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The role of proteasome in acute myeloid leukemia
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Acute myeloid leukemia (AML) is a refractory hematopoietic tumor, of which
novel therapeutic target are expected to be discovered. Using a mouse model, we investigated the
regulation of proteasome activity in AML and its significance as a therapeutic target. Proteasome
activity was increased in AML cells, especially in the cell fraction with high proliferative
activity, as compared to normal cells. Exposure to chemotherapeutic agents used for AML treatment
suppressed proteasome activity and activated autophagy. AML cells with reduced proteasome activity
acquired resistance to chemotherapeutic agents, whereas AML cells with increased proteasome activity

became more sensitive to these drugs. It was suggested that inhibition of autophagy would further

increase sensitivity and could be a therapeutic target.
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