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The role of HMGA2 in expansion of an abnormal hematopoietic clone
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Myeloproliferative neoplasms (MPNs), including polycythemia vera, essential
thrombocythemia and primary myelofibrosis (PMF), are clonal hematological disorders characterized by
proliferation of mature blood cells. In this study, we found deregulated HMGA2 mRNA expression due to
reduced let-7 micro RNA (miRNAs) in granulocytes from patients with almost all of PMF and over 20% of PV
and ET, being associated with splenomegaly, elevated serum LDH values, and methylation of pl6 promoter.
Since association of histone deacetylase (HDAC) with HMGA2 has been reported in cord blood-derived cells,
we next studied effects of an HDAC inhibitor panobinostat on expressions of HMGA2 and let-7 in
HMGA2-expressing myeloid cells including PMF-derived CD34+ cells. The panobinostat decreased expression
of HMGA2 through 3' UTR of HMGA2 mRNA by increasing expressions of let-7 miRNAs. Thus, deregulated
expression of HMGA2 due to downregulation of let-7 miRNAs is a possible therapeutic target of HDACi in
MPNs.
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