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Development of novel therapies targeting the interaction between tumor cells and
their unique microenvironments for hematological malignancies

Kunisaki, Yuya
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Functions of hematopoietic stem cells (HSCs) required for the hematopoietic
homeostasis are tightly regulated by their unique microenvironments (niches) in bone marrow.
Previous studies have revealed that bone marrow mesenchymal stem cells are an essential player to
keep HSCs quiescent that is a key behavior of stem cells to protect them from being exhausted and
malignant transformation by exogenous insults. This study reveals the contribution of bone marrow
microenvironments altered with aging to the pathogenesis, clonal evolution and leukemic
transformation in myelodysplastic syndrome (MDS).

Leukemia stem cells are regulated by circadian clock genes whose regulator is a therapeutic target
for leukemia. Previously, by performing a screen for small compounds that inhibited the circadian
clock, we found a CK2 inhibitor, GO289 exhibiting inhibitory effects on leukemia cell lines in

vitro.
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