[bookmark: _GoBack]Table 2. Identification of deleterious SNPs, evolutionary conservation of amino acids and its effects on protein stability
	Pathogenicity of SNP

	SNPs
	CADD
	SIFT
	PANTHER
	SNAP
	PhD-SNP
	SNPs&GO
	PolyPhen-2

	
	Phred score
	Raw score
	Prediction
	Score
	Prediction
	Score
	Pt
	Prediction
	Score
	Accuracy
	Effect
	RI
	Effect
	RI
	Effect
	Score
	Prediction

	rs5925
	6.722
	0.262
	Benign
	1
	Tolerated
	0.5
	220
	Possibly damaging
	-94
	97%
	Neutral
	NA
	NA
	NA
	NA
	NA
	NA

	rs2228671
	6.123
	0.219
	Benign
	1
	Tolerated
	0.74
	750
	Probably damaging
	88
	91%
	Effect
	7
	Disease
	10
	Disease
	NA
	NA

	rs2468844
	0.709
	-0.202
	Benign
	0.184
	Tolerated
	0.02
	6
	probably benign
	47
	71%
	Effect
	0
	Disease
	NA
	NA
	NA
	NA

	rs1041981
	17.160
	1.650
	Damaging
	0.045
	Deleterious
	0.27
	177
	probably benign
	-62
	82%
	Neutral
	5
	Neutral
	6
	Neutral
	0.005
	Benign

	Evolutionary conservation of amino acid and Protein stability

	SNPs
	Amino acid change
	Regulome DB
	ConSurf
	SNPinfo
	I-Mutant
	MUpro

	
	
	Rank
	Score
	Prediction
	Conservation of amino acids
	Conservation score
	Regulatory consequences
	RI
	Stability
	Delta G
	Stability

	rs5925
	V653V
	1f
	0.554
	Strong regulatory association
	Highly conserved and exposed
	0.038
	Missense variant
	NA
	NA
	NA
	NA

	rs2228671
	C27W
	1f
	0.554
	Strong regulatory association
	Conserved and exposed
	0
	Missense variant
	5
	Decrease
	-0.981
	Decrease

	rs2468844
	R89L
	1f
	0.667
	Strong regulatory association
	Variable and exposed
	0
	Missense variant
	7
	Decrease
	-0.240
	Decrease

	rs1041981
	T60N
	1f
	0.554
	Strong regulatory association
	Average and exposed
	0.858
	Missense variant
	2
	Decrease
	-0.768
	Decrease


RI: Reliability Index, Pt: evolutionary preservation time, 
