	Supplementary Table S1. GJA1 variants detected in the present study

	Position
	NM_000165
	NM_000165
	                        In-silico prediction                        
	gnomAD (v2.1)
	rs ID
	Evidence in ACMG
	HGMD
	Ref
	Sample
	Diagnose

	hg19
	Change
	Effect
	REVEL
	CADD
	SIFT
	Polyphen2
	PROVEAN
	Allele Count 
	
	Richards et al. (2015)
	
	
	count
	　

	121768117
	c.124G>C
	p.E42Q
	0.719
	24.6
	D
	D
	D
	/
	/
	PS1, PM2, PP3, PP4
	DM
	Tumminelli et al. (2016)
	1
	ODDD

	121768731
	c.738_739delTT
	p.Y247Pfs*60
	/
	/
	/
	/
	/
	/
	/
	PVS1, PM2, PM6, PP4
	/
	/
	1
	MC, G

	121768784
	c.791_792delAA
	p.K264Ifs*43
	/
	/
	/
	/
	/
	/
	/
	PVS1, PS1, PM2, PP4
	DM
	Huang et al. (2015)
	2†
	MC, G

	121768883
	c.890_892delCTT
	p.S297del
	/
	/
	/
	/
	/
	/
	/
	PM2, PM4, PM6, PP4
	/
	/
	1
	PHH

	121768298
	c.305A>T
	p.K102M
	0.714
	23.5
	T
	P
	N
	8
	rs777767461
	BS2, BP4
	/
	/
	5
	NGD

	121768340
	c.347C>T
	p.A116V
	0.342
	16.7
	T
	B
	N
	3
	rs564147427
	BS2, BP4
	/
	/
	3
	NGD

	121768358
	c.365A>T
	p.N122I
	0.441
	17.02
	T
	B
	D
	3
	rs769704488
	BS2, BP4
	/
	/
	3
	NGD

	121768604
	c.611C>T
	p.T204M
	0.893
	27
	T
	D
	D
	1
	rs1270988821
	BS2, BP4
	/
	/
	1
	NGD

	121768738
	c.745G>A
	p.A249T
	0.1
	0.315
	D
	B
	N
	/
	/
	BP4
	/
	/
	1
	NGD

	121768739
	c.746C>T
	p.A249V
	0.307
	13.95
	T
	B
	N
	7
	rs192870757
	BS2, BP4
	/
	/
	2
	NGD

	121768834
	c.841A>G
	p.M281V
	0.43
	16.81
	T
	B
	N
	4
	rs760501433
	BS2, BP4
	/
	/
	1
	NGD

	121768889
	c.896G>T
	p.R299L
	0.689
	23.5
	T
	P
	N
	2
	rs778457698
	BS2, BP4
	/
	/
	1
	NGD

	121768895
	c.902A>G
	p.Y301C
	0.822
	24.4
	D
	D
	D
	1
	rs772162102
	BS2, BP4
	/
	/
	1
	NGD

	121768970
	c.977C>T
	p.T326I
	0.535
	25.3
	D
	D
	N
	3
	rs756914391
	BS2, BP4
	DM
	Yang et al. (2007), Hong et al. (2010)
	2
	NGD

	121768990
	c.997C>A
	p.Q333K
	0.437
	23.4
	T
	P
	N
	/
	/
	BP4
	/
	/
	1
	NGD

	121768992
	c.999G>C
	p.Q333H
	0.394
	23.6
	D
	D
	N
	/
	/
	BP4
	/
	/
	1
	NGD

	121768994
	c.1001C>T
	p.P334L
	0.206
	22.7
	T
	B
	N
	2
	rs1460872904
	BS2, BP4
	/
	/
	1
	NGD

	121769023
	c.1030T>C
	p.S344P
	0.195
	17.21
	T
	B
	N
	/
	/
	BP4
	/
	/
	1
	NGD

	121769069
	c.1076T>A
	p.V359E
	0.342
	22.5
	T
	B
	N
	1
	rs754987500
	BS2, BP4
	/
	/
	1
	NGD

	121769120
	c.1127G>A
	p.R376Q
	0.857
	25.6
	D
	P
	N
	52
	rs104893965
	BS2
	DM
	Dasgupta et al. (2001)
	1
	NGD

	121769125
	c.1132G>A
	p.D378N
	0.407
	25.1
	T
	D
	N
	16
	rs553879521
	BS2, BP4
	/
	/
	1
	NGD

	         Note: "/" = not avaiable, D = damaging, PD = possible damaging, T = tolerated, B = benign, N = neutral. DM = damaging mutation. † = one was published in our previous study.

	         Percentiles score of REVEL: 75%=0.612, 95%=0.882, percentiles score of CADD: 75%=23.80, 95%=27.31.

	         ACMG = American College of Medical Genetics and Genomics, ODDD = Oculodentodigital dysplasia, MC = microcornea, G = glaucoma, PHH = High hyperopia, NGD = non-GJA1 associated disease.

	         According to the ACMG criteria: PVS1 = predicted null variant in a gene where LOF is a known mechanism of disease, PS1 = Same amino acid change as an established pathogenic variant,

	         PM2 = absent in population database, PM4 = protein lenth changing variant, PM6 = de novo (without paternity & maternity),

	         PP3 = multiple lines of computational evidence support a deleterious effect on the gene/gene product, PP4 = patient’s phenotype or FH highly specific for gene,

	         BS2 = observation in controls inconsistent with disease penetrance, BP4 = Multiple lines of computational evidence suggest no impact on gene/gene product.




