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Therapeutic strategy for Niemann-Pick disease type C focusing on induction of
ACAT1-positive late endosomes
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Niemann-Pick disease type C (NPC1-/-) is lysosomal storage disease resulting from
deficiency of intracellular cholesterol trafficking protein NPC1, which accumulates massive cholesterol
in late endosome and cause cellular/tissue injury. We tried to rescue NPC1-/- employing induction of
ACAT1-positive late endosomes (ACAT1-LE) to the NPC1-/- mice. Induction of ACAT1-LE to NPC1-/-
macrophages resulted in decrease of free cholesterol and increase of cholester¥l ester. Induction of
ACAT1-LE to NPC1-/- neonates by administration of methyl-beta-cycrodextrin-choles

terol complex improved

life span_of the mice. These results suggested that efficient ACAT1-LE induction is essential for NPC-/-
therapeutic strategy.
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