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Molecular biochemical studies on the mechanisms of arsenite-induced intoxication

Uemura, koichi
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Although arsenic is poison, it is used for a treatment of acute promyelocytic
leukemia with a secondary effect of cardiac toxicity, e.g. fatal arrythmia. To elucidate the mechanisms
of arsenic on heart we studied the toxicity of arsenic trioxide on mice atrial muscle-derived HL-1 cells.
We applied 1-10p M ATO for 24h and studied the characterization of cell death, the effects of ubiquitin
ligase Parkin, the change of ubiquitin-proteasome syastem and autophagy-lysosome system. The result is
that ATO activate Parkin and ubiquitin-proteasome system in cardiac HL-1 cells, and, induces quality
control of mitochondria and maintenance of cell homeostasis, thereby, cell protection.
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Activation of the ubiquitin-proteasome system
against arsenic trioxide cardiotoxicity involves
ubiquitin ligase Parkin for mitochondrial
homeostasis.
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(D Activation of ubiquitin-proteasome system
plays a  protective role in  arsenic
trioxide-induced cardiotoxicity.
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