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Figure 2. A. Structure and EC;, value of
oxysterol derivatives. B. Dose-response
curves of the oxysterol derivatives.
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Figure 3. Direct binding between oxysterol derivatives and NPC1. A. Structure and
ECs, value of bifunctional photoaffinity probe mo56AZK. B. The probe mo56AZK
specifically labels FLAG-NPC1-GFP.
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Figure 4. Functional rescue of patient-derived fibroblasts. A. Effects of mo56HC on expression level and band pattern of
endogenous NPC1-11061T mutant. The filled arrowhead indicates the mature form, and the open arrowhead indicates the
immature form. B. Alleviation of intracellular cholesterol accumulation by mo56HC. To visualize accumulated cholesterol,
filipin stain was performed. Calibration bar, 100 pm. C. NPC fibroblasts were treated with mo56HC as in (B), and the
intracellular cholesterol accumulation was quantified. Error bar, standard error (n=12).
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Figure 5. Dispensability of NTD for oxysterol derivative-mediated rescue of mutant NPC1 protein and existence of
non-NTD sterol binding site. A. Schematic representation of the NTD-deleted NPC1 (ANTD) and membrane-anchored
NTD (NTDtail). B. Subcellular localization of the ANTD-NPC1-GFP constructs (WT or 11061T mutant) with or without
mo25HC (10 pM). Scale bar, 20 pm. C. Photoaffinity labeling experiments of ANTD and NTDtail NPC1. ns, nonspecific
labeling/staining.
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