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The ¢.37G>T (p.Gly13Cys) variant in HRAS has been reported as a confirmed de novo occurrence in at least 2 patients with clinical features
of a RASopathy (PS2_VeryStrong; PMID 21438134, 16329078). The p.Gly1l3Cys variant has been identified in at least 3 other independent
occurrence in patients with clinical features of a RASopathy (PS4 _Moderate; PMID: 16372351). This variant was absent from large
population studies (PM2; ExAC, http://exac.broadinstitute.org). The variant is located in the HRAS gene, which has been defined by the
ClinGen RASopathy Expert Panel as a gene with a low rate of benign missense variants and pathogenic missense variants are common
(PP2; PMID: 29493581). Computational prediction tools and conservation analysis suggest that the p.Glyl3Cys variant may impact the
protein (PP3). Furthermore, the variant is in a location that has been defined by the ClinGen RASopathy Expert Panel to be a mutational
hotspot or domain of HRAS (PM1; PMID 29493581). In summary, this variant meets criteria to be classified as pathogenic for RASopathies
in an autosomal dominant manner. Rasopathy-specific ACMG/AMP criteria applied (PMID: 29493581): PP2, PP3, PM1, PM2, PS4 _Moderate,
PS2 VeryStrong.

Met criteria codes

PS4 _Moderate v The p.Gly13Cys variant has been identified in at least 3 other independent occurrence in patients with clinical
features of a RASopathy (PS4_Moderate; PMID: 16372351).

PS2 Very v The ¢.37G>T (p.Gly13Cys) variant in HRAS has been reported as a confirmed de novo occurrence in at least 2
Strong patients with clinical features of a RASopathy (PS2_VeryStrong; PMID 21438134, 16329078).

The ¢.37G>T (p.Gly13Cys) variant in HRAS has been reported as a confirmed de novo occurrence in at least 2
patients with clinical features of a RASopathy (PS2_VeryStrong; PMID 21438134, 16329078). PubMed:16329078 [4'
The ¢.37G>T (p.Gly13Cys) variant in HRAS has been reported as a confirmed de novo occurrence in at least 2
patients with clinical features of a RASopathy (PS2_VeryStrong; PMID 21438134, 16329078). PubMed:21438134 [

PP3 v Computational prediction tools and conservation analysis suggest that the p.Gly13Cys variant may impact the
protein (PP3).

PP2 v The variant is located in the HRAS gene, which has been defined by the ClinGen RASopathy Expert Panel as a gene
with a low rate of benign missense variants and pathogenic missense variants are common (PP2; PMID: 29493581).

PM1 v Furthermore, the variant is in a location that has been defined by the ClinGen RASopathy Expert Panel to be a
mutational hotspot or domain of HRAS (PM1; PMID 29493581). PubMed:29493581 [

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

Curation History '


https://erepo.genome.network/evrepo/ui/summary/classification/77fd6395-3146-46f0-86ca-08fb626eb660/version
https://www.ncbi.nlm.nih.gov/pubmed/?term=16329078
https://www.ncbi.nlm.nih.gov/pubmed/?term=21438134
https://www.ncbi.nlm.nih.gov/pubmed/?term=29493581

Showing 1 to 1 of 1 rows

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/

