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Elucidation of the origin of blood coagulation factor VIII-producing cells for
the development of new hemophilia treatment

Ohmori, Tsukasa
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i Since coagulation factors are Broduced by hepatocytes, the coagulation
factors in blood are decreased in cirrhosis. However, blood coagulation factor VIII (FVIII) is

rather elevated. Here, we attempted to identify FVIII-producing cells by using knock-in mice in
which FVITI-producing cells were observed as EGFP-expressing cells. EGFP-expressing FVIII-producing
cells were found only in hepatic sinusoids. FVIII-producing cells had characteristics of lymphatic
endothelial cells, including CD146, CD31, and Lyvel, but also expressed the platelet marker Clec-2.
FVI11-producing cells in the fetal liver were observed from E12.5 and increased with development to
the same level as in adult mice at birth. FVIlI-conditional deficient mice showed reduced FVIII

levels when crossed with Lyvel-Cre mice. Finally, the AAV vector could efficiently express the
reporter gene in FVIII-producing cells.
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