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Molecular basis of evasion of Legionella from xenophagy

NAGAI, Hiroki

2,800,000

C3
RavZ RavzZ semi in vitro

Bacterial pathogens establish intracellular niches known as bacteria-containing
vacuoles in which they can survive and replicate. Ubiquitin-dependent selective autophagy (xenophagy) Is
a host defense mechanism to counteract infection with bacteria. The Legionella effector protein RavZ
interferes with autophagy by irreversibly deconjugating LC3, an autophagy-related ubiquitin-like protein,
from phosphatidylethanolamine. Here we show that, using a co-infection system with Salmonella and
Legionella, RavZ exhibited the activity to interfere ubiquitin recruitment to the Salmonella-containing
vacuoles. Using semi-permeabilized cells and purified RavZ, ubiquitin on the vacuoles was removed
depending on the catalytic cysteine residue of RavZ for LC3 deconjugation. These raise the possibility
that the targets of the cysteine protease RavZ include not only LC3 but also ubiquitin. Ubiquitin
targeting by RavZ is thought to be a strategy of Legionella to evade host xenophagy.
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