(®)
2020 2022

NASH

Basic study for developing NASH therapeutic drugs by using a small molecule
derived from the cellular slime mold serving as a lead compound

ISHIKAWA, Tomohisa
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Activation of hepatic stellate cells (HSCs) has been proposed to be
responsible for the development of liver fibrosis. Accordingly, the deactivation of activated HSCs
(aHSCs) is expected to be a therapeutic target for liver fibrosis. We previously showed that
differentiation-inducing factor-1 (DIF-1), a small molecule derived from the cellular slime mold,
induces the deactivation of aHSCs. In the present study, we investigated the mechanism involved in
the DIF-1-induced deactivation of aHSCs, thereby trying to identify target molecules for the
treatment of liver fibrosis. We also performed the analysis of the structure-activity correlation by

using DIF-1 as the lead compound. The results obtained in the present study suggest that DIF-1
induces deactivation of aHSCs through inhibiting the Hedgehog signaling. In addition, the
structure-activity correlation analysis of DIF-1 derivatives suggests possible structural
characteristics required for their deactivation effect on aHSCs.
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