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HGVS expressions

NM_001318054.2:c.-145G>T

NC_000011.10:g.533881C>A

CM000673.2:g.533881C>A

NC_000011.9:g.533881C>A

CM000673.1:g.533881C>A

NC_000011.8:g.523881C>A

NG_007666.1:g.6670G>T

ENST00000397594.7:c.175G>T

ENST00000417302.7:c.175G>T

ENST00000417302.6:c.175G>T

ENST00000462734.2:c.175G>T

ENST00000311189.8:c.175G>T

ENST00000311189.7:c.175G>T

ENST00000397594.5:c.175G>T

ENST00000397596.6:c.175G>T

ENST00000417302.5:c.175G>T

ENST00000451590.5:c.175G>T

ENST00000468682.2:n.663G>T

ENST00000479482.1:n.96G>T

ENST00000493230.5:c.175G>T

NM_001130442.1:c.175G>T

NM_005343.2:c.175G>T

NM_176795.3:c.175G>T

NM_001130442.2:c.175G>T

NM_001318054.1:c.-145G>T

NM_005343.3:c.175G>T

NM_176795.4:c.175G>T

NM_005343.4:c.175G>T

NM_001130442.3:c.175G>T

NM_176795.5:c.175G>T
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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA378924686.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/1334242
https://www.ncbi.nlm.nih.gov/gene/3265
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0021060
http://clinicalgenome.org/affiliation/50021
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 Criteria Specifications for this VCEP

RASopathy VCEP

The c.175G>T (p.Ala59Ser) variant in HRAS was absent from large population studies (PM2; gnomad.broadinstitute.org). It was identified

in 1 fetus with clinical features of a RASopathy; however, it was also observed in the proband’s unaffected mother (PS4 not met; Hospital

for Sick Children internal data). The variant is located in HRAS, 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). 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). Of note, 3 different likely pathogenic missense variants have been previously reported at this codon of HRAS

(p.Ala59Thr, ClinVar ID: 40435; p.Ala59Leu, and p.Ala59Phe), which may indicate that this residue is critical to the function of the protein;

however, these variants have not yet met criteria to be classified as pathogenic (PM5 not met). In summary, the clinical significance of the

p.Ala59Ser variant is uncertain. RASopathy-specific ACMG/AMP criteria applied (PMID: 29493581): PM1, PM2, PP2.

Met criteria codes

PP2   The ClinGen RASopathy EP has defined HRAS as a missense-constrained gene (PMID: 29493581)

PM2   Absent from both versions of gnomAD.

PM1   The ClinGen RASopathy EP has designated the Ala59 residue in HRAS as a mutational hot-spot supporting

pathogenicity (PMID: 29493581).

The ClinGen RASopathy EP has designated the Ala59 residue in HRAS as a mutational hot-spot supporting

pathogenicity. PubMed:29493581 

Not Met criteria codes

PS4   Detected in 1 fetus with increased nuchal translucency, hydrops and echogenic kidneys. However, it was also

detected in the unaffected mother (Hospital for Sick Children personal communication).

PP3   REVEL 0.694. May impact a 3' cryptic splice site. Entirely conserved in UCSC database.

PM5   The ClinGen RASopathy EP has classified the p.Ala59Thr variant (ClinVar ID: 40435) as likely pathogenic.

BS2   Detected in 1 unaffected parent (Hospital for Sick Children personal communication).

https://cspec.genome.network/cspec/ui/svi/affiliation/50021
https://www.ncbi.nlm.nih.gov/pubmed/?term=29493581
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