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PBC進行に関わる PGC-1α遺伝子多型の CYP7Al転写への影響
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BackgroundPBC(primarybiliarycirrhosis)isamultifactor-inducedautoimmunedisea?e,
whichischaracterizedbyadecreaseofthesmallbileductsintheliver,resultingln
cholestasIS,Cirrhosis,andliverfailure.Inthisstudy,toidentifygeneticfactorsinvolvedin
PBCprogression,WeexaminedanassociationofgeneticpolymorphismsofPRARGCIA,
whichencodesaco-activatorofnuclearreceptorregulatingenergymetabolismandbile
acidsynthesisincludingCYP7Al,WithPBCprogressioninJapanesepatients.

MethodsSinglenucleotidepolym?rphisms(SNPs)ofPIARGCIAweregenotypedby
polymerasechainreaction-restrictlOnfragmentlengthpolymorphism.Subsequently,
genotypedistributionswerecomparedbetweenearly-stageandlate-stagegroupin315
JapanesePBCpatients.Furthemore,Wealsoperf♭medareportergeneassayuslng
HepG2cellstoinvestlgatethefunctionalconsequenceofthePBCprogression-associated
SNPstothetranscrlPtlOnalactivltyOfCYP7Al,whichisatargetgeneofPGC-1αand
encodesarate-1imltlngenZymeOfbileacidsynthesis.
ResultslnSNPassociationstudies,TheG/Ggenotypeofrs8192678(Gly482Ser)of
PRARGCIAindicatedtheprotectiveeffectuponPBCprogression(P<0.01,oddsratio-
0.44).Furthermore,infunctionalanalysis,theCYP7A1-Promotorreporterco-transfected
withPRARGCIA carrylngaG alleleofrs8192678revealedadecreaseinthe
transcrlPtlOnalactivltylncomparisontothatwithPR4RGCIAcarrylnganotherAallele.
ConclusionTheassociationstudyindicatesthatPBCpatientswiththeG/Ggenotypeof
rs8192678inPFARGCIAmayImplythelackofsusceptibilitytoPBCprogression.The
functionalanalysisalsosuggeststhattheprotectiveeffectoftheG/Ggenotypeagainstthe
progressionmaybeattributedtolesseractivationofCYP7AIpromoter,resultingln
diminutionofbileacidsinhepaticcells.


