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Evidence submitted by expert panel

Leber Congenital Amaurosis/early onset Retinal Dystrophy VCEP

NM 025114.4(CEP290):c.2067G>A (p.Lys689=) is a synonymous variant in exon 21 that does not have predicted impact on CEP290 splicing
(BP7). The splicing impact predictor SpliceAl gives a delta score of 0.03 for acceptor gain, which is below the ClinGen LCA / eoRD VCEP
recommended threshold of <0.1 and does not predict an impact on splicing (BP4). This variant is present in gnomAD v4.1.1 at a total allele
frequency of 0.00000185 with 6 alleles / 1,592,018 total alleles, which is lower than the ClinGen LCA/eoRD VCEP PM2_Supporting threshold
of <0.0006 (PM2_Supporting). In summary, this variant meets the criteria to be classified as Likely Benign for CEP290-related ciliopathy
based on the ACMG/AMP criteria applied, as specified by the ClinGen LCA/eoRD VCEP: BP7, BP4, and PM2_Supporting. (LCA/eoRD VCEP
Specifications for CEP290 Version 1.0.0)

Met criteria codes

BP7 a v NM 025114.4(CEP290):c.2067G>A (p.Lys689=) is a synonymous variant in exon 21 that is not predicted to disrupt
CEP290 splicing (BP7).

BP4 B v The splicing impact predictor SpliceAl gives a delta score of 0.03 for acceptor gain, which is below the ClinGen LCA /
eoRD VCEP recommended threshold of <0.1 and does not predict an impact on splicing (BP4).

PM2 v This variant is present in gnomAD v4.1.0 at a total allele frequency of 0.00000185 with 6 alleles /1,592,018 total
alleles, which is lower than the ClinGen LCA/eoRD VCEP PM2_Supporting threshold of <0.0006 (PM2_Supporting).
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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.

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


https://www.clinicalgenome.org/docs/terms-of-use/
http://genboree.org/

