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EED acts as a non-catalytic component of polycomb repressive complex 2
(PRC2) that is a central regulator of histone H3 Lys27 (H3K27) methylation associated with
transcriptional repression. We previously identified EED 11e363Met (1363M) mutation in
myelodysplastic syndrome and related diseases. In this study, to investigate the role of 1363M in
disease pathogenesis, we generated and analyzed EED 1363M knock-in mice. As a result, the 1363M
mutation was shown to inhibit the propagation of trimethylated H3K27 repressive marks in vivo. In
addition, we demonstrated that the heterozygotes enhanced hematopoietic stem/progenitor cell
activity and contributed to increased susceptibility to leukemia, while the homozygotes resulted in

embryonic lethality.
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