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translational research for novel therapy for leukemia utilizing microRNA
expression analysis

Hiramatsu, Hidefumi
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Based on the Ereceding data on microRNA expression of childhood acute
lymphoblastic leukemia (ALL), we knocked down miR-146a of ALL cell lines using our lentivirus vector
system. We found that the knockdown inhibited colony formation, which is mediated by the NOTCH
pathway. However, the knocked-down cells did not show growth inhibition in the immune-compromised
mouse model. Considering the possibility that a single miR does not significantly impact leukemic
cell biology, we investigated not only miR but also mRNA expression of ALL patient samples by
next-generation sequencing. By incorporating deposit data of pediatric ALL, we identified a novel
miR signature miR-low cluster MLC , which is associated with poor prognosis independently of
unknown risk factors. Investigation on the molecular basis of MLC is underway.
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