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HBVinfectionＧinducedlivercirrhosisdevelopment
indualＧhumanisedmicewithhumanbone
mesenchymalstemcelltransplantation

Figure　SchematicpresentationforhBMSCＧFRGSmicegenerationandprogressionof
chronicHBVinfectioninducedhepatitisandlivercirrhosis．

WiththesupportbytheNationalNaturalScienceFoundationofChina,thejointresearchteamdirected
byProf．XiaNingShao (夏宁邵)attheStateKeyLaboratoryofMolecularVaccinologyand Molecular
Diagnostics,XiamenUniversity,andProf．LiJun(李君)attheStateKeyLaboratoryforDiagnosisand
TreatmentofInfectiousDiseases,ZhejiangUniversity,recentlyreportedtheHBVinfectionＧinducedliver
cirrhosisdevelopmentindualＧhumanised mice withrobustdifferentiationandproliferationofhuman
hepatocytesandmultipleimmunecells,whichwaspublishedinGut(doi:１０．１１３６/gutjnlＧ２０１８Ｇ３１６０９１)．

HostimmuneandinflammatoryresponsesarecriticalinHBVinfectionandprogressiontoendＧstageliver
cirrhosis,butthemechanismremainsunclear,andthereiscurrentlynocureforchronicHBVinfection．
BecauseofthenarrowhostrangeandstricthepatictropismofHBV,fewanimalmodelscanmimicthe
longＧtremviralimmunepathophysiologyprogressionofchronicHBVinfection,especiallytheinfectionＧ
inducedlivercirrhosis．Developingasmallanimalmodelthatcanaccuratelydelineatethenaturalhistoryof
HBVinfectionandimmunopathophysiologyisimportantandnecessary．

Basedonthepreviousfindings,theirgroupfoundthatthetransplantationofhumanbone marrow
mesenchymalstemcells(hBMSCs)canrescuetheimmunodeficientFRGSmicewithfulminanthepatic

failure．Thetransplantedmice
showedrobusttransdifferentiation
andproliferationoffunctional
humanhepatocytesandmultiple
immunecelllineages,including
Bcells,Tcells,naturalkiller
cells,dendriticcellsandmacrＧ
ophages．ThedualＧhumanised
hBMSCＧFRGS mice were
sensitive to chronic HBV
infection, generated specific
andsustainedhumanimmune
and inflammatory responses
andultimatelydevelopedliver
cirrhosis at a frequency of
５５％after５４weeks．

The new humanised mouse
modelcanprovideaplatformfor
observinghostＧvirusinteractions
andtheprogressionofHBVＧ
induced hepatitis and liver
cirrhosis, and also provide
researchopportunitiesforthe
developmentofnovelantivirals
andtherapeuticstrategiesfor
HBVＧrelatedliverdiseases．


