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RASopathy VCEP

The ¢.1455G>T (p.Leud485Phe) variant in BRAF is absent from gnomAD (PM2). It has been detected in at least 5 patients with clinical
features of a RASopathy, 2 of which were reported as unconfirmed de novo cases (PS4; PM6_Strong; PMIDs: 18039235, 28524057,
SCV000832735.1, SCV000204150.4, SCV000965953.1, Otto-von-Guericke-Universitat Magdeburg internal communication). In vitro
functional studies provide some evidence that the p.L485F variant may impact protein function (PS3; PMID: 18413255). 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). Additionally, computational prediction tools and
conservation analysis suggest that this variant may affect the protein (PP3). In summary, this variant meets criteria to be classified as
pathogenic for RASopathies in an autosomal dominant manner. Rasopathy-specific ACMG/AMP criteria applied (PMID:29493581): PS4,
PM6_Strong, PS3, PM2, PP2, PP3.
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PS3 D v Kinase activities of selected B-Raf missense CFC mutations are compared to known B-Raf mutations found in cancer.
Empty vector, wildtype B-Raf (WTB-Raf) or the indicated B-Raf point mutants were transfected in 293Tcells, and B-
Raf activity was measured on Flag-immunoprecipitates using a coupled MEK-ERK-MBP phosphorylation assay. L485F
showed increased kinase activity compared to WT PubMed:18413255 [

PS4 D v PubMed:18039235 [

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

PP3 D v No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PM6_Strong D v One patient with CFC syndrome, well-phenotyped, assumed de novo without maternity and paternity confirmed

(Internal communications with clinician).
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PubMed:28524057 [

PM2 B v No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline
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PM5 B X Likely Path ClinVar 40370).
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The information on this website is not intended for direct diagnostic use or medical decision-making without review by a genetics professional. Individuals should not change their health behavior solely on the basis
of information contained on this website. If you have questions about the information contained on this website, please see a health care professional.
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