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Innate immune signaling in the pathogenesis of hematological malignancies
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Hematopoietic stem cells accumulate somatic mutations with age and can
acquire specific mutations providing a competitive advantage leading to clonal hematopoiesis of
indeterminant potential (CHIP). In the previous study, we identified tumor suppressive role of
innate immunity in the leukemic transformation. In this study, we focused on the mechanism of TRAF6,
which is the central mediator of innate immune signaling, in the pathogenesis of leukemia. We
revealed the functional link between TRAF6 and mitochondrial function from our intensive in vitro
analysis. Of note, metabolic analysis revealed the dynamic changes in metabolites in TRAF6-dificient

cells. For instance, purine synthesis is inhibited by TRAF6 loss, and correspondingly cell
proliferation rate is lower in TRAF6-loss cells than control cells. These results suggest that
regulation of metabolic homeostasis by TRAF6 contributes to the leukemia progression.
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