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Identification of the splenic plasma cells niche that regulate inhibitor
production in mice with hemophilia A

Oda, Akihisa
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Hemophilia A (HA) is a hereditary bleeding disorder caused by defects in
endogenous factor (F)VIII. Approximately 30% of patients with severe HA treated with FVIII develop
neutralizing antibodies (inhibitors) against FVIII1, which render the therapy ineffective.

We observed that the enhanced inhibitor production correlates with increased FVIII specific plasma
cells especially in the spleen. When splenectomized or congenitally asplenic FVII1-KO mice were
treated with LPS+rFVIII, the serum inhibitor levels decreased by approximately 80%. Furthermore, the
transplanted plasma cells were preferentially recruited to the spleen, where they were retained and
inhibitors were produced. Interestingly, plasma cells ineracted with some splenic cell subset in
red pulp of spleen. Taken together, these results suggest that spleen is a critical site for the
development and enhancement of FVIII-PCs.
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Induction of anti-factor VIII immune response in hemophilia A mouse model retaining humanized immune system.
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Anti-FVII1I antibody secreting plasma cells persist in the spleen for extended periods of time in mice with hemophilia A
after recombinant FVIII treatment.

The 50th Annual Meeting of The Japanese Society for Immunology

2021

43

2021

(Keiji Nogami)

(50326328) (24601)

(Masahiro Kitabatake)

(60457588) (24601)







