatesembryoniccell

proliferationthroughtheregulationofp53.targetgenesexpression.
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WehaveperfOrmedtheretroviralinsertionalmutagenesisinmice,resultinginidentificationof

ﾙ〃術asoneofthecandidatecancer-relatedgenes.Jmjd5encodesanuclearproteinthatcontains

JInjCdomain,amotiffbrhistonedemethylase.RecentstudyindicatesthatJmid5isademethylase

fOrdi-methylatedlysine36ofhistoneH3(H3K36me2).Inthisstudy,wehavegeneratedJ)7""-

deficientmice(伽"")toinvestigatethephysiologicalroleofJ"".The伽/閥44micehowed

severegrowthretardation,causingtheembryoniclethalityaroundE11.0．QuantitativePCR

analysisfOrvariouscellcycleregulatorsshowedthesignificantup-regulationofp21in､乃倣万“

embryosand"吻術hypomorphicMEFs("〃術""｡"'eo).Thegrowthinhibitionin〃敏万""伽"MEFs

wasrescuedbythedown-regulationofp2Iexpression.ChlPassayindicatedincreasedH3K36me2

andreducedrecruitmentofJmjd5onp2Igenelocusin､ﾙ7Vゐ"c"'goMEFs.Wealsofbundthatthe

expressionofseveralp53-targetgenesotherthanp2Iwasup-regulatedinJ"""embryos

and伽/お"‘｡/"eoMEFs,althoughtheexpressionlevelofp53RNA/proteinwasnotaltered.

Furthermore,thegrowthdefectof〃りゐ"‘｡"'eoMEFswassignificantlyrecoveredunderp5344、

geneticbackground.TheseresultssuggestthatJInjd5isanovelp53signalregulatorinvolvedin

embryoniccellproliferationbyfine-tuningtheexpressionofp53-talgetgenesincludingp2I.

Reference:Ishimuraetal,DeveﾉOp"ze/"139,749-759(2012)
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