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Abstract

The prevalence of metabolically induced fatty liver disease as a risk factor for the development of liver fibrosis
and cirrhosis as well as hepatocellular carcinoma (HCC) has increased steadily in recent years. The molecular
processes that drive fatty liver disease towards development of inflammation and its progression towards
fibrosis, cirrhosis and HCC development are poorly understood.

To examine the relevance of PAR4 in this context mice deficient for PAR4 and wt mice were fed high-calorie or
standard diets for up to 50 weeks.

The data suggest that PAR4 is a critical factor for disease progression towards development of fibrosis and
HCC. This coincides with significant changes in bile acid composition and the expression of MASLD-
associated factors such as GPNMB and IL33 as well as the DAMP molecule HMBG1.

In conclusion these data suggest that PAR4 may be a suitable target for therapeutic intervention to prevent
or delay progression of fatty liver disease.
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