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Due to the obesity epidemic, the incidence of non-alcoholic
steatohepatitis (NASH) has risen, and NASH is becoming the major
cause of liver transplantations in the western world. The aetiology
of NASH is commonly explained by the "two-hit model" where the
fatty liver develops first, and then progresses towards NASH. We
tested this model in the LDLR knockout mouse, i.e. a mouse with a
human like lipoprotein profile. In the LDLR knock-out mouse, given
a western type diet, inflammation develops independent of the
fatty liver. We also found that the major cause of inflammation are
the oxidised lipoproteins, that accumulate in the Kupffer cells.
Hence, the two-hit model should be replaced by other models
whereby the fatty liver and the hepatic inflammation develop
independently. As there are currently no therapies for NASH, this
novel insight is crucial to develop novel diagnostic tools and
treatments.
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