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Evidence submitted by expert panel

ABCA4 VCEP

NM_000350.3(ABCA4):c.2488G>T; p.Glu830Ter variant in ABCA4 is a nonsense variant predicted to cause a premature stop codon in
biologically relevant exon 16 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 v4.1.1 (PM2_Supporting). This variant has been reported in at least one proband
affected with Stargardt disease meeting PS4_Supporting (PMID: 32619608). In summary, this variant meets the criteria to be classified as
pathogenic for ABCA4-related retinopathy based on the ACMG/AMP criteria applied, as specified by the ClinGen ABCA4 VCEP (Specification
Version 1.0), as specified by the ClinGen ABCA4 Variant Curation Expert Panel: PVS1, PM3_Supporting, PM2_Supporting.
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Met criteria codes

PM3_Supporting G v Patient MD-0769: STGD1, onset at 41 years, compound het c.2023G>A p.(Val675lle) and c.2488G>T p.(Glu830*). No
segregation. Phase unconfirmed. PM3 = 0.5 pts.

PVS1 a v No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

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

Not Met criteria codes

PS4 B b 4 This variant is listed in Cornelis et al. 2022 with a confidence interval that contains 1. PS4 is not met.
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