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In mouse hepatic ischemia-reperfusion injury (

IRI), a direct thrombin

inhibitor (Dabigatran) protected endothelial cells from hepatic IRl by inhibiting thrombin-mediated
cytotoxic signaling. Dabigatran also enhanced endogenous TM on endothelial cells, which inactivated
excess HMGB-1 secreted by endothelial cells in response to hepatic IRI. Ultimately, reduced

infiltration of HMGB-1 outside the sinusoids protected hepatocytes.
In mice hepatic IRI, coagulation factor Xa inhibitor (Edoxaban) improved hepatic IRl by protecting

against microthrombosis in the sinusoids and by suppressing FXa-PAR-2-induced inflammation in

sinusoidal endothelial cells.
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Fig 1. 6
(A, B) IRI Vehicle

, Selective thrombin inhibitor (Dabigatran)

ALT

(C, D) Dabigatran AST
Fig 2.
(A, B) IRI Vehicle , Dabigatran TUNEL
(C, D) IRI Vehicle , Dabigatran Cleaved-caspase 9
' Bcl 2
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Fig 3. Thrombomodulin TM HMGB-1 (in vivo)
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Fig 3.

(A, B, C, D, E) IRI Vehicle , edoxaban TNFa , IL-6, MVP-1, CXCL-2,
CXCL-10 , .

(F, G, H) edoxaban Ly6G MAC-1
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