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研究成果の概要

HepaticironoverloadisfrequentlyfoundinchromiChepatitisC(CH-C).

Excessamountofcellularironcatalysestheover-productionofhydroxyl

radicalsculminatingincelldanage･Theiron-mediatedcytotoxicityplays

an importantroleinthepathogenesisandcaqcinogenesisofCH-C.

However,theprecise血echanismofhepaticirona∝umulationinCH-Cis

stillobsctqe.HepeidinactsasakeyregulatorofsystemicironhomeostZLSis

throughdown-regulatingIonabsorptionfromsmallintestine･
●

WereportedthatchronicHCVinfectionisassociatedwithlowerlevelsof

serumhepeidindespitehepaticirona∝umulation(MoIMed2007),hepatic

ironaccumdationisassociatedwithdis飽SeProgressionandresistanceto

interferon/ribavirin combination therapy in chromic hepatitis C (J

Gastro孤terOIHepato12007),andthatiron-relatedhepaticoxidativeDNA

damageisass∝iatedwithincreasedriskforhepato伐llulZLrCarCinomain

chromichepatitisC(BrJea∝er2008).

Transfer血 receptor2CrfR2)and interleukin-6 (IL-6)areknown

regdatorsofhepcidin･InordertoclarifytherolesofTfm andIL-6in

insufficienthepeidinexpressiondmingHCVinfection,weinvestigated

●
modulationofTfR2andIL-6expressionsuslngahepatocytesystem

transfectedwithfd1-genomicHCV-RNA.Ourdatashowedthattheholo-
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tmnsfe面 n―mediated trans(五ptional regulation of hepcidin via lⅡこ was

lost whereas IL-6 simulated heIFidin expression in HCV replicon cdls,

which may pmidly eη hn a meChanism for an insuncient hepcidn

expression and secretion in CH―CP狙 ents.

transfemin-mediatedtraJISCriptionalregulationofhepeidinviaTfR2was

lostwhereasIL-6StimulatedhepcidinexpressioninHCVrepliconcells,

whichmaypartiallyexplainamechamism foran insufficienthepcidin

expressionandsecretioninCH-Cpatients.
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