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Evidence submitted by expert panel

RASopathy VCEP

The ¢c.1193G>T variant in the RAF1 gene is a missense variant predicted to cause substitution of arginine by leucine at amino acid 398
(p.Arg398Leu). This variant is absent from gnomAD v2 (PM2_Supporting). The computational predictor REVEL gives a score of 0.861, which
is above the threshold of 0.7 and is evidence that correlates with impact to RAF1 function. The variant is also entirely conserved in the
UCSC database, and Alamut does not predict an impact to splicing (PP3). This variant has been identified in at least 5 probands with
variable phenotypic features, with two of them having a clinical suspicion of Noonan syndrome (PS4 not met; Rady Children's Institute for
Genomic Medicine internal communications, Invitae; SCV000209025.5; SCV000207671.1; SCV000552095.2, SCV000552095.6). In summary,
this variant meets criteria to be classified as a variant of uncertain significance for autosomal dominant RASopathies based on the
ACMG/AMP criteria applied, as specified by the ClinGen RASopathy Variant Curation Expert Panel: PM2_Supporting, PP3. (Specification
Version 2.3, 12/3/2024)

Met criteria codes

PM2_Supporting D v This variant is absent from gnomAD v4

PP3 D v This variant has a REVEL score of 0.861, which is above the threshold of 0.7 and is evidence that correlates with
impact to RAF1 function. The variant is entirely conserved in the UCSC database, and Alamut does not predict an
impact to splicing.
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Not Met criteria codes

PS4 B % This variant has been identified in at least 5 probands with variable phenotypic features with two of them having a
clinical suspicion of Noonan syndrome (PS4 not met; Rady Children's Institute for Genomic Medicine internal
communications, Invitae; SCV000209025.5; SCV000207671.1; SCV000552095.2, SCV000552095.6).
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