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Adipose-liver crosstalk in NAFLD 
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The main research focus of our group is modulation of energy metabolism to target obesity and related 

cardiometabolic diseases. We recently set out to evaluate experimental strategies to combat NAFLD, via 

lifestyle-targeted and pharmacological approaches, mainly by employing APOE*3-Leiden.CETP transgenic mice. 

Using this well-established model for human cardiometabolic diseases including NAFLD, we recently studied 

biological mechanisms underlying protective effects of various recombinant hormones (e.g., FGF21, GLP1 and 

GIP) in NAFLD. By combining extensive metabolic phenotyping with immune cell profiling, we revealed that 

FGF21R agonism and GLP1R/GIPR agonism strongly inhibit diet-induced NAFLD progression, involving 

activation of thermogenic adipose tissues. In addition we evaluated a novel strategy to target NAFLD by 

inhibition of DHCR24, the enzyme that mediates the conversion of desmosterol into cholesterol, using our 

selective DHCR24 inhibitor SH42. Treatment with SH42 increased hepatic desmosterol to selectively activate 

LXR in macrophages without inducing lipogenesis in hepatocytes. As such, this novel strategy appeared very 

successful in reducing hepatic inflammation as well as lipid accumulation. Results of these ongoing studies will 

be presented, and relevance for treatment of NAFLD in humans will be discussed. 

 


