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In this study, we found a long chain saturated fatty acid-Egr2 pathway
controls the progression of MASH in mice. The transcription factor Egr2 drives the differentiation
of monocytes into hepatic lipid-associated macrophages (hLAMs) within MASH liver. Egr2-deficiency
biases monocyte differentiation towards a macrophage subset resembling resident Kupffer cells,
hampering hLAM formation. This shift suppressed the transition from benign steatosis to liver
fibrosis, demonstrating the critical pro-fibrotic role played by hLAMs in MASH pathogenesis. Long
chain saturated fatty acids that accumulate in MASH liver enhanced Egr2 expression in macrophages, a

process counteracted by unsaturated fatty acids. Oral oleic acid administration promptly and
effectively reduced hLAMs in MASH mice. In summary, our work highlights the therapeutic promise of
targeting the saturated fatty acid-Egr2 axis in monocytes for MASH management.
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EGR2 plays a pivotal role in the differentiation of Ly6Chi monocytes into fibrosis-promoting macrophages in non-alcoholic

steatohepatitis.
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