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44599 (ClinVar) 4 NM_002834.4:c.1678C>T
Gene: PTPN11 (HGNC:5781) NM_002834.4(PTPN11):c.1678C>T (p.Leu560Phe)
Condition: RASopathy (MONDO:0021060) NC_000012.12:9.112502222C>T
Inheritance Mode: Autosomal dominant inheritance CM000674.2:9.112502222C>T
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Evidence submitted by expert panel

RASopathy VCEP

The ¢.1678C>T (p.Leu560Phe) variant in PTPN11 (NM_002834.5(PTPN11):c.1678C>T (p.Leu560Phe)) has been identified in individuals with
some features of a RASopathy but none were diagnosed with a RASopathy (PS4 not met; GeneDx, Partners LMM, APHP-Robert Debré
Hospital internal data; GTR ID's: 28338, 26957, 21766; SCV000061285.5; SCV000208999.2; SCV000207690.1). This variant has been
identified in a patient with an alternate molecular basis for disease (BP5; GeneDx internal data: GTR ID: 26957; SCV000208999.2). In vitro
functional studies provide some evidence that the p.Leu560Phe variant does not impact protein function (BS3; PMID: 15987685). In
summary, this variant meets criteria to be classified as likely benign. RASopathy-specific ACMG/AMP criteria applied: BS3, BP5 (Version
2.1; 09/17/2024).

Met criteria codes

BS3 v In vitro functional studies provide some evidence that the p.Leu560Phe variant does not impact protein function
(BS3; PMID: 15987685).

In vitro functional studies provide some evidence that the p.Leu560Phe variant does not impact protein function
(BS3; PMID: 15987685). PubMed:15987685 [4'

BP5 a v This variant has been identified in a patient with an alternate molecular basis for disease (BP5; GeneDx internal
data: GTR ID: 26957; SCV000208999.2).
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