
Appendix 2: The characteristics and frequency of the variants reported in 95 individuals with ADAMTSL4-associated ectopia lentis
	cDNA
	Protein
	Consequence
	Loss of function
	Zygosity: 

No. of individuals
	ClinVar
	gnomAD AF
	gnomAD 
highest AF
	REVEL
	CADD

	c.79-1G>A
	-
	Splice site
	Yes
	HOM: 21
	39554 (P)
	nil
	nil
	na
	32

	c.208delA
	p.Thr70Hisfs*63a
	Frameshift
	Yes
	CH: 12
	nil
	nil
	nil
	na
	na

	c.237delC
	p.Pro80Argfs*53
	Frameshift
	Yes
	CH: 13
	39558 (P)
	nil
	nil
	na
	na

	c.293delG
	p.Gly99Alafs*34
	Frameshift
	Yes
	CH: 13
	nil
	1/246736 (0.000004053)
	1/110140 (0.000009079)
	na
	na

	c.745del
	p.Leu249Tyrfs*21
	Frameshift
	Yes
	CH: 24,5
	nil
	1/250712 (0.000003989)
	1/113208 (0.000008833)
	na
	na

	c.767_786del
	p.Gln256Profs*38
	Frameshift
	Yes
	HOM: 413–10,b 
CH: 142–6,10,b 
	39555 (P)
	344/282186 (0.001219)
	307/128702 (0.002385)
	na
	na

	c.826_836del
	p.Arg276Serfs*21
	Frameshift
	Yes
	CH: 210
	39556 (P)
	42/282576 (0.0001486)
	32/25112 (0.001274)
	na
	na

	c.925C>T
	p.Arg309*
	Nonsense
	Yes
	HOM: 14
CH: 13
	nil
	nil
	nil
	na
	34

	c.1162dupG
	p.Ala388Glyfs*8
	Frameshift
	Yes
	HOM: 25
	nil
	nil
	nil
	na
	na

	c.1774G>A
	p.Gly592Ser
	Missense
	No
	CH: 15
	nil
	2/250706 (0.000007977)
	2/113522 (0.00001762)
	0.334
	27.4

	c.1783dupT
	p.Tyr595Leufs*13
	Frameshift
	Yes
	CH: 411
	nil
	nil
	nil
	na
	na

	cDNA
	Protein
	Consequence
	Loss of function
	Zygosity: 

No. of individuals
	ClinVar
	gnomAD AF
	gnomAD 
highest AF
	REVEL
	CADD

	c.1785T>G
	p.Tyr595*
	Nonsense
	Yes
	HOM: 412 
	1349 (P)
	5/250766 (0.00001994)
	5/15814 (0.0003162)
	na
	35

	c.1937dup
	p.Arg647Alafs*49
	Frameshift
	Yes
	HOM: 14
	nil
	nil
	nil
	na
	na

	c.1960C>T
	p.Pro654Ser
	Missense
	No
	HOM: 110 
	nil
	24/242956 (0.00009878)
	23/30214 (0.0007612)
	0.161
	23.2

	c.2008C>T
	p.Arg670*
	Nonsense
	Yes
	HOM: 110 
	39557 (LP)
	11/246658 (0.00004460)
	1/6026 (0.0001659)
	na
	40

	c.2237G>A
	p.Arg746His
	Missense
	No
	HOM: 95,6
CH: 26
	nil
	4/244598 (0.00001635)
	2/30548 (0.00006547)
	0.779
	32

	c.2254C>T
	p.Gln752*
	Nonsense
	Yes
	HOM: 613
CH: 34,13
	nil
	1/246356 (0.000004059)
	1/34526 (0.00002896)
	na
	45

	c.2270dupG
	p.Gly758Trpfs*59
	Frameshift
	Yes
	CH: 43,13,b 
	39559 (P)
	121/275196 (0.0004397)
	78/124672 (0.0006256)
	na
	na

	c.2594G>A
	p.Arg865His
	Missense
	No
	CH: 65,11,b
	381746 (LP)
	nil
	nil
	0.921
	27.2

	c.2663G>A
	p.Gly888Glu
	Missense
	No
	HOM: 514
	nil
	nil
	nil
	0.032
	13.49

	c.3153C>Ac
	p.Tyr1051*
	Nonsense
	Yes
	CH: 110 
	nil
	nil
	nil
	na
	38

	c.3161A>G
	p.Tyr1054Cys
	Missense
	No
	CH: 110 
	nil
	8/251420 (0.00003182)
	8/30616 (0.0002613)
	0.811
	31


aThis variant was reported as p.Arg90Aspfs*43 [2]
bIncludes individuals presented in this case series 
cThis variant is found in the last exon and therefore may avoid non-mediated decay and act differently to other truncating variants. Because there are no functional studies proving otherwise, it has been included as a nonsense variant in statistical analyses. 
AF: allele frequency; HOM: homozygous; P: Pathogenic; na: not available; CH: compound heterozygous; LP: likely pathogenic 
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