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Development of novel thymus-directed strategy for central immune tolerance
induction in hemophilia A
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Hemophilia A is an X-linked, recessive hereditary bleeding disorder due to
deficient coagulation factor VIII (FVIII). However, about 30% of patients with severe deficiency develop
inhibitors or circulating alloantibodies against infused factor VIII. Once an inhibitor develops,
treatment of bleeding episodes is quite difficult due to partial or complete lack of efficacy of
replacement therapy. Immune tolerance induction (ITI) by prolonged administration of FVIII concentrates
is currently the only therapy proven to eliminate persistent inhibitors in severe hemophilia A. In this
project, we investigated central ITI by thymic implantation of epithelial progenitor cells derived from

induced pluripotent stem (iPS) cells, which will be isolated from fibroblasts of congenic hemophilia A
mice and transduced with the SIV encoding FVIII.
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