The ClinGen Evidence Repository is an FDA-recognized human genetic variant database
containing expert-curated assertions regarding variants' pathogenicity and supporting
evidence summaries. [Pisclaimer]

Variant: NM_001354689.3(RAF1):c.775T>G (p.Ser259Ala)

Version: 1.0

) ']
CASSI5124250 HGVS expressions
504514 (ClinVar) [4 NM_001354689.3:c.775T>G
Gene: RAF1 (HGNC:5894) NM _001354689.3(RAF1):c.775T>G (p.Ser259Ala)
Condition: RASopathy (MONDO:0021060) NC_000003.12:9.12604195A>C
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RASopathy VCEP

The ¢.775T>G (p.Ser259Ala) variant in RAF1 was absent from large population studies (PM2; gnomAD, http://gnomad.broadinstitute.org).
It has been reported as a confirmed de novo occurrence in 2 probands (PS2_VeryStrong; SCV000808501.1). The variant has been identified
in 1 proband with Noonan syndrome (PS4_Supporting; SCV000710868.2). At least 2 other pathogenic missense variants have been
previously identified at the Ser259 codon of RAF1 which may indicate that this residue is critical to the function of the protein
(PM5_Strong; ClinVar 40601, 44633). A functional assay has been performed on ¢c.775T>G (p.Ser259Ala), but given that it is not currently
an approved assay outlined by the RASopathy VCEP, it has not been assessed for PS3 at this time (PMID:23391722). Finally, the variant is
located in RAF1, which has been defined by the ClinGen RASopathy Expert Panel as a gene with a low rate of benignh 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 RASopathies in an autosomal dominant manner.
Rasopathy-specific ACMG/AMP criteria applied (PMID:29493581): PS2_VeryStrong, PS4_Supporting, PM5_Strong, PM2, PP2.

Met criteria codes

PS2 Very D v No code specific comments provided, please refer to the summary above or general recommendations provided in
Strong the guideline
PP2 v No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

PM2 D v No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline


http://clinicalgenome.org/affiliation/50021
https://cspec.genome.network/cspec/ui/svi/affiliation/50021

PS4 Supporting a v 1 case counted (LMM).

PM5_Strong B v S259T ClinVar ID: 40601 S259Y ClinVar ID: 44633

Not Met criteria codes

PS3 a % Transgenic mouse model looking at arterial morphogenesis found endothelial expression of S259A transgene leads
to embryonic lethality at embryonic day (E)15.5 because of lymphatic and cardiac defects that become prominent
after E14.5, whereas major arteries in the embryo proper were largely unaffected. Not an approved study to apply
PS3

Transgenic mouse model looking at arterial morphogenesis found endothelial expression of S259A transgene leads
to embryonic lethality at embryonic day (E)15.5 because of lymphatic and cardiac defects that become prominent
after E14.5, whereas major arteries in the embryo proper were largely unaffected. Not an approved study to apply
PS3  PubMed:23391722 [
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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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