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Evidence submitted by expert panel

RASopathy VCEP

The ¢c.1796C>T (p.Thr599llle) variant in BRAF was absent from large population studies (PM2; gnomad.broadinstitute.org). It has been
reported as a de novo occurrence with parentage confirmed in 1 proband diagnosed with cardiofaciocutaneous syndrome (PS2,

PS4 Supporting; PMID 30732632). This variant was also observed as a de novo occurrence without parentage confirmed in proband with
phenotypic features of a RASopathy but no clinical diagnosis (PM6; GeneDx internal data, SCV000057239.11). The variant occurs in the
CR3 activation domain of BRAF, which has been defined by the ClinGen RASopathy Expert Panel as a region important for protein function
(PM1; PMID 29493581). Computational prediction tools and conservation analysis suggest that the p.Thr599lle variant may impact the
protein (PP3). 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). Of note, this variant has also
been observed in association with somatic malignancies; however, analysis and classification of somatic variation is currently not used to
inform germline classifications for the RASopathies. In summary, this variant meets criteria to be classified as pathogenic for autosomal
dominant RASopathy based on RASopathy-specific ACMG/AMP criteria applied (PMID:29493581): PS2, PS4 _Supporting, PM1, PM2, PM6,
PP2, PP3.

Met criteria codes

PS4 _Supporting D v 1 published case diagnosed with CFC syndrome (PMID: 30732632).

PubMed:30732632 [

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

PP3 B v REVEL: 0.883.

PM1 D v Occurs in the CR3 activation segment (AA 594-627).

PS2 D v 5 mo diagnosed with CFC syndrome in whom the variant arose de novo, parentage confirmed.


http://clinicalgenome.org/affiliation/50021
https://cspec.genome.network/cspec/ui/svi/affiliation/50021
https://www.ncbi.nlm.nih.gov/pubmed/?term=30732632

PM6 a v This variant was seen as a de novo occurrence in 1 proband without maternity/paternity confirmed by GeneDx
(SCV000057239.11).

PM2 a v Absent from gnomAD.

Not Met criteria codes

PM5 B P 4 While other pathogenic variants have been observed at this site (ClinVar ID: 280033), PM5 was not applied because
PM1 was already met.
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