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Analyses of hematopoietic niche in hematologic malignancy
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To clarify how bone marrow environments are affected in hematopoietic
malignancies, we established leukemic mice by introducing MLL-AF9 gene, and analyzed the detailed
process which the normal hematopoietic system disrupts in the leukemic bone marrow environment.
Residual hematopoietic stem cells, mesenchymal stem cells, perivascular stromal cells, and vascular
endothelial cells were isolated from these mice and gene expression analysis was performed. The
results showed that hematopoietic stem cell function was abrogated during the the proliferation of
leukemic cells. Further, leukemic cells secrete multiple inflammatory and aging-inducing cytokines,
resulting in the dysfunction of hematopoietic niche cells, which might be the cause of normal
hematopoietic disorders in the leukemic environment. We are currently seeking the therapeutic
targets for hematopoietic defect in leukemic environments.
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