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Development of novel siRNA therapy to prevent hepatitis recurrence after the
transplant by graft conditioning outside the body

Taketomi, Akinobu
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i i _ We explored a novel ?raft conditioning method based on siRNA gene silencing
with an aim of preventing recurrence of viral hepatitis after orthotropic liver transplantation

OLT).

We egtablished 1) mouse OLT model, 2) graft perfusion machine and method for mouse livers, 3) donor
pre-conditioning method using siRNA, and 4) graft conditioning method by extracorporeal
administration of siRNA. Donor pre-conditioning with siRNA targeting coagulation factor 7 inhibited
the gene expression in the recipient body up to 72 hours after OLT when the procurement was
performed 2 hours or longer after siRNA administration to the donor. Extracorporeal siRNA treatment
showed strong attenuated effect in machine perfusion at 25° but ineffective at 4° C. Therefore,
machine perfusion at 37° C seemed to be necessary to achieve the siRNA treatment. Here, we obtained
the proof of concept that pre-transplant graft conditioning with siRNA is a therapeutic method
against post-OLT recurrence of viral hepatitis.
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