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The c.1510A>G (p.Met504Val) variant in PTPN11 has been reported in the literature in at least 2 unconfirmed de novo occurrences in
patients and 3 independent occurrences in patients with clinical features of a RASopathy (PM6_Strong, PS4; GeneDx internal data; GTR Lab
ID: 26957; SCV000057454.12; PMID: 15834506, 17661820, 17020470). In vitro functional studies provide some evidence that the
p.Met504Val variant may impact protein function (PS3; PMID: 15834506). The variant is located in the PTPN11 gene, 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). Computational prediction tools and conservation analysis suggest that the p.Met504Val variant may
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impact 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): PS3, PM6_Strong, PS4_Moderate, PP2, PP3.
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The variant is located in the PTPN11 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).

Computational prediction tools and conservation analysis suggest that the p.Met504Val variant may impact the
protein (PP3).

In vitro functional studies provide some evidence that the p.Met504Val variant may impact protein function (PS3;
PMID: 15834506).

Variant was found to increase the phosphatase activity 6-fold PubMed:15834506 [#'

The p.Met504Val variant has been identified in 3 independent occurrences in patients with clinical features of a
RASopathy (PS4_Supporting; PMID: 15834506, 17661820, 17020470).

It is unclear how many patients actually have the variant in this paper because in the results they report that patient
15 had a de novo S502T variant, but in the table, it says that Patient 15 and Patient 16 have the p.Met504Val
variant. This will only be counted as 1 case. PubMed:15834506 [

p.Met504Val was identified in a patient in this paper with ASD and mild pulmonic stenosis with a diagnosis of NS.
PubMed:17661820 [

Identified in one patient with NS PubMed:17020470 [

The c.1510A>G (p.Met504Val) variant in PTPN11 has been reported in the literature in at least 2 unconfirmed de
novo occurrences in patients with clinical features of a RASopathy (PM6_Strong; GeneDx internal data; GTR Lab ID:
26957; SCV000057454.12).

Variant wa originally classified with PM2 but it has been identified in 1/111714 alleles
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