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lucidation of molecular function of TIM-3 in human leukemic stem cells
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In this study, we sought to clarify the function of TIM-3, a human leukemic

stem cells (LSCs)-specific surface molecule in AML. We identified HCK and p-120 catenin as
LSCs-specific signaling molecules involved in TIM-3-signaling in AML. TIM-3/HCK/p-120cateni
molecules constitutively activate canonical Wnt/(3 -catenin pathway to maintain the stemness via
TIM-3/Gal-9 autocrine loop. We further found the branched chain amino acids (BCAAs) metabolism
pathway as a critical metabolic mechanism underlying the maintaining the stemness of AML via
regulating PRC2 function in TIM-3+LSCs. Regarding the clinical significance of TIM-3 as a marker for
measurable residual disease (MRD), we retrospectively analyzed the frequencies of TIM-3+ cells
within CD34+ CD38- stem cell fraction early after allogeneic stem cell transplantation (allo-SCT).
Our cohort study revealed that the frequency of TIM-3+LSCs strongly correlated with the relapse risk
after allo-SCT.
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