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Functional analysis of transcription factor Nrf2 and production of new therapy
in primary biliary cirrhosis
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We have constructed xenobiotic-induced murine model of primary biliary

cholangitis (PBC) in Nrf2 knock out (Nrf2 -/-) mouse, Nrf2 increase mouse used with sulforaphane and
C57BL/6 mouse immunized with 20A. Nrf2 -/- mouse with 20A immunization developed cholangitis, in
contrast, Nrf2 increase mouse with 20A immunization demonstrated less cholangitis compared with
C57BL/6 mouse with 20A immunization. Production of IFNy in hepatic T cell from Nrf2 -/- mouse with
20A immunization was significantly higher than C57BL/6 mouse with 20A immunization. In contrast,
hepatic T cell from Nrf2 increase mouse with 20A immunization demonstrated less IFNy production
compared with C57BL/6 mouse with 20A immunization. It is known that UDCA treatment can enhance
hepatic Nrf2 activation in PBC. According to these result, UDCA treatment reduces IFNy production
by enhanced Nrf2 activation in hepatic T cells and ameliorates cholangitis in PBC. Nrf2 activation
in hepatic T cell may be a new therapy in PBC.
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