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Mitochondrial reactive oxygen speciesin sunitinib induced
cardiomyocytes apoptosis
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Tranglational Research), Peking University School of Oncology, Beijing Cancer Hospital and
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Abstract

OBJECTIVE To investigate the cardiac toxicity of sunitinib. METHODS HIC2 cells were exposed to sunitinib 0.1, 1
and 10 pmoI-L'1 for 24, 48 and 72 h. Cell viability was determined by MTT assay. Apoptosis, the level of intracellular
reactive oxygen species (ROS), mitochondrial membrane potential (A¥Ym) and caspase 3 activity were detected by flow
cytometry in the 24 h treatment group. RESUL TS Compared with normal control group, sunitinib 1 and 10 umol L1
significantly decreased cells viability by 22% and 32% for 24 h treatment group, by 48% and 68% for 48 h treatment
group, and by 62% and 82% for 72 h  treatment group (P<0.05). Compared with normal control group, sunitinib 1
and 10 umoI-L'1 significanty increased the level of intracellular ROS (4.41+0.76 vs 8.68+0.74, 3.57+1.45; P<<0.05) ,
significantly decreased the A¥m (309+6 vs 244+28, 174+2)(P<<0.05) , increased caspase 3 activity (0.96+0.13 vs
59.40+13.17, 79.90+0.06)(P<<0.05) , and decreased cell apoptosis ((6.03+0.40)% vs (21.05+5.55)%,
(59.05+4.62)%) (P<<0.05). CONCLUSION  Sunitinib could prompt the apoptosis of HOC2 cells through
mitochondrial pathway by generating intracellular ROS.
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