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RASopathy VCEP

The c.622A>G (p.lle208Val) variant in BRAF is present in 0.00001% (2/128934) European alleles in gnomAD. The computational predictor
REVEL gives a score of 0.318, which is neither above nor below the thresholds predicting a damaging or benign impact on BRAF function.
This variant was observed in two healthy adult individuals who did not have clinical features of a RASopathy (SCV000205449.5;
PMID:29945942). Additionally, 12 apparently unaffected parental samples were observed with this variant (BS2; SCV000329576.8,
SCV001011557.1). The variant is located in the BRAF 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 the criteria to be classified as likely benign for autosomal dominant RASopathy based on the ACMG/AMP criteria applied, as
specified by the ClinGen RASopathy VCEP: BS2, PP2 (RASopathy VCEP specifications version 1; 8/11/22).

Met criteria codes

PP2 D v BRAF, in which the variant was identified, is defined by the ClinGen RASopathy VCEP as a gene that has a low rate of
benign missense variation and where pathogenic missense variants are a common mechanism of disease (PP2).

BS2 D v This variant was observed in two healthy adult individuals who did not have clinical features of a RASopathy
(SCV000205449.5; PMID:29945942). Additionally, 12 apparently unaffected parental samples were observed with
this variant (BS2; SCV000329576.8, SCV001011557.1, PMID:29945942).

Not Met criteria codes

BP4 D % The computational predictor REVEL gives a score of 0.318, which is neither above nor below the thresholds
predicting a damaging or benign impact on BRAF function.

PP3 D X The computational predictor REVEL gives a score of 0.318, which is neither above nor below the thresholds
predicting a damaging or benign impact on BRAF function.
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