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Introduction

Metabolic syndrome is the key driver of non-alcoholic steatohepatitis (NASH) [1]. No anti-NASH drug has been approved so far to treat this disease. The discovery and development
of antl-NASH drugs are hampered by a lack of adequate models that recapitulate the human pathophysiology [2]. Peroxisome proliferator-activated receptor (PPAR) agonists are a
major drug class that Is administered to metabolic syndrome patients. However, none of the on-the-market PPAR-agonists has been shown to resolute NASH. Two first-in-class PPAR-
agonists, lanifibranor (a pan-PPAR agonist [3]) and elafibranor (a dual PPAR-a/d agonist [4]), are currently being tested as potential anti-NASH drugs In clinical test phases Il and Iil,
respectively. In this study we use hepatic cells derived from human skin precursors (hSKP-HPC), previously shown to predict drug-induced fatty liver disease [5], to investigate the
antl-NASH properties of elafibranor and lanifibranor.
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CONCLUSION

* ‘hSKP-HPC’ represent a powerful tool to investigate NASH In vitro and assess the efficacy and
underlying mechanisms of potential anti-NASH compounds.
» Elafibranor exhibits stronger anti-NASH properties than lanifibranor in the ‘hSKP-HPC NASH’ model.
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