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Condition: RASopathy (MONDO:0021060) NC_000011.10:9.532696C>T
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The ¢.510G>A variant in the HRAS gene is a synonymous (silent) variant (p.Lys170=) at a nucleotide that is not predicted by SpliceAl to
impact splicing (BP4, BP7). The filtering allele frequency in gnomAD v4.1.0 is 0.02525% (17/44900 alleles) in the East Asian population
meeting BS1. This variant has been identified in patients with an alternate molecular basis for disease (BP5; LMM and GeneDx internal
data; GTR ID's: 21766, 26957; ClinVar SCV000062144.5; SCV000168832.9). In summary, this variant meets criteria to be classified as likely
benign for autosomal dominant RASopathies based on the ACMG/AMP criteria applied, as specified by the ClinGen RASopathy Variant
Curation Expert Panel: BS1, BP4, BP5, BP7 (Specification Version 2.1, 09/17/2024)
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Not Met criteria codes

BAl D x

PP3 D X

PM2 X

The filtering allele frequency in gnomAD v4.1.0 is 0.02525% (17/44900 alleles) in the East Asian population meeting
BS1.

Computational prediction tool SpliceAl predicts no impact on splicing (BP4).

The ¢.510G>A (p.Lys170=) variant is a synonymous (silent) variant at a nucleotide that is not highly conserved and
is not predicted to impact splicing (BP7).

This variant has been identified in a patient with an alternate molecular basis for disease (BP5; LMM and GeneDx
internal data; GTR ID's: 21766, 26957; ClinVar SCv000062144.5; SCV000168832.9).

The filtering allele frequency in gnomAD v4.1.0 is 0.02525% (17/44900 alleles) in the East Asian population meeting
BS1.

Computational prediction tools and conservation analysis suggest that the p.Lys170= variant does not impact the
protein (BP4).

The filtering allele frequency in gnomAD v4.1.0 is 0.02525% (17/44900 alleles) in the East Asian population meeting
BS1.


http://clinicalgenome.org/affiliation/50021
https://cspec.genome.network/cspec/ui/svi/doc/GN046?version=2.1.0
https://cspec.genome.network/cspec/ui/svi/doc/GN046/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50021
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