	Supplementary Table S1. Summary of variants in genes responsible for cornea plana, megalocornea, keratoconus and Brittle cornea syndrome

	PMID
	Gene
	Variants
	NM_number
	Chr
	Position
	Refer
ence
	Alter
nate
	Nucleotide
Change
	Effect
	Phenotype
	REVEL
	CADD
	SIFT
	Polyphen2
	PROVEAN
	varSEAK
	BDGP
	HSF
	Number of
Reproted
	Number of
Current Cohort
	Alleles
frequency in GnomAD
	Hemizygote
s/Homozygotes in GnomAD
	HGM
D
	Clinvar

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	Families
	Alleles
	Families
	Alleles
	
	
	
	

	28677912
	KERA
	1
	NM_007035.4
	12
	91449850
	G
	A
	c.209C>T
	p.(Pro70Leu)
	Cornea plana
	0.886
	27.3
	D
	D
	D
	/
	/
	/
	1
	1
	/
	/
	9/277528
	0
	DM
	Pathogenic

	31059048
	KERA
	2
	NM_007035.4
	12
	91449817
	T
	C
	c.242A>G
	p.(Asn81Ser)
	Cornea plana
	0.795
	25.5
	D
	D
	D
	/
	/
	/
	1
	1
	4
	4
	2/247830
	0
	DM
	/

	23834557
	KERA
	3
	NM_007035.4
	12
	91449739
	A
	C
	c.320T>G
	p.(Ile107Arg)
	Cornea plana
	0.864
	27
	D
	D
	D
	/
	/
	/
	1
	1
	/
	/
	1/250062
	0
	DM
	Pathogenic

	16157807
	KERA
	4
	NM_007035.4
	12
	91449668
	T
	C
	c.391A>G
	p.(Asn131Asp)
	Cornea plana
	0.815
	26.6
	D
	D
	D
	/
	/
	/
	1
	2
	/
	/
	4/250176
	0
	DM
	Likely pathogenic

	10802664
	KERA
	5
	NM_007035.4
	12
	91449539
	G
	A
	c.520C>T
	p.(Gln174*)
	Cornea plana
	/
	40
	/
	/
	/
	/
	/
	/
	1
	2
	4
	5
	1/250392
	0
	DM
	Pathogenic

	32830442
	KERA
	6
	NM_007035.4
	12
	91449531
	G
	C
	c.528C>G
	p.(Asn176Lys)
	Cornea plana
	0.492
	20.1
	D
	D
	D
	/
	/
	/
	1
	2
	/
	/
	10/250382
	0
	DM
	/

	11726611
	KERA
	7
	NM_007035.4
	12
	91449415
	G
	T
	c.644C>A
	p.(Thr215Lys)
	Cornea plana
	0.337
	25.7
	D
	P
	N
	/
	/
	/
	1
	2
	/
	/
	2/250064
	0
	DM
	Pathogenic

	26099342,
2180687072961624,
	KERA
	8
	NM_007035.4
	12
	91449385
	A
	G
	c.674T>C
	p.(Ile225Thr)
	Cornea plana
	0.642
	26.7
	D
	D
	D
	/
	/
	/
	2
	4
	/
	/
	1/249880
	0
	DM
	/

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	28677912,
	KERA
	9
	NM_007035.4
	12
	91449319
	T
	C
	c.740A>G
	p.(Asn247Ser)
	Cornea plana
	0.574
	25.5
	D
	D
	D
	/
	/
	/
	48
	96
	/
	/
	198/280838
	0
	DM
	Pathogenic

	32830442
	KERA
	10
	NM_007035.4
	12
	91449250
	G
	A
	c.809C>T
	p.(Ser270Leu)
	Cornea plana
	0.495
	26.1
	D
	D
	D
	/
	/
	/
	1
	2
	/
	/
	6/280426
	0
	DM
	/

	16234475,
23834557,
	KERA
	11
	NM_007035.4
	12
	91449224
	G
	A
	c.835C>T
	p.(Arg279*)
	Cornea plana
	/
	36
	/
	/
	/
	/
	/
	/
	3
	5
	1
	1
	6/280678
	0
	DM
	Pathogenic

	15370545,
17011957,
	KERA
	12
	NM_007035.4
	12
	91445245
	G
	A
	c.937C>T
	p.(Arg313*)
	Cornea plana
	/
	37
	/
	/
	/
	/
	/
	/
	10
	20
	1
	1
	5/250408
	0
	DM
	Pathogenic

	19941419,
32552793
	KERA
	13
	NM_007035.4
	12
	91445293
	G
	A
	c.887-2A>G
	p.(?)
	Cornea plana
	/
	/
	/
	/
	/
	Splicing effect
	Affecting splicing site
	Most probably affecting splicing
	1
	2
	/
	/
	/
	/
	DM?
	/

	28677912
	KERA
	14
	NM_007035.4
	12
	91445294
	A
	G
	c.887-1G>A
	p.(?)
	Cornea plana
	/
	/
	/
	/
	/
	Splicing effect
	Affecting splicing site
	Most probably affecting
splicing
	1
	1
	/
	/
	/
	/
	DM
	/

	
	
	
	
	
	91449686_914
49688
	
	
	c.375_377de
lCTT
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	25967529
	KERA
	15
	NM_007035.4
	12
	
	AAG
	-
	
	p.(Phe125del)
	Cornea plana
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM?
	/

	31059048
	KERA
	16
	NM_007035.4
	12
	91449282_914
49289
	TCAA
ATCC
	-
	c.772_779de
lGGATTTG
	p.(Gly258Cysf
s*30)
	Cornea plana
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	/

	17011957,
19941419
	KERA
	17
	NM_007035.4
	12
	91445157
	G
	-
	c.1026delC
	p.(Cys343Alafs
*26)
	Cornea plana
	/
	/
	/
	/
	/
	/
	/
	/
	6
	12
	/
	/
	/
	/
	DM
	Conflicting classifications of pathogenicity: Likely pathogenic(1);
Uncertain

	25093588
	CHRDL1
	1
	NM_001143981.2
	X
	110006030
	C
	A
	c.100G>T
	p.(Glu34*)
	Megalocornea,
X-linked
	/
	35
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	/

	34644435
	CHRDL1
	2
	NM_001143981.2
	X
	110005923
	C
	G
	c.207G>C
	p.(Glu69Asp)
	Megalocornea,
X-linked
	0.351
	35
	D
	D
	N
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM?
	Uncertain
significance

	25093588,
34644435
	CHRDL1
	3
	NM_001143981.2
	X
	110002961
	G
	A
	c.229C>T
	p.(Arg77*)
	Megalocornea,
X-linked
	/
	34
	/
	/
	/
	/
	/
	/
	2
	2
	/
	/
	/
	/
	DM
	Pathogenic

	25093588
	CHRDL1
	4
	NM_001143981.2
	X
	110002950
	A
	T
	c.240T>A
	p.(Cys80*)
	Megalocornea,
X-linked
	/
	35
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	/

	25093588
	CHRDL1
	5
	NM_001143981.2
	X
	110002893
	G
	T
	c.297C>A
	p.(Cys99*)
	Megalocornea,
X-linked
	/
	33
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	/

	34644435
	CHRDL1
	6
	NM_001143981.2
	X
	109964624
	A
	C
	c.436T>G
	p.(Cys146Gly)
	Megalocornea,
X-linked
	0.904
	26
	D
	D
	D
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	Likely pathogenic

	25093588
	CHRDL1
	7
	NM_001143981.2
	X
	109963140
	C
	T
	c.464G>A
	p.(Cys155Tyr)
	Megalocornea,
X-linked
	0.876
	25.5
	D
	P
	D
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	/

	22284829
	CHRDL1
	8
	NM_001143981.2
	X
	109937517
	G
	A
	c.652C>T
	p.(Arg218*)
	Megalocornea,
X-linked
	/
	35
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	Pathogenic

	22284829
	CHRDL1
	9
	NM_001143981.2
	X
	109932028
	C
	A
	c.782G>T
	p.(Cys261Phe)
	Megalocornea,
X-linked
	0.984
	24.4
	D
	D
	D
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	Pathogenic

	25093588
	CHRDL1
	10
	NM_001143981.2
	X
	109931945
	A
	G
	c.865T>C
	p.(Cys289Arg)
	Megalocornea,
X-linked
	0.951
	27.2
	D
	D
	D
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	/

	25093588
	CHRDL1
	11
	NM_001143981.2
	X
	109931938
	C
	T
	c.872G>A
	p.(Cys291Tyr)
	Megalocornea,
X-linked
	0.988
	25.9
	D
	D
	D
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	Likely pathogenic

	34644435
	CHRDL1
	12
	NM_001143981.2
	X
	109931842
	C
	A
	c.968G>T
	p.(Cys323Phe)
	Megalocornea,
X-linked
	0.959
	25.6
	D
	D
	D
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	Uncertain
significance

	34644435
	CHRDL1
	13
	NM_001143981.2
	X
	109931834
	T
	A
	c.976A>T
	p.(Lys326*)
	Megalocornea,
X-linked
	/
	38
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	Pathogenic

	34644435
	CHRDL1
	14
	NM_001143981.2
	X
	109924743
	G
	A
	c.1123C>T
	p.(Gln375*)
	Megalocornea,
X-linked
	/
	37
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	Pathogenic


	34644435
	CHRDL1
	15
	NM_001143981.2
	X
	110035315
	A
	G
	c.94+1G>A
	p.(?)
	Megalocornea, X-linked
	/
	/
	/
	/
	/
	Splicing effect
	Affecting splicing site
	Most probably affecting

splicing
	1
	1
	/
	/
	/
	/
	DM
	Pathogenic

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	31980526
	CHRDL1
	16
	NM_001143981.2
	X
	110035314
	A
	G
	c.94+2T>C
	p.(?)
	Megalocornea, X-linked
	/
	32
	/
	/
	/
	Splicing effect
	Affecting splicing
site
	Most probably affecting splicing
	1
	1
	/
	/
	/
	/
	DM?
	/

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	34844512
	CHRDL1
	17
	NM_001143981.2
	X
	110005922
	C
	T
	c.207+1G>A
	p.(?)
	Megalocornea, X-linked
	/
	33
	/
	/
	/
	Splicing effect
	Affecting splicing
site
	Most probably affecting splicing
	1
	1
	/
	/
	/
	/
	DM
	Pathogenic

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	34644435
	CHRDL1
	18
	NM_001143981.2
	X
	110002887
	C
	A
	c.301+2T>G
	p.(?)
	Megalocornea, X-linked
	/
	/
	/
	/
	/
	Splicing effect
	Affecting splicing
site
	Most probably affecting splicing
	1
	1
	/
	/
	/
	/
	DM
	Pathogenic

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	31618753
	CHRDL1
	19
	NM_001143981.2
	X
	109943941
	T
	C
	c.542-8A>G
	p.(?)
	Megalocornea, X-linked
	/
	/
	/
	/
	/
	Splicing effect
	Affecting splicing
site
	Most probably affecting
splicing g
	1
	1
	/
	/
	/
	/
	DM?
	Likely pathogenic

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	34644435
	CHRDL1
	20
	NM_001143981.2
	X
	109924709
	C
	A
	c.1156+1G> T
	p.(?)
	Megalocornea, X-linked
	/
	/
	/
	/
	/
	Splicing effect
	Affecting splicing
site
	Most probably affecting splicing
	1
	1
	/
	/
	/
	/
	DM
	Pathogenic

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	26020825
	CHRDL1
	21
	NM_001143981.2
	X
	110006036_11
0035314
	
	
	c.90_94+6d el
	p.(?)
	Megalocornea, X-linked
	/
	/
	/
	/
	/
	Splicing effect
	Affecting splicing
site
	probably affecting splicing
	2
	2
	/
	/
	/
	/
	DM
	/

	
	
	
	
	
	110006030_11
0006031
	
	
	c.102_103de
lGA
	p.(Glu34Aspfs*
14)
	Megalocornea,
X-linked
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	22284829
	CHRDL1
	22
	NM_001143981.2
	X
	
	TC
	-
	
	
	
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	Pathogenic

	24073597
	CHRDL1
	23
	NM_001143981.2
	X
	110005964
	G
	-
	c.167delC
	p.(Pro56Leufs* 8)
	Megalocornea, X-linked
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	/

	25712132
	CHRDL1
	24
	NM_001143981.2
	X
	109932004_10
9932005
	GA
	-
	c.807_808de lTC
	p.(His270Trpfs
*22)
	Megalocornea, X-linked
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	Pathogenic

	22284829
	CHRDL1
	25
	NM_001143981.2
	X
	109931938
	C
	-
	c.872delG
	p.(Cys291Leuf s*25)
	Megalocornea, X-linked
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	Pathogenic

	35011756
	CHRDL1
	26
	NM_001143981.2
	X
	109924863_10
9924864
	GG
	-
	c.1002_1003
delCC
	p.(Gln335Lysfs
*3)
	Megalocornea, X-linked
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	/

	25093588
	CHRDL1
	27
	NM_001143981.2
	X
	109919589_10
9919590
	CC
	-
	c.1247-
1_1247delG G
	p.(?)
	Megalocornea, X-linked
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	/

	
	
	
	
	
	
	
	
	
	p.(Lys162Glnfs
*30)
	Megalocornea, X-linked
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	34644435
	CHRDL1
	28
	NM_001143981.2
	X
	109963124
	G
	GG
	c.483dupC
	
	
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	Pathogenic

	29453417,
26938784
	CHRDL1
	29
	NM_001143981.2
	X
	109963085
	A
	AA
	c.520dupT
	p.(Ser174Phef
s*18)
	Megalocornea,
X-linked
	/
	/
	/
	/
	/
	/
	/
	/
	2
	2
	/
	/
	/
	/
	DM
	Pathogenic

	
	
	
	
	
	
	
	
	c.447+89_*1 92955del238
021
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	22284829
	CHRDL1
	30
	NM_001143981.2
	X
	/
	/
	/
	
	p.(?)
	Megalocornea, X-linked
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	

	22284829
	CHRDL1
	31
	NM_001143981.2
	X
	/
	/
	/
	270-600kb
incl entire gene
	p.(?)
	Megalocornea, X-linked
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	/

	25093588
	CHRDL1
	32
	NM_001143981.2
	X
	/
	/
	/
	9032 bp incl.
ex. 5
	p.(?)
	Megalocornea,
X-linked
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	/

	25093588
	CHRDL1
	33
	NM_001143981.2
	X
	/
	/
	/
	incl. entire
gene
	p.(?)
	Megalocornea,
X-linked
	/
	/
	/
	/
	/
	/
	/
	/
	2
	2
	/
	/
	/
	/
	DM
	/

	15623752,
21976959
	VSX1
	1
	NM_014588.6
	20
	25062683
	A
	G
	c.50T>C
	p.(Leu17Pro)
	Keratoconus
	0.676
	22.7
	D
	P
	N
	/
	/
	/
	5
	5
	1
	1
	20/165592
	|
	DM
	Uncertain
significance

	30090183
	VSX1
	2
	NM_014588.6
	20
	25062530
	A
	T
	c.203T>A
	p.(Leu68His)
	Keratoconus
	0.323
	16.09
	D
	B
	N
	/
	/
	/
	3
	3
	/
	/
	/
	|
	DM?
	/

	30090183,
17960127
	VSX1
	3
	NM_014588.6
	20
	25062418
	G
	T
	c.315C>A
	p.(Asp105Glu)
	Keratoconus
	0.296
	11.47
	T
	P
	N
	/
	/
	/
	7
	7
	1
	2
	887/129064
	|
	DM?
	Benign

	28950846,
29518881
	VSX1
	4
	NM_014588.6
	20
	25062341
	C
	G
	c.392G>C
	p.(Arg131Pro)
	Keratoconus
	0.319
	14.02
	D
	B
	N
	/
	/
	/
	2
	2
	2
	2
	/
	|
	DM?
	/

	30090183,
17960127
	VSX1
	5
	NM_014588.6
	20
	25062342
	G
	T
	c.391C>A
	p.(Arg131Ser)
	Keratoconus
	0.316
	6.396
	T
	B
	N
	/
	/
	/
	12
	13
	2
	2
	1825/134164
	|
	DM?
	Benign

	27819732
	VSX1
	6
	NM_014588.6
	20
	25060145
	C
	T
	c.430G>A
	p.(Asp144Asn)
	Keratoconus
	0.469
	24.6
	D
	P
	D
	/
	/
	/
	1
	1
	/
	/
	/
	|
	DM?
	/

	18626569
	VSX1
	7
	NM_014588.6
	20
	25060123
	T
	C
	c.452A>G
	p.(Asn151Ser)
	Keratoconus
	0.271
	4.702
	T
	B
	N
	/
	/
	/
	/
	/
	/
	/
	20/280310
	|
	DM
	Uncertain significance

	11978762
	VSX1
	8
	NM_014588.6
	20
	25060100
	A
	T
	c.475T>A
	p.(Leu159Met)
	Keratoconus
	0.59
	6.324
	T
	P
	N
	/
	/
	/
	1
	1
	/
	/
	14/281032
	|
	DM
	Uncertain
significance

	28950846,
29518881,
36999054
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	VSX1
	9
	NM_014588.6
	20
	25060096
	C
	A
	c.479G>T
	p.(Gly160Val)
	Keratoconus
	0.432
	17.57
	T
	B
	D
	/
	/
	/
	5
	5
	210
	210
	274/280916
	|
	DM?
	Benign

	11978762,
34426522
	VSX1
	10
	NM_014588.6
	20
	25060079
	G
	A
	c.496C>T
	p.(Arg166Trp)
	Keratoconus
	0.909
	22.7
	D
	D
	D
	/
	/
	/
	2
	2
	2
	2
	6/279988
	|
	DM
	Pathogenic

	19956409,
21365019
	VSX1
	11
	NM_014588.6
	20
	25059567
	C
	G
	c.525G>C
	p.(Gln175His)
	Keratoconus
	0.902
	22.8
	D
	D
	D
	/
	/
	/
	2
	2
	1
	1
	1/251490
	|
	DM
	/

	29924831
	VSX1
	12
	NM_014588.6
	20
	25058429
	C
	T
	c.700G>A
	p.(Glu234Lys)
	Keratoconus
	0.681
	25
	D
	D
	D
	/
	/
	/
	1
	1
	/
	/
	2/155364
	|
	DM?
	/

	29924831
	VSX1
	13
	NM_014588.6
	20
	25058419
	A
	G
	c.710T>C
	p.(Leu237Pro)
	Keratoconus
	0.899
	32
	D
	D
	D
	/
	/
	/
	1
	1
	/
	/
	2/155174
	|
	DM?
	/


	21976959
	VSX1
	14
	NM_014588.6
	20
	25058414
	C
	G
	c.715G>C
	p.(Gly239Arg)
	Keratoconus
	0.856
	29.1
	D
	D
	D
	/
	/
	/
	1
	1
	/
	/
	5/186286
	|
	DM?
	Uncertain
significance

	35296157,
23592923,
11978762
	VSX1
	15
	NM_014588.6
	20
	25058398
	T
	C
	c.731A>G
	p.(His244Arg)
	Keratoconus
	0.775
	28.7
	D
	D
	D
	/
	/
	/
	3
	3
	/
	/
	500/185762
	|
	DM
	Uncertain
significance/ Likely benign

	15623752,
21976959
	VSX1
	16
	NM_014588.6
	20
	25058389
	G
	C
	c.740C>G
	p.(Pro247Arg)
	Keratoconus
	0.856
	31
	D
	D
	D
	/
	/
	/
	2
	2
	/
	/
	82/185466
	|
	DM?
	Uncertain
significance/ Likely benign

	25963163
	VSX1
	17
	NM_014588.6
	20
	25058378
	A
	T
	c.751T>A
	p.(Ser251Thr)
	Keratoconus
	0.459
	24.6
	T
	B
	N
	/
	/
	/
	/
	/
	/
	/
	/
	|
	DM?
	/

	25963163
	VSX1
	18
	NM_014588.6
	20
	25058326
	A
	T
	c.803T>A
	p.(Leu268His)
	Keratoconus
	0.876
	31
	D
	D
	D
	/
	/
	/
	2
	2
	/
	/
	/
	|
	DM
	/

	27819732
	VSX1
	19
	NM_014588.6
	20
	25057112
	C
	A
	c.883G>T
	p.(Asp295Tyr)
	Keratoconus
	0.379
	21.9
	D
	P
	D
	/
	/
	/
	1
	1
	/
	/
	/
	|
	DM?
	/

	34136477
	VSX1
	20
	NM_014588.6
	20
	25058363
	GGA GTTG
	-
	c.758_765de lTCAACTCC
	p.(Leu253Argf s*18)
	Keratoconus
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	11
	11
	37/183872
	|
	DM
	Likely benign

	15623752,
21976959,
29924831
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	Uncertain significance/ Likely benign

	
	VSX1
	21
	NM_014588.6
	20
	25060096
	C
	T
	c.479G>A
	p.(Gly160Asp)
	Keratoconus
	0.613
	17.61
	T
	B
	N
	/
	/
	/
	4
	4
	/
	/
	581/280916
	|
	/
	

	15623752,
11978762,
21976959
	VSX1
	22
	NM_014588.6
	20
	25060143
	G
	C
	c.432C>G
	p.(Asp144Glu)
	Keratoconus
	0.361
	11.78
	T
	B
	N
	/
	/
	/
	6
	6
	/
	/
	931/277680
	|
	/
	Benign/Likely benign

	36999054
	VSX1
	23
	NM_014588.6
	20
	25056970
	C
	T
	c.1025G>A
	p.(Gly342Glu)
	Keratoconus
	0.122
	0.061
	T
	B
	N
	/
	/
	/
	1
	1
	/
	/
	5/251456
	|
	/
	/

	36999054
	VSX1
	24
	NM_014588.6
	20
	25062684
	G
	C
	c.49C>G
	p.(Leu17Val)
	Keratoconus
	0.126
	17.07
	T
	B
	N
	/
	/
	/
	1
	1
	/
	/
	126/165306
	|
	/
	Benign

	29051577
	TUBA3D
	1
	NM_080386.4
	2
	132235764
	C
	T
	c.31C>T
	p.(Gln11*)
	Keratoconus
	/
	37
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	|
	DM
	Pathogenic

	29051577
	TUBA3D
	2
	NM_080386.4
	2
	132235934
	T
	TTT
	c.201insTT
	p.(Val68Leufs* 26)
	Keratoconus
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	|
	/
	/

	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	12/250180(0/
19942 in East Asian)
	
	
	

	29051577
	TUBA3D
	3
	NM_080386.4
	2
	132240423
	G
	T
	c.*2G>A
	p.(?)
	Keratoconus
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	
	|
	DM
	/

	
	
	
	
	
	
	
	
	
	
	Brittle cornea syndrome
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	31025659
	ZNF469
	1
	NM_001367624.2
	16
	88495583
	C
	T
	c.1705C>T
	p.(Gln569*)
	
	/
	36
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	/

	23680354
	ZNF469
	2
	NM_001367624.2
	16
	88495907
	G
	T
	c.2029G>T
	p.(Gly677*)
	Brittle cornea
syndrome
	/
	37
	/
	/
	/
	/
	/
	/
	1
	2
	/
	/
	/
	/
	DM
	/

	20938016
	ZNF469
	3
	NM_001367624.2
	16
	88498136
	G
	T
	c.4258G>T
	p.(Glu1420*)
	Brittle cornea
syndrome
	/
	32
	/
	/
	/
	/
	/
	/
	1
	2
	/
	/
	/
	/
	DM
	Pathogenic

	23680354
	ZNF469
	4
	NM_001367624.2
	16
	88499231
	C
	T
	c.5353C>T
	p.(Gln1785*)
	Brittle cornea
syndrome
	/
	33
	/
	/
	/
	/
	/
	/
	2
	4
	/
	/
	/
	/
	DM
	/

	34522702
	ZNF469
	5
	NM_001367624.2
	16
	88499678
	C
	T
	c.5800C>T
	p.(Arg1934*)
	Brittle cornea
syndrome
	/
	32
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	Pathogenic

	24082139
	ZNF469
	6
	NM_001367624.2
	16
	88502666
	G
	T
	c.8788G>T
	p.(Asp2930Tyr
)
	Brittle cornea
syndrome
	0.11
	23.4
	T
	/
	N
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	Uncertain
significance

	19661234
	ZNF469
	7
	NM_001367624.2
	16
	88503978
	G
	A
	c.10100G>A
	p.(Cys3367Tyr
)
	Brittle cornea
syndrome
	0.525
	29.6
	D
	/
	D
	/
	/
	/
	1
	2
	/
	/
	/
	/
	DM
	Pathogenic

	23680354
	ZNF469
	8
	NM_001367624.2
	16
	88503984
	G
	C
	c.10106G>C
	p.(Arg3369Pro
)
	Brittle cornea
syndrome
	0.233
	24.1
	D
	/
	N
	/
	/
	/
	1
	2
	/
	/
	/
	/
	DM
	Uncertain
significance

	31980526
	ZNF469
	9
	NM_001367624.2
	16
	88428294
	T
	-
	c.824delT
	p.(Phe275Serf
s*71)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM?
	/

	31025659
	ZNF469
	10
	NM_001367624.2
	16
	88428872_884
28881
	10
	-
	c.1402_1411
del10
	p.(Pro468Alafs
*31)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	/

	33739556
	ZNF469
	11
	NM_001367624.2
	16
	88428914
	C
	-
	c.1444delC
	p.(Leu482Cysf
s*20)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	2
	/
	/
	/
	/
	DM
	Pathogenic

	23680354
	ZNF469
	12
	NM_001367624.2
	16
	88429620
	T
	-
	c.2150delT
	p.(Phe717Serf
s*15)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	2
	/
	/
	/
	/
	DM
	Uncertain
significance

	23680354
	ZNF469
	13
	NM_001367624.2
	16
	88430946
	G
	-
	c.3476delG
	p.(Gly1159Alaf
s*105)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	2
	/
	/
	/
	/
	DM
	/

	23680354
	ZNF469
	14
	NM_001367624.2
	16
	88433258
	C
	-
	c.5788delC
	p.(Gln1930Arg
fs*6)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	/

	18452888,
22908982
	ZNF469
	15
	NM_001367624.2
	16
	88433497
	A
	-
	c.6027delA
	p.(Gly2011Alaf
s*16)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	9
	18
	/
	/
	/
	/
	DM
	Pathogenic

	23680354
	ZNF469
	16
	NM_001367624.2
	16
	88433914
	G
	-
	c.6444delG
	p.(Gln2149Ser
fs*51)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	2
	/
	/
	/
	/
	DM
	Likely pathogenic

	23680354
	ZNF469
	17
	NM_001367624.2
	16
	88434117
	A
	-
	c.6647delA
	p.(Gln2216Arg
fs*21)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	2
	/
	/
	/
	/
	DM
	/

	25266838
	ZNF469
	18
	NM_001367624.2
	16
	88434198
	A
	-
	c.6728delA
	p.(Asp2243Ala
fs*8)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	Pathogenic

	34522702
	ZNF469
	19
	NM_001367624.2
	16
	88434774
	A
	-
	c.7304delA
	p.(Gln2435Arg
fs*38)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	/

	23680354
	ZNF469
	20
	NM_001367624.2
	16
	88436953
	G
	-
	c.9483delG
	p.(His3162Thrf
s*20)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	2
	/
	/
	/
	/
	DM
	Pathogenic

	18452888
	ZNF469
	21
	NM_001367624.2
	16
	88437085
	G
	-
	c.9615delG
	p.(Gln3206Arg
fs*23)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	2
	/
	/
	/
	/
	DM
	Pathogenic

	32671420
	ZNF469
	22
	NM_001367624.2
	16
	88437794
	A
	-
	c.10324delA
	p.(Arg3442Glyf
s*59)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	Likely pathogenic

	32671420
	ZNF469
	23
	NM_001367624.2
	16
	88438221
	C
	-
	c.10751delC
	p.(Pro3584Gln
fs*136)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	/

	30338343
	ZNF469
	24
	NM_001367624.2
	16
	88429433
	C
	CC
	c.1963dupC
	p.(His655Profs
*83)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	Pathogenic

	23680354
	ZNF469
	25
	NM_001367624.2
	16
	88433258
	C
	CC
	c.5788dupC
	p.(Gln1930Pro
fs*133)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	/


	30338343
	ZNF469
	26
	NM_001367624.2
	16
	88433914
	G
	GG
	c.6444dupG
	p.(Gln2149Alaf
s*42)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	Pathogenic

	23680354,
23010198
	ZNF469
	27
	NM_001367624.2
	16
	88436371_884
36384
	14
	28
	c.8901_8914
dup14
	p.(Glu2972Glyf
s*50)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	2
	4
	/
	/
	/
	/
	DM
	/

	33739556
	ZNF469
	28
	NM_001367624.2
	16
	88437346
	T
	TT
	c.9876dupT
	p.(Ala3293Cys
fs*6)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	2
	/
	/
	/
	/
	DM
	Likely pathogenic

	30865045
	ZNF469
	29
	NM_001367624.2
	16
	88437385
	C
	CC
	c.9915dupC
	p.(Arg3306Gln
fs*197)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	2
	/
	/
	/
	/
	DM
	Pathogenic

	25266838
	ZNF469
	30
	NM_001367624.2
	16
	/
	/
	/
	deletion of
gene
	p.(?)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	/
	/

	36048286
	ZNF469
	31
	NM_001367624.2
	16
	88429810
	C
	-
	c.2340delC
	p.(Arg781Glufs
*19)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	2
	/
	/
	/
	/
	/
	Pathogenic

	37098112
	ZNF469
	32
	NM_001367624.2
	16
	88430442
	C
	-
	c.2972del
	p.(Pro991Hisfs
*62)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	2
	/
	/
	/
	/
	/
	/

	26221552,
37064337
	PRDM5
	1
	NM_018699.4
	4
	121843747
	A
	C
	c.17T>G
	p.(Val6Gly)
	Brittle cornea
syndrome
	0.334
	24.8
	D
	B
	N
	/
	/
	/
	2
	4
	/
	/
	/
	/
	DM
	Likely pathogenic

	26395458
	PRDM5
	2
	NM_018699.4
	4
	121774626
	G
	A
	c.247C>T
	p.(Arg83Cys)
	Brittle cornea
syndrome
	0.624
	32
	D
	D
	N
	/
	/
	/
	1
	2
	/
	/
	4/251280
	0
	DM
	Pathogenic

	23680354
	PRDM5
	3
	NM_018699.4
	4
	121742481
	T
	C
	c.320A>G
	p.(Tyr107Cys)
	Brittle cornea
syndrome
	0.766
	31
	D
	D
	N
	/
	/
	/
	1
	2
	/
	/
	3/282580
	0
	DM
	Pathogenic

	26395458
	PRDM5
	4
	NM_018699.4
	4
	121742401
	C
	A
	c.400G>T
	p.(Glu134*)
	Brittle cornea
syndrome
	/
	36
	/
	/
	/
	/
	/
	/
	1
	2
	/
	/
	/
	/
	DM
	/

	31829210
	PRDM5
	5
	NM_018699.4
	4
	121719574
	G
	A
	p.(Pro56Leu
fs*8)
	p.(Arg346*)
	Brittle cornea
syndrome
	/
	47
	/
	/
	/
	/
	/
	/
	1
	2
	/
	/
	3/244748
	0
	DM
	Pathogenic

	35586607
	PRDM5
	6
	NM_018699.4
	4
	121706177
	G
	A
	c.1258C>T
	p.(Gln420*)
	Brittle cornea
syndrome
	/
	48
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	4/250978
	0
	DM
	/

	21664999,
26395458,
31589614
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	
	PRDM5
	7
	NM_018699.4
	4
	121616391
	G
	A
	c.1768C>T
	p.(Arg590*)
	Brittle cornea syndrome
	/
	43
	/
	/
	/
	/
	/
	/
	3
	6
	/
	/
	/
	/
	DM
	Pathogenic

	
	
	
	
	
	
	
	
	
	
	Brittle cornea syndrome
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	23680354
	PRDM5
	8
	NM_018699.4
	4
	121843670
	C
	T
	c.93+1G>A
	p.(?)
	
	/
	34
	/
	/
	/
	/
	/
	/
	1
	2
	/
	/
	/
	/
	DM
	Pathogenic

	3255793,
22122778
	PRDM5
	9
	NM_018699.4
	4
	121843669
	A
	G
	c.93+2T>C
	p.(?)
	Brittle cornea
syndrome
	/
	33
	/
	/
	/
	/
	/
	/
	2
	4
	/
	/
	/
	/
	DM
	Pathogenic

	27032025
	PRDM5
	10
	NM_018699.4
	4
	121843666
	C
	T
	c.93+5G>A
	p.(?)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	2
	/
	/
	/
	/
	DM?
	/

	21664999,
33120686
	PRDM5
	11
	NM_018699.4
	4
	121738016_12
1738019
	CAAA
	-
	c.713_716de
lTTTG
	p.(Val238Alafs
*35)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	2
	4
	/
	/
	/
	/
	DM
	/

	21664999,
33739556,
37073081
	PRDM5
	12
	NM_018699.4
	4
	121720872
	C
	-
	c.974delG
	p.(Cys325Leuf s*2)
	Brittle cornea syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	3
	6
	/
	/
	2/250490
	0
	DM
	Pathogenic

	
	
	
	
	
	121698354_12
1698364
	
	
	c.1517_1527
del11
	p.(Val506Glufs
*5)
	Brittle cornea syndrome
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	23680354
	PRDM5
	13
	NM_018699.4
	4
	
	11
	-
	
	
	
	/
	/
	/
	/
	/
	/
	/
	/
	1
	2
	/
	/
	/
	/
	DM
	/

	21664999,
26395458
	PRDM5
	14
	NM_018699.4
	4
	/
	/
	/
	ex. 9-14
	p.(?)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	3
	6
	/
	/
	/
	/
	DM
	/

	35586607
	PRDM5
	15
	NM_018699.4
	4
	/
	/
	/
	33270 bp
Duplication
	p.(?)
	Brittle cornea
syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	1
	/
	/
	/
	/
	DM
	/

	
	
	
	
	
	
	
	CAAA CATT TGTA AGC ATTA
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	37713669
	PRDM5
	16
	NM_018699.4
	4
	121719487_12
1719493
	GTTT GTC
	
	c.1117_1123
delinsTTTA ATGCTTAC AAATGTTT G
	p.(D373Ffs*57)
	Brittle cornea syndrome
	/
	/
	/
	/
	/
	/
	/
	/
	1
	2
	/
	/
	/
	/
	/
	/

	Notes: For KERA in gnomAD, 75% variants had REVEL or CADD scores less than 0.402 or 25.6 and 95% variants had REVEL or CADD scores less than 0.83 or 36. For CHRDL1 in gnomAD, 75%: 0.315 or 24.9 and 95% : 0.755 or 28.8. For VSX1 in gnomAD,75%: 0.63 or 24.7 and 95% : 0.924 or 33. For TUBA3D in gnomAD,
75%: 0.678 or 25.4 and 95% : 0.788 or 34. For ZNF469 in gnomAD,75%: 0.094 or 19.6 and 95% : 0.201 or 25. For PRDM5 in gnomAD, 75%: 0.433 or 27.3 and 95% : 0.838 or 33. P= possibly damaging; D= damaging; B= benign; T= tolerant; N= neutral; DM= damaging mutation; NA: Not Available; B: benign; LB: likely benign; BS1= Allele frequency is greater than expected for disorder; BS2= Observed in healthy adult individual for a dominant (heterozygous)disorder with full penetrance expected at an early age; BP4= Multiple lines of computational evidence suggest no impact on gene/ gene product.


