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Variant: NM_014336.5(AIPL1):c.304C>T (p.Arg102Trp)
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CAG32854012 HGVS expressions
1385342 (ClinVar) 4 NM_014336.5(AIPL1):c.304C>T (p.Arg102Trp)
Gene: AIPL1 (HGNC:23746) NM_014336.5:c.304C>T
Condition: AIPL1-related retinopathy (MONDO:0100438) NC_000017.11:9.6428479G>A
Inheritance Mode: Autosomal recessive inheritance CM000679.2:9.6428479G>A
UUID: aabf615f-2f92-4f27-8e52-f9638d7bf7b5 NC_000017.10:9.6331799G>A
Approved on: 2025/9/29 CM000679.1:9.6331799G>A
Published on: 2025/9/29 NC 000017.9:9.6272523G>A
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Evidence submitted by expert panel

Leber Congenital Amaurosis/early onset Retinal Dystrophy VCEP

NM_014336.5(AIPL1):c.304C>T (p.Argl02Trp) is a missense variant replacing the arginine at position p.102 with tryptophan. This variant is
present in gnomAD v.4.1.0 at a total allele frequency of 0.000021, with 34 alleles / 1613846 total alleles, which is lower than the ClinGen
LCA/eoRD VCEP PM2_Supporting threshold of <0.0004 (PM2_Supporting). The computational predictor REVEL gives a score of 0.687, which
is above the ClinGen LCA/eoRD VCEP threshold of =0.644 and predicts a damaging effect on AIPL1 protein function (PP3). In summary, this
variant meets the criteria to be classified as a VUS for AIPL1-related retinopathy based on the ACMG/AMP criteria applied, as specified by
the ClinGen LCA/eoRD VCEP: PM2_Supporting and PP3. (VCEP specifications version 1.0.0; date of approval 09/24/2025).

Met criteria codes

PP3 B v The computational predictor REVEL gives a score of 0.687, which is above the ClinGen LCA/eoRD VCEP threshold of
=0.644 and predicts a damaging effect on AIPL1 protein function (PP3).

PM2_Supporting a v This variant is present in gnomAD v.4.1.0 at a total allele frequency of 0.000021, with 34 alleles / 1613846 total
alleles, which is lower than the ClinGen LCA/eoRD VCEP PM2_Supporting threshold of <0.0004 (PM2_Supporting).
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https://erepo.genome.network/evrepo/ui/summary/classification/aabf615f-2f92-4f27-8e52-f9638d7bf7b5/version
http://clinicalgenome.org/affiliation/50082
https://cspec.genome.network/cspec/ui/svi/doc/GN208?version=1.0.0
https://cspec.genome.network/cspec/ui/svi/doc/GN208/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50082

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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