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Identification of human acute leukemia specific metabolic pathways
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In the current study, we explored the critical metabolic mechanisms
underlying the maintenance of stem cell properties in human acute leukemia. Through the analysis of
metabolome data sets we have established, we found that human CD34+ acute leukemia cells exhibited
significantly higher cellular content of branched chain amino acids (BCAAs) as compared to normal
CD34+ hematopoietic stem progenitor cells. Inhibition of BCAA metabolism strongly impaired the
maintenance of leukemic stem cell properties of human acute leukemia in the xenograft models.
Furthermore, we explored the molecular machineries how BCAA metabolism regulate the stemness of
human acute leukemia and demonstrated that BCAA metabolism is specifically required to maintain PRC2

components including EZH2 and EED. Thus, BCAA metabolism represents a specific regulator of stem
cell properties via maintaining PRC2 function in human acute leukemia.
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