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Abstract Results

Inhibiting FXIII could weaken thrombi without impairing coagulation Despite reduced clot stability, hemostasis is
In plasma, but not platelets, siRNA targeting FXIIIB maintained in a tail transection model of bleeding

Coagulation factor Xlll acts in the last step of clot formation, as a

transglutaminase, to crosslink fibrin together and to antifibrinolytic (siFXIIIB) results in long-term reduction of FXIIIA
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Lipid nanoparticles to deliver siRNA to knockdown the B subunit of FXIII aome T

® SsiRNA targeting FXIIIB decreases the concentration of plasma
FXIIIA for over 3 weeks following a single injection, and can be
prolonged indefinitely with repeat dosing.

® Platelet FXIIIA is not effected by FXIIIB knockdown.

Current small molecule inhibitors are limited by low specificity and Depletion of FXIIIA enhances fibrinolysis in vitro and in
short circulating half-life, making them unsuitable for in vivo use. vivo in FeCls stimulated arterial thrombosis

siRNA has recently been approved as a therapeutic which can confer
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A) Thromboeslatography shows more lysis in blood from mice treated with
siFXIIIB (green) compared to control siLuc (lavender). While clot stiffness is un-

FDA for the delivery of siRNA therapeutics. LNPs preferentially accu-
mulate in the liver, and are thus most suitable for targetting proteins
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