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The ¢.508A>T (p.Metl70Leu) variant in KRAS was absent from large population studies (PM2; https://gnomad.broadinstitute.org). It was
reported in 1 individual with a presentation that lacked a clear association with a RASopathy (PS4 not applied; SCV000310757.1)
Computational prediction tools and conservation analyses do not provide strong support for or against an impact to the protein. This
variant is located in the KRAS 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). In summary, the clinical significance of this
variant is uncertain. ACMG/AMP Criteria applied: PM2, PP2.

Met criteria codes

PP2 v KRAS is a missense-constrained gene.

PM2 v Absent from gnomAD with high coverage.

Not Met criteria codes

PS4 % Observed in 1 Irish/German/Bolivian/Czech/Jewish individual, 6 years old at time of testing, presenting with ptosis
and pectus excavatum (PreventionGenetics internal data; SCV000310757.1). However, this information is not
specific enough to apply PS4.

PM1 X Does not occur at G12, G13, V14, T58, A59, G60, Q61, E62, or E63.
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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.

ClinGen Terms of Use.
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