	Supplementary Table S2. Heterozygous GJA1 variants associated with different phenotypes

	Position
	NM_000165
	NM_000165
	In-silico prediction
	gnomAD
	Allele
	Reported
	Ocular
	Family
	Sporadic/
	Diagnosis
	Maximal
	Exam age
	Ref

	Chr06
	Change
	Effect
	REVEL
	CADD
	SIFT
	Polyphen-2
	PROVEAN
	AC
	Count
	Phenotype
	Phenotype
	ID
	Familial
	age of G
	IOP
	without G
	　

	PPVs in GJA1 associated with ocular phenotype (predicted as damaging ones by at least four in-silico tools)

	121767998
	c.5G>T
	p.G2V
	0.965
	25.1
	D
	D
	D
	/
	1
	ODDD
	MC
	F1
	Sp
	
	
	8 yrs
	De La et al. (2007)

	121768000
	c.7G>A
	p.D3N
	0.656
	28.2
	D
	D
	D
	/
	1
	ODDD
	MO/MC
	F2
	Sp
	
	
	
	Fenwick et al. (2008)

	121768000
	c.7G>A
	p.D3N
	0.656
	28.2
	D
	D
	D
	/
	1
	ODDD
	/
	F3
	Fa
	
	
	
	Paznekas et al. (2009)

	121768006
	c.13A>T
	p.S5C
	0.918
	26.7
	D
	D
	D
	/
	1
	ODDD
	MC
	F4
	Sp
	
	
	9 yrs
	Himi et al. (2009)

	121768012
	c.19T>G
	p.L7V
	0.885
	23.8
	D
	D
	D
	/
	1
	ODDD
	MO
	F5
	Sp
	
	
	1 mo
	Paznekas et al. (2009)

	121768024
	c.31C>A
	p.L11I
	0.85
	25.5
	D
	D
	N
	/
	1
	ODDD
	MO
	F6
	Sp
	
	
	
	Porntaveetus et al. (2017)

	121768024
	c.31C>T
	p.L11F
	0.954
	25.8
	D
	D
	D
	/
	1
	ODDD
	MC, G
	F7
	Sp
	
	34/33
	13 yrs
	Gabriel et al. (2011)

	121768043
	c.50A>C
	p.Y17S
	0.945
	27.8
	D
	D
	D
	/
	1
	ODDD
	MC
	F8
	Fa
	
	
	22 yrs
	Paznekas et al. (2003); 
Boyadjiev et al. (1999)

	121768043
	c.50A>C
	p.Y17S
	0.945
	27.8
	D
	D
	D
	/
	1
	ODDD
	MC
	F8
	Fa
	
	
	61 yrs
	Paznekas et al. (2003); 
Boyadjiev et al. (1999)

	121768043
	c.50A>C
	p.Y17S
	0.945
	27.8
	D
	D
	D
	/
	1
	ODDD
	MC
	F8
	Fa
	
	
	22 yrs
	Paznekas et al. (2003); 
Boyadjiev et al. (1999)

	121768045
	c.52T>C
	p.S18P
	0.967
	26.5
	D
	D
	D
	/
	1
	ODDD
	MO/MC
	F9
	Fa
	
	
	14 yrs
	Paznekas et al. (2003); 
Judisch et al. (1979)

	121768045
	c.52T>C
	p.S18P
	0.967
	26.5
	D
	D
	D
	/
	1
	ODDD
	MO/MC
	F9
	Fa
	
	
	39 yrs
	Paznekas et al. (2003); 
Judisch et al. (1979)

	121768045
	c.52T>C
	p.S18P
	0.967
	26.5
	D
	D
	D
	/
	1
	ODDD
	MO, G
	F10
	Sp
	3 yrs
	
	
	Alao et al. (2010)

	121768054
	c.61G>A
	p.G21R
	0.758
	28.5
	D
	D
	N
	/
	1
	ODDD
	MO/MC
	F11
	Sp
	
	
	6 yrs
	Paznekas et al. (2003)

	121768057
	c.64G>A
	p.G22R
	0.97
	31
	D
	D
	D
	/
	1
	ODDD
	/
	F12
	/
	
	
	
	Paznekas et al. (2009)

	(Continued)

	121768058
	c.65G>A
	p.G22E
	0.986
	29.2
	D
	D
	D
	/
	1
	ODDD
	MC, G
	F13
	Sp
	5.5 yrs
	40
	
	Paznekas et al. (2003);

	121768061
	c.68A>C
	p.K23T
	0.973
	28.3
	D
	D
	D
	/
	1
	ODDD
	MO
	F14
	Sp
	
	
	12 yrs
	Paznekas et al. (2003);

	121768068
	c.75G>T
	p.W25C
	0.969
	32
	D
	D
	D
	/
	1
	ODDD
	MO, MC, G
	F15
	Sp
	22 yrs
	
	
	Furuta et al. (2012)

	121768072
	c.79T>C
	p.S27P
	0.908
	27.9
	D
	D
	N
	/
	1
	ODDD
	MO, MC
	F16
	Sp
	
	
	
	Richardson et al. (2004)

	121768086
	c.93T>G
	p.I31M
	0.83
	22.5
	D
	D
	D
	/
	1
	ODDD
	MC
	F17
	Fa
	
	
	
	Richardson et al. (2004);
 Gladwin et al. (1997)

	121768086
	c.93T>G
	p.I31M
	0.83
	22.5
	D
	D
	D
	/
	1
	ODDD
	MO
	F18
	Fa
	
	
	64 yrs
	Saint-Val et al. (2019)

	121768086
	c.93T>G
	p.I31M
	0.83
	22.5
	D
	D
	D
	/
	1
	ODDD
	MO
	F18
	Fa
	
	
	34 yrs
	Saint-Val et al. (2019)

	121768112
	c.119C>T
	p.A40V
	0.846
	25.3
	D
	D
	D
	/
	1
	ODDD
	MO, G
	F19
	Sp
	13 yrs
	
	
	Thanikachalam et al. (2020)

	121768112
	c.119C>T
	p.A40V
	0.846
	25.3
	D
	D
	D
	/
	1
	ODDD
	MO/MC
	F20
	Fa
	
	
	8 yrs
	Paznekas et al. (2009)

	121768112
	c.119C>T
	p.A40V
	0.846
	25.3
	D
	D
	D
	/
	1
	ODDD
	MO/MC
	F20
	Fa
	
	
	48 yrs
	Paznekas et al. (2009)

	121768112
	c.119C>T
	p.A40V
	0.846
	25.3
	D
	D
	D
	/
	1
	ODDD
	/
	F21
	Sp
	
	
	
	Paznekas et al. (2009)

	121768112
	c.119C>T
	p.A40V
	0.846
	25.3
	D
	D
	D
	/
	1
	ODDD
	/
	F22
	Sp
	
	
	6 mo
	Paznekas et al. (2003)

	121768112
	c.119C>T
	p.A40V
	0.846
	25.3
	D
	D
	D
	/
	1
	ODDD
	/
	F23
	Sp
	
	
	
	Richardson et al. (2004)

	121768112
	c.119C>T
	p.A40V
	0.846
	25.3
	D
	D
	D
	/
	1
	ODDD
	/
	F24
	Fa
	
	
	9 yrs
	Debeer et al. (2005)

	121768117
	c.124G>C
	p.E42Q
	0.719
	24.6
	D
	D
	D
	/
	1
	ODDD
	MO, G, Ca
	F25
	Sp
	42 yrs
	
	
	Tumminelli et al. (2016)

	121768117
	c.124G>C
	p.E42Q
	0.719
	24.6
	D
	D
	D
	/
	1
	ODDD
	MC
	F26
	Sp
	
	
	7 yrs
	This study

	121768132
	c.139G>C
	p.D47H
	0.977
	25
	D
	D
	D
	/
	1
	ODDD
	MO, MC
	F27
	Fa
	
	
	
	Jamsheer et al. (2014)

	121768132
	c.139G>C
	p.D47H
	0.977
	25
	D
	D
	D
	/
	1
	ODDD
	MO, MC
	F27
	Fa
	
	
	
	Jamsheer et al. (2014)

	121768132
	c.139G>C
	p.D47H
	0.977
	25
	D
	D
	D
	/
	1
	ODDD
	MO, MC
	F27
	Fa
	
	
	
	Jamsheer et al. (2014)

	121768135
	c.142G>A
	p.E48K
	0.963
	26.1
	D
	D
	D
	/
	1
	ODDD
	MO
	F28
	Sp
	
	
	11 yrs
	Feller et al. (2008)

	121768135
	c.142G>A
	p.E48K
	0.963
	26.1
	D
	D
	D
	/
	1
	ODDD
	MO, Ca, ACD
	F29
	Sp
	
	
	3 mo
	Amano et al. (2012)

	(Continued)

	121768138
	c.145C>G
	p.Q49E
	0.966
	24.3
	D
	D
	D
	/
	1
	ODDD
	PHH
	F30
	Sp
	
	
	9 mo
	Izumi et al. (2013)

	121768138
	c.145C>A
	p.Q49K
	0.932
	24.3
	D
	D
	D
	/
	1
	ODDD
	/
	F31
	Fa
	
	
	
	Paznekas et al. (2003)

	121768139
	c.146A>C
	p.Q49P
	0.99
	24.9
	D
	D
	D
	/
	1
	ODDD
	MO/MC
	F32
	Sp
	
	
	9 yrs
	Paznekas et al. (2009)

	121768139
	c.146A>C
	p.Q49P
	0.99
	24.9
	D
	D
	D
	/
	1
	ODDD
	MC
	F33
	Sp
	
	
	25 yrs
	Hadjichristou et al. (2017)

	121768167
	c.174A>T
	p.Q58H
	0.828
	14.95
	D
	D
	D
	/
	1
	ODDD
	/
	F34
	/
	
	
	
	Paznekas et al. (2009)

	121768168
	c.175C>G
	p.P59A
	0.967
	24.1
	D
	D
	D
	/
	1
	ODDD
	/
	F35
	/
	
	
	
	Paznekas et al. (2009)

	121768168
	c.175C>T
	p.P59S
	0.977
	24.8
	D
	D
	D
	/
	1
	ODDD
	/
	F36
	Fa
	
	
	24 yrs
	Wittlieb-Weber et al. (2016)

	121768168
	c.175C>T
	p.P59S
	0.977
	24.8
	D
	D
	D
	/
	1
	ODDD
	/
	F36
	Fa
	
	
	1 yrs
	Wittlieb-Weber et al. (2016)

	121768168
	c.175C>T
	p.P59S
	0.977
	24.8
	D
	D
	D
	/
	1
	ODDD
	/
	F36
	Fa
	
	
	2.5 yrs
	Wittlieb-Weber et al. (2016)

	121768169
	c.176C>A
	p.P59H
	0.985
	25.2
	D
	D
	D
	/
	1
	ODDD
	MC, G, iris atrophy
	F37
	Fa
	44 yrs
	14/26
	
	Vasconcellos et al. (2005)

	121768169
	c.176C>A
	p.P59H
	0.985
	25.2
	D
	D
	D
	/
	1
	ODDD
	MC, G, iris atrophy
	F37
	Fa
	42 yrs
	30/30
	
	Vasconcellos et al. (2005)

	121768169
	c.176C>A
	p.P59H
	0.985
	25.2
	D
	D
	D
	/
	1
	ODDD
	MC, G, iris atrophy
	F37
	Fa
	37 yrs
	25/14
	
	Vasconcellos et al. (2005)

	121768169
	c.176C>A
	p.P59H
	0.985
	25.2
	D
	D
	D
	/
	1
	ODDD
	MC, iris atrophy
	F37
	Fa
	
	
	8 yrs
	Vasconcellos et al. (2005)

	121768169
	c.176C>A
	p.P59H
	0.985
	25.2
	D
	D
	D
	/
	1
	ODDD
	MC, iris atrophy
	F37
	Fa
	
	
	16 yrs
	Vasconcellos et al. (2005)

	121768169
	c.176C>A
	p.P59H
	0.985
	25.2
	D
	D
	D
	/
	1
	ODDD
	MC, iris atrophy
	F37
	Fa
	
	
	16 yrs
	Vasconcellos et al. (2005)

	121768169
	c.176C>A
	p.P59H
	0.985
	25.2
	D
	D
	D
	/
	1
	ODDD
	MC, iris atrophy
	F37
	Fa
	
	
	19 yrs
	Vasconcellos et al. (2005)

	121768169
	c.176C>A
	p.P59H
	0.985
	25.2
	D
	D
	D
	/
	1
	ODDD
	MC, iris atrophy
	F37
	Fa
	
	
	22 yrs
	Vasconcellos et al. (2005)

	121768199
	c.206C>A
	p.S69Y
	0.923
	26.9
	D
	D
	D
	/
	1
	ODDD
	MO
	F38
	Fa
	
	
	
	Richardson et al. (2004)

	(Continued)

	121768214
	c.221A>T
	p.H74L
	0.972
	26.5
	D
	D
	D
	/
	1
	ODDD
	/
	F39
	/
	
	
	
	Paznekas et al. (2009)

	121768219
	c.226C>T
	p.R76C
	0.999
	32
	D
	D
	D
	/
	1
	ODDD
	None
	F40
	Sp
	
	
	3 mo died
	Izumi et al. (2013)

	121768219
	c.226C>A
	p.R76S
	0.976
	28.5
	D
	D
	D
	/
	1
	ODDD
	narrow palpebral fissure
	F41
	Fa
	
	
	9 yrs
	Paznekas et al. (2003);
19338053

	121768246
	c.253G>A
	p.V85M
	0.943
	26.2
	D
	D
	D
	/
	1
	ODDD
	MO/MC
	F42
	Sp
	
	
	
	Fenwick et al. (2008)

	121768250
	c.257C>A
	p.S86Y
	0.99
	26
	D
	D
	D
	/
	1
	ODDD
	G
	F43
	Sp
	7 mo
	
	
	Jamsheer et al. (2014)

	121768277
	c.284A>G
	p.H95R
	0.961
	24.6
	D
	P
	D
	/
	1
	ODDD
	/
	F44
	Fa
	
	
	
	Paznekas et al. (2009)

	121768277
	c.284A>G
	p.H95R
	0.961
	24.6
	D
	P
	D
	/
	1
	ODDD
	myopia
	F45
	Fa
	
	
	47 yrs
	Honkaniemi et al. (2005)

	121768277
	c.284A>G
	p.H95R
	0.961
	24.6
	D
	P
	D
	/
	1
	ODDD
	/
	F45
	Fa
	
	
	
	Honkaniemi et al. (2005)

	121768279
	c.286G>A
	p.V96M
	0.9
	26.6
	D
	D
	N
	/
	1
	ODDD
	None
	F46
	Fa
	
	
	
	Kjaer et al. (2004)

	121768279
	c.286G>A
	p.V96M
	0.9
	26.6
	D
	D
	N
	/
	1
	ODDD
	None
	F46
	Fa
	
	
	
	Kjaer et al. (2004)

	121768279
	c.286G>A
	p.V96M
	0.9
	26.6
	D
	D
	N
	/
	1
	ODDD
	None
	F46
	Fa
	
	
	
	Kjaer et al. (2004)

	121768279
	c.286G>A
	p.V96M
	0.9
	26.6
	D
	D
	N
	/
	1
	ODDD
	None
	F46
	Fa
	
	
	
	Kjaer et al. (2004)

	121768280
	c.287T>A
	p.V96E
	0.966
	26.5
	D
	P
	D
	/
	1
	ODDD
	MO, PHH
	F47
	Sp
	
	
	12 yrs
	Wiest et al. (2006)

	121768286
	c.293A>G
	p.Y98C
	0.951
	26.7
	D
	D
	D
	/
	1
	ODDD
	/
	F48
	Fa
	
	
	
	Paznekas et al. (2003); 
Boyadjiev et al. (1999)

	121768331
	c.338T>C
	p.L113P
	0.826
	22.9
	D
	D
	D
	/
	1
	ODDD
	/
	F49
	/
	
	
	
	Richardson et al. (2004)

	121768331
	c.338T>C
	p.L113P
	0.826
	22.9
	D
	D
	D
	/
	1
	ODDD
	G
	F50
	Fa
	63 yrs
	
	
	Wiest et al. (2006)

	121768331
	c.338T>C
	p.L113P
	0.826
	22.9
	D
	D
	D
	/
	1
	ODDD
	MC, G
	F51
	Fa
	44 yrs
	62/12
	
	Musa et al. (2009)

	121768331
	c.338T>C
	p.L113P
	0.826
	22.9
	D
	D
	D
	/
	1
	ODDD
	MC, G
	F51
	Fa
	<10 yrs
	
	
	Musa et al. (2009)

	121768331
	c.338T>C
	p.L113P
	0.826
	22.9
	D
	D
	D
	/
	1
	ODDD
	MC
	F51
	Fa
	
	
	31 yrs
	Musa et al. (2009)

	121768420
	c.427G>A
	p.G143S
	0.822
	24.5
	D
	P
	D
	/
	1
	ODDD
	None
	F52
	Fa
	
	
	10 mo
	Richardson et al. (2004)

	121768421
	c.428G>A
	p.G143D
	0.902
	23.6
	D
	D
	D
	/
	1
	ODDD
	MO/MC
	F53
	Sp
	
	
	
	Fenwick et al. (2008)

	(Continued)

	121768421
	c.428G>A
	p.G143D
	0.902
	23.6
	D
	D
	D
	/
	1
	ODDD
	MO
	F54
	Fa
	
	
	49 yrs
	Saint-Val et al. (2019)

	121768421
	c.428G>A
	p.G143D
	0.902
	23.6
	D
	D
	D
	/
	1
	ODDD
	MO
	F54
	Fa
	
	
	22 yrs
	Saint-Val et al. (2019)

	121768421
	c.428G>A
	p.G143D
	0.902
	23.6
	D
	D
	D
	/
	1
	ODDD
	MO
	F54
	Fa
	
	
	19 yrs
	Saint-Val et al. (2019)

	121768421
	c.428G>A
	p.G143D
	0.902
	23.6
	D
	D
	D
	/
	1
	ODDD
	/
	F55
	/
	
	
	
	Paznekas et al. (2009)

	121768427
	c.434T>G
	p.V145G
	0.946
	24.2
	D
	D
	D
	/
	1
	ODDD
	/
	F56
	/
	
	
	
	Paznekas et al. (2009)

	121768433
	c.440T>C
	p.M147T
	0.889
	22.4
	D
	P
	D
	/
	1
	ODDD
	Ca
	F57
	Sp
	
	
	16 yrs
	Debeer et al. (2005); 
Spaepen et al. (1991)

	121768571
	c.578C>T
	p.P193L
	0.935
	26.6
	D
	D
	D
	/
	1
	ODDD
	/
	F58
	/
	
	
	
	Paznekas et al. (2009)

	121768574
	c.581A>C
	p.H194P
	0.916
	25
	D
	D
	D
	/
	1
	ODDD
	MO
	F59
	Fa
	
	
	11 yrs
	Vitiello et al. (2005); 
Vingolo et al. (1994)

	121768574
	c.581A>C
	p.H194P
	0.916
	25
	D
	D
	D
	/
	1
	ODDD
	MO, Ca, uveitis
	F59
	Fa
	
	
	27 yrs
	Vitiello et al. (2005);
Vingolo et al. (1994)

	121768574
	c.581A>C
	p.H194P
	0.916
	25
	D
	D
	D
	/
	1
	ODDD
	MO, Ca, uveitis
	F59
	Fa
	
	
	37 yrs
	Vitiello et al. (2005); 
Vingolo et al. (1994)

	121768574
	c.581A>C
	p.H194P
	0.916
	25
	D
	D
	D
	/
	1
	ODDD
	MO, G
	F59
	Fa
	59 yrs
	
	
	Vitiello et al. (2005); 
Vingolo et al. (1994)

	121768574
	c.581A>C
	p.H194P
	0.916
	25
	D
	D
	D
	/
	1
	ODDD
	MO, G
	F59
	Fa
	65 yrs
	
	
	Vitiello et al. (2005);
Vingolo et al. (1994)

	121768574
	c.581A>C
	p.H194P
	0.916
	25
	D
	D
	D
	/
	1
	ODDD
	MO
	F59
	Fa
	
	
	
	Vitiello et al. (2005);
Vingolo et al. (1994)

	121768574
	c.581A>C
	p.H194P
	0.916
	25
	D
	D
	D
	/
	1
	ODDD
	MO
	F59
	Fa
	
	
	
	Vitiello et al. (2005);
Vingolo et al. (1994)

	121768574
	c.581A>C
	p.H194P
	0.916
	25
	D
	D
	D
	/
	1
	ODDD
	MO
	F59
	Fa
	
	
	
	Vitiello et al. (2005);
Vingolo et al. (1994)

	121768595
	c.602C>T
	p.S201F
	0.962
	27.9
	D
	D
	D
	/
	1
	ODDD
	MO, MC
	F60
	Sp
	
	
	9.5 yrs
	Paznekas et al. (2009)

	121768595
	c.602C>A
	p.S201Y
	0.96
	26.9
	D
	D
	D
	/
	1
	ODDD
	MO/MC
	F61
	Sp
	
	
	
	Fenwick et al. (2008)

	(Continued)

	121768598
	c.605G>A
	p.R202H
	0.903
	28.7
	D
	D
	D
	/
	1
	ODDD
	MO, MC
	F62
	Fa
	
	
	8 mo
	Paznekas et al. (2003)

	121768598
	c.605G>A
	p.R202H
	0.903
	28.7
	D
	D
	D
	/
	1
	ODDD
	MO/MC
	F63
	/
	
	
	
	Fenwick et al. (2008)

	121768598
	c.605G>A
	p.R202H
	0.903
	28.7
	D
	D
	D
	/
	1
	ODDD
	MO, MC
	F64
	Fa
	
	
	8 mo
	Paznekas et al. (2009)

	121768598
	c.605G>A
	p.R202H
	0.903
	28.7
	D
	D
	D
	/
	1
	ODDD
	MO/MC
	F65
	Sp
	
	
	
	Richardson et al. (2004)

	121768610
	c.617A>G
	p.K206R
	0.954
	26.7
	D
	D
	D
	/
	1
	ODDD 
	MO
	F66
	Fa
	
	
	40 yrs
	Brice et al. (2013)

	121768610
	c.617A>G
	p.K206R
	0.954
	26.7
	D
	D
	D
	/
	1
	ODDD 
	MO
	F66
	Fa
	
	
	
	Brice et al. (2013)

	121768610
	c.617A>G
	p.K206R
	0.954
	26.7
	D
	D
	D
	/
	1
	ODDD 
	MO
	F66
	Fa
	
	
	14 yrs
	Brice et al. (2013)

	121768639
	c.646G>T
	p.V216L
	0.821
	26.5
	D
	P
	D
	/
	1
	ODDD
	MC
	F67
	Fa
	
	
	41 yrs
	Paznekas et al. (2003)

	121768652
	c.659C>A
	p.S220Y
	0.948
	25.5
	D
	D
	D
	/
	1
	ODDD
	MO, G
	F68
	Sp
	3 yrs
	
	
	Wiest et al. (2006)

	121768113_
121768124
	c.120_131del12
	p.V41_A44del
	/
	/
	/
	/
	/
	/
	1
	ODDD
	MC, G
	F69
	Sp
	3 yrs
	43/39
	2 yrs
	Gabriel et al. (2011)

	121768138_
121768140
	c.145_147dupCAG
	p.Q49dup
	/
	/
	/
	/
	/
	/
	1
	ODDD
	MO, MC
	F70
	Sp
	
	
	36 yrs
	Paznekas et al. (2009)

	121768147_
121768149
	c.154_156dupTTT
	p.F52dup
	/
	/
	/
	/
	/
	/
	1
	ODDD
	MO, MC
	F71
	Sp
	
	
	
	Paznekas et al. (2003)

	121768500_
121768502
	c.507_509delCTT
	p.F169del
	/
	/
	/
	/
	/
	/
	1
	ODDD
	None
	F72
	Sp
	
	
	6 mo
	Debeer et al. (2005)

	121768682_
121768683
	c.689_690delAT
	p.Y230Cfs*7
	/
	/
	/
	/
	/
	/
	1
	ODDD
	MO
	F73
	Sp
	
	
	22 yrs
	Alao et al. (2010)

	121768731
	c.738_739delTT
	p.Y247Pfs*60
	/
	/
	/
	/
	/
	/
	1
	MC, G
	MC, G
	F74
	Sp
	39 yrs
	
	
	This study

	121768773_
121768774
	c.780_781delTG
	p.C260Wfs*47
	/
	/
	/
	/
	/
	/
	1
	ODDD
	MC, PHH, myopia
	F75
	Fa
	
	
	2 yrs
	Van Steensel et al. (2005)

	121768773_
121768774
	c.780_781delTG
	p.C260Wfs*47
	/
	/
	/
	/
	/
	/
	1
	ODDD
	MC, PHH, myopia
	F75
	Fa
	
	
	4 yrs
	Van Steensel et al. (2005)

	121768773_
121768774
	c.780_781delTG
	p.C260Wfs*47
	/
	/
	/
	/
	/
	/
	1
	ODDD
	MC, PHH, myopia
	F75
	Fa
	
	
	36 yrs
	Van Steensel et al. (2005)

	(Continued)

	121768784_
121768785
	c.791_792delAA
	p.K264Ifs*43
	/
	/
	/
	/
	/
	/
	1
	MC, G
	MC, G
	F76
	Fa
	11 yrs
	
	
	Huang et al. (2015)

	121768784_
121768785
	c.791_792delAA
	p.K264Ifs*43
	/
	/
	/
	/
	/
	/
	1
	MC
	MC
	F76
	Fa
	
	
	29 yrs
	Huang et al. (2015)

	121768784_
121768785
	c.791_792delAA
	p.K264Ifs*43
	/
	/
	/
	/
	/
	/
	1
	MC, G
	MC, G
	F76
	Fa
	19 yrs
	
	
	Huang et al. (2015)

	121768784_
121768785
	c.791_792delAA
	p.K264Ifs*43
	/
	/
	/
	/
	/
	/
	1
	MC, G
	MC, G
	F76
	Fa
	24 yrs
	
	
	Huang et al. (2015)

	121768784_
121768785
	c.791_792delAA
	p.K264Ifs*43
	/
	/
	/
	/
	/
	/
	1
	MC, G
	MC, G
	F76
	Fa
	34 yrs
	
	
	Huang et al. (2015)

	121768784_
121768785
	c.791_792delAA
	p.K264Ifs*43
	/
	/
	/
	/
	/
	/
	1
	MC, G
	MC, G
	F76
	Fa
	<10 yrs
	
	
	Huang et al. (2015)

	121768784_
121768785
	c.791_792delAA
	p.K264Ifs*43
	/
	/
	/
	/
	/
	/
	1
	MC, G
	MC, G
	F76
	Fa
	12 yrs
	
	
	Huang et al. (2015)

	121768784_
121768785
	c.791_792delAA
	p.K264Ifs*43
	/
	/
	/
	/
	/
	/
	1
	MC, G
	MC, G
	F76
	Fa
	>10 yrs
	
	
	Huang et al. (2015)

	121768784
	c.791_792delAA
	p.K264Ifs*43
	/
	/
	/
	/
	/
	/
	1
	MC, G
	MC, G
	F77
	Sp
	24 yrs
	
	
	This study

	121768883
	c.890_892delCTT
	p.S297del
	/
	/
	/
	/
	/
	/
	1
	PHH
	PHH
	F78
	Sp
	
	
	7 yrs
	This study

	PPVs in GJA1 associated with ocular phenotype (predicted as damaging ones by less than four in-silico tools)

	121768156
	c.163A>G
	p.N55D
	0.774
	23.3
	T
	P
	N
	/
	1
	ODDD
	/
	F79
	/
	
	
	
	Paznekas et al. (2009)

	121768280
	c.287T>C
	p.V96A
	0.775
	23.6
	D
	B
	D
	/
	1
	ODDD
	MO,MC
	F80
	Sp
	
	
	2 yrs
	Paznekas et al. (2009)

	121768299
	c.306G>C
	p.K102N
	0.522
	16.46
	T
	B
	N
	/
	1
	ODDD
	MO,MC
	F81
	Fa
	
	
	4 yrs
	Paznekas et al. (2003)

	121768299
	c.306G>C
	p.K102N
	0.522
	16.46
	T
	B
	N
	/
	1
	ODDD
	MO,MC
	F81
	Fa
	
	
	27 yrs
	Paznekas et al. (2003)

	121768310
	c.317T>G
	p.L106R
	0.812
	17.66
	T
	B
	N
	/
	1
	ODDD
	G
	F82
	Fa
	33 yrs
	
	
	Jamsheer et al. (2014)

	121768310
	c.317T>G
	p.L106R
	0.812
	17.66
	T
	B
	N
	/
	1
	ODDD
	MO
	F82
	Fa
	
	
	4 yrs
	Jamsheer et al. (2014)

	121768310
	c.317T>C
	p.L106P
	0.722
	18.85
	T
	B
	N
	/
	1
	ODDD
	MO,MC
	F83
	Fa
	
	
	60 yrs
	Paznekas et al. (2009)

	(Continued)

	121768323
	c.330G>C
	p.E110D
	0.746
	11.56
	D
	B
	D
	/
	1
	ODDD
	MO,MC
	F84
	Fa
	
	
	9 yrs
	Debeer et al. (2005);

	121768323
	c.330G>C
	p.E110D
	0.746
	11.56
	D
	B
	D
	/
	1
	ODDD
	MO,MC
	F84
	Fa
	
	
	
	Debeer et al. (2005); 

	121768323
	c.330G>C
	p.E110D
	0.746
	11.56
	D
	B
	D
	/
	1
	ODDD
	MO,MC
	F84
	Fa
	
	
	
	Debeer et al. (2005);

	121768382
	c.389T>C
	p.I130T
	0.72
	18.17
	T
	B
	N
	/
	1
	ODDD
	None
	F85
	Fa
	
	
	4 mo
	Paznekas et al. (2003)

	121768393
	c.400A>G
	p.K134E
	0.659
	19.98
	T
	B
	N
	/
	1
	ODDD
	None
	F86
	Sp
	
	
	29 yrs
	Paznekas et al. (2003)

	121768395
	c.402G>T
	p.K134N
	0.505
	18.42
	T
	B
	N
	/
	1
	ODDD
	/
	F87
	Fa
	
	
	
	Richardson et al. (2004)

	121768405
	c.412G>C
	p.G138R
	0.678
	22.2
	T
	D
	N
	/
	1
	ODDD
	MC
	F88
	Fa
	
	
	42 yrs
	Paznekas et al. (2003);

	121768405
	c.412G>C
	p.G138R
	0.678
	22.2
	T
	D
	N
	/
	1
	ODDD
	MC
	F88
	Fa
	
	
	45 yrs
	Paznekas et al. (2003);

	121768405
	c.412G>C
	p.G138R
	0.678
	22.2
	T
	D
	N
	/
	1
	ODDD
	MC
	F88
	Fa
	
	
	51 yrs
	Paznekas et al. (2003);

	121768405
	c.412G>C
	p.G138R
	0.678
	22.2
	T
	D
	N
	/
	1
	ODDD
	MC
	F88
	Fa
	
	
	11 yrs
	Paznekas et al. (2003);

	121768405
	c.412G>A
	p.G138S
	0.641
	21.5
	T
	D
	N
	/
	1
	ODDD
	/
	F89
	Sp
	
	
	49 yrs
	Saint-Val et al. (2019)

	121768405
	c.412G>A
	p.G138S
	0.641
	21.5
	T
	D
	N
	/
	1
	ODDD
	MO/MC
	F90
	Sp
	
	
	
	Fenwick et al. (2008)

	121768405
	c.412G>A
	p.G138S
	0.641
	21.5
	T
	D
	N
	/
	1
	ODDD
	/
	F91
	Fa
	
	
	
	Paznekas et al. (2009)

	121768405c
	c.412G>A
	p.G138S
	0.641
	21.5
	T
	D
	N
	/
	1
	ODDD
	/
	F92
	/
	
	
	
	Paznekas et al. (2009)

	121768405
	c.412G>A
	p.G138S
	0.641
	21.5
	T
	D
	N
	/
	1
	ODDD
	/
	F93
	Fa
	
	
	
	Paznekas et al. (2009)

	121768405
	c.412G>A
	p.G138S
	0.641
	21.5
	T
	D
	N
	/
	1
	ODDD
	G
	F94
	Sp
	22 yrs
	
	
	Kogame et al. (2014)

	121768406
	c.413G>A
	p.G138D
	0.682
	15.59
	T
	B
	N
	/
	1
	ODDD
	MO/MC
	F95
	Sp
	
	
	
	Fenwick et al. (2008)

	121768423
	c.430A>G
	p.K144E
	0.84
	22.2
	D
	B
	N
	/
	1
	ODDD
	/
	F96
	Fa
	
	
	
	Paznekas et al. (2009)

	121768435
	c.442C>G
	p.R148G
	0.817
	20.7
	T
	P
	D
	/
	1
	ODDD
	/
	F97
	/
	
	
	
	Paznekas et al. (2009)

	121768435
	c.442C>G
	p.R148G
	0.817
	20.7
	T
	P
	D
	/
	1
	ODDD
	PHH
	F98
	/
	
	
	28 yrs
	Alao et al. (2010)

	121768436
	c.443G>A
	p.R148Q
	0.685
	18.18
	T
	B
	N
	/
	1
	ODDD
	MO
	F99
	Sp
	
	
	25 yrs
	Saint-Val et al. (2019)

	121768436
	c.443G>A
	p.R148Q
	0.685
	18.18
	T
	B
	N
	/
	1
	ODDD
	None
	F100
	Sp
	
	
	
	Richardson et al. (2004);

	121768436
	c.443G>A
	p.R148Q
	0.685
	18.18
	T
	B
	N
	/
	1
	ODDD
	None
	F101
	Fa
	
	
	
	Richardson et al. (2004);
Gladwin et al. (1997)

	(Continued)

	121768436
	c.443G>A
	p.R148Q
	0.685
	18.18
	T
	B
	N
	/
	1
	ODDD
	None
	F101
	Fa
	
	
	
	Richardson et al. (2004);
Gladwin et al. (1997)

	121768436
	c.443G>A
	p.R148Q
	0.685
	18.18
	T
	B
	N
	/
	1
	ODDD
	None
	F101
	Fa
	
	
	
	Richardson et al. (2004);
Gladwin et al. (1997)

	121768436
	c.443G>A
	p.R148Q
	0.685
	18.18
	T
	B
	N
	/
	1
	ODDD
	MO/MC
	F102
	/
	
	
	
	Fenwick et al. (2008)

	121768453
	c.460A>G
	p.T154A
	0.893
	22.6
	D
	B
	D
	/
	1
	ODDD
	MO, MC
	F103
	Sp
	
	
	41 yrs
	Paznekas et al. (2009)

	(Continued)

	121768453
	c.460A>G
	p.T154A
	0.893
	22.6
	D
	B
	D
	/
	1
	ODDD
	/
	F104
	/
	
	
	
	Paznekas et al. (2009)

	121768453
	c.460A>G
	p.T154A
	0.893
	22.6
	D
	B
	D
	/
	1
	ODDD
	MC, G
	F105
	Sp
	10 yrs
	35
	
	Van Es et al. (2007)

	121768454
	c.461C>A
	p.T154N
	0.819
	23.3
	D
	B
	D
	/
	1
	ODDD
	G
	F106
	Fa
	15 yrs
	
	
	Wiest et al. (2006)

	121768454
	c.461C>A
	p.T154N
	0.819
	23.3
	D
	B
	D
	/
	1
	ODDD
	G
	F106
	Fa
	47 yrs
	
	
	Wiest et al. (2006)

	GJA1 variants associated nonocular phenotype

	121768016
	c.23G>T
	p.G8V
	0.883
	27.1
	D
	D
	D
	/
	1
	KHLS
	None
	F107
	Fa
	
	
	
	Wang et al. (2015)

	121768016
	c.23G>T
	p.G8V
	0.883
	27.1
	D
	D
	D
	/
	1
	KHLS
	None
	F108
	Sp
	
	
	
	Wang et al. (2015)

	121768117
	c.124G>A
	p.E42K
	0.871
	25.8
	D
	D
	D
	/
	1
	SIDS
	None
	F109
	Sp
	
	
	
	Klaver et al. (2011)

	121768157
	c.164A>G
	p.N55S
	0.941
	24.1
	D
	D
	D
	/
	1
	MCA
	None
	F110
	/
	
	
	
	Retterer et al. (2016)

	121768261
	c.268C>G
	p.L90V
	0.872
	24.7
	D
	P
	D
	/
	1
	HSP
	None
	F111
	Fa
	
	
	46 yrs
	Paznekas et al. (2003);

	121768295
	c.302G>T
	p.R101L
	0.865
	24.6
	D
	P
	D
	/
	1
	Syndactyly
	None
	F112
	Fa
	
	
	
	You et al. (2016)

	121768295
	c.302G>T
	p.R101L
	0.865
	24.6
	D
	P
	D
	/
	1
	Syndactyly
	None
	F112
	Fa
	
	
	
	You et al. (2016)

	121768295
	c.302G>T
	p.R101L
	0.865
	24.6
	D
	P
	D
	/
	1
	Syndactyly
	None
	F112
	Fa
	
	
	
	You et al. (2016)

	121768295
	c.302G>T
	p.R101L
	0.865
	24.6
	D
	P
	D
	/
	1
	Syndactyly
	None
	F112
	Fa
	
	
	
	You et al. (2016)

	121768381
	c.388A>T
	p.I130F
	0.703
	22
	T
	B
	N
	/
	1
	Syndactyly
	None
	F113
	Fa
	
	
	
	Qin et al. (2018)

	121768381
	c.388A>T
	p.I130F
	0.703
	22
	T
	B
	N
	/
	1
	Syndactyly
	None
	F113
	Fa
	
	
	
	Qin et al. (2018)

	121768381
	c.388A>T
	p.I130F
	0.703
	22
	T
	B
	N
	/
	1
	Syndactyly
	None
	F113
	Fa
	
	
	
	Qin et al. (2018)

	(Continued)

	121768381
	c.388A>T
	p.I130F
	0.703
	22
	T
	B
	N
	/
	1
	Syndactyly
	None
	F113
	Fa
	
	
	
	Qin et al. (2018)

	121768674
	c.681A>C
	p.E227D
	0.941
	20.9
	D
	P
	D
	/
	1
	EV
	None
	F114
	Sp
	
	
	5 mo
	Boyden et al. (2015)

	121768674
	c.681A>C
	p.E227D
	0.941
	20.9
	D
	P
	D
	/
	1
	EV
	None
	F115
	Sp
	
	
	6 yrs
	Boyden et al. (2015)

	121768124
	c.131C>T
	p.A44V
	0.825
	15.24
	T
	B
	N
	/
	1
	EV
	None
	F116
	Sp
	
	
	
	Boyden et al. (2015)

	121768451
	c.458G>A
	p.R153Q
	0.751
	23.5
	T
	B
	N
	/
	1
	HEM
	None
	F117
	Sp
	
	
	
	Wang et al. (2010a)

	121768708
	c.715C>T
	p.R239W
	0.734
	23.8
	D
	B
	N
	/
	1
	HEM
	None
	F118
	Sp
	
	
	
	Chen et al. (2005)

	121768745
	c.752G>C
	p.S251T
	0.513
	0.524
	T
	B
	N
	/
	1
	HEM
	None
	F119
	Sp
	
	
	
	Chen et al. (2005)

	121768750
	c.757G>C
	p.A253P
	0.471
	0.543
	T
	B
	N
	/
	1
	HEM
	None
	F120
	Sp
	
	
	
	Chen et al. (2005)

	121768774
	c.781G>T
	p.G261W
	0.631
	23.2
	D
	P
	N
	/
	1
	HEM
	None
	F121
	Sp
	
	
	
	Wang et al. (2010a)

	121768961
	c.968C>T
	p.A323V
	0.386
	20.8
	D
	B
	N
	8
	1
	HEM
	None
	F122
	Sp
	
	
	
	Wang et al. (2010a)

	121769083
	c.1090T>C
	p.S364P
	0.445
	20.6
	T
	B
	N
	/
	1
	HEM
	None
	F123
	Sp
	
	
	
	Britz-Cunningham et al. (1995)

	121769083
	c.1090T>C
	p.S364P
	0.445
	20.6
	T
	B
	N
	/
	1
	HEM
	None
	F124
	Sp
	
	
	
	Britz-Cunningham et al. (1995)

	Likely benign

	121768970
	c.977C>T
	p.T326I
	0.535
	25.3
	D
	D
	N
	3
	1
	Deafness
	None
	F125
	Sp
	　
	　
	　
	Yang et al. (2007)

	Note: All these variants were recorded as DM in HGMD. Com het = compound heterozygous, Homo = homozygous, AF = allele frequency, "/" = not avaiable. Sp = sporadic, Fa = familial. mo= month.

	         ODDD = oculodentodigital dysplasia, KHLS = keratoderma-hypotrichosis-leukonychia syndrome, SIDS = sudden infant death syndrome, MCA = Multiple congenital anomalies, HSP = Hereditary spastic paraplegia

	         MO = microphthalmia, MC = microcornea, G = glaucoma, PHH = high hyperopia, Ca = cataract, ACD=anterior chamber defect, EV = erythrokeratodermia variabilis, HEM = heart malfomation. Sp = Sporadic, Fa = Familial.

	         In silico prediction: D = damaging, P = possible damaging, B = benign, N = neutral.

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


