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            Abstract
It has been known for many years that neutrophils and platelets participate in the pathogenesis of severe sepsis, but the inter-relationship between these players is completely unknown. We report several cellular events that led to enhanced trapping of bacteria in blood vessels: platelet TLR4 detected TLR4 ligands in blood and induced platelet binding to adherent neutrophils. This led to robust neutrophil activation and formation of neutrophil extracellular traps (NETs). Plasma from severely septic humans also induced TLR4-dependent platelet-neutrophil interactions, leading to the production of NETs. The NETs retained their integrity under flow conditions and ensnared bacteria within the vasculature. The entire event occurred primarily in the liver sinusoids and pulmonary capillaries, where NETs have the greatest capacity for bacterial trapping. We propose that platelet TLR4 is a threshold switch for this new bacterial trapping mechanism in severe sepsis.
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                    Figure 1: Platelet TLR4 regulates adhesion of platelets to neutrophils, but not platelet P-selectin expression or platelet aggregation.[image: ]


Figure 2: LPS induces platelet-neutrophil interactions in vivo.[image: ]


Figure 3: Profound neutrophil degranulation and NET formation as a result of platelet binding.[image: ]


Figure 4: NETs are formed under shear forces in vitro.[image: ]


Figure 5: Formation of NETs greatly enhances trapping of bacteria in vitro and in vivo.[image: ]


Figure 6: LPS-stimulated platelet-neutrophil interactions damage tissue.[image: ]
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