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Approach to drug discovery of microbial inhibitors of lipid metabolism
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In this study, 1) screening for microbial inhibitors of lipid metabolism
(neutral lipids; cholesteryl ester (CE) and triglyceride (TG)), 2) in vivo test of pyripyropene A
derivative, highly SOAT2 selective inhibitor, using a mouse model of fatty liver diseases
(NAFLD/NASH) and 3) search for the mode of action of new microbial inhibitors of lipid metabolism
(from 1)) and beauveriolide 111, SOAT1l-selective inhibitor in intact cells, using biochemistry
techniques were investigated.
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ICs for CE synthesis

Compound sI-2

SOAT1-CHO  SOAT2-CHO
cells cells
Celludinone A1 8.8 4.8 +0.26
Celludinone A2 15 6.1 +0.49
Celludinone C 2.8 0.15 +1.27
7-Chlorofolipostatin 3.2 4.5 - 0.15
Pseudopyronine B 20 3.7 +0.73
Biseokaenimide A 1.8 13 +0.14
Biseokaenimide B 6.9 25 +0.44
Biseokaenimide C >12 9.6 >+0.10
Spirooxindole 16 15 +1.04

tetrahydropyran & R EE
R=RYASAFERERE 0.98 >20 <-1.31
1) S (selectivity index) = log (IC,, for SOAT1)/(IC,, for SOAT2)

2) +1.0 = SI means SOAT2-selective inhibition, -1.0 < Sl < +1.0 means
dual-type inhibition and Sl = -1.0 means SOAT1-selective inhibition.
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