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“Doxorubicin is a commonly used chemotherapy drug that showed effective outcomes in treating many 
adult tumors and more than half of all childhood cancers, but its clinical usefulness is limited by 
doxorubicin-induced cardiotoxicity (DIC). A genetic variant of retinoic acid receptor gamma (RARγ, S427L) 
has been identified associated with DIC and is a potential genetic screening site for future personalized 
medicine.  

To better compare the functional impacts of this variant, we used genome-edited iPSC-CMs as isogenic 
study model. We performed protein structure modeling, luciferase reporter assay and RNA sequencing to 
investigate the role of RARγ-S427L in transcriptional response to DIC.” 
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