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ENST00000397838.8:c.1612del
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ENST00000552810.6:c.1666del
ENST00000671822.2:n.3335del
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ENST00000309041.11:c.1672del
ENST00000397838.7:c.1672del
ENST00000547926.6:c.1564del
ENST00000552810.5:c.1666del
ENST00000604024.5:c.832del
NM_025114.3:c.1666del


https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA277812.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/217622
https://www.ncbi.nlm.nih.gov/gene/80184
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0100451

Met criteria codes §)
Pathogenic (PP | P2 Supporting ] Pvs: |
Evidence Links @

Expert Panel

Leber Congenital Amaurosis/early onset Retinal Dystrophy VCEP [

Criteria Specification Information

[4" Criteria Specification: C/inGen Leber Congenital
Amaurosis/early onset Retinal Dystrophy Expert Panel
Specifications to the ACMG/AMP Variant Interpretation
Guidelines for CEP290 Version 1.0

[4" Criteria Specification Approval History

[ Criteria Specifications for this VCEP

Evidence submitted by expert panel

Leber Congenital Amaurosis/early onset Retinal Dystrophy VCEP

NM_025114.4(CEP290):c.1666del (p.lle556PhefsTerl7) is a frameshift variant that introduces a premature stop codon into exon 17 of 54
and is predicted to lead to nonsense-mediated decay in a gene in which loss-of-function is an established mechanism of disease (PVS1).
This variant is present in gnomAD v4.1.1 at a total allele frequency of 0.0001611, with 242 alleles / 1,502,300 total alleles, which is lower
than the ClinGen LCA/eoRD VCEP PM2_Supporting threshold of <0.0006 (PM2_Supporting). The variant has been reported to segregate
with childhood-onset severe retinal dystrophy through the proband plus 1 similarly affected relative, with the variant present in the
compound heterozygous state (PMID: 34196655, PP1). In summary, this variant meets the criteria to be classified as Pathogenic for
CEP290-related ciliopathy based on the ACMG/AMP criteria applied, as specified by the ClinGen LCA/eoRD VCEP: PVS1, PM2_Supporting,
and PP1. (LCA/eoRD VCEP Specifications for CEP290 Version 1.0.0)

Met criteria codes

PP1 D v The variant has been reported to segregate with childhood-onset severe retinal dystrophy through the proband plus
1 similarly affected relative, with the variant present in the compound heterozygous state (PMID: 34196655, PP1).

PM2_Supporting D v This variant is present in gnomAD v4.1.0 at a total allele frequency of 0.0001611, with 242 alleles / 1,502,300 total
alleles, which is lower than the ClinGen LCA/eoRD VCEP PM2_Supporting threshold of <0.0006 (PM2_Supporting).

PVS1 D v This is a frameshift variant that introduces a premature stop codon into exon 17 of 54 and is predicted to lead to
nonsense-mediated decay in a gene in which loss-of-function is an established mechanism of disease (PVS1).
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