Letters to the Editor

CONFLICTS OF INTERESTS

None declared

REFERENCES

1. Ley Organica 15/2003 [Internet]. En: Jefatura del
Estado (Espaiia). Boletin Oficial del Estado N° 283
(26 Nov 2003). Madrid: Agencia Estatal BOE [cita-
do 12 Jul 2016]; 2003. Disponible en:

https://www.boe.es/boe/dias/2003/11/26/pdfs/A4
1842-41875.pdf

2. Basso C, Burke M, Fornes P, Gallagher PJ, de
Gouveia RH, Sheppard M, et al. Guidelines for au-
topsy investigation of sudden cardiac death. Vir-
chows Arch. 2008;452:11-8.

3. Oliva A, Brugada R, D'Aloja E, Boschi I, Partemi S,

Brugada J, et al State of the art in forensic inves-
tigation of sudden cardiac death. Am J Forensic
Med Pathol. 2010;31:1-16.

A clinico-pathological update in arrhythmogenic right ventricular
cardiomyopathy

Actualizacion clinico-patologica en la miocardiopatia arritmogénica del
ventriculo derecho

Gaetano Thiene"’, MD; Kalliopi Pilichou, MD; Stefania Rizzo, MD; Marialuisa Valente, MD; and

Cristina Basso, MD

Department of Cardiac, Thoracic and Vascular Sciences, University of Padua. Padua, Italy.

Received: April 18, 2017
Accepted: April 18, 2017

Key words: Arrhythmogenic right ventricular dysplasia, Sudden death, Cardiology, Pathology
Palabras clave: Displasia ventricular derecha arritmogénica, Muerte stibita, Cardiologia,

Patologia

To the Editor:

Arrhythmogenic cardiomyopathy (AC) is a heart
muscle disease characterized clinically by life-
threatening ventricular arrhythmias and patholog-
ically by an acquired and progressive dystrophy of
the ventricular myocardium with fibro-fatty replace-
ment. With an estimated prevalence of 1:2000-1:5000,
AC is listed among rare diseases. A familial back-
ground consistent with an autosomal-dominant trait
of inheritance is present in most of AC patients;
recessive variants have also been reported, either or
not associated with palmoplantar keratoderma and
woolly hair. AC-causing genes mostly encode major
components of the cardiac desmosomes and up to
50% of AC probands harbor mutations in one of
them. Mutations in non-desmosomal genes have
been also described in a minority of AC patients,
predisposing to the same or an overlapping disease

phenotype.

Compound/digenic heterozygosity was identified
in up to 25% of AC-causing desmosomal gene muta-
tion carriers, in part explaining the phenotypic vari-
ability. Abnormal trafficking of intercellular proteins
to the intercalated discs of cardiomyocytes and
Wnt/beta catenin and Hippo signaling pathways
have been implicated in disease pathogenesis. The
acquired and progressive myocyte death (either
apoptosis or necrosis) typically starts in the subepi-
cardial-midmural layers to move towards the endo-
cardium. AC is a major cause of sudden death in the
young and in athletes. The clinical picture may in-
clude a sub-clinical phase; an overt electrical disor-
der; and right ventricular or biventricular pump
failure. Ventricular fibrillation can occur at any
stage. Genotype-phenotype correlation studies led to
identify biventricular and dominant left ventricular
variants, thus supporting the use of the broader term
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AC.

Since there is no “gold standard” to reach the di-
agnosis of AC, multiple categories of diagnostic in-
formation have been combined and the criteria re-
cently updated, to improve diagnostic sensitivity
while maintaining specificity. Among diagnostic
tools, contrast enhanced cardiac magnetic reso-
nance is playing a major role in detecting left domi-
nant forms of AC, even preceding morpho-functional
abnormalities.

The main differential diagnoses are idiopathic
right ventricular outflow tract tachycardia, myocar-
ditis, sarcoidosis, dilated cardiomyopathy, right ven-
tricular infarction, congenital heart diseases with
right ventricular overload and athlete heart. A posi-
tive genetic test in the affected AC proband allows
early identification of asymptomatic carriers by cas-
cade genetic screening of family members. Risk
stratification remains a major clinical challenge and
antiarrhythmic drugs, catheter ablation and implant-
able cardioverter defibrillator are the currently
available therapeutic tools. Sport disqualification is
life-saving, since effort is a major trigger not only of
electrical instability but also of disease onset and
progression.

The presentation will review the current knowl-
edge of this rare cardiomyopathy, suggesting a flow-
chart for primary care clinicians, general and foren-
sic pathologists and geneticists.
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