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Analysis _of heterogeneity and fluctuation of leukemic stem cells and its
application to leukemia therapy
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We analyzed the heterogeneity and re?ulatory mechanisms of leukemic cells in
human AML based on the altered expression of Endothelial cell-Selective Adhesion Molecule (ESAM), a
novel hematopoietic stem cell antigen. In human AML, ESAM-negative and ESAM-positive cells were

mutual ly variable and showed plasticity without hierarchy of AML cells associated with ESAM

expression Plasticity of ESAM expression was promoted by TGF 1 stimulation, including autocrine
secretion by AML cells themselves Inhibition of TGFB signaling not only inhibited ESAM expression
plasticity, but also inhibited AML cell proliferation and induced cell death, thereby enhancing the
effect of anti-tumor drugs.
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