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INTRODUCTION Humanized RBM20 R634Q Mice Develop DCM that Mirrors Humanized RBM20 R634Q Mice Display Abnormal Splicing
» RNA-binding Motif Protein 20 (RBM20) plays a critical role in regulating RNA splicing in the Pathophysiology of Human RBM20 Cardiomyopathy of RBM20 Target Genes

cardiomyocytes, and mutations in the RBM20 gene are a significant cause of dilateo b We initiated del devel N < old mi 1 ced their b » Next, we assessed the splicing pattern of RBM20 targets, Ttn and Camk2d, in
cardiomyopathy (DCM). This genetic form of DCM is characterized by high penetrance € Initiated model development In 3-4 weeks old mice and tracked their nheart humanized RBM20 R634Q mice. Both heterozygous (hRBM20RE34C/hRBM20%) and

and an aggressive clinical course, frequently leading to severe outcomes such as heart fgnctlon Jsing echocar.dolog.raphy. Humamzed WT control mice (hRBMZO+/hRBMZQ+) homozygous mutant mice (hRBM20Re34CQ/hRBM20Re34Q) show abnormal splicing of Ttn
displayed no abnormalities in heart function. In contrast, heterozygous mutant mice

fallure, arrhythmias, and sudden cardiac death. The majority of RBMZ20 disease-causing (hRBM20RE34Q/hRBM20*) developed a DCM phenotype, characterized by a moderate and Camk2d genes. This observation suggests that the humanized mouse model
mutations cluster in a 5-amino-acid arginine/serine-rich (R/S rich) region, which decline in ejection fraction (EF) and left ventric’:ular chamber enlaraement described herein recapitulates gene splicing phenotypes of RBM20 cardiomyopathy.
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