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Analysis to elucidate the pathogenesis of thrombotic microangiopathy and improve
graft function after living donor liver transplantation
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von Willebrand Factor ADAMTS13
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Thrombotic microangiopathy is one of the cause of graft failure after living
donor liver transplantation. In mice liver ischemia-reperfusion injury (IRl) model, we evaluated
the efficacy of ADAMTS13, which was a cleavage enzyme of von Willebrand Factor, in liver IRI.
However, there was no significant efficacy. Therefore, we administered FXa inhibitor, edoxaban, as
anticoagulant agent.
Postoperative liver injury was alleviated. As anticoagulant effect, sinusoidal congestion was
improved in the live tissue. Moreover, inflammatory cytokines and chemokines were reduced, and the
infiltration of inflammatory cells into liver tissue was attenuated. Apoptosis of hepatocyte was

algg prevented. FXa protected liver IRl by these anticoagulant, anti-inflammatory and anti-apoptotic
effects.
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In vivo study

Animals witessie | 60 min 60 min 240 min C(ontg)ol Vehicle (0.5% MC*)

C57/BL6 " n= MO "

Vale mice -- Reperfusion MC: methylcellulose 400 solution
Age 7-9 weeks o 70% clamp + IYELEN Edoxaban 50 mgig
Oral gavage Sacrifice (n=6) (Edoxaban tosylate monohydrate)
20-24h fasted before
oral gavage
Fig.1
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