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The ClinGen Evidence Repository is an FDA-recognized human genetic variant database
containing expert-curated assertions regarding variants' pathogenicity and supporting
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The NM_000350.3(ABCA4):c.4354G>T; p.Glul452Ter variant in ABCA4 is a nonsense variant predicted to cause a premature stop codon in
biologically relevant exon 30 of 50 leading to nonsense mediated decay in a gene in which loss-of-function is an established disease
mechanism (PVS1). This variant is absent from gnomAD v4.1.0 (PM2_Supporting). This variant has been detected in at least one individual
with ABCA4-related retinopathy who was compound heterozygous for the variant and a pathogenic variant with phase unconfirmed
(PM3_Supporting, PMID: 37705246). In summary, this variant meets the criteria to be classified as pathogenic for ABCA4-related
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retinopathy based on the ACMG/AMP criteria applied, as specified by the ClinGen ABCA4 VCEP (Specification Version 1.0.0): PVS1,
PM3_Supporting, PM2_Supporting.

Met criteria codes

PVS1 a v This is a nonsense variant located in exon 30 out of 50, and introduces a premature stop codon between codons 1-
2255 (PVS1).

PM3_Supporting B v This variant has been detected in at least one individual with ABCA4-related retinopathy was compound
heterozygous for the variant and a pathogenic variant with phase unconfirmed (PM3 = 0.5 pts, PM3_Supporting,
PMID: 37705246)

PM2_Supporting a v This variant is absent from gnomAD v4.1.0 (PM2_Supporting).

Not Met criteria codes

PS4 B X This variant is not in the Cornelis et al paper. (PMID: 35120629).
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The information on this website is not intended for direct diagnostic use or medical decision-making without review by a genetics professional. Individuals should not change their health behavior solely on the basis
of information contained on this website. If you have questions about the information contained on this website, please see a health care professional.
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