A Novel Pkp2 Mouse Model of Genetic Arrhythmogenic Right Ventricular Cardiomyopathy and Its Rescue by Gene Therapy
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Introduction

MTN-401 gene replacement therapy prevented ARVC

Model #2: HFD accelerated and worsened RV dilation

phenotypes in Pkp2 KIXKO mice
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In Pkp2 Kl het mice

Arrhythmogenic right ventricular cardiomyopathy (ARVC) is an inherited cardiac disorder
affecting 1 in 5000 individuals worldwide © and an estimated 70,000 patients in the U.S.
Previous work has demonstrated that heterozygous mutations in the PKP2 gene, encoding
olakophilin-2, are the most common cause of ARVC (Brenda Gerull, et al). Lack of
plakophilin-2 degrades the structural integrity of the desmosomes, resulting in increased
electrical instability, fibrofatty muscle replacement and myocardial atrophy.

PKP2-associated ARVC iIs a progressive condition whose |
symptoms include palpitations, lightheadedness, fainting o £y
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