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The NM_006767.4:c.742G>A (p.Gly248Arg) variant in LZTR1 is a missense variant predicted to cause substitution of glycine by arginine at
amino acid 248. Evidence supports that this variant is associated with AD NS and is not associated with AR NS. This variant is absent from
gnomAD v2.1.1 (PM2_Supporting). The computational predictor REVEL gives a score of 0.839, which is above the threshold of 0.7, evidence
that correlates with impact to LZTR1 function (PP3). ERK1/2 phosphorylation assays in HEK293 cells showed enhanced EGF-dependent
ERK1/2 phosphorylation indicating that this variant impacts protein function (PMID: 30481304)(PS3_Supporting). This variant has been
reported in 3 probands with features of RASopathy (PS4_Moderate; PMID:25795793, 30859559, 31533111). This variant has been identified
as a de novo occurrence with confirmed parental relationships in 1 individual with features of RASopathy (PS2; PMID:30859559).
Schwannomatosis has not been observed in individuals harboring this variant. In summary, this variant meets the criteria to be classified
as likely pathogenic for autosomal dominant RASopathy based on the ACMG/AMP criteria applied, as specified by the ClinGen RASopathy
VCEP: PS2, PS4_Moderate, PS3_Supporting, PM2_Supporting, PP3. (RASopathy VCEP specifications version 1.1; 9/17/2024)

Met criteria codes

PS2 a v This variant has been identified as a de novo occurrence with confirmed parental relationships in 1 individual with
features of RASopathy (PS2; PMID:30859559).

PS4 _Moderate a v This variant has been reported in 3 probands with features of RASopathy (PS4 _Moderate; PMID:25795793,
30859559, 31533111).

PP3 B v The computational predictor REVEL gives a score of 0.839, which is above the threshold of 0.7, evidence that
correlates with impact to LZTR1 function (PP3).

PS3_Supporting a v ERK1/2 phosphorylation assays in HEK293 cells showed enhanced EGF-dependent ERK1/2 phosphorylation indicating
that this variant impacts protein function (PMID: 30481304)(PS3_Supporting).

PM2_Supporting a v This variant is absent from gnomAD v2.1.1 (PM2_Supporting).
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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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