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Arrhythmogenic right ventricular cardiomyopathy (ARVC) is a familial cardiac disease associated with ventricular arrhythmias and an increased risk of sudden Single Dose Cardiac AAV:PKP2 Gene Therapy Demonstrates Disease Modification and Survival Benefit Therapy Prevents Fibrosis

cardiac death in adults and children. ARVC has an estimated prevalence in the general population of 1:2000 with the mean age of presentation before 40 years of
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age. Progressive disease eventually leads to moderate to severe RV dysfunction in approximately 45% of patients. Clinical management of ARVC patients P"‘*""““E:I::g'zﬁ';;t"e""ic'e Ofpl_":f‘;e\;';:;:'ic‘l’;?:i‘:::':fon SR O] WT
includes lifestyle modification, pharmacological treatment, catheter ablation, ICDs, and heart transplantation. Based on publicly available information to date, we
believe there are no approved treatments that address the underlying genetic causes of this disease. Therefore, a new treatment paradigm is needed to prevent + Control e )
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Desmosome gene Plakophilin-2 (PKPZ2) is the most frequently mutated gene responsible for up to 45% of ARVC cases. Our goal is to examine whether adeno- 2 0.10 éf_’:“—-/‘ f-i gﬁo-
associated virus (AAV)-mediated delivery of the wild-type (WT) transgene prevents ARVC development in a cardiac specific knock-out mouse model of Pkp2. Both 20.05_ 2 o 3 \ - Control n=10
PKP2-deficient human iPSC-derived cardiomyocytes and a Pkp2-cKO mouse model were developed to identify the molecular, structural, and functional signatures z ir 20- g 0 | ‘G"I“”"”af"’““"l |
that recapitulate human disease phenotypes. o 6w 3 4 .  eeks Post Induction
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A single dose of cardiac AAV:PKP2 gene delivery significantly improves life span of Pkp2-cKO ARVC mice by 1) restoring expression of desmosome components;
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2) preventing and reversing adverse right ventricular remodeling; 3) maintaining and improving ventricular functions; 4) preventing cardiac fibrosis and 5) reducing 'ng el & Py u ntricy ythmi

ventricular arrhythmia event frequency and severity. Additional studies on AAV:PKP2 gene therapy efficacy show a dose-dependency in disease modification and WT: Normal Sinus Rhythm . Control
survival benefit. Safety evaluation of AAV:PKP2 in WT mice shows no adverse effects on cardiac function and no changes in tissues examined. Our precilinical || ‘ k | ) \ } \ \ ] ‘J \ \ ‘ o ‘ I ‘ ‘ ‘ } | j \ ‘ ‘ ( t ‘ | o
results demonstrate that cardiac AAV:PKP2 gene therapy may be a promising therapeutic approach to treat ARVC patients with PKP2 mutations. TN-401, Tenaya’s L e o _‘:’:4 cosee
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AAV:PKP2 clinical drug candidate, is currently advancing into IND-enabling studies. Control: Abnormal Ventricular Beats (NSVT & PVCs) £ 31
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