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Ａｌthoughhepatocytetransplantatio、（HCTx）isexpectedtobecomeausefUltheraｐｙｆＯｒｈｕｍａｎｌｉｖｅｒｄｉｓ‐
eases,allogenichepatocytesstilltendtoberejectedwithinashortperiodduetohostimmunosurveillance、

Inthepresentstudy,weinvestigatedtheeffectofpriorbonemarrowtransplantation(BMTx)fOrtheengraft‐
mentofallogenichepatocytesusingtheanalbuminemicrattransplantationmodel・ThehepatocytesofLewis
(LEW)ratswerenotacceptedintheliverofretrorsine(RS)/partialhepatectomy(ＰＨ)-treatedanalbuminemic
F344(F344-alb)rats,whichexpressthedisparatemajorhistocompatibilitycomplex(MHC)againstthatof
LEWrats,PriorBMTxwiththeLEWbonemarrowcells(ＢＭＣs)aftersublethalirradiationachievedaccep‐
tanceandrepopulationofLEWhepatocytesintheliveroftheRS/PH-treatedF344-albrats,associatedwith
elevationofserumalbumin､Thereplacementofhepaticparenchyｍａｗｉｔｈａｌｂｕｍinpositive（Ａｌb+）donor
hepatocytesandelevationofserumalbuminlevelsweredependentonthebonemalTowreconstitutionby
donorBMCs,whichwasmoreefficientlyachievedbyintrabonemarrow(IBM)-BMTxthanbyintravenous
(Ⅳ)-BMTx､OurresultsdemonstratethateffiCientbonemarrowreconstitutionbylBM-BMTxenablesthe
replacementofthehepaticparenchymawithallogenichepatocytesinRS/PH-treatedanalbuminemicrats
withoutimmunosuppressants・
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Hepatocytetransplantation（HCTx）isanaltemative

toorthotropiclivertransplantationfbrthetreatmentof

humanliverdiseases(25,32,36).Theliveristhoughtto
bethemostdesirablesitefbrHCTx，becausetrans‐

plantedcellscouldphysiologicallyfUnctionbyobtaining

nutrients，growthfactors，ａｎｄhormonespresentinthe

portalbloodandinteractingwithotherlivercellsand

theextracellularmatrix（17,27,33).HCTxcouldbeespe‐

ciallyeffectiveifthetransplantedcellsrepopulateand

replacethehosthepatictissues､Thishasbeenobserved

fOllowingHCTxwhenhosthepatocytespossessheredi‐

tarydefects,suchasinurokinaseplasminogenactivator

transgenicmice（31)，fUmalylacetoacetatehydrolase‐

deficientmice(tyrosinemiatypeImodel)(30),multiple
drugresistancegene2(ＭＤＲ２)geneknockoutdeficient
mice(9),andLong-EvansCinnamonrats(Wilson，ｓｄｉｓ‐

easemodel）（42)．Furthermore，transplantedcellscan

preferentiallyproliferateoverhosthepatocytesbyregen‐

eratingstimuligeneratedbypartialhepatectomy（PH)，

whenhosthepatocytescannotproliferateduetochemi-

cal-orirradiation-inducedDNAdamage(22,40)．

Oneofthemainfactorsthatlimittheclinicalapplica‐
ｔｉｏｎｏｆＨＣＴｘ,however,isthelargecellularlossfbllow‐

ingHCTx（18).IntheearlyphasefOllowingHCTx,the

malontyoftransplantedhepatocytesinfUsedintothe

portalcirculationaretrappedinthehepaticpoltalvenule

andthesinusoidsaroundtheportaltract，andthereafter

areclearedbythecellsoftheinnateimmunesystem

includinggranulocytes,macrophages,andKupffercells
(18,29).Onlyasmallnumberofcellsthusbecomeinte‐

gratedintothehosthepaticplatesbydisruptingthesi-

nusoidalendotheliumandthensurvivewithoutbeingat‐
tackedbyinnateimmunecells・Ｉｎｔｈｅｃａｓｅｏｆａｌｌｏｇｅｎｉｃ

ＨＣＴｘ，however，transplantedcellsstimulatetheadap‐
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