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Role of BLT1 signaling in innate immune cells in liver repair
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The aims of the present study were to examine the roles of leukotriene B4
receptor (BLT1) in innate immune cells in liver repair after acetaminophen (APAP)-induced liver
injury. We examined the role of BLT1 by comparing the responses of BLT1 knockout (BLT1-/-) mice and
wild type (WT) mice in liver repair following APAP hepatotoxicity. Deletion of neutrophils delayed
liver repair in APAP-treated WT mice. BLT1 deficiency delayed liver repair, associated with
reduction in apoptotic neutrophils and restorative macrophages. Transfer of BLT1 deficient
neutrophils impaired liver repair. Efferocytosis of apoptotic neutrophils was suppressed BLT1-/-
mice. The stimulation of resolvin E1 promoted differentiation of macrophages to a restorative type
in a BLT1 signaling dependent manner. These results indicate that BLT1 facilitates liver repair via
resolvin El-mediated efferocytosis of apoptotic neutrophils by reparative macrophages.
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