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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA1020785.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/380330
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=2.1.0
https://cspec.genome.network/cspec/ui/svi/doc/GN039/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50021

RASopathy VCEP

The ¢.36T>G (p.Glyl2=) variant in NRAS is a synonymous (silent) variant that is not predicted by SpliceAl to impact splicing. In addition, it
occurs at a nucleotide that is not conserved as shown by UCSC Genome Browser (BP4, BP7). The highest population minor allele frequency
in gnomAD v2.1.1 is 0.0011 (18/10370 alleles) in the Ashkenazi Jewish population, which is higher than the ClinGen RASopathy VCEP
threshold (>0.0005) for BA1l, 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, BP4, BP7.
(RASopathy VCEP specifications version 2.1; 9/17/2024)

Met criteria codes

BP7 a v The ¢.36T>G (p.Glyl2=) variant in NRAS is a synonymous (silent) variant that is not predicted by SpliceAl to impact
splicing. In addition, it occurs at a nucleotide that is not conserved as shown by UCSC Genome Browser (BP4, BP7).

BP4 B v The ¢.36T>G (p.Glyl2=) variant in NRAS is a synonymous (silent) variant that is not predicted by SpliceAl to impact
splicing. In addition, it occurs at a nucleotide that is not conserved as shown by UCSC Genome Browser (BP4, BP7).

BAl a v The highest population minor allele frequency in gnomAD v2.1.1 is 0.0011 (18/10370 alleles) in the Ashkenazi Jewish
population, which is higher than the ClinGen RASopathy VCEP threshold (>0.0005) for BA1, and therefore meets this
criterion (BA1).

Not Met criteria codes

PM2 % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS1 B % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

Curation History '

Showing 1 to 2 of 2 rows



https://erepo.genome.network/evrepo/ui/summary/classification/ad2bde3b-62c8-47ab-b5aa-eb017fb556c8/version

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/

