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Development of novel cholesterol synthesis modulators that alter stability of
cholesterol-biosynthetic enzymes
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Cholesterol biosynthetic pathway is tightly regulated at both

transcriptional and post-translational levels. In this study, we specifically focused on the latter,
and sought to identify small molecules that alter stability of cholesterol biosynthesis enzymes,
including squalene monooxygenase. Based on our initial hit compounds from a screening that monitor
squalene monooxygenase stability, we synthesized oxysterol derivatives, and clarified its
structure-activity relationships. Also, during the course of the study, we noted that the catalytic
domain of the enzyme is specifically stabilized by its inhibitors, and the stabilization could be
sensitively detected by luciferase activity fused to the enzyme. Expecting this could be a useful

cell-based screen for squalene monooxygenase inhibitors, we performed characterization of the
screen.
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