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Gene: HRAS (HGNC:3265) NM _005343.4(HRAS):c.175_176delinsCT (p.Ala59Leu)
Condition: RASopathy (MONDO:0021060) NC_000011.10:9.533880_533881delinsAG
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Evidence submitted by expert panel

RASopathy VCEP

The ¢c.175_176delinsCT (p.Ala59Leu) in HRAS was absent from gnomAD (PM2; PMID: 29493581). It has been identified as a de novo
occurrence (parentage unconfirmed) in 1 individual with clinical features of a RASopathy (PM6, PS4_Supporting; SCV000205760.4, PMID:
26918529). Furthermore, the p.Ala59Leu variant is in a location that has been defined by the ClinGen RASopathy Expert Panel to be a
mutational hotspot of HRAS (PM1; PMID 29493581). 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). In summary, this variant meets criteria to be classified as likely pathogenic for RASopathies in an autosomal dominant manner.
RASopathy-specific ACMG/AMP criteria applied (PMID:29493581): PP2, PM1, PM2, PM6, PS4_Supporting.

Met criteria codes

PP2 v No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PM1 v PM1 defined hotspots in HRAS: G12, G13, V14, T58, A59, G60, Q61, E62, E63

PM6 v No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

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

PS4 Supporting v No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline
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