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Niemann-Pick type C1 (NPC) and NPCl-like 1 (NPC1L1) are cholesterol transporter.
We discovered NPC and NPC1L1 ligands by using a novel cell-based assay that employs pharmacological
chaperone effect as a readout. Those steroid derivatives bound to a site different from both the
sterol-binding domain (for NPC1/NPC1L1) and the ezetimibe-binding site (for NPC1L1), implying that they
may be a novel class of NPC1L1 inhibitors with a distinct mode of action. Regarding NPC1 ligands, a
potent pharmacological chaperon which corrects abnormal trafficking of mutated NPC1 was created. As an
extension of structure-activity relationship studies for NPC1L1 ligands, we found non-steroidal NPC1L1
ligands, which may be better candidates for clinical application than steroidal ligands, by using the
same assay to screen our focused library of ligands for liver X receptor (LXR), a nuclear receptor that
recognizes oxysterols as endogenous ligands.
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- Ligand Screening by Pharmacological Chaperone Effect
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