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[4" Criteria Specifications for this VCEP

PTEN c.542T>C (p.Leul81Pro) meets criteria to be classified as pathogenic for PTEN Hamartoma Tumor syndrome in an autosomal
dominant manner using modified ACMG criteria (PMID 30311380). Please see a summary of the rules and criteria codes in the “PTEN ACMG
Specifications Summary” document (assertion method column). PS2: De novo (both maternity and paternity confirmed) observation in a
patient with the disease and no family history. (internal laboratory contributor(s) SCV001524663.1) PS3: Phosphatase activity <50% (PMID
29706350, PMID 21828076) PM2: Absent in large sequenced populations (PMID 27535533). PP2: PTEN is defined by the PTEN Expert Panel
as a gene that has a low rate of benigh missense variation and where missense variants are a common mechanism of disease. PS4 _P:
Proband(s) with phenotype specificity score of 1-1.5. (PMID 17526801, internal laboratory contributor(s) SCV000579246.1)
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Peds score of 4 = % proband point (Tan et al. 2007 PMID: 17526801) and CC score of 29 = ¥ proband point
(SCV000579246.1).

Identified in a male proband in teens with thoracic aortic aneurysm, abnormal tricuspid valve morphology, abnormal
aortic arch morphology, myopia, macrocephaly, cognitive impairment, and autistic behavior. It was de novo by trio
exome sequencing (SCV001524663.1).

>50% reduction in phosphatase activity (PMID: 29706350 and PMID: 21828076)

missense constraint

Absent in gnomAD.
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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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