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            Abstract
Shigellae cause bacillary dysentery, a bloody form of diarrhoea that affects almost 200 million people and causes nearly 2 million deaths per year1. Shigella invades the colonic mucosa, where itÂ initiates an acute inflammation, rich in neutrophils, that initially contributes to tissue damage and eventually resolves the infection2. Neutrophils are phagocytic cells that kill microorganisms3,4 but it is unclear how neutrophils control pathogenic bacteria expressing virulence factors that manipulate host cells. In contrast to other cells, neutrophils prevent the escape of Shigella from phagocytic vacuoles in which the bacteria are killed5. Here we identify human neutrophil elastase (NE) as a key host defence protein: NE degrades Shigella virulence factors at a 1,000-fold lower concentration than that needed to degrade other bacterial proteins. In neutrophils in which NE is inactivated pharmacologically or genetically, Shigella escapes from phagosomes, increasing bacterial survival. NE also preferentially cleaves virulence factors of Salmonella and Yersinia. These findings establish NE as the first neutrophil factor that targets bacterial virulence proteins.
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                    Figure 1: Human neutrophil extract enriched in granule proteins (hNEGP) targets virulence proteins of Shigella.[image: ]


Figure 2: NE degrades Shigella virulence proteins.[image: ]


Figure 3: NE degrades secreted virulence proteins of Gram-negative bacterial pathogens.[image: ]


Figure 4: Abrogation of NE permits Shigella to escape the phagosome of neutrophils.[image: ]
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