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Establishment of novel therapies for steatohepatitis and liver cancer, by
targeting the free cholesterol-mediated signaling pathway.
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The HC diet exacerbated acetaminophen-induced acute liver injury in a

TLRY/inflammasome pathway-dependent manner. LSECs played a major role in the cholesterol
loading-induced exacerbation. The accumulation of free cholesterol in the endolysosomes in LSECs
enhanced TLR9-mediated signaling, thereby exacerbating the pathology of acetaminophen-induced liver
injury through the activation of the TLR9/inflammasome pathway. The accumulation of free cholesterol

in LSEC endolysosomes induced a dysfunction of the Rab7 membrane trafficking recycling mechanism,
thus disrupting the transport of TLR9 from late endosomes to the lysosomes. Consequently, the level
of active TLR9 in the late endosomes increased, thereby enhancing TLR9 signaling in LSECs.
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