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            Abstract
Sepsis is a complex, incompletely understood and often fatal disorder, typically accompanied by hypotension, that is considered to represent a dysregulated host response to infection. Neurotensin (NT) is a 13-amino-acid peptide that, among its multiple effects, induces hypotension. We find that intraperitoneal and plasma concentrations of NT are increased in mice after severe cecal ligation and puncture (CLP), a model of sepsis, and that mice treated with a pharmacological antagonist of NT, or NT-deficient mice, show reduced mortality during severe CLP. In mice, mast cells can degrade NT and reduce NT-induced hypotension and CLP-associated mortality, and optimal expression of these effects requires mast cell expression of neurotensin receptor 1 and neurolysin. These findings show that NT contributes to sepsis-related mortality in mice during severe CLP and that mast cells can lower NT concentrations, and suggest that mast cellâ€“dependent reduction in NT levels contributes to the ability of mast cells to enhance survival after CLP.
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                    Figure 1: NT levels are increased and contribute to mortality after CLP in mice.[image: ]


Figure 2: Evidence that NT can contribute to mortality after CLP in wild-type or KitW/W-v MC-deficient mice.[image: ]


Figure 3: MCs reduce peritoneal NT concentrations and NT-induced hypotension.[image: ]


Figure 4: NLN contributes to the ability of MCs to reduce amount of NT and NT-induced hypotension.[image: ]


Figure 5: MCs can degrade NT in the absence of extensive degranulation.[image: ]


Figure 6: MC expression of Ntsr1 is required for optimal MC-dependent reduction of NT-induced hypotension and enhancement of survival after CLP.[image: ]
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