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Role of Epigenomic alterations in Myeloproliferative neoplasms
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We generated CALR mutant mice and CALR mutant/EZH2-deficient mice. Both
developed ET, but did not develop myelofibrosis or leukemia, and their survival time was equivalent
to that of wild type mice.

Next, We performed competitive transplantation with CALR mutant LSKs or CALR mutant/EZH2-deficient
LSKs. Although none of them developed ET, we observed increased percentage of donor-derived cells
the mice transplanted with CALR mutant LSK or CALR mutant/EZH2-deficient LSK. No difference in
chimerism was observed between CALR mutant/EZH2-deficient LSK transplanted mice and CALR mutant LSK
transplanted mice. We found that EZH2 deficiency for CALR mutations does not affect progression to
MF or the differentiation potential of stem cells.
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