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regarding the manuscript “Missense variant E1295K of sodium channel SCN5A associated with 

recurrent ventricular fibrillation and myocardial inflammation”

The following pages provide full details of the next generation sequencing-based variant screening of

255 cardiomyopathy-associated genes as well as references and bioinformatics studies relevant to the

Case Report.

1. Electrophysiological cell biological data obtained in non-immune cells by Abriel et al. 2001. With

regard to the only recently discovered function of SCN5A acting as a novel innate immune sensor in

macrophages, key subject of the Case Report, no cellular level studies have been published.

2. In silico phylogenetic conservation analysis of SCN5A variant E1295K, based on 40 orthologous

sequences from different species with 70-100% homology, which shows that Glu(E)1295 is a highly

conserved residue.

3. Variant effect predictor software output and SCN5A paralogue analyses which provide adjunctive

data regarding E1295K variant effects.

4. References regarding the specific SCN5A variant E1295K.

5. References regarding the same Glu(E)>Lys(K) amino acid substitution, however in other regions

of the SCN5A protein.

6. E1295K is located in a highly conserved functionally critical domain in transmembrane segments

S3 and S4 of the domain III region (compare Fig. 2B).

7. The class of pathogenicity for E1295K according to the ACMG2015 criteria (Richards et al. Genet.

Med. 2015;17:405-24) is “likely pathogenic”.




























