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Analysis of pathogenic mechanisms of myelodysplastic syndrome by deregulation of
histone H3K27
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EED is a component of polycomb repressive complex 2 and is found to be
mutated in samples of myelodysplastic syndrome (MDS). We generated conditional heterozygous mice for
Eed (Eed+/A ) and found that Eed+/A mice exhibited hematopoietic abnormalities resembling MDS. In
addition, in a competitive repopulation assay, Eed+/A hematopoietic stem cells (HSCs) showed higher

chimerism than control HSCs, and by retrovirus-mediated insertional mutagenesis, Eed+/A mice
exhibited higher incidence of leukemia than control mice. These results indicate that heterozygosity
0¥ Egg induced MDS and rendered high susceptibility to leukemia by enhancing proliferative activity
0 S.
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