Supplementary Figure Legends

Supplementary Figure 1

Amino acid sequence of KCNQ1 (LQTS 1) with the locations of transmembrane domains (blue
arrows), pore helix/selection filter (yellow/orange arrows, respectively), helix A — D (pink rods),

benign SNVs (green) and pathogenic SNVs (red). The figure was produced by Geneious vR6.1.6

[1].

Supplementary Figure 2

Amino acid sequence of KCNH2 (LQTS 2) with the locations of the EAG domain (green arrow),
Cap region (pink arrow), PAS domain (pink arrow), transmembrane domains (blue arrows), pore
helix (yellow), C-linker/cNBD (green arrow), CNB domain (pink arrow), benign SNVs (green)

and pathogenic SNVs (red). The figure was produced by Geneious VR6.1.6 [1].

Supplementary Figure 3

Amino acid sequence of SCN5A (LQTS 3) with the locations of the transmembrane domains
(blue arrows), pore regions (yellow), benign SNVs (green) and pathogenic SNVs (red). The

figure was produced by Geneious VR6.1.6 [1].

Supplemntary Figure 4

Predictions of pathogenic and benign SNVs with SIFT, PolyPhen-2, PROVEAN, SNPs&GO and
SNAP for KCNQ1 and KCNH2. The overlap between all five in silico tools (yellow) represents
SNVs with the same predictions. The orange regions highlight the additional overlap between

PROVEAN, SNPs&GO and SIFT.



Supplementary Figure 5

Predictions of pathogenic and benign SNVs with SIFT, PolyPhen-2, PROVEAN, SNPs&GO and
SNAP for SCN5A and all genes. The overlap between all five in silico tools (yellow) represents
SNVs with the same predictions. The orange regions highlight the additional overlap between

SNAP and PROVEAN (SCN5A) and SIFT, PROVEAN and SNAP (all genes)
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