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TRAF6-NFKBpathwaymcellgroWthanddiffEIEntiation

Jun-ichimlnoue

Signalsemanatingfromn-IR,somemembersoftheTLR伽nilyjRANK,CD40and

XEDAR,activatetranscriptionfactorsAP-lthroughMAPkinase(MAPK)activationand

NFkBthroughlkBkinase(KK)activationTheselKinasesarethoughttobeactivatedby

mmornecrosisfactorreceptor-associatedfactor6(TRAF6)viaSomeadaptermoleculesor

otherkinases・Hence,TRAF6isrequiredfbrosteoclastfbmlation,Bcelldiffe肥mation,

lymphnodeolganogenesis,andfbnnationofskinappendices・Furthennore,TRAF6is

involvedinsignalsfromLMPlprotein,anoncoproteinofEBvirus.Therefbre,TRAF6plays

pivotalrolesintheregulationofcellgrowthanddiffbrentiation加Wvo.Tbunderstandthe

molecularmechanismsofTRAF6-mediatedsignals,wehaveidentifiedanovelTRAF6-

interactingprotein,TFA,anRAF-1nteractingproteinwithamrkhead-Qssociated(FHA)

domain,anditsinhibitorprOteinTHiAB.TheFHAdomainisamotifknowntobinddirectly

tophosphothreonineandphosphoserine.Intransienttransfectionassays,TIFAactivatesNFKB

andJNK・Howevel;TIFAcalTyingamutationthatabolishesTRAFebindingormutationsin

tlleFHAdomainthatareknowntoabolishFHAdomainbindingtophospho-peptidefailsto

activateNFKBandJNK.FunctionalinteractionofTRAF6andtheseproteinswillbe

discussed.Inaddition,anuniquefimctionoftheRANK-TRAF6pathwayinfbmlationof

osteoclasts,whichplayaroleinbonemetastasisofmmorcellswillalsobepresemed
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