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Study on microbial inhibitors of lipid metabolism regulatory activity.
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In this 5-y study, we discovered 19 new compounds of microbial origin with
lipid metabolism regulatory activity. Regarding the highly SOAT2-selective inhibitor, pyripyropene A
(PPPA), certain semisynthetic pyripyropene derivatives (PRDs) with more potent and more selective
inhibitory activity against SOAT2 showed more potent in vivo atheroprotective activity in mouse
models than PPPA and blocked fatty liver progression in Wolman disease mouse model. Thus, PRDs with
SOAT2-selective inhibition will be the first-in-class drug for the treatment/prevention of

haypercholesterolemia, atherosclerosis, fatty liver diseases.
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