
	[bookmark: OLE_LINK4]Change of nucleotide
	Change of amino acid
	[bookmark: OLE_LINK139][bookmark: OLE_LINK138]Granthm Matrix  Scoring
	MSA  Scoring
	Total 
Score

	c. 496G>A
	p. A166T
	58 (1)
	9/9 (5)
	6

	c. 571G>C
	p. A191P
	27 (1)
	9/9 (5)
	6

	c. 634G>A
	p. G212S
	56 (1)
	9/9 (5)
	6

	c. 1975G>A
	p. V659M
	21 (1)
	9/9 (5)
	6

	c. 2675T>C
	p. L892P
	98 (4)
	8/9 (4)
	8


[bookmark: OLE_LINK5]Supplemental Table 2  Pathogenic scoring of SLC12A3 missense mutations	
Grantham Matrix scoring: <60.0=1 point, 60.0-78.3=2 points, 78.4-93.4=3 points, >93.4=4 points, any substitution of cysteine =5 points. MSA scoring: conservative in all nine of species= 5 points, 7-8 species=4 points, 4-6 species=3 points, 1-3 species=1 point. Total score: ≥8 high pathogenicity, 6-8 moderate pathogenicity, ≤5 probably nonpathogenic ( like polymorphism).  MSA: multiple sequence alignment.
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