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The role of Nrf2 in development and carcinogenesis of NASH using gene rescue
mice
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We generated Sqstml and Nrf2 double knockout (DKO) mice and demonstrated
that these DKO mice developed mature-onset steatohepatitis. We revealed the mechanism for the
development of steatohepatitis in DKO mice as follows: (1) Deficiency of Nrf2 led to
hypersensitivity to endotoxin of Kupffer cells and resulted in inflammatory response in the DKO
livers. 52) Acceleration of intestinal permeability caused by down-regulation of Zo-1 and Claudinl
in Nrf2 deficiency and increased endotoxin from intestinal microbiota by Sgstml deficiency led to an

overload of serum endotoxin. (3) These hyper-endotoxemia drove inflammatory si%naling in livers
directly, and also led to inflammation of adipose tissue. (4) These enhanced inflammatory signaling
could cause progression of steatohepatitis in DKO livers. We plan to compare DKO and Nrf2 gene
rescued mice, and research the detail of the mechanism for development of NASH and the contribution
of each organ in the near future.
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