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Antithrombin [Il11 attenuates the formation of neutrophil extracellular traps
during sepsis

Ishikawa, Michiko
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Administration of AT 111 after the onset of endotoxemia improved outcomes in

a mouse model. AT 11l treatment attenuated several changes induced in the lungs by endotoxemia
including cxcl-2 mRNA expression, HMGB-1 protein expression, neutrophil accumulation, alveolar
septal thickening, and NET formation. In cultures of neutrophils from healthy volunteers,
lipopolysaccharide (LPS)-induced NET formation was significantly decreased by AT Il treatment. A
subset of cultures (7/22, 32%) generated few NETs in response to LPS stimulation, and AT Il1 did not
decrease NET formation in these cultures. AT 111 treatment tended to decrease NET formation by
cultured neutrophils from septic patients. The protein expression of protein kinase C (PKC)a , but
not PKCC , was increased by AT Il treatment. Treatment of the cultures with PKC inhibitors blocked
the effects of AT 111 on NET formation.
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* The 3 patients who received steroids were given 5-10 mg/day of prednisolone.

ANC. absolute neutrophil count; AT, antithrombin; APACHE II, acute physiology and chronic health evaluation II; BML body mass

index; N/A, not available: SOFA. sequential organ failure assessment.
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