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Evidence submitted by expert panel

Leber Congenital Amaurosis/early onset Retinal Dystrophy VCEP

NM_000329.3(RPE65):c.1078G>C is a missense variant predicted to replace alanine with proline at position 360. This variant is present in
gnomAD v.4.1.0 at a Grpmax allele frequency of 0.000001240, with 5 alleles / 1179942 total alleles in the European (nhon-Finnish)
population, which is lower than the ClinGen LCA/eoRD VCEP PM2_Supporting threshold of <0.0002 (PM2_Supporting). This variant has been
reported in at least 2 unrelated probands with early-onset severe retinal dystrophy who were compound heterozygous with the
NM_000329.3(RPE65):c.1282_1303del (p.Glyd28MetfsTer5) or NM_000329.3(RPE65):c.1039C>T (p.Arg347Cys) variants confirmed in trans
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(PMID: 19431183, PMID: 33952291), both were previously classified likely pathogenic by the ClinGen LCA/eoRD VCEP (2 points total,
PM3_strong). At least one proband harboring this variant exhibits a phenotype including diagnosis of Leber congenital amaurosis (0.5 pts)
by next-generation sequencing-based genotyping of a panel of 586 eye disease-associated genes (2 pts), congenital onset (1 pt), reduced
central visual acuity (1 pt), extinct ERG responses from rods (0.5 pts) and cones (1 pt), and nystagmus (1 pt), which together are specific
for RPE65-related recessive retinopathy (7 pts total, PMID: 33952291, PP4). The computational predictor REVEL gives a score of 0.677,
which is above the ClinGen LCA/eoRD VCEP threshold of =0.644 and predicts a damaging effect on RPE65 function (PP3). In summary, this
variant meets the criteria to be classified as Likely Pathogenic for RPE65-related recessive retinopathy based on the ACMG/AMP criteria
applied, as specified by the ClinGen LCA/eoRD VCEP: PM2_Supporting, PM3_Strong, PP3, and PP4. (VCEP specifications version 1.0.0; date
of approval 09/21/2023).

Met criteria codes

PM2_Supporting B v This variant is present in gnomAD v.4.1.0 at a Grpmax allele frequency of 0.000001240, with 5 alleles / 1179942
total alleles in the European (non-Finnish) population, which is lower than the ClinGen LCA/eoRD VCEP
PM2_Supporting threshold of <0.0002 (PM2_Supporting).

PP3 a v The computational predictor REVEL gives a score of 0.677, which is above the ClinGen LCA / eoRD VCEP threshold of
=0.644 and predicts a damaging effect on RPE65 function (PP3).

PP4 B v At least one proband harboring this variant exhibits a phenotype including diagnosis of Leber congenital amaurosis
(0.5 pts) by next-generation sequencing-based genotyping of a panel of 586 eye disease-associated genes (2 pts),
congenital onset (1 pt), reduced central visual acuity (1 pt), extinct ERG responses from rods (0.5 pts) and cones (1
pt), and nystagmus (1 pt), which together are specific for RPE65-related recessive retinopathy (7 pts total, PMID:
33952291, PP4).

PM3_Strong a v This variant has been reported in at least 2 unrelated probands with early-onset severe retinal dystrophy who were
compound heterozygous with the NM_000329.3(RPE65):c.1282_1303del (p.Gly428MetfsTer5) or
NM_000329.3(RPE65):c.1039C>T (p.Arg347Cys) variants confirmed in trans (PMID: 19431183, PMID: 33952291),
both were previously classified likely pathogenic by the ClinGen LCA / eoRD VCEP (2 points total, PM3_strong). This
variant has been reported in at least 1 proband with a diagnosis of retinitis pigmentosa who harbored the variant in
the homozygous state (PMID: 25097241). However, the proband was not counted for PM3 because sufficient
phenotype details to establish severity were unavailable.
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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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