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Gene: PTEN (HGNC:5728) NM_000314.6:c.44G>A
Condition: PTEN hamartoma tumor syndrome (MONDO:0017623) NC_000010.11:9.87864513G>A
Inheritance Mode: Autosomal dominant inheritance CM000672.2:9.87864513G>A
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Evidence submitted by expert panel

PTEN VCEP

NM_000314.8(PTEN):c.44G>A (p.Argl5Lys) meets criteria to be classified as likely pathogenic for PTEN Hamartoma Tumor syndrome in an
autosomal dominant manner using modified ACMG criteria (ACMG Classification Rules Specified for PTEN Variant Curation version 3.1.0).
Please see a summary of the rules and criteria codes in the “PTEN ACMG Specifications Summary” document (assertion method column).
PM2_P: Absent in large sequenced populations (PMID 27535533). PM6_S: One proband with presumed de novo occurrence
(maternity/paternity not confirmed) for a patient with highly specific phenotype. (internal laboratory contributor: SCV000573362.4) PP2:
PTEN is defined by the PTEN Expert Panel as a gene that has a low rate of benign missense variation and where missense variants are a
common mechanism of disease. PS3_M: Functional studies supportive of a damaging effect on the gene or gene product. Score of this
variant = -1.65 (= -1.11) on a high throughput phosphatase assay (PMID:29706350).

Met criteria codes

PP2 D v PTEN is defined by the PTEN Expert Panel as a gene that has a low rate of benign missense variation and where
missense variants are a common mechanism of disease.

PM2_Supporting [:] v Absent in large sequenced populations in the gnomAD cohort. (PMID 27535533).

PM6_Strong D v One proband with presumed de novo occurrence (maternity/paternity not confirmed) for a patient with highly
specific phenotype. (internal laboratory contributor: SCV000573362.4)

PS3_Moderate D v Functional studies supportive of a damaging effect on the gene or gene product. Score of this variant = -1.65 (=<
-1.11) on a high throughput phosphatase assay (PMID:29706350).

Hypomorphic score -1.65 (meets based on updated classification rules if hypomorphic) PubMed:29706350 [
wt-like stability score 1.2 PubMed:29785012 [

Not Met criteria codes

PM5 D X No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline


http://clinicalgenome.org/affiliation/50012
https://cspec.genome.network/cspec/ui/svi/doc/GN003?version=3.1.0
https://cspec.genome.network/cspec/ui/svi/doc/GN003/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50012
https://www.ncbi.nlm.nih.gov/pubmed/?term=29706350
https://www.ncbi.nlm.nih.gov/pubmed/?term=29785012
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This data is used toward PM6_S.
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the guideline
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PP4 % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PPl a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PP3 a X REVEL score of 0.7 (needs to be >0.7)

Curation History '

&
[11]
4
e
4

Showing 1 to 2 of 2 rows

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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