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UVRAG has been suggested to regulate autophagy and endocytic trafficking. However, the physiological function of UVRAG remains elusive. We sought to determine the role of UVRAG in cardiac function by using UVRAG knockout mice generated by piggyBac transposition. Young UVRAG knockout mice exhibited normal cardiac morphology and function. However, old UVRAG knockout mice developed age-related cardiomyopathy with compromised cardiac function. In addition, the heart from old UVRAG-deficient mice showed impaired autophagic flux, increased apoptosis and enhanced pro-inflammatory cytokine expression. We then determine the impact of UVRAG deficiency on doxorubicin-induced cardiotoxicity. The mice at 2 months of age were treated with doxorubicin to induce cardiomyopathy. UVRAG knockout mice were more susceptible to doxorubicin-induced lethality. Moreover, UVRAG knockout mice showed decreased myocardial function accompanied by enhanced collagen accumulation, impaired autophagic flux, increased apoptosis and reactive oxygen species (ROS) production in the heart compared with wild type controls following doxorubicin treatment. Taking together, these data demonstrate that UVRAG plays a vital role in cardiac function.  

