ClinGen ABCA4 VCEP BS1 Variant Exclusion List
The ABCA4 gene is well known to harbor variants that are associated with a milder phenotype when in trans with a more severe pathogenic variant and may have no phenotype in homozygosity. As a result, these variants tend to have higher than expected minor allele frequencies (MAF) based on disease frequences.  Instead of lowering the BS1_Supporting cutoff to accommodate these variants, we opted to simply exclude them from the use of this rule code. This will allow us to better characterize other variants with similar MAF that are not known or suspected to cause disease. Each of the variants below has an MAF above the BS1/BS1_Supporting rule code and is reported a case-control publication (Cornelis, et al PMID: 35120629) as causing mild ABCA4-related retinopathy. The BS1/BS1_Supporting rule code will be excluded from curations of these variants.

List of ABCA4 Variants Excluded from BS1 Rule Code
	ABCA4 Variant Excluded
	Grpmax Total MAF

	c.2588G>C, p.Gly863Ala
	0.008753

	c.5603A.T, p.Asn1868Ile
	0.06693

	c.5882G>A, p.Gly1961Glu 
	0.01768

	c.3113C>T, p.Ala1038Val
	0.001985

	c.6320G>A, p.Arg2107His
	0.01986105

	c.4685T>C, p.Ile1562Thr
	0.001878

	c.4253+43G>A
	0.005726



