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Variant: NM_000314.8(PTEN):c.520T>A (p.Tyr174Asn)
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142220 (ClinVar) (4 NM_000314.8(PTEN):c.520T>A (p.Tyr174Asn)
Gene: PTEN (HGNC:5728) NM_000314.8:c.520T>A

Condition: PTEN hamartoma tumor syndrome (MONDO:0017623) NC_000010.11:9.87952145T>A

Inheritance Mode: Autosomal dominant inheritance CM000672.2:9.87952145T>A

UUID: 58b7be5a-c98e-4344-9f4f-cff2dd70911d NC_000010.10:9.89711902T>A

Approved on: 2018-04-06 CM000672.1:9.89711902T>A

Published on: 2018-12-10 NC_000010.9:9.89701882T>A
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Evidence submitted by expert panel

PTEN VCEP

PTEN c.520T>A (p.Tyr174Asn) meets criteria to be classified as likely pathogenic for PTEN Hamartoma Tumor syndrome in an autosomal
dominant manner using modified ACMG criteria v3.1.0 (PMID 30311380). Please see a summary of the rules and criteria codes in the “PTEN
ACMG Specifications Summary” document (assertion method column). PM5: Missense change at the same amino acid position and equal
BLOSUMG62 score (Henikoff et al. 1992 (PMID: 1438297)). c.521A>G (p.Tyrl74Cys), has been identified and characterized by PTEN VCEP as
likely pathogenic. PS3_M: Truncation-like score of -2.92 in Massively parallel functional assay interrogating phosphatase activity Mighell et
al. 2018 (PMID: 29706350). Additionally, mutated protein found to have greater than 50% reduction in phosphatase activity in Han et al.
2000 (PMID: 10866302). PP2: PTEN classified as a gene that has a low rate of benign missense variation and where missense variants are a
common mechanism of disease. PP3: REVEL score (.946) greater than 0.7. PM2_P: Variant absent from gnomad v4.

Met criteria codes

PM5 D v Missense change at the same amino acid position and equal BLOSUM62 score (Henikoff et al. 1992 (PMID:
1438297)). c.521A>G (p.Tyr174Cys), has been identified and characterized by PTEN VCEP as likely pathogenic.

PS3_Moderate D v Truncation-like score of -2.92 in Massively parallel functional assay interrogating phosphatase activity Mighell et al.
2018 (PMID: 29706350). Additionally, mutated protein found to have greater than 50% reduction in phosphatase
activity in Han et al. 2000 (PMID: 10866302).

Score -2.92 truncation-like range PubMed:29706350 [
PM2_Supporting D v Variant absent from gnomad v4.

PP2 D v PTEN classified as a gene that has a low rate of benign missense variation and where missense variants are a
common mechanism of disease.

PP3 D v REVEL score (.946) greater than 0.7.

Not Met criteria codes

PS4 D X Internal laboratory submission of proband and two sons positive for p.Y174N. Proband presented with more than 5
gastrointestinal polyps, both sons had macrocephaly, one with extreme macrocephaly. Cleavand clinic scores not
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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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