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Establishment of an autoimmune hepatitis model mouse using Lnk/sh2b3 and
elucidation of novel regulatory mechanisms
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o i Lnk expression was downregulated in human NASH patients and mouse models.
Lnk-deficient mice showed increased liver weight and elevated markers of liver injury after high-fat

diet feedings. Lnk-deficient mice showed hepatic steatosis and increased fibrosis, exacerbating
NAFLD pathology. NAFLD exacerbation was also recapitulated in immune cell-specific Lnk-deficient
mice. Analysis of hepatic immune cells revealed that Lnk deficiency enhanced differentiation of
effector memory CD8-positive T cells and activation of cytotoxic pathways. Depletion of CD8 and

IL-15 signaling in Lnk-deficient mice suppressed exacerbation of NAFLD disease, indicating that Lnk
is a factor that suppresses the lipogenesis-inflammation-fibrosis pathway in NASH.
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