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Supplementary Methods
List of in silico tools
Following in silico tools were used to predict the disease-causing nature of SCN4A variant are: Mutation Taster, prediction of functional effects of human nsSNPs (Polyphen-2), Protein Variation Effect Analyzer (Provean), Sorting Intolerant From Tolerant (SIFT), Protein ANalysis THrough Evolutionary Relationships (PANTHER), Predictor of human Deleterious Single Nucleotide Polymorphisms (PhD-SNP), Screening for Non-acceptable Polymorphisms, (SNAP), Meta-predictor of disease causing variants (Meta SNP), Prediction of Protein Stability Changes for Single Site Mutations from Sequences (MuPro), Predicting disease associated variations using GO terms (SNPs&GO), MetaDome, American College of Medical Genetics and Genomics (ACMG) classification system and Combined Annotation Dependent Depletion (CADD).

Supplementary Table 1: Result of in silico tools to predict the disease-causing nature of SCN4A variant.
	Tool 
	Prediction for p.(Pro1560Leu)

	Polyphen-2
	Probably damaging (0.969)

	Mutation Taster
	Disease causing (98)

	PANTHER
	Disease causing (0.807)

	Meta SNP
	Disease causing (0.656)

	PhD-SNP
	Neutral (0.402)

	SIFT
	Neutral (0.140)

	SNAP
	Neutral (0.335)

	MetaDome
	Neutral (0.73)

	FATHMM
	Deleterious (-4.01)

	Provean
	Deleterious (-8.269)

	MuPro
	Decrease protein stability (delta delta G: -0.19527474)

	SNPs&GO
	Disease causing

	CADD
	24.4 

	ACMG classification system
	VUS (PM1, PM2, PP3)


Note: The scale for PANTHER, PhD-SNP, SNAP and Meta-SNAP is 0 to 1 where more than 0.5 score shows that variant is pathogenic. In case of SIFT more than 0.5 score signifies neutral effects of the variant. The scores less than 0 in MuPro means that the mutation decreases the protein stability. ACMG stands for American College of Medical Genetics and Genomics and VUS for Variant of Uncertain Significance.
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