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Evidence submitted by expert panel


https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA177515.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/164807
https://www.ncbi.nlm.nih.gov/gene/4893
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0021060
http://clinicalgenome.org/affiliation/50021
https://cspec.genome.network/cspec/ui/svi/doc/GN039?version=2.3.0
https://cspec.genome.network/cspec/ui/svi/doc/GN039/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50021

RASopathy VCEP

The NM_002524.5:c.159G>A variant is a synonymous (silent) variant (p.Leu53=) that is not predicted by SpliceAl to impact splicing,
however, this nucleotide is highly conserved. The filtering allele frequency (the lower threshold of the 95% Cl of 25/19928) of the c.159G>A
variant in NRAS is 0.0009003 for East Asian chromosomes by gnomAD v2.1.1, which is higher than the ClinGen RASopathy VCEP threshold
(=0.0005) for BA1, and therefore meets this criterion (BAl). In summary, this variant meets the criteria to be classified as benign for
autosomal dominant RASopathy based on the ACMG/AMP criteria applied, as specified by the ClinGen RASopathy VCEP: BAl. (ClinGen
RASopathy VCEP specifications version 2.3; 12/3/2024)

Met criteria codes

BAl a v Present in 0.1255% (25/19,928) of East Asian alleles in gnomAD v2 (95% Cl 0.08722%). Present in 0.06300%
(3/4,762) of East Asian alleles in gnomAD v3.

Not Met criteria codes

PM1 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP7 B % PhastCons and phyloP indicate that this nucleotide is highly conserved.
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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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