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Niemann-Pick Type C (NPC) disease is a lysosomal storage disease
characterized by excess accumulation of unesterified cholesterol in the lysosomes. B -cyclodextrin
derivatives (3 CDs) form inclusion complexes with unesterified cholesterol and are a subject of
intense research in the context of treating the NPC disease. In this study, we used quantitative
LC/MS/MS to demonstrate that a 6-0-a -maltosyl- -cyclodextrin derivative (Mal- CD) is internalized

by Npcl KO and CHO-JP17 cells by fluid-phase endocytosis. This is followed by Mal-3 CD transport to
the lysosomes, where the majority of Mal-3 CD is metabolized to Glc-B CD. Finally, the lysosomal
CDs and unesterified cholesterol are released to the extracellular fluid. We believe that our study
makes a significant contribution to the literature because it not only provides insight into the
intracellular fate of internalized Mal-f CD but also may inform future treatment of the NPC disease.
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