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The role of mutant Calreticulin and HMGA2 in myeloproliferative neoplasms
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Myeloproliferative neoplasms éMPNS) are a group of diseases in which mature
hematopoietic cells proliferate. Recently, insertion/deletion mutations in exon 9 of Calreticulin
§CALR) were discovered in MPNs. However, the role of the mutant CALR in MPN hematopoiesis are

argely unknown. Thus, we generated 2 types of mice with mutant Calr; type 1-like 10 bp deletion
(CR10d) and type 2-like 2 bp insertion (CR2i) using genetic modification by CRISPER/Cas9 method.
Both mice mimicked mutations in patients with MPN. CR2i mice showed increased spleen weight per body
weight and a reduced bone marrow T cell ratio compared with wild-type mice. Both CR10d and CR2i
mice showed increased bone marrow myeloid cells. We are studying the effect of the Calr mutants on
hematopoietic stem cell and progenitor function by BM transplant experiments and progenitor assays.
In addition, we will generate Hmga2+CR10d and Hmga2+CR2i mice by crossing Hmga2-transgenic mice and
mice with mutant Calr.
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