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Elimination of cccDNA by genome editing by using HBV-infected mice
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High-dose combination therapy with six weeks of entecavir plus PEG-IFN for
hepatitis B virus (HBV)-infected human hepatocyte transplanted uPA/SCID mice resulted in
persistently negative HBV DNA in serum. Serum HBsAg and hepatitis B corerelated antigen (HBcrAg)
continued to decrease and eventually became negative at 12 weeks after cessation of the therapy.
Persistent loss of serum HBV DNA and loss of HBV markers by entecavir and PEG-IFN combination
treatment in mice suggests that control of HBV can be achieved even in the absence of a cellular
immune response. We generated new immunodeficiency cDNA-uPA/Rag2-/-/Jak3-/- mice with humanized
livers that were almost completely repopulated with human hepatocytes and succeeded in HBV infection

to these mice. Co-culture of PBMCs with human hepatocyte and anti-CD80/CD86 antibodies before
administration to mice resulted in an establishment of human CD45-positive mononuclear cell
chimerism with reduction of allo-immunity.
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