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AbstractAbstract

Two related multisubunit tethering complexes promote endolysosomal tra�cking in all eukaryotes:
Rab5-binding CORVET that is believed to be transformed into Rab7-binding HOPS. We have recently
identi�ed miniCORVET (Lőrincz et al, 2016a), containing Drosophila Vps8 and three shared core
proteins, which is required for endosome maturation upstream of HOPS in highly endocytic cells.
Here we show that Vps8 overexpression inhibits HOPS-dependent tra�cking routes including late
endosome maturation, autophagosome-lysosome fusion, crinophagy and lysosome-related
organelle formation. Mechanistically, Vps8 overexpression abolishes the late endosomal
localization of HOPS-speci�c Vps41/Lt and decreases the amount of assembled HOPS. Proper ratio
of Vps8 to Vps41 is thus critical because Vps8 negatively regulates HOPS by outcompeting Vps41.
Endosomal recruitment of miniCORVET or HOPS speci�c subunits requires proper complex
assembly, and Vps8/miniCORVET is dispensable for autophagy and crinophagy. These together
indicate that pre-assembled complexes are independently recruited to target membranes in
Drosophila rather than being transformed during vesicle maturation.
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