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The c.1655G>T (p.Arg552Met) variant has been identified in at least 3 independent occurrences in patients with clinical features of a
RASopathy (PS4 _Moderate; GeneDx internal data; GTR Lab IDs 26957; SCV000565586.5 PMID: 21387466). his AA residue has been

specified as a hotspot for variation. These variants would have received PM5_Strong but the RAS EP decided that PM1 and PM5 cannot be
used simultaneously and therefore this rule has been upgraded with expert judgement (PM1_Strong). Computational prediction tools and
conservation analysis suggest that the p.Arg552Met variant may impact the protein (PP3). The variant is located in the SOS1 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


https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA16616762.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/40681
https://www.ncbi.nlm.nih.gov/gene/6654
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0021060
http://clinicalgenome.org/affiliation/50021
https://cspec.genome.network/cspec/ui/svi/affiliation/50021

variants are common (PP2; PMID: 29493581). In summary, this variant meets criteria to be classified as likely pathogenic for RASopathies
in an autosomal dominant manner. RASopathy-specific ACMG/AMP criteria applied (PMID:29493581): PS4_Moderate, PM1_Strong, PP2, PP3.
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GeneDx- Variant seen in a proband, sibling, and parent all with Noonan syndrome Invitae- observed p.Arg552Met
once in patient with clinical features of RASopathy Didn’'t do additional family testing Lepri 2011: Patient NS25 is one
patient with the p.Arg552Met variant

Patient NS25: 11y 7m old Male with neonatal/infantile growth failure, short stature, delayed bone age, craniofacial
anomalies, high forehead bitemporal narrowing, downslanting palpebral fissures and epicanthal folds has
p.Arg552Met variant in sporadic case with inheritance unknown. This paper states that there are 2 patients with this
variant and clinical features of NS but clinical information for the second patient is not available.

PubMed:21387466 [

Sequenced over 9,000 tumors and identified the p.Arg552Met variant in one sample. PubMed:29625050 [

This AA residue has been specified as a hotspot for variation. These variants would have received PM5_Strong but
the RAS EP decided that PM1 and PM5 cannot be used simultaneously and therefore this rule has been upgraded
with expert judgement.

Variant is in BRAF

REVEL score = 0.903

There are multiple Pathogenic variants at this codon: when all variants are assessed there should be at least 2 but
specify which ones here. These variants would have received PM5_Strong but the RAS EP decided that PM1 and PM5
cannot be used simultaneously and therefore this rule has been removed and PM1 has been upgraded

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

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

Variant has been identified in 1/111178 European (Non-Finnish) alleles in gnomAD.

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

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


https://www.ncbi.nlm.nih.gov/pubmed/?term=21387466
https://www.ncbi.nlm.nih.gov/pubmed/?term=29625050

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

BS3 D X No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS2 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP5 D % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP7 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP4 D X No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP3 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP1 D % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP2 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PS1 D X No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PS2 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PS3 D % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PP1 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline
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