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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

Variant: NM_000350.3(ABCA4):c.6285T>C (p.Asp2095=)

CA285825 4

99444 (Clinvar) 4

Gene: ABCA4 (HGNC:24)

Condition: ABCA4-related retinopathy (MONDO:0800406)
Inheritance Mode: Autosomal recessive inheritance
UUID: ab6237c1-841a-4f44-alab-2dcf9c825788
Approved on: 2026/5/26

Published on: 2026/5/26
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HGVS expressions

NM_000350.3:¢c.6285T>C
NM_000350.3(ABCA4):c.6285T>C (p.Asp2095=)
NC_000001.11:9.94001103A>G
CM000663.2:9.94001103A>G
NC_000001.10:9.94466659A>G
CM000663.1:9.94466659A>G
NC_000001.9:9.94239247A>G
NG_009073.1:9.125047T7>C
ENST00000370225.4:¢.6285T>C
ENST00000370225.3:¢.6285T>C
ENST00000536513.5:¢.2661T>C
NM_000350.2:c.6285T>C
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[4" Criteria Specification: C/inGen ABCA4 Expert Panel
Specifications to the ACMG/AMP Variant Interpretation
Guidelines for ABCA4 Version 1.0.0
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[4" Criteria Specifications for this VCEP

The NM_000350.3(ABCA4):c.6285T>C variant is a synonymous variant, p.Asp2095=. The GroupMax filtering allele frequency in gnomAD
v4.1.0 is 0.6547, which is greater than the ClinGen ABCA4 VCEP’s threshold for BA1 (>0.163). The computational splicing predictor SpliceAl
gives this synonymous variant a delta score of 0.03 for donor gain, which is below the ClinGen ABCA4 VCEP BP7 threshold of <0.1 and does
not strongly predict a splicing defect (BP7_Moderate). In summary, this variant meets the criteria to be classified as benign for ABCA4-
related retinopathy based on the ACMG/AMP criteria applied, as specified by the ClinGen ABCA4 VCEP (Specification Version 1.0.0): BA1l,

BP7_Moderate.


https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA285825.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/99444
https://www.ncbi.nlm.nih.gov/gene/24
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0800406
https://clinicalgenome.org/affiliation/50140
https://cspec.genome.network/cspec/ui/svi/doc/GN164?version=1.0.0
https://cspec.genome.network/cspec/ui/svi/doc/GN164/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50140

Met criteria codes

BP7 v The computational splicing predictor SpliceAl gives this synonymous (silent) variant a delta score of 0.03 for donor
gain which is below the ClinGen ABCA4 VCEP BP7 threshold of <0.1 and does not strongly predict a splicing defect.
To our knowledge, there is no known conflicting minigene or other functional data available (BP7_Moderate).

BAl a v The GroupMax filtering allele frequency in gnomAD v4.1.0 is 0.6547, which is greater than the ClinGen ABCA4
VCEP’s threshold for BA1 (>0.163), and therefore meets this criterion (BA1).

Not Met criteria codes

PS4 a P 4 The prevalence of the variant in affected individuals is not significantly increased compared with the prevalence in
controls. The OR is 0 and the Cl is 0-0 (PMID: 35120629).

BP4 a P 4 The computational predictor CADD gives a score of 0.305 which is less than or equal to the threshold of =17.3,
evidence that does not predict a damaging effect on ABCA4 function (BP4_Moderate). This code will not be applied
since BP7 is being applied at the moderate weight instead.

PM3 a X This variant has been detected in at least 94 individuals with ABCA4-related retinopathy. Of those individuals, 2 were
compound heterozygous for the variant and a pathogenic variant (c.6445C>T p.(R2149X); c.5882G>A p.
(Gly1961Glu)) and neither of those were confirmed in trans (PM3= 1 point; PMIDs: 20801516, 28002570,
28118664). However, since this variant meets BA1, PM3 is not applicable.
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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.

ClinGen Terms of Use.
 Powered by BCM's Genboree.


https://www.clinicalgenome.org/docs/terms-of-use/
http://genboree.org/
https://erepo.genome.network/evrepo/ui/summary/classification/ab6237c1-841a-4f44-a1ab-2dcf9c825788/version

