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Mutations in domain Ill and IV of SCN5a in tunisian brugada patients
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Abstract

Mutations in the gene SCN5a is the most common genetic
cause of Brugada Syndrome (BS), a rare inherited cardiac
channelopathy, characterized by ST-segment elevation in the
right pericardial leads\VV1-V3 and right bundle-branch block. BS
presents with syncope and/or cardiac arrest due to ventricular
fibrillation in normal structural heart. SCN5a encodes an a-
subunit of the cardiac voltage-gated sodium channel (Nav1.5) at
3p21 with 28 exons encoding 2016 amino acids. More than 400
mutations are describedand up of 150 mutations are located in
domains Il and 1V of SCN5a. Here, we investigated nine
Tunisian families in whom BS has been identified clinically.
The aim was the optimisation of a genetic screening method for
causative mutation in domain Il and 1V of SCN5a using High
Resolution Melting (HRM). Sixteen patients were recruited
from departments of cardiology of Sousse and Sfax, genetic
family investigation, clinical data and informed consents are
acquired. Genomic DNA extraction was performed by the
phenol-chloroform method. Genetic analysis for the exons
coding to the whole domains DIl and DIV have been carried
out by polymerase chain reaction (PCR). HRM technical
assessement has been optimized. HRM results have been
verified by sequencing. As primary results, interpretation of
clinical data and genetic family investigations are in favor of
molecular basis for this channelopathy, which will be
confirmed by HRM and sequencing. This study will define
hotspot mutations in domain 11l and IV of SCN5a in Tunisian
Brugada patients and families, to improve the genetics
counseling and therapeutic management.
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