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Pharmacological study of intracellular signaling pathways involved in hepatic
stellate cell reversion for treatment of NASH
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During liver injury, quiescent hepatic stellate cells (qHSCs% are
transdifferentiated into myofibroblast-like activated HSCs (aHSCs), which produce collagen, a major
source of liver fibrosis. Therefore, the reversion of aHSC is regarded as a therapeutic target for
liver fibrosis. In this study, caffeine (0.1-10 mM) significantly decreased the expression of o -SMA
and COLlal, are markers of aHSC, in a concentration-dependent manner. Further, caffeine
significantly increased of the expression of MMP-9 which is a marker of gHSC. CGS-15943, a
subtype-nonselective adenosine receptor inhibitor, significantly decreased the expression o -SMA,
but had no significant effect on the expression of COLlal and MMP-9. These results suggest that
caffeine causes the reversion of aHSC and a part of the mechanism of the aHSC reversion is mediated
by inhibiting adenosine receptors. We propose that these results lead to effective therapeutic
strategies for preventing liver fibrosis.
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