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Evidence submitted by expert panel

PTEN VCEP

PTEN c.599T>C (p.Phe200Ser) is currently classified as a variant of uncertain significance 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).
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Criteria Specification Information

[4" Criteria Specification: C/inGen PTEN Expert Panel
Specifications to the ACMG/AMP Variant Interpretation
Guidelines for PTEN Version 3.1.0

[4" Criteria Specification Approval History

[4" Criteria Specifications for this VCEP

PM2_P: Absent in gnomad v4. PS4 _M: Probands with phenotype specificity score of 2-3.5. (internal laboratory contributor

SCV000222124.11) 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. PP3: REVEL score of 0.857, > 0.7 threshold.

Met criteria codes

PS4_Moderate B v

PP2 B v

PP3 B v

PM2 v

Not Met criteria codes

BAl B x

BS1 a X

BS4 a x

GDX1: child with extreme macrocephaly, DD, other neuro features, peds score = 5 = 1 PS4 point. GDX2: child with
non-extreme macrocephaly, dev delay, lipoma vs. AVM, hemangioma, peds score minimum = 6 = 1 PS4 point.

GDX3: child with autism, inherited from father, no other information available. No weight added.

PTEN is a gene that has a low rate of benign missense variation and where missense variants are a common

mechanism of disease.

REVEL score of 0.857, > 0.7 threshold.

Variant absent gnomAD v4.

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

the guideline

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

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

the guideline
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Score -3.25 BUT not high confidence - no criteria can apply. PubMed:29706350 [

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

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

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

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

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

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

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

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

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

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

Low confidence for cummulative functional score in Mighell et al. 2018 (PMID: 29706350).

Score -3.25 BUT not high confidence - no criteria can apply. PubMed:29706350 [

GDX1/Invitae/Eng lab shared family: variant present in proband with macrocephaly, dev delay, penile freck; father
with macrocephaly, lipomas, hemangioma, oral papillomas, polyps and pat uncle with lipomas and polyps. Also
unaffected PGM and her mother with breast cancer dx 80. Per VCEP review count 2 meioses (proband, dad, pat
uncle).


https://www.ncbi.nlm.nih.gov/pubmed/?term=29706350
https://www.ncbi.nlm.nih.gov/pubmed/?term=29706350

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

PM6 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PM1 B P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PM3 % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PM5 Phe200Val at same codon, no VCEP curation, cannot apply PM5.

o
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PM4 B P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline
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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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