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            Abstract
According to the hitherto accepted view, neutrophils kill ingested microorganisms by subjecting them to high concentrations of highly toxic reactive oxygen species (ROS) and bringing about myeloperoxidase-catalysed halogenation. We show here that this simple scheme, which for many years has served as a satisfactory working hypothesis, is inadequate. We find that mice made deficient in neutrophil-granule proteases but normal in respect of superoxide production and iodinating capacity, are unable to resist staphylococcal and candidal infections. We also show that activation provokes the influx of an enormous concentration of ROS into the endocytic vacuole. The resulting accumulation of anionic charge is compensated for by a surge of K+ ions that cross the membrane in a pH-dependent manner. The consequent rise in ionic strength engenders the release of cationic granule proteins, including elastase and cathepsin G, from the anionic sulphated proteoglycan matrix. We show that it is the proteases, thus activated, that are primarily responsible for the destruction of the bacteria.
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                    Figure 1: Susceptibility of protease-deficient mice to bacterial and fungal infection.[image: ]


Figure 4: Vacuolar swelling and its control.[image: ]


Figure 2: Appearance, concentration and buffering capacity of granule contents in the phagocytic vacuole.[image: ]


Figure 3: K+ and 86Rb transport associated with the generation of O-2 in neutrophils.[image: ]


Figure 5: Activation of the microbicidal proteases requires K+ and neutral pH.[image: ]
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