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How does ORP11 ameliorate cholesterol accumulation in NPC cells?
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A CHO cell line that lacks Niemann-Pick Cl is characterized by an
accumulation of cholesterol in the late endosome/lysosome (LE/Lys). Human oxysterol-binding protein
(0SBP)-related protein (ORP) family consists of 12 members, O0SBP and ORP1-11. We found that
overexpression of ORP11 could ameliorate cholesterol accumulation in CHO/NPC1(-) cells. The ORP11
effect was abolished by a dominant-negative form of Rab9. Co-immunoprecipitation of expressed
proteins and in vitro binding assay of recombinant proteins demonstrated a physical interaction
between Rab9 and ORP11. ORP11 also interacted with ORP9 and evidence was presented for the presence
of a ternary complex that consisted of Rab9, ORP11 and ORP9. Finally, the ORP11 effect was abolished

by a dominant-negative form of ORP9. These findings suggested the presence of an NPCl-independent,
LE-to-Golgi lipid transport machinery that involved Rab9, ORP11 and ORP9.
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ORP11 bridges Rab9 to ORP9
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ORP11 facilitates LE-to-Golgi lipid flow by tethering ORP9 and Rab9.
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