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Hypoxia modulate epigenomic response in MPN cells
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In the present study, we investigated the role of hypoxia on epigenetic gene
regulation in cells derived from myeloproliferative neoplasms having active mutant form of JAK2,
JAK2V617F. After culture at hypoxic conditions, total level of methylated cytosine levels were changed in
the cells.5-hydorxy-methyl cytosine (5-hmC)levels were drastically decreased in SET-2 cells with normal
TET2 function. In contrast, 5-hmC levels were not changed during treatment with hypoxia in HEL cells,
which lack TET2 gene. We also found that methylation of promoter lesion of Wnt5a gene were decreased
after hypoxia treatment. We also confirmed that hypoxia actually induced expression of Wnt5a both at mRNA
and protein levels. Our observations suggested that hypoxia could regulate gene expression not only
through activation of transcription factor, HIF, but also through modification of epigenomic machinery
including TET2.
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