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ABSTRACT 

Arrhythmogenic right ventricular cardiomyopathy (ARVC) is a rare genetically-

determined cardiac heart muscle disorder characterized by fibro-fatty 

replacement of the myocardium that results in heart failure and sudden cardiac 

death (SCD), predominantly in young males. The disease is often caused by 

mutations in genes encoding proteins of the desmosomal complex, with a 

significant minority caused by mutations in non-desmosomal proteins. Existing 

treatment options are based on SCD prevention with the implantable cardioverter 

defibrillator, antiarrhythmic drugs and anti-heart failure medication. Heart 

transplantation may also be required and there is currently no cure. Several 

genetically modified animal models have been developed to characterize the 

disease, assess its progression and determine the influence of potential 

environmental factors. These models have also been very valuable for 

translational therapeutic approaches, to screen new treatment options that 

prevent and/or reverse the disease. Here we review the available ARVC animal 

models reported to date, highlighting the most important pathophysiological 

findings and discussing the effect of treatments tested so far in this setting. We 

also describe gaps in our knowledge of the disease, with the goal of stimulating 

research and improving patient outcomes.  
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INTRODUCTION  
 
Arrhythmogenic right ventricular cardiomyopathy (ARVC) is an inherited heart 

muscle disease characterized by the progressive degeneration of cardiac 

myocytes, which are replaced by fibro-fatty tissue [44, 61]. While the disease was 

initially named because of right ventricle (RV) involvement [43], it can also affect 

the left ventricle, in which case it is frequently termed arrhythmogenic 

cardiomyopathy (AC) [25, 69]. Patients with right ventricular arrhythmias and left 

ventricular involvement have a worse prognosis [56]. ARVC is distinguished from 

dilated cardiomyopathy by a greater propensity towards arrhythmia [62, 69]. 

However, current diagnostic ARVC criteria focus on the RV and non-classical 

disease patterns could still be underdiagnosed [44]. ARVC can be a devastating 

disease since the first symptom is often sudden cardiac death (SCD) [71]. Clinical 

manifestations, such as dizziness, heart palpitations and SCD appear in young 

men from an average age of 31 [56]. Early manifestations of ARVC are frequently 

subclinical and escape detection by conventional imaging and surface 

electrocardiogram (ECG). Thus, in the early “hidden phase” of the disease, 

patients are asymptomatic even if they are at high risk for ventricular arrhythmia 

and SCD. Pathologically, the disease is characterized by myocardial atrophy, 

fibro-fatty replacement and chamber dilation [3, 44]. 

ARVC is a significant cause of premature SCD in young people and athletes, 

accounting for more than 10% of overall cases in these individuals, a five-fold 

increased risk as compared with non-athletes [5, 15]. Indeed, restriction from 

strenuous exercise is recommended for affected individuals and healthy mutation 

carriers in order to delay the progression of the disease [45]. Current treatment 

options for ARVC include the implantable cardioverter defibrillator (ICD) and 
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ventricular arrhythmia catheter ablation, as well as antiarrhythmic and anti-heart 

failure drugs to treat ventricular dysfunction and heart failure. These measures, 

however, do not completely prevent ARVC and treatment focuses on slowing 

disease progression by decreasing the burden of arrhythmias with anti-

arrhythmic drugs and preventing SCD with ICDs. Heart transplantation is often 

considered in the case of end-stage heart failure or an arrhythmia storm. Because 

the early molecular and cellular events underlying ARVC onset as well as its 

progression remain largely unknown, the current therapeutic modalities are 

mostly palliative (Figure 1). For these reasons, animal models are invaluable to 

help gain a deeper understanding of the molecular pathophysiological 

mechanisms of ARVC and to assist in the development of potential therapies that 

could ultimately be translated into clinical practice.  

Up to 60% of ARVC cases are attributed to mutations in genes encoding proteins 

of the desmosomal complex [34], an anchoring structure crucial for cell-to-cell 

adhesion, with the remaining cases caused by mutations in proteins beyond the 

desmosome. Desmosomes are complex structures that function to connect 

neighbouring cells to each other. In the heart, desmosomes are composed of five 

proteins (Figure 2) and are indispensable for electrical conduction and 

mechanical contraction in myocardial cells [58]. To date, human genetic studies 

of ARVC have identified 15 independent loci and 13 dominant ARVC-causing 

genes [17, 38, 63]. Different genotypes of ARVC are classified into several 

groups based on the causative mutated gene involved (Table 1) [58].  

This review focuses on the currently available animal, mostly mouse, models 

employed to study ARVC, and the pathophysiological mechanisms that have 

been reported to date. Based on the results obtained using a variety of 
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approaches, we discuss the utility and suitability of different models of ARVC in 

translational studies, including the role of exercise and new therapeutic targets. 

 
 

Desmosomal ARVC models  

The genetic basis of ARVC is largely attributed to mutations in the desmosomal 

complex. Desmosomes are multiprotein structures of the cell membrane that act 

as specialized cell-cell junctions, providing structural and functional integrity to 

adjacent cells. They are particularly abundant in epithelial cells and 

cardiomyocytes [27]. Desmosomes are composed of transmembrane 

desmosomal cadherins (desmocollin 2 and desmoglein 2), armadillo proteins 

(junctional plakoglobin [-catenin] and plakophilin 2) and the centralized plakin 

protein, desmoplakin, which links the junctional complex to the intermediate 

filament, desmin, maintaining the mechanical integrity of cardiac muscle [58] 

(Figure 2). They differ from other intercellular junctions since they resist 

mechanical stress, adopting a strongly adhesive state. In desmosomal ARVC, 

mechanical stress in contracting cardiomyocytes results in desmosomal 

instability, ultimately leading to cardiac dysfunction and cell death.  

The main function of desmosomes is thus to mechanically link tissues that 

experience mechanical stress. However, in many diseases related to the 

desmosome it is often difficult to ascribe all aspects of the phenotype to defective 

cell adhesion. Indeed, because desmosomes also participate in intracellular 

signaling networks, it is frequently not clear whether the symptoms that occur in 

human diseases that target desmosomes arise primarily from loss of adhesion or 

from modulation of desmosomal signaling pathways [26]. Desmosomal cadherins 

are involved in regulating crucial cellular processes such as proliferation, 
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differentiation and morphogenesis. While the mechanisms remain elusive, they 

may achieve this by regulating the availability of signaling molecules [58]. As we 

will discuss later, plakoglobin is closely related to -catenin and has a role in 

Wnt/-catenin signaling [24] (Figure 2). Desmosomes have also a critical role in 

embryonic development. Accordingly, it has been observed that homozygous null 

mutations in the genes encoding the desmosomal complex are embryonic lethal 

in mice [23, 24, 30, 66], whereas heterozygous null alleles for plakoglobin or 

plakophilin 2 cause little, if any, phenotypic changes without further stressors like 

ageing or exercise [24, 66, 75]. Further research is needed to define the signaling 

capacity of desmosomes and to specify the downstream consequences of their 

signaling activity.  

 

Desmoplakin 

Desmoplakin is the most abundant component of the desmosome [55]. It is 

encoded by the DSP gene, a member of the plakin family of coil-coiled proteins 

that lacks a transmembrane domain and resides in the cytoplasmic surface of the 

desmosome. Desmoplakin facilitates the association of the desmosome with 

intermediate filaments for desmosome assembly, cytoskeletal linkage and 

embryonic development [23]. Mutations in DSP can lead to ARVC in an 

autosomal dominant manner or to a more complex syndrome, called Carvajal 

syndrome, when inherited in an autosomal recessive manner. Carvajal patients 

present dilated cardiomyopathy, woolly hair and palmoplantar keratoderma [8]. 

No animal model is currently available for this syndrome. 

It has been described that systemic null mutations in DSP in mouse embryos lead 

to early lethality at embryonic day 6.5 [23]. In heterozygous mice expressing a 
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point mutation or a disrupted form of DSP [24, 75], plakoglobin is mislocalized to 

the nucleus, where it suppresses Wnt/-catenin canonical signaling. Inhibition of 

this pathway, a key regulator of the transcriptional switch from myogenesis to 

adipogenesis, leads to enhanced adipogenesis, fibrogenesis, and myocyte 

apoptosis, all of which are characteristic features of human ARVC. Moreover, 

reduced expression of DSP has been shown to cause mislocalization of the gap 

junctional protein connexin 43 in a cardiomyocyte-specific DSP 

haploinsufficiency mouse model [28], which presents significant alterations in 

conduction-repolarization kinetics that precedes morphological changes 

detectable on conventional cardiac imaging. In the cardiomyocyte-specific DSP-

knockout mouse (DSP-cKO) [41], which models a biventricular form of human 

ARVC, mutant hearts harbor defects in desmosomal structural integrity, a primary 

causes of dysfunction in this model. Furthermore, connexin 40 expression is 

dramatically downregulated in cardiomyocytes of the ventricular conduction 

system in DSP-cKO hearts, illustrating the importance for anchoring 

desmosomes in the cardiac conduction system. Moreover, the Wnt/-catenin 

signaling pathway is unimpaired and the mechanism by which the adipogenesis 

switch occurs is different to that of the models described above. The authors of 

this study posit that a dose-dependent loss of DSP would lead to downregulation 

of connexin 43, resulting in conduction abnormalities prior to the molecular 

dissociation of the mechanical junction complex, and preceding the fibro-fatty 

manifestation observed in ARVC.  

These models have assigned a central role for DSP in the desmosomal structure, 

and while it lacks a transmembrane domain, it is essential to anchor desmosomal 

proteins and to provide structural integrity to the cell membrane 
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Plakophilin 2 

Plakophilin 2 (PKP2) is an armadillo-related protein located in the outer dense 

plaque of desmosomes that links desmosomal cadherins with DSP and 

intermediate filaments. PKP2 facilitates lateral interaction of the desmosomal 

cadherins desmocollin and desmoglein using its N-terminal domain [26]. In 

humans, autosomal dominant mutations in PKP2 are the most common genetic 

cause of ARVC, contributing to approximately 70% of familial ARVC cases [72].  

Germline PKP2 deficiency in mice results in heart rupture during cardiac 

development [30]. It has been described that PKP2 deficiency provokes a 

reduction in the association of the cardiac junctional plaques with DSP, 

plakoglobin and desmosomal cadherins, which is consistent with the reduced 

architectural stability of the intercalated discs (IDs) in ARVC9. Nevertheless, 

some elements of the ID remain intact, for example, several armadillo proteins 

such as -catenin and plakoglobin remain in their correct locations, indicating that 

their binding to other plaque components is sufficient for their junctional 

integration. As the developing embryonic heart is particularly vulnerable to 

diverse forms of weakening of cardiomyocyte adhesion, these findings lead to 

the conclusion that PKP2 is a key organizer of cardiac architecture during 

embryogenesis. That PKP2 is the only plakophilin present in cardiac adherens 

junctions may explain go some way to this extraordinary sensitivity in mutant 

hearts. 

Further studies performed on PKP2 heterozygous (PKP2+/-) mice revealed 

myocyte sodium current defects, suggesting cross-talk between the desmosome 

and sodium channel complex, and pointing to the potential contribution of sodium 
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current dysfunction to arrhythmias. In contrast to other animal models of 

desmosomal deficiency, PKP2+/- mice do not seem to develop overt structural 

disease, as PKP2+/- hearts show ultrastructural, but not histological or gross 

anatomical differences when compared with wild-type (WT) littermates [11]. 

Although this could be considered a weakness of the model, it nonetheless 

enables the study of arrhythmogenic substrates in the absence of structural 

involvement. 

Zebrafish models have also been used to study PKP2-related ARVC. PKP2 

morphant embryos show a reduced number of ID and increased intracellular 

space, leading to an enlarged atrium and abnormal ventricular looping [54]. As in 

the mouse, PKP2 would have both structural and signaling roles in the developing 

zebrafish heart. 

 

Desmoglein 2 and Desmocollin 2 

The desmosomal cadherins –desmogleins and democollins– are single 

transmembrane glycoproteins that bridge the space between adjacent cardiac or 

epithelial cells. They mediate Ca2+-dependent homophilic interactions between 

the extracellular regions of desmosomal cadherins, providing additional support 

for their adhesive functions [21]. The intracellular domain of desmosomal 

cadherins binds to two proteins of the armadillo family, plakoglobin and 

plakophilin, forming an indirect link to desmoplakin and desmin. 

Inactivation of the DSG2 gene by homologous recombination in embryonic stem 

cells to generate a DSG2-/- knockout mouse model results in embryonic lethality 

[21], indicating that DSG2 has essential functions for early embryo development. 

To circumvent the embryonic lethality of DSG2-/- mice, which hinders the 
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characterization of the role of DSG2 in the post-natal heart, Pilichou et al. 

generated a transgenic mouse with cardiac overexpression of the N271S 

mutation of DSG2, equivalent to N266S in humans. This mutation recapitulates 

key clinical features of ARVC10 including spontaneous ventricular arrhythmias 

and sudden death, cardiac dysfunction, biventricular dilatation and ventricular 

aneurysms. In this model, myocyte necrosis was considered the central initiator 

of myocardial dystrophy, which would subsequently trigger an inflammatory 

response and massive calcification within the myocardium, followed by injury 

repair with replacement of dead cardiomyocytes by fibrous tissue [60]. The model 

does not exhibit fatty infiltration, which was traditionally a characteristic finding in 

human ARVC, although no longer a specific ARVC diagnostic criterion. Proposed 

explanations for the absence of fat deposition in mice transgenic for mutant 

DSG2, as well as in other models, include the difference between species and 

the fact that the mouse heart does not show evidence of epicardial fat. This 

feature is different from the human heart, where a physiological amount of fatty 

tissue can always be found in the subepicardium. 

From further study of the N271S transgenic mouse, the same authors found an 

in vivo interaction between DSG2 and the Na(V)1.5 sodium channel protein, 

indicating that conduction disturbances and electrical instability would be early 

events of ARVC disease, before structural changes to the myocardium [64]. This 

analysis, along with the study of a cardiomyocyte-specific DSG2 knockout model 

[35], also showed intercellular space widening at the level of the ID 

(desmosomes/adherens junctions), indicating compromised adhesion of 

cardiomyocytes. These data strongly support an important adhesive role for 

DSG2.  
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In contrast to desmoglein 2, almost no functional knockout models are available 

for desmocollin 2 (DSC2). Nevertheless, a very recent study provided evidence 

that the microRNA, miR-130a, targets DSC2 [49]. Although this mouse model 

does not directly target DSC2, transgenic mice overexpressing miR-130a 

presented an 80% reduction in the protein expression of DSC2 in the myocardium 

together with right ventricular dilation. Moreover, surface ECG revealed 

spontaneous premature ventricular complexes, and histological examination 

showed fibrosis and lipid accumulation within both ventricles. Thus, miR-130a 

overexpression results in a disease phenotype characteristic of ARVC11. In 

another recent study, Brodehl et al. developed a transgenic mouse model 

overexpressing DSC2 specifically in cardiac myocytes to determine its potential 

contribution to cardiomyopathy and intercellular adhesion pathology [9]. 

Transgenic mice developed a severe cardiac biventricular dysfunction that was 

accompanied by necrosis, calcification and early up-regulation of inflammatory 

and fibrotic remodeling pathways. However, the mice did not present ventricular 

arrhythmias or SCD. Moreover, the expression of endogenous desmosomal 

proteins including DSG2, plakoglobin and DSP was downregulated in mutant 

mice only in fibrotic areas, indicating a local remodeling process due to the 

replacement of cardiomyocytes rather than a global downregulation of 

endogenous desmosomal genes. This remodeling would alter cell-to-cell 

adhesion, a process that must be fine-tuned in cardiomyocytes for their proper 

contraction. 

Overall, results from these mouse models reveal that the cadherins desmoglein 

2 and desmocollin 2 are not functionally interchangeable. Although desmosomal 

proteins remain efficiently recruited to and associated with the ID in the absence 
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of DSG2, the desmosomal structure per se is not maintained. Conversely, 

desmosomal proteins are downregulated in the absence of DSC2.  

DSC2-related ARVC has also been studied in zebrafish. Morpholino knockdown 

of DSC2 in zebrafish embryos was shown to recapitulate the effects of a 

heterozygous mutation (c.631-2A/G) causing ARVC in humans [33]. Loss of 

DSC2 resulted in a reduction in the desmosomal plaque area, loss of desmosome 

extracellular electron-dense midlines and associated myocardial contractility 

defects, indicating that DSC2 is necessary for normal myocardial structure and 

function[33].  

 

Plakoglobin 

Plakoglobin (-catenin, JUP) is a member of the armadillo family of proteins, 

which is characterized by domains with tandem arm repeats that form a distinct 

three-dimensional structure, allowing them to interact with distinct partners. JUP 

can be found in the desmosomal plaque and in intermediate junctions, as well as 

freely diffusible in the cytosol. In desmosomes, JUP is involved in the anchorage 

of cytoskeletal filaments to specific cadherins. JUP is an essential component of 

cardiac but not of epithelial desmosomes during embryonic development, and 

mutations in the protein lead to a highly penetrant form of ARVC, ARVC12 [6]. 

JUP and the closely related homologous protein -catenin share 88% amino acid 

identity and functionally complete for common protein binding partners [39]. It has 

been described that homozygous JUP mutant mice die from embryonic day 10.5 

onwards due to severe heart defects [6, 66], although some can survive until late 

gestation and die around birth [6] likely due to partially compensatory 

mechanisms between JUP and β-catenin. Enhanced adipogenesis due to 



14 
 

suppression of Wnt/-catenin signaling has been demonstrated in a mouse 

model of truncated JUP [13]. 

To overcome embryonic lethality in homozygous JUP mutant mice, Li et al. [39] 

generated a cardio-restricted conditional JUP knockout model using Cre/loxP 

technology. Knockout mice developed cardiomyopathy 5 months after 

recombination at 6–8 weeks of age, and presented progressive loss of cardiac 

myocytes, extensive inflammatory infiltration, fibrous tissue replacement and 

cardiac dysfunction, essentially mirroring the phenotype of ARVC patients. 

Nonetheless, no spontaneous or induced cardiac arrhythmias were detected in 

these mice, and more than 50% of JUP cardiac-deficient mice survived 17 

months after recombination. Given that ARVC predominantly affects the young, 

ablating JUP at embryonic or early postnatal stages may be more physiologically 

informative. 

To circumvent the embryonic lethality found in the mouse model and because 

zebrafish can survive a few days without a cardiovascular system, other authors 

have turned to this model system to examine JUP function. Morpholino-induced 

JUP knockdown resulted in a reduced number of adhesion junction proteins that 

could only be partially compensated by -catenin [47]. Cardiac defects found in 

the JUP zebrafish model are similar to those observed after DSC2 knockdown in 

zebrafish [33] or mouse [6, 66]. 

Overall, these models indicate that the loss of JUP from the desmosome cannot 

be compensated by -catenin, which leads to an altered desmosome structure. 

Moreover, JUP is able to antagonize -catenin signaling in the heart. 

While autosomal dominant is the most common pattern of inheritance in ARVC, 

a recessive form of JUP deficiency that presents with ARVC and a cutaneous 
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phenotype has also been reported. Naxos disease, named after the Greek island 

of Naxos where the first cases were described, is caused by a frameshift mutation 

in JUP, resulting in premature termination and expression of a truncated protein 

[50]. Phenotypically, Naxos disease is characterized by woolly hair, which 

appears from birth, palmoplantar keratoderma, which develops during the first 

year of life, and cardiomyopathy, which is clinically manifested by adolescence 

with 100% penetrance. Several mouse models have successfully reproduced 

Naxos disease, showing defects in embryonic skin architecture and extreme 

sensitivity to mechanical stress [6, 7, 77]. Unfortunately, mutant mice die during 

late embryogenesis or soon after birth, indicating that there could be differences 

in the mutant JUP expression levels between human patients and mouse models, 

or divergent requirements for the amount of JUP in the two species. 

 

Non-desmosomal ARVC models  

While the non-desmosomal ARVC subtype is less common, several animal 

models have been developed to reproduce different aspects of ARVC 

pathogenesis. Notwithstanding the fact that some of the mutations have not yet 

been reported in human patients with ARVC, the models recapitulate most of the 

features of the human disease and could improve our understanding of the 

mechanisms involved and also help in the development of new therapies. 

  

Laminin receptor 1 (LAMR1)  
 
Mutations in the nuclear protein laminin receptor 1 (LAMR1) have not been 

detected in humans; however, a serendipitous mouse model carrying a LAMR1 

mutation induced by a transcribed intron-processed retroposon was discovered 
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to present an ARVC phenotype [1]. Phenotype penetrance was almost 100% and 

macroscopic examination of the heart at 8 weeks of age showed massive fibrosis 

limited to the RV. Histological analysis revealed macrophage infiltration between 

fibrotic and viable tissue and no fat infiltration was reported. Whereas 

electrocardiographic monitoring failed to reveal ventricular tachyarrhythmias, a 

prolonged QRS duration was detected by ECG. These findings were 

subsequently confirmed in two independent transgenic mouse expressing 

mutant LAMR1 [1]. 

 

Striatin  

ARVC is the most prevalent primary myocardial disease in Boxer dogs. It was 

first described by Harpster in the 1980s [31]. These animals present a naturally 

occurring form of ARVC. The disease is familial and seems to be inherited as 

autosomal dominant with reduced penetrance [52]. In the Boxer dog, ARVC is 

characterized by fibro-fatty replacement of the left or right ventricle, as observed 

in humans, and symptoms include SCD, ventricular arrhythmias and syncope [4].  

Striatin is a scaffold protein expressed in cardiomyocytes that associates with 

caveolin and calmodulin, which are key regulators of excitation-contraction 

coupling in the heart [52]. An eight base-pair deletion in the striatin gene (STRN) 

has been proposed as the causal mutation for ARVC in the Boxer dog [52]. More 

recently, a pedigree-based genetic study found that both affected and unaffected 

dogs presented the aforementioned variant, and that not all Boxer dogs with 

ARVC carried this mutation. Nevertheless, the STRN mutation is genetically 

linked to the responsible gene, located on chromosome 17, which was associated 
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with Boxer dog ARVC [10]. Further study of this locus is needed to clarify the role 

of striatin or other genes in this disease. 

 

Ryanodine receptor 2 (RYR2) 

Ryanodine receptor 2 (RYR2) is a Ca2+ channel that mediates calcium release 

from the sarcoplasmic reticulum [51]. Patients with RYR2 pathogenic mutations 

normally present with structurally normal hearts and catecholaminergic 

polymorphic ventricular tachycardia (CPVT) [37]. Although an association with 

ARVC was proposed in one Italian family [73], most cardiologists believe that the 

RYR2 mutated phenotype should be labeled as CPVT and not be considered an 

ARVC-causing gene. However, a recent genetic screening of ARVC patients 

without desmosomal gene mutations revealed a 9% prevalence of rare missense 

RYR2 variants, which is higher than the estimated frequency in controls [65]. 

Boxer dogs also present a spontaneous form of ARVC associated with a 

deficiency in calstabin2, a RyR2 modulator [59]. In this animal model, RYR2 

expression is decreased in all cardiac chambers as compared with controls. The 

predisposition to ARVC may reflect a lower baseline concentration of RYR2 

protein caused by calstabin2 depletion.  

 

Regulators of desmosomes. 

It has been recently observed that deficiency of the inhibitor of apoptosis-

stimulating protein p53 (iASPP) caused by spontaneous mutations is associated 

with a lethal autosomal recessive cardiomyopathy in cattle [70] and mice [32]. 

Similar to some human ARVC subtypes including Naxos disease, cattle showed 

woolly hair and mice presented skin abnormalities. iASPP is also a key regulator 
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of desmosomes and forms a ternary complex with desmoplakin and desmin. To 

explore why this defect caused cardiomyopathy, Notari et al. surveyed the 

distribution of iASPP in humans and mice [57], and detected expression at the 

cardiomyocyte ID in post-mortem human donors and in WT mice. They further 

showed that the presence of desmin, DSP, JUP and N-cadherin at the ID was 

strikingly decreased in iASPP-deficient mice when compared with WT 

specimens. However, the localization of β-catenin was preserved and co-

precipitation with specific antibodies demonstrated that iASPP interacted more 

directly with desmin and DSP and had a minimal effect on the remaining 

desmosomal components. Cardiac magnetic resonance imaging in 12-week-old 

iASPP-deficient mice revealed biventricular dilation and systolic dysfunction, and 

histological analysis revealed lipid droplets at the sites of fibrosis, which is 

consistent with an ARVC phenotype. Moreover, iASPP-deficient mice presented 

spontaneous non-sustained ventricular tachycardia (VT) and a lower median 

survival than WT littermates [57]. Cardiomyocytes of humans with ARVC were 

subsequently analyzed and showed reduction or even loss of iASPP in most of 

the cases compared with controls. Given these findings, the authors suggested 

that mutations in the iASPP gene (PPP1R13L) may contribute to human ARVC; 

however, no pathogenic mutations have been reported to date in patients with 

ARVC. The main findings of each of the aforementioned ARVC mouse models 

are summarized in Table 2.  

 
 
 
Effects of exercise in ARVC animal models 
 
Competitive sports have been associated with a worse prognosis in patients with 

ARVC. When compared with inactive ARVC subjects or those who participate in 
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recreational sports, athletes with ARVC were found to have a two-fold increased 

risk for ventricular tachyarrhythmia and death [67]. Furthermore, frequent and 

endurance exercise has been related to an increased likelihood of an ARVC 

diagnosis, ventricular arrhythmias and heart failure in desmosomal mutation 

carriers [34]. The mechanisms by which physical activity promotes disease 

progression, however, remain elusive. 

To investigate whether susceptibility to mechanical cardiac strain contributes to 

ARVC, Kirchhof et al. studied the effects of aging and exercise on heterozygous 

JUP-deficient mice [36]. At 10 months of age, all heterozygous mice had 

increased right ventricular volume, reduced right ventricular function, and 

increased spontaneous ventricular ectopy as compared with WT littermates. 

Moreover, a subgroup of mice subjected to endurance training (swimming and 

running on a floating wheel) presented premature right ventricular dilatation and 

dysfunction at 5 to 6 months of age, while no changes were observed in the 

trained WT subgroup [36]. Additionally, heterozygous JUP-deficient mice 

presented a higher incidence of VT than WT mice at the age of 10 months and 

this occurred 4 months earlier in trained specimens, indicating that endurance 

training accelerated the development of right ventricular dysfunction. As occurs 

in patients with ARVC, VT seems to originate from the RV in this model; however, 

unlike humans, no repolarization abnormalities were observed on ECG and no 

fibro-fatty replacement was found in the RV in these mice. Further analysis by 

the same group showed that myocardial concentration of connexin 43 was 

reduced in mutant mice, possibly explaining the conduction slowing and VT 

inducibility due to an increase in re-entry substrate [22]. 
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Using a transgenic cardiac-specific overexpression model of a desmoplakin 

mutation (DSP R2834H), Matherus et al. also observed accelerated cardiac 

remodeling in response to endurance exercise (daily running) [46]. Whereas 

cardiac function was preserved in all mice, mutant animals presented RV dilation 

and focal fat infiltration. All sedentary mice with DSP overexpression, both mutant 

and WT, showed an up-regulation of -catenin compared with non-transgenic 

littermates. Upon exercise, non-transgenic mice presented increased levels of 

nuclear and cytoplasmic -catenin, whereas cytoplasmic levels decreased in 

mice overexpressing the WT form of DSP, and both nuclear and cytoplasmic 

levels decreased in mice overexpressing the R2834H DSP form. This latter group 

also presented patchy focal interstitial fibrosis in the RV. Furthermore, activation 

of GSK3-, a -catenin regulator, was seen only in mutant mice [46]. Overall, 

these results point to an impairment in Wnt/-catenin signaling in exercised mice 

expressing mutant DSP.  

DSP-cKO mice with specific homozygous loss of desmoplakin in cardiomyocytes, 

described earlier, recapitulate the postnatal disease features of a biventricular 

form of ARVC [41]. They also present increased susceptibility to exercise and 

catecholamine-induced arrhythmias, suggesting that exercise can exacerbate 

the ARVC phenotype. These findings are consistent with the aforementioned 

observations that ARVC is a common cause of sudden death, especially in young 

athletes.  

The effect of endurance training on cardiac manifestations of ARVC has also 

been studied in a novel PKP2 R735X dominant-negative mouse model using 

adeno-associated virus gene delivery. Expression of the mutant protein was 

induced after a single adeno-associated virus type 9 injection [18], and 
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endurance exercise training (swimming) was initiated 2 weeks later. After 10 

months, trained but not sedentary mice developed RV dysfunction. Moreover, 

connexin 43 presented an abnormal localization and a punctate distribution at the 

ID only in exercised-mutant mice. 

These results collectively show that murine models reproduce the association 

between endurance training and ARVC observed in humans: it worsens 

prognosis by an increased incidence of ventricular arrhythmias and cardiac 

dysfunction and it accelerates disease progression in healthy mutation carriers.  

 

Effect of therapies  

Current ARVC treatment is fundamentally palliative and is based on the 

prevention of SCD by implanting an ICD [14, 16] and on management of heart 

failure, including heart transplant. The main goals in the evaluation and 

management of ARVC are early diagnosis, SCD risk stratification, minimizing 

ventricular arrhythmias, and delaying the progression of disease. 

While ICD implantation represents a major advance in human ARVC treatment 

by preventing SCD [68], implants may cause clinical complications. Indeed, a 

study carried out on 610 ARVC patients with ICD showed that up to 20% of these 

individuals have complications, with the most frequent being the difficulty of 

electrode positioning (18.4%), followed by electrode dysfunction (9.8%), 

electrode shift (3.3%) and infection (1.4%) [68]. Furthermore, ICD focuses only 

on SCD prevention or treatment and does not consider the molecular 

mechanisms of the disease and its progression to heart failure. Thus, animal 

models represent an excellent tool to improve our understanding of the disease, 

to test existing therapies and to develop new pathophysiology-based therapies. 
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Along this line, a heterozygous JUP-deficient mouse model was used to test the 

usefulness of load-reducing therapy consisting of furosemide and nitrates [22]. 

Echocardiographic analysis revealed that therapy prevented the increase of the 

RV area and volume and normalized VT inducibility in JUP mutant mice, 

suggesting that load-reducing therapy prevents training-induced ARVC. 

Surprisingly, to the best of our knowledge, no other commonly used drug therapy 

such as ACE inhibitors or beta-blockers has been published in ARVC animal 

models thus far.  

To generate a screenable model of AC, Asimaki et al. used the GAL4/UAS 

transactivation system to create a cardiac-specific transgenic zebrafish line 

overexpressing the human 2057del2 mutation in JUP [2]. Transgenic zebrafish 

developed mild bradycardia, a decreased stroke volume and a reduction in 

cardiac output within 2 days of fertilization, and cardiomyopathy was fully 

penetrant at 4–6 weeks, with cardiomegaly, cachexia and peripheral edema. 

Furthermore, mortality at 80 days was significantly higher in mutant zebrafish 

than in control animals (45% survival in mutants versus 77% in controls). The 

zebrafish model was subsequently used to test pharmacological suppressors of 

the disease phenotype by high-throughput chemical screening. This search 

identified a GSK3β inhibitor (SB216763) that prevented heart failure and reduced 

mortality in this model [2]. The same authors tested SB216763 in a DSG2 mutant 

mouse model and initiated therapy from 3 weeks of age, before the onset of the 

disease. By 8 weeks of age, treated mutant mice presented a significantly higher 

LV ejection fraction than untreated mutants, which was similar to values in WT 

controls [12]. SB216763 therapy also prevented cardiac dysfunction in response 

to exercise in the same model. Animals were trained to swim from 5 to 16 weeks 
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of age and treatment with SB216763 improved survival and LV function among 

mutants. In the same study, mice with a mutation in JUP were also treated with 

SB216763. Both DSG2 and JUP untreated mutants exhibited focal areas of 

fibrosis and inflammation that was absent in SB216763-treated equivalent mice. 

Furthermore, the abnormal localization of GSK3β at the ID in mutant mice was 

reversed by SB216763 treatment [12] and translocated back to the cytoplasm, its 

normal location. The same authors showed that neonatal rat ventricular myocytes 

expressing a JUP or a PKP2 mutation had a normal distribution of ID proteins 

when GSK3β was knocked down. Overall, these findings support the key role of 

aberrant GSK3β signaling in ARVC pathogenesis. Indeed, GSK3β inactivation 

has been shown to be beneficial in other cardiovascular pathological settings, 

including myocardial infarction [74], ischemia/reperfusion injury [53], and 

pressure overload [48]. That said, it has to be considered that GSK3β is involved 

in several cellular processes and that its inactivation affects numerous signaling 

pathways. GSK3 inhibition may also have beneficial effects in other settings, 

such as improving glycemic metabolism or inducing apoptosis in cancer [42]. 

Therefore, the lack of specificity GSK3β inhibitors could result in undesired side 

effects. 

 

Conclusions and future perspectives  

It is evident that results in animal models, while direct and robust (Table 2), still 

require complementary studies in human patients with ARVC. In the interim, it is 

important to characterize the effects of genetic mutations and to attempt to 

establish associations with clinical phenotypes. In the early stages of the disease, 

the “hidden phase”, patients are asymptomatic even if they are at high risk for 
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ventricular arrhythmia and SCD. Thus, the identification of the initial molecular 

events triggering the disease must be a major aim of future studies.  

 

Other inherited heart diseases, such as hypertrophic cardiomyopathy, have 

benefited from animal models to create new molecular therapies that are 

currently being tested in clinical trials [29]. Furthermore, viral-mediated gene 

therapy has also been proposed to treat other genetically-determined heart 

diseases. For example, calsequestrin-2 (CASQ2) overexpression in 

cardiomyocytes was found to improve cardiac function in a mouse model of CPVT 

[19, 20]. The same authors subsequently showed that the administration of 

CASQ2 restored the physiological function of calsequestrin-2 protein in human 

induced pluripotent stem cells derived from patients [40]. These results pave the 

way for individualized genetic therapies in cardiomyopathies, including ARVC.   

To date, the GSK3β inhibitor SB216763 is the only molecule that has been shown 

to change the course of disease in murine models by enhancing β-catenin 

signaling. It was initially discovered via chemical drug screening in a zebrafish 

model, which may represent a powerful platform for future ARVC drug research 

and should be further explored. The Wnt/-catenin pathway appears to have a 

central role in the pathogenesis of ARVC and is a key regulator of myogenesis 

versus adipogenesisis. As it is specifically blunted in ARVC patients and mouse 

models, reduced Wnt/-catenin signaling leads to enhanced adipogenesis, a 

characteristic feature of ARVC. These emerging concepts need be explored in 

depth in future research. In this regard, recent data on microRNA profiling in 

ARVC using functional enrichment analysis have shown a correlation between 

miR-21-5p and miR-135b and the Wnt pathway [76]. Of interest, these 
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microRNAs also target Hippo signaling, which interacts with the Wnt/β-catenin 

pathway, and whose pathogenic activation leads to enhanced adipogenesis in 

ARVC [13]. These findings may guide the search for new microRNA-based 

therapeutic targets to modify Wnt/-catenin and Hippo signaling to improve the 

outcome of ARVC. 

Finally, while ARVC is mainly a disease of desmosomal proteins, future research 

should explore mechanisms beyond the desmosome that may lead to the 

identification of curative therapies that target specific pathogenic pathways. 

Although it is evident that certain aspects of human ARVC remain to be 

demonstrated in animal models (Figure 1), they represent the best available tools 

to improve our knowledge of the pathophysiology of human disease and to 

explore the best strategy for effective treatment. Additionally, animal models have 

shed light on some other relevant issues, such as the effect of physical activity 

on accelerating disease progression. These findings are very important for 

clinically unaffected mutation carriers, as they confirm what has already been 

observed in humans. 

Future research should take into account that many animal models are currently 

available, and that they are reproducible and offer promising therapeutic 

solutions. An example of this are the β-catenin activators that have demonstrated 

a central role for GSK3 in ARVC and could shape future research in this area. 
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ARVC 
type 

Gene Location Recessive 
form 

Model 
refs 

Exercise 
refs 

Treatment 
refs 

Comments 

ARVC1 TGF3 14q24.3      

ARVC2 RYR2 1q43  [31]   Causes CPVT. 
No longer 
recognized as 
an ARVC-
causing gene. 

ARVC3 Unknown 14q12-q22      

ARVC4 TTN 2q32.1-
q32.3 

    Causes DCM. 
Not uniformly 
recognized as 
an ARVC-
causing gene 

ARVC5 TMEM43 3p25.1      

ARVC6 Unknown 10p14-p12      

ARVC7 DES 2q35     Can cause DCM 
or RCM  

ARVC8 DSP 6p24.3 Carvajal 
syndrome 

[13, 23, 
24, 28, 
41, 75] 

[41, 46] [57]  

ARVC9 PKP2 12p11  [11, 30, 
54]  

[18]   

ARVC10 DSG2 18q12.1  [21, 35, 
60, 64] 

[12] [12]  

ARVC11 DSC2 18q12.1  [9, 33, 

49] 

   

ARVC12 JUP 17q21.2 Naxos 
disease 

[6, 7, 
13, 39, 
47, 66, 

77] 

[22, 36] [12, 22, 77]  

ARVC13 CTNNA3 10q21.3      

- PLN 6q22.31     Causes DCM. 
Not uniformly 
recognized as 

an ARVC-
causing gene 

- LMNA 1q22     Only DCM 
models. Not 

uniformly 
recognized as 

an ARVC-
causing gene 

 

Table 1. Type, causative mutated gene and gene location associated with 

human ARVC. CTNNA3: Catenin Alpha 3; DES: desmin; DSC2: desmocollin 2; 

DSG2: desmoglein 2; DSP: desmoplakin; DCM: dilated cardiomyopathy; JUP: 

junction plakoglobin; LMNA: Lamin A/C; RCM: restrictive cardiomyopathy; RYR2: 

ryanodine receptor 2; TTN: titin; TGF3: transforming growth factor beta 3; 
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TMEM43: transmembrane protein 43; PKP2: plakophilin 2; PLN: 

Phospholamban. References are listed for the animal model as well as for the 

effect of exercise in the model and/or a treatment tested. There are no animal 

models for the ARVC types not having references listed.  

 

 

 

Protein Gene mutation / 
defect 

What have we learned? Reference 

Desmoplakin DSP-null • Early embryonic lethality [23] 
DSPR2834H point 
mutation 

• JUP is mislocalized to the nucleus 
• Interruption of DSP-desmin interaction at 
intercalated discs  
• Increased cardiomyocyte apoptosis, 
cardiac fibrosis, and lipid accumulation 
• Ventricular enlargement and cardiac 
dysfunction in both ventricles 

[75] 

DSP+/- • Reduced expression of desmoplakin 
leading to connexin mislocalization 
• Alterations in conduction-repolarization 
kinetics prior to morphological changes 

[28] 

DSP cardiac-
specific KO 

• Downregulation of connexin 43 

• Wnt/-catenin signaling pathway is 
unimpaired 
• Ventricular arrhythmias exacerbated by 
exercise and cathecolamines 

[41] 

Exons 4-5 deletion • Cardiomyopathy develops by 8 weeks of 
age 
• Absence of DSG2 protein by 16 weeks of 
age 
• Abnormal JUP and connexin 43 at myocyte 
junctions 
• SB216763 prevents cardiac dysfunction 
and fibrosis 

[12] 

Plakophilin 2 PKP2 null • Decreased association of cardiac junctional 
plaques with DSP, JUP and desmosomal 
cadherins 

• -catenin and JUP remain in their correct 
locations 
• Heart rupture during cardiac development 

[30] 

 PKP2+/- • Myocyte sodium current defects  
• No histological or anatomical differences 
versus controls 

[11] 

 PKP2 morpholino 
KO  

• Cardiac edema, blood pooling, heart 
looping failure and decreased heart rate 
• Abnormal desmosomes 

[54] 

Desmoglein 2 DSG2 KO • Embryonic lethal for all DSG2-/- and some 
DSG2+/- 

[21] 

 DSG2 
overexpression 

• Necrosis, inflammatory response and 
myocardial calcification  
• No fatty infiltration 
• Ventricular arrhythmias and sudden death 
• Cardiac dysfunction, biventricular dilation 

[60] 

 DSG2 
overexpression 

• In vivo interaction between DSG2 and 

Na(V)1.5 
[64] 



28 
 

• Electrical instability before structural 
changes of the myocardium 

 DSG2 cardiac-
specific KO 

• Space widening in ID and reduction in 
action potential 
• Compromised adhesion of cardiomyocytes 

[35] 

Desmocollin 2 miR-130a 
overexpression 

• miR-130a represses 80% of DSC2 
translation in the myocardium 
• Biventricular fibrosis and lipid accumulation 
• Right ventricular dilation, premature 
ventricular complexes 

[49] 

 DSC2 cardiac 
overexpression 

• Biventricular dysfunction 
• Cardiac fibrosis, necrosis and calcification 
• Early inflammatory and fibrotic remodeling 
pathways up-regulated 

[9] 

 DSC2 (c. 631-2A/G) • Heterozygous morpholino induced mutation 
in zebrafish 
• Desmosome structure disruption 
• Contraction defects 

[33] 

Plakoglobin JUP null • Embryonic lethality between days 12 and 
16 

[66] 

 JUP null • Embryonic lethality from embryonic day 
10.5 onward; some die around birth 
• Partially compensatory mechanisms for 
JUP and β-catenin 
• JUP translocates to the nucleus  

• Suppression of the Wnt/-catenin signaling 
pathway 
• Enhanced adipogenesis 

[6] 

 JUP null • beta-catenin becomes localized to 
desmosomes and associated with 
desmoglein 

[7] 

 JUP cardiomyocyte-
specific KO 

• Cardiomyopathy develops by 6–8 weeks of 
age 
• Loss of cardiac myocytes, inflammatory 
infiltration, fibrous tissue replacement and 
cardiac dysfunction 
• No spontaneous or induced arrhythmias 

[39] 

 Cardiac specific 
truncated JUP 
(Myh6:JUP) 

• Suppression of the Wnt/-catenin signaling 
pathway 
• Pathogenic activation of the Hippo pathway 
• Enhanced adipogenesis 

[13] 

 Truncated JUP: 2-
base pair deletion 
(OriNax) or last 5 
exons fused 
(FuseNax) 

• Naxos disease models: OriNax and 
FuseNax 
• OriNax: low levels of truncated JUP, 
perinatal lethality without arrhythmogenic 
cardiomyopathy. Skin and hair abnormalities 
• FuseNax: WT levels of truncated JUP, no 
cardiac defect, no hair and skin abnormalities 

[77] 

 JUP2157del2 mutation • Focal areas of inflammation and increased 
cardiomyocyte apoptosis 
• Reduced JUP signal at intercalated disks 
• SB216763 prevents cardiac dysfunction 
and fibrosis 

[12] 

 JUP-1b morpholino 
KO 

• JUP-1b is the zebrafish transcript variant of 
human JUP 
• Cardiac defects similar to DSC2 
knockdown in zebrafish or mouse 

[47] 

Laminin 
receptor 1 

Lamr1-tp1 encoded 
retroposon 

• Fibrosis limited to the right ventricle, no fat 
infiltration 
• ARVC phenotype by 8 weeks of age (100% 
penetrance) 

 [1]  

Inhibitor of 
apoptosis-
stimulating 
protein p53 

(iASPP) 

iASPP deficiency • iASPP interacts with DES and DSP, with 
minimal effects on other desmosomal 
components  
• Preserved β-catenin localization 
• Biventricular dilation and systolic 
dysfunction by 12 weeks of age 

[57] 
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Table 2. Highlights from ARVC animal models published to date 

 

 

Figures 

Figure 1. Achievements to date in ARVC research and medical management 

(left) and what remains to be addressed to reach an effective therapy to cure the 

disease (right). 

Figure 2. The desmosome (central part) and signaling pathways implicated to 

date in the progression of ARVC in WT (left) and pathological ARVC (right and 

shaded) conditions. Activating (black) and inactivating (red) phosphorylations. 

Upon exercise, JUP can translocate to the nucleus. When DSP is altered in 

ARVC, JUP is either translocated to the nucleus, inhibiting Wnt/-catenin 

pathway, or sequestered at the cell membrane with DSP. Frz: Frizzled receptor 

of Wnt. Arrows, translocation to the nucleus; IS: intercellular space; PM: plasma 

membrane; -cat: -catenin; desmin (medium green); DSC2: desmocollin 2 

(blue); DSG2: desmoglein 2 (red); DSP: desmoplakin (yellow); Frz: Frizzled 

receptor; JUP: junction plakoglobin (light grey); PKP2: plakophilin 2 (dark grey); 

TCF/LEF: T-cell factor/lymphoid enhancer factor.   



30 
 

REFERENCES 

1.  Asano Y, Takashima S, Asakura M, Shintani Y, Liao Y, Minamino T, 

Asanuma H, Sanada S, Kim J, Ogai A, Fukushima T, Oikawa Y, Okazaki 

Y, Kaneda Y, Sato M, Miyazaki J, Kitamura S, Tomoike H, Kitakaze M, 

Hori M (2004) Lamr1 functional retroposon causes right ventricular 

dysplasia in mice. Nat Genet 36:123–130. doi: 10.1038/ng1294 

2.  Asimaki A, Kapoor S, Plovie E, Karin Arndt A, Adams E, Liu Z, James CA, 

Judge DP, Calkins H, Churko J, Wu JC, MacRae CA, Kleber AG, Saffitz 

JE (2014) Identification of a New Modulator of the Intercalated Disc in a 

Zebrafish Model of Arrhythmogenic Cardiomyopathy. Sci Transl Med 

6:240ra74. doi: 10.1126/scitranslmed.3008008 

3.  Basso C, Corrado D, Marcus FI, Nava A, Thiene G (2009) 

Arrhythmogenic right ventricular cardiomyopathy. Lancet 373:1289–1300. 

doi: 10.1016/S0140-6736(09)60256-7 

4.  Basso C, Fox PR, Meurs KM, Towbin JA, Spier AW, Calabrese F, Maron 

BJ, Thiene G (2004) Arrhythmogenic Right Ventricular Cardiomyopathy 

Causing Sudden Cardiac Death in Boxer Dogs: A New Animal Model of 

Human Disease. Circulation 109:1180–1185. doi: 

10.1161/01.CIR.0000118494.07530.65 

5.  Basso C, Thiene G, Corrado D, Angelini A, Nava A, Valente M (1996) 

Arrhythmogenic Right Ventricular Cardiomyopathy: Dysplasia, Dystrophy, 

or Myocarditis? Circulation 94:983–991. doi: 10.1161/01.CIR.94.5.983 

6.  Bierkamp C, Mclaughlin KJ, Schwarz H, Huber O, Kemler R (1996) 

Embryonic heart and skin defects in mice lacking plakoglobin. Dev Biol 

180:780–785. doi: 10.1006/dbio.1996.0346 



31 
 

7.  Bierkamp C, Schwarz H, Huber O, Kemler R (1999) Desmosomal 

localization of beta-catenin in the skin of plakoglobin null-mutant mice. 

Development 126:371–381. 

8.  Bolling MC, Jonkman MF (2009) Skin and heart: Une liaison dangereuse. 

Exp Dermatol 18:658–668. doi: 10.1111/j.1600-0625.2009.00908.x 

9.  Brodehl A, Belke DD, Garnett L, Martens K, Abdelfatah N, Rodriguez M, 

Diao C, Chen Y-X, Gordon PMK, Nygren A, Gerull B (2017) Transgenic 

mice overexpressing desmocollin-2 (DSC2) develop cardiomyopathy 

associated with myocardial inflammation and fibrotic remodeling. PLoS 

One 12:e0174019. doi: 10.1371/journal.pone.0174019 

10.  Cattanach BM, Dukes-McEwan J, Wotton PR, Stephenson HM, Hamilton 

RM (2015) A pedigree-based genetic appraisal of Boxer ARVC and the 

role of the Striatin mutation. Vet Rec 176:492–492. doi: 

10.1136/vr.102821 

11.  Cerrone M, Noorman M, Lin X, Chkourko H, Liang F-X, van der Nagel R, 

Hund T, Birchmeier W, Mohler P, van Veen T a, van Rijen H V, Delmar M 

(2012) Sodium current deficit and arrhythmogenesis in a murine model of 

plakophilin-2 haploinsufficiency. Cardiovasc Res 95:460–468. doi: 

10.1093/cvr/cvs218 

12.  Chelko SP, Asimaki A, Andersen P, Bedja D, Amat-Alarcon N, 

DeMazumder D, Jasti R, MacRae CA, Leber R, Kleber AG, Saffitz JE, 

Judge DP (2016) Central role for GSK3β in the pathogenesis of 

arrhythmogenic cardiomyopathy. JCI Insight 1:1–20. doi: 

10.1172/jci.insight.85923 

13.  Chen SN, Gurha P, Lombardi R, Ruggiero A, Willerson JT, Marian AJ 



32 
 

(2014) The hippo pathway is activated and is a causal mechanism for 

adipogenesis in arrhythmogenic cardiomyopathy. Circ Res 114:454–468. 

doi: 10.1161/CIRCRESAHA.114.302810 

14.  Corrado D, Calkins H, Link MS, Leoni L, Favale S, Bevilacqua M, Basso 

C, Ward D, Boriani G, Ricci R, Piccini JP, Dalal D, Santini M, Buja G, 

Iliceto S, Estes NAM, Wichter T, McKenna WJ, Thiene G, Marcus FI 

(2010) Prophylactic Implantable Defibrillator in Patients With 

Arrhythmogenic Right Ventricular Cardiomyopathy/Dysplasia and No Prior 

Ventricular Fibrillation or Sustained Ventricular Tachycardia. Circulation 

122:1144–1152. doi: 10.1161/CIRCULATIONAHA.109.913871 

15.  Corrado D, Fontaine G, Marcus FI, McKenna WJ, Nava A, Thiene G, 

Wichter T (2000) Arrhythmogenic right ventricular 

dysplasia/cardiomyopathy: need for an international registry. European 

Society of Cardiology and the Scientific Council on Cardiomyopathies of 

the World Heart Federation. J Cardiovasc Electrophysiol 11:827–832. 

16.  Corrado D, Leoni L, Link MS, Della Bella P, Gaita F, Curnis A, Salerno 

JU, Igidbashian D, Raviele A, Disertori M, Zanotto G, Verlato R, Vergara 

G, Delise P, Turrini P, Basso C, Naccarella F, Maddalena F, Estes NAM, 

Buja G, Thiene G (2003) Implantable Cardioverter-Defibrillator Therapy 

for Prevention of Sudden Death in Patients with Arrhythmogenic Right 

Ventricular Cardiomyopathy/Dysplasia. Circulation 108:3084–3091. doi: 

10.1161/01.CIR.0000103130.33451.D2 

17.  Corrado D, Link MS, Calkins H (2017) Arrhythmogenic Right Ventricular 

Cardiomyopathy. N Engl J Med 376:61–72. doi: 10.1056/NEJMra1509267 

18.  Cruz FM, Sanz-Rosa D, Roche-Molina M, García-Prieto J, García-Ruiz 



33 
 

JM, Pizarro G, Jiménez-Borreguero LJ, Torres M, Bernad A, Ruíz-Cabello 

J, Fuster V, Ibáñez B, Bernal JA (2015) Exercise triggers ARVC 

phenotype in mice expressing a disease-causing mutated version of 

human plakophilin-2. J Am Coll Cardiol 65:1438–1450. doi: 

10.1016/j.jacc.2015.01.045 

19.  Denegri M, Avelino-Cruz JE, Boncompagni S, De Simone SA, Auricchio 

A, Villani L, Volpe P, Protasi F, Napolitano C, Priori SG (2012) Viral gene 

transfer rescues arrhythmogenic phenotype and ultrastructural 

abnormalities in adult calsequestrin-null mice with inherited arrhythmias. 

Circ Res 110:663–668. doi: 10.1161/CIRCRESAHA.111.263939 

20.  Denegri M, Bongianino R, Lodola F, Boncompagni S, De Giusti VC, E. 

Avelino-Cruz J, Liu N, Persampieri S, Curcio A, Esposito F, Pietrangelo L, 

Marty I, Villani L, Moyaho A, Baiardi P, Auricchio A, Protasi F, Napolitano 

C, Priori SG (2014) Single delivery of an adeno-associated viral construct 

to transfer the CASQ2 gene to knock-in mice affected by 

catecholaminergic polymorphic ventricular tachycardia is able to cure the 

disease from birth to advanced age. Circulation 129:2673–2681. doi: 

10.1161/CIRCULATIONAHA.113.006901 

21.  Eshkind L, Tian Q, Schmidt A, Franke WW, Windoffer R, Leube RE 

(2002) Loss of desmoglein 2 suggests essential functions for early 

embryonic development and proliferation of embryonal stem cells. Eur J 

Cell Biol 81:592–598. doi: 10.1078/0171-9335-00278 

22.  Fabritz L, Hoogendijk MG, Scicluna BP, Van Amersfoorth SCM, 

Fortmueller L, Wolf S, Laakmann S, Kreienkamp N, Piccini I, Breithardt G, 

Ruiz Noppinger P, Witt H, Ebnet K, Wichter T, Levkau B, Franke WW, 



34 
 

Pieperhoff S, De Bakker JMT, Coronel R, Kirchhof P (2011) Load-

reducing therapy prevents development of arrhythmogenic right 

ventricular cardiomyopathy in plakoglobin-deficient mice. J Am Coll 

Cardiol 57:740–750. doi: 10.1016/j.jacc.2010.09.046 

23.  Gallicano GI, Kouklis P, Bauer C, Yin M, Vasioukhin V, Degenstein L, 

Fuchs E (1998) Desmoplakin is required early in development for 

assembly of desmosomes and cytoskeletal linkage. J Cell Biol 143:2009–

2022. doi: 10.1083/jcb.143.7.2009 

24.  Garcia-gras E, Lombardi R, Giocondo MJ, Willerson JT, Schneider MD, 

Khoury DS, Marian AJ (2006) Suppression of canonical Wnt/beta-catenin 

signaling by nuclear plakoglobin recapitulates phenotype of 

arrhytmogenic right ventricular cardiomyopathy. J Clin Invest 116:2012–

2021. doi: 10.1172/JCI27751DS1 

25.  Garcia-Pavia P, Syrris P, Salas C, Evans A, Mirelis JG, Cobo-Marcos M, 

Vilches C, Bornstein B, Segovia J, Alonso-Pulpon L, Elliott PM (2011) 

Desmosomal protein gene mutations in patients with idiopathic dilated 

cardiomyopathy undergoing cardiac transplantation: a clinicopathological 

study. Heart 97:1744–1752. doi: 10.1136/hrt.2011.227967 

26.  Garrod D, Chidgey M (2008) Desmosome structure, composition and 

function. Biochim Biophys Acta 1778:572–587. doi: 

10.1016/j.bbamem.2007.07.014 

27.  Gerull B, Heuser A, Wichter T, Paul M, Basson CT, McDermott DA, 

Lerman BB, Markowitz SM, Ellinor PT, MacRae CA, Peters S, 

Grossmann KS, Michely B, Sasse-Klaassen S, Birchmeier W, Dietz R, 

Breithardt G, Schulze-Bahr E, Thierfelder L (2004) Mutations in the 



35 
 

desmosomal protein plakophilin-2 are common in arrhythmogenic right 

ventricular cardiomyopathy. Nat Genet 36:1162–1164. doi: 

10.1038/ng1461 

28.  Gomes J, Finlay M, Ahmed AK, Ciaccio EJ, Asimaki A, Saffitz JE, Quarta 

G, Nobles M, Syrris P, Chaubey S, McKenna WJ, Tinker A, Lambiase PD 

(2012) Electrophysiological abnormalities precede overt structural 

changes in arrhythmogenic right ventricular cardiomyopathy due to 

mutations in desmoplakin-A combined murine and human study. Eur 

Heart J 33:1942–1953. doi: 10.1093/eurheartj/ehr472 

29.  Green EM, Wakimoto H, Anderson RL, Evanchik MJ, Gorham JM, 

Harrison BC, Henze M, Kawas R, Oslob JD, Rodriguez HM, Song Y, Wan 

W, Leinwand LA, Spudich JA, McDowell RS, Seidman JG, Seidman CE 

(2016) A small-molecule inhibitor of sarcomere contractility suppresses 

hypertrophic cardiomyopathy in mice. Science (80- ) 351:617–621. doi: 

10.1126/science.aad3456 

30.  Grossmann KS, Grund C, Huelsken J, Behrend M, Erdmann B, Franke 

WW, Birchmeier W (2004) Requirement of plakophilin 2 for heart 

morphogenesis and cardiac junction formation. J Cell Biol 167:149–160. 

doi: 10.1083/jcb.200402096 

31.  Harpster NK (1991) Boxer cardiomyopathy. A review of the long-term 

benefits of antiarrhythmic therapy. Vet Clin North Am Small Anim Pract 

21:989–1004. 

32.  Herron BJ (2005) A mutation in NFkB interacting protein 1 results in 

cardiomyopathy and abnormal skin development in wa3 mice. Hum Mol 

Genet 14:667–677. doi: 10.1093/hmg/ddi063 



36 
 

33.  Heuser A, Plovie ER, Ellinor PT, Grossmann KS, Shin JT, Wichter T, 

Basson CT, Lerman BB, Sasse-Klaassen S, Thierfelder L, MacRae CA, 

Gerull B (2006) Mutant Desmocollin-2 Causes Arrhythmogenic Right 

Ventricular Cardiomyopathy. Am J Hum Genet 79:1081–1088. doi: 

10.1086/509044 

34.  James CA, Bhonsale A, Tichnell C, Murray B, Russell SD, Tandri H, 

Tedford RJ, Judge DP, Calkins H (2013) Exercise Increases Age-Related 

Penetrance and Arrhythmic Risk in Arrhythmogenic Right Ventricular 

Dysplasia/Cardiomyopathy–Associated Desmosomal Mutation Carriers. J 

Am Coll Cardiol 62:1290–1297. doi: 10.1016/j.jacc.2013.06.033 

35.  Kant S, Holthöfer B, Magin TM, Krusche CA, Leube RE (2015) 

Desmoglein 2–Dependent Arrhythmogenic Cardiomyopathy Is Caused by 

a Loss of Adhesive FunctionCLINICAL PERSPECTIVE. Circ Cardiovasc 

Genet 8:553–563. doi: 10.1161/CIRCGENETICS.114.000974 

36.  Kirchhof P, Fabritz L, Zwiener M, Witt H, Schafers M, Zellerhoff S, Paul 

M, Athai T, Hiller K-H, Baba HA, Breithardt G, Ruiz P, Wichter T, Levkau 

B (2006) Age- and Training-Dependent Development of Arrhythmogenic 

Right Ventricular Cardiomyopathy in Heterozygous Plakoglobin-Deficient 

Mice. Circulation 114:1799–1806. doi: 

10.1161/CIRCULATIONAHA.106.624502 

37.  Laitinen PJ, Brown KM, Piippo K, Swan H, Devaney JM, Brahmbhatt B, 

Donarum E a, Marino M, Tiso N, Viitasalo M, Toivonen L, Stephan D a, 

Kontula K (2001) Mutations of the Cardiac Ryanodine Receptor (RyR2) 

Gene in Familial Polymorphic Ventricular Tachycardia. Circulation 

103:485–490. doi: 10.1161/01.CIR.103.4.485 



37 
 

38.  Lazzarini E, Jongbloed JDH, Pilichou K, Thiene G, Basso C, Bikker H, 

Charbon B, Swertz M, van Tintelen JP, van der Zwaag PA (2015) The 

ARVD/C genetic variants database: 2014 update. Hum Mutat 36:403–

410. doi: 10.1002/humu.22765 

39.  Li J, Swope D, Raess N, Cheng L, Muller EJ, Radice GL (2011) Cardiac 

Tissue-Restricted Deletion of Plakoglobin Results in Progressive 

Cardiomyopathy and Activation of -Catenin Signaling. Mol Cell Biol 

31:1134–1144. doi: 10.1128/MCB.01025-10 

40.  Lodola F, Morone D, Denegri M, Bongianino R, Nakahama H, Rutigliano 

L, Gosetti R, Rizzo G, Vollero A, Buonocore M, Napolitano C, Condorelli 

G, Priori SG, Di Pasquale E (2016) Adeno-associated virus-mediated 

CASQ2 delivery rescues phenotypic alterations in a patient-specific model 

of recessive catecholaminergic polymorphic ventricular tachycardia. Cell 

Death Dis 7:e2393. doi: 10.1038/cddis.2016.304 

41.  Lyon RC, Mezzano V, Wright AT, Pfeiffer E, Chuang J, Banares K, 

Castaneda A, Ouyang K, Cui L, Contu R, Gu Y, Evans SM, Omens JH, 

Peterson KL, McCulloch AD, Sheikh F (2014) Connexin defects underlie 

arrhythmogenic right ventricular cardiomyopathy in a novel mouse model. 

Hum Mol Genet 23:1134–1150. doi: 10.1093/hmg/ddt508 

42.  Marchand B, Tremblay I, Cagnol S, Boucher MJ (2012) Inhibition of 

glycogen synthase kinase-3 activity triggers an apoptotic response in 

pancreatic cancer cells through JNK-dependent mechanisms. 

Carcinogenesis 33:529–537. doi: 10.1093/carcin/bgr309 

43.  Marcus FI, Fontaine GH, Guiraudon G, Frank R, Laurenceau JL, 

Malergue C, Grosgogeat Y (1982) Right ventricular dysplasia: a report of 



38 
 

24 adult cases. Circulation 65:384–98. doi: 10.1111/j.1542-

474X.1999.tb00372.x 

44.  Marcus FI, McKenna WJ, Sherrill D, Basso C, Bauce B, Bluemke DA, 

Calkins H, Corrado D, Cox MGPJ, Daubert JP, Fontaine G, Gear K, 

Hauer R, Nava A, Picard MH, Protonotarios N, Saffitz JE, Sanborn DMY, 

Steinberg JS, Tandri H, Thiene G, Towbin JA, Tsatsopoulou A, Wichter T, 

Zareba W (2010) Diagnosis of Arrhythmogenic Right Ventricular 

Cardiomyopathy/Dysplasia: Proposed Modification of the Task Force 

Criteria. Circulation 121:1533–1541. doi: 

10.1161/CIRCULATIONAHA.108.840827 

45.  Maron BJ, Udelson JE, Bonow RO, Nishimura RA, Ackerman MJ, Estes 

NAM, Cooper LT, Link MS, Maron MS (2015) Eligibility and 

Disqualification Recommendations for Competitive Athletes With 

Cardiovascular Abnormalities: Task Force 3: Hypertrophic 

Cardiomyopathy, Arrhythmogenic Right Ventricular Cardiomyopathy and 

Other Cardiomyopathies, and Myocarditis. J Am Coll Cardiol 66:2362–

2371. doi: 10.1016/j.jacc.2015.09.035 

46.  Martherus R, Jain R, Takagi K, Mendsaikhan U, Turdi S, Osinska H, 

James JF, Kramer K, Purevjav E, Towbin JA (2016) Accelerated cardiac 

remodeling in desmoplakin transgenic mice in response to endurance 

exercise is associated with perturbed Wnt/β-catenin signaling. Am J 

Physiol - Hear Circ Physiol 310:H174–H187. doi: 

10.1152/ajpheart.00295.2015 

47.  Martin ED, Moriarty MA, Byrnes L, Grealy M (2009) Plakoglobin has both 

structural and signalling roles in zebrafish development. Dev Biol 327:83–



39 
 

96. doi: 10.1016/j.ydbio.2008.11.036 

48.  Matsuda T, Zhai P, Maejima Y, Hong C, Gao S, Tian B, Goto K, Takagi H, 

Tamamori-Adachi M, Kitajima S, Sadoshima J (2008) Distinct roles of 

GSK-3 and GSK-3 phosphorylation in the heart under pressure overload. 

Proc Natl Acad Sci 105:20900–20905. doi: 10.1073/pnas.0808315106 

49.  Mazurek SR, Calway T, Harmon C, Farrell P, Kim GH (2016) MicroRNA-

130a Regulation of Desmocollin 2 in a Novel Model of Arrhythmogenic 

Cardiomyopathy. MicroRNA (Shariqah, United Arab Emirates)  

50.  McKoy G, Protonotarios N, Crosby A, Tsatsopoulou A, Anastasakis A, 

Coonar A, Norman M, Baboonian C, Jeffery S, McKenna WJ (2000) 

Identification of a deletion in plakoglobin in arrhythmogenic right 

ventricular cardiomyopathy with palmoplantar keratoderma and woolly 

hair (Naxos disease). Lancet 355:2119–2124. doi: 10.1016/S0140-

6736(00)02379-5 

51.  Meurs KM, Lacombe VA, Dryburgh K, Fox PR, Reiser PRPR, Kittleson 

MD (2006) Differential expression of the cardiac ryanodine receptor in 

normal and arrhythmogenic right ventricular cardiomyopathy canine 

hearts. Hum Genet 120:111–118. doi: 10.1007/s00439-006-0193-2 

52.  Meurs KM, Mauceli E, Lahmers S, Acland GM, White SN, Lindblad-Toh K 

(2010) Genome-wide association identifies a deletion in the 3′ 

untranslated region of Striatin in a canine model of arrhythmogenic right 

ventricular cardiomyopathy. Hum Genet 128:315–324. doi: 

10.1007/s00439-010-0855-y 

53.  Miura T, Tanno M (2010) Mitochondria and GSK-3β in Cardioprotection 

Against Ischemia/Reperfusion Injury. Cardiovasc Drugs Ther 24:255–263. 



40 
 

doi: 10.1007/s10557-010-6234-z 

54.  Moriarty MA, Ryan R, Lalor P, Dockery P, Byrnes L, Grealy M (2012) 

Loss of plakophilin 2 disrupts heart development in zebrafish. Int J Dev 

Biol 56:711–718. doi: 10.1387/ijdb.113390mm 

55.  Mueller H, Franke WW (1983) Biochemical and immunological 

characterization of desmoplakins I and II, the major polypeptides of the 

desmosomal plaque. J Mol Biol 163:647–71. 

56.  Nava A, Bauce B, Basso C, Muriago M, Rampazzo A, Villanova C, 

Daliento L, Buja G, Corrado D, Danieli GA, Thiene G (2000) Clinical 

profile and long-term follow-up of 37 families with arrhythmogenic right 

ventricular cardiomyopathy. J Am Coll Cardiol 36:2226–2233. doi: 

10.1016/S0735-1097(00)00997-9 

57.  Notari M, Hu Y, Sutendra G, Dedeić Z, Lu M, Dupays L, Yavari A, Carr C 

a., Zhong S, Opel A, Tinker A, Clarke K, Watkins H, Ferguson DJP, 

Kelsell DP, de Noronha S, Sheppard MN, Hollinshead M, Mohun TJ, Lu X 

(2015) iASPP, a previously unidentified regulator of desmosomes, 

prevents arrhythmogenic right ventricular cardiomyopathy (ARVC)-

induced sudden death. Proc Natl Acad Sci 112:E973–E981. doi: 

10.1073/pnas.1408111112 

58.  Ohno S (2016) The genetic background of arrhythmogenic right 

ventricular cardiomyopathy. J Arrhythmia 32:398–403. doi: 

10.1016/j.joa.2016.01.006 

59.  Oyama MA, Reiken S, Lehnart SE, Chittur S V., Meurs KM, Stern J, 

Marks AR (2008) Arrhythmogenic right ventricular cardiomyopathy in 

Boxer dogs is associated with calstabin2 deficiency. J Vet Cardiol 10:1–



41 
 

10. doi: 10.1016/j.jvc.2008.04.003 

60.  Pilichou K, Remme CA, Basso C, Campian ME, Rizzo S, Barnett P, 

Scicluna BP, Bauce B, van den Hoff MJB, de Bakker JMT, Tan HL, 

Valente M, Nava A, Wilde AAM, Moorman AFM, Thiene G, Bezzina CR 

(2009) Myocyte necrosis underlies progressive myocardial dystrophy in 

mouse dsg2 -related arrhythmogenic right ventricular cardiomyopathy. J 

Exp Med 206:1787–1802. doi: 10.1084/jem.20090641 

61.  Pilichou K, Thiene G, Bauce B, Rigato I, Lazzarini E, Migliore F, 

Perazzolo Marra M, Rizzo S, Zorzi A, Daliento L, Corrado D, Basso C 

(2016) Arrhythmogenic cardiomyopathy. Orphanet J Rare Dis 11:33. doi: 

10.1186/s13023-016-0407-1 

62.  Pinto YM, Elliott PM, Arbustini E, Adler Y, Anastasakis A, Böhm M, Duboc 

D, Gimeno J, de Groote P, Imazio M, Heymans S, Klingel K, Komajda M, 

Limongelli G, Linhart A, Mogensen J, Moon J, Pieper PG, Seferovic PM, 

Schueler S, Zamorano JL, Caforio ALP, Charron P (2016) Proposal for a 

revised definition of dilated cardiomyopathy, hypokinetic non-dilated 

cardiomyopathy, and its implications for clinical practice: a position 

statement of the ESC working group on myocardial and pericardial 

diseases. Eur Heart J 37:1850–1858. doi: 10.1093/eurheartj/ehv727 

63.  te Rijdt WP, Jongbloed JD, de Boer RA, Thiene G, Basso C, van den 

Berg MP, van Tintelen JP (2014) Clinical utility gene card for: 

arrhythmogenic right ventricular cardiomyopathy (ARVC). Eur J Hum 

Genet 22:1–4. doi: 10.1038/ejhg.2013.124 

64.  Rizzo S, Lodder EM, Verkerk AO, Wolswinkel R, Beekman L, Pilichou K, 

Basso C, Remme CA, Thiene G, Bezzina CR (2012) Intercalated disc 



42 
 

abnormalities, reduced Na+ current density, and conduction slowing in 

desmoglein-2 mutant mice prior to cardiomyopathic changes. Cardiovasc 

Res 95:409–418. doi: 10.1093/cvr/cvs219 

65.  Roux-Buisson N, Gandjbakhch E, Donal E, Probst V, Deharo J-C, 

Chevalier P, Klug D, Mansencal N, Delacretaz E, Cosnay P, Scanu P, 

Extramiana F, Keller D, Hidden-Lucet F, Trapani J, Fouret P, Frank R, 

Fressart V, Fauré J, Lunardi J, Charron P (2014) Prevalence and 

significance of rare RYR2 variants in arrhythmogenic right ventricular 

cardiomyopathy/dysplasia: Results of a systematic screening. Hear 

Rhythm 11:1999–2009. doi: 10.1016/j.hrthm.2014.07.020 

66.  Ruiz P, Brinkmann V, Ledermann B, Behrend M, Grund C, Thalhammer 

C, Vogel F, Birchmeier C, Günthert U, Franke WW, Birchmeier W (1996) 

Targeted mutation of plakoglobin in mice reveals essential functions of 

desmosomes in the embryonic heart. J Cell Biol 135:215–225. doi: 

10.1083/jcb.135.1.215 

67.  Ruwald A-C, Marcus F, Estes NAM, Link M, McNitt S, Polonsky B, 

Calkins H, Towbin JA, Moss AJ, Zareba W (2015) Association of 

competitive and recreational sport participation with cardiac events in 

patients with arrhythmogenic right ventricular cardiomyopathy: results 

from the North American multidisciplinary study of arrhythmogenic right 

ventricular cardiomyopath. Eur Heart J 36:1735–1743. doi: 

10.1093/eurheartj/ehv110 

68.  Schinkel AFL (2013) Implantable Cardioverter Defibrillators in 

Arrhythmogenic Right Ventricular Dysplasia/Cardiomyopathy: Patient 

Outcomes, Incidence of Appropriate and Inappropriate Interventions, and 



43 
 

Complications. Circ Arrhythmia Electrophysiol 6:562–568. doi: 

10.1161/CIRCEP.113.000392 

69.  Sen-Chowdhry S, Syrris P, Prasad SK, Hughes SE, Merrifield R, Ward D, 

Pennell DJ, McKenna WJ (2008) Left-Dominant Arrhythmogenic 

Cardiomyopathy. J Am Coll Cardiol 52:2175–2187. doi: 

10.1016/j.jacc.2008.09.019 

70.  Simpson MA, Cook RW, Solanki P, Patton MA, Dennis JA, Crosby AH 

(2009) A mutation in NFκB interacting protein 1 causes cardiomyopathy 

and woolly haircoat syndrome of Poll Hereford cattle. Anim Genet 40:42–

46. doi: 10.1111/j.1365-2052.2008.01796.x 

71.  Thiene G, Nava A, Corrado D, Rossi L, Pennelli N (1988) Right 

Ventricular Cardiomyopathy and Sudden Death in Young People. N Engl 

J Med 318:129–133. doi: 10.1056/NEJM198801213180301 

72.  van Tintelen JP (2006) Plakophilin-2 Mutations Are the Major Determinant 

of Familial Arrhythmogenic Right Ventricular Dysplasia/Cardiomyopathy. 

Circulation 113:1650–1658. doi: 10.1161/CIRCULATIONAHA.105.609719 

73.  Tiso N, Stephan DA, Nava  a, Bagattin A, Devaney JM, Stanchi F, 

Larderet G, Brahmbhatt B, Brown K, Bauce B, Muriago M, Basso C, 

Thiene G, Danieli G a, Rampazzo A (2001) Identification of mutations in 

the cardiac ryanodine receptor gene in families affected with 

arrhythmogenic right ventricular cardiomyopathy type 2 (ARVD2). Hum 

Mol Genet 10:189–194. doi: 10.1093/hmg/10.3.189 

74.  Woulfe KC, Gao E, Lal H, Harris D, Fan Q, Vagnozzi R, DeCaul M, Shang 

X, Patel S, Woodgett JR, Force T, Zhou J (2010) Glycogen Synthase 

Kinase-3 Regulates Post-Myocardial Infarction Remodeling and Stress-



44 
 

Induced Cardiomyocyte Proliferation In Vivo. Circ Res 106:1635–1645. 

doi: 10.1161/CIRCRESAHA.109.211482 

75.  Yang Z (2006) Desmosomal Dysfunction due to Mutations in 

Desmoplakin Causes Arrhythmogenic Right Ventricular 

Dysplasia/Cardiomyopathy. Circ Res 99:646–655. doi: 

10.1161/01.RES.0000241482.19382.c6 

76.  Zhang H, Liu S, Dong T, Yang J, Xie Y, Wu Y, Kang K, Hu S, Gou D, Wei 

Y (2016) Profiling of differentially expressed microRNAs in 

arrhythmogenic right ventricular cardiomyopathy. Sci Rep 6:28101. doi: 

10.1038/srep28101 

77.  Zhang Z, Stroud MJ, Zhang J, Fang X, Ouyang K, Kimura K, Mu Y, 

Dalton ND, Gu Y, Bradford WH, Peterson KL, Cheng H, Zhou X, Chen J 

(2015) Normalization of Naxos plakoglobin levels restores cardiac 

function in mice. J Clin Invest 125:1708–1712. doi: 10.1172/JCI80335 

 



Figure 1 revised Click here to download Figure Figure 1.jpg 

http://www.editorialmanager.com/bric/download.aspx?id=148767&guid=f8717a10-6f13-4645-8906-5ae78c7118b2&scheme=1
http://www.editorialmanager.com/bric/download.aspx?id=148767&guid=f8717a10-6f13-4645-8906-5ae78c7118b2&scheme=1


Figure 2 revised Click here to download Figure Figure 2.jpg 

http://www.editorialmanager.com/bric/download.aspx?id=148768&guid=b8bf4173-c012-42af-b001-6545cbb1a7a4&scheme=1
http://www.editorialmanager.com/bric/download.aspx?id=148768&guid=b8bf4173-c012-42af-b001-6545cbb1a7a4&scheme=1



