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Endocytosis is the essential machinery for many cellular processes. One of
the endocytic pathways, Clathrin-dependent endocytosis (CDE) is an important mechanism for
internalization of Transferrin receptor (TFR1) and other receptors. Since leukemia cells demanded
iron for cell proliferation, in this study, we evaluated the efficacy of leukemia therapy targeting
CDE and TFR1 endocytosis. TFR1 and CALM, a component of clathrin-coated vesicles, was highly
expressed in primary AML cells and there was a correlation between their expression levels. CALM
shRNA transduced AML cells showed a proliferative disadvantage compared to shRNA non-transduced
cells. Our data indicated that CALM is essential for leukemia cell proliferation by regulating CDE,
especially, TFR1 internalization. Since CALM inactivation significantly blocked the leukemia cell
proliferation, our findings provide new therapeutic strategies for leukemia treatment.
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