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The pathogenesis of sepsis-induced ALI/ARDS has not yet been fully
elucidated. Gas6 has significant effects on hemostasis and inflammation through its interaction
with receptor tyrosine kinases of the TAM family; Tyro3, Axl, and Mer. The plasma Gas6 and soluble
Mer levels are higher in patients with severe sepsis and/or septic ALI/ARDS. To determine whether
the Gas6-Mer axis is critical in the pathogenesis of ALI/ARDS, mouse models after 5 mg/ml LPS
inhalation were used, and we further investigated the effects of intravenous administration of 2
mg/kg UNC2250, a selective Mer inhibitor, on LPS-induced ALl in the mouse models. UNC2250 markedly
inhibited increased infiltration of neutrophils and monocytes overexpressing Gas6é and Mer proteins,
severe lung damage, and increased levels of reactive oxygen species in LPS-induced ALI in the mouse
models. Our study provides critical insights into Mer inhibition as a therapeutic target for
inflammatory responses in ALI/ARDS.
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