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Evidence submitted by expert panel

PTEN VCEP

PTEN c.422A>C (p.His141Pro) meets criteria to be classified as likely 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). PS3: Phosphatase activity <50% of wild type (PMID 29706350) 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
benign missense variation and where missense variants are a common mechanism of disease.
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Matreyek: low abundance class (score = 0.133314163298692); Mighell: truncation-like range (score =

-4.001333421)

This is a missense variant.

Absent in population databases.

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


http://clinicalgenome.org/affiliation/50012
https://cspec.genome.network/cspec/ui/svi/affiliation/50012

BS2 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP5 D X No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP7 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP4 D % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP3 P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP1 X No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP2 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PVS1 D % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PS1 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PS2 D X No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PS4 D P 4 * Internal case data for Patient 1: female with adult-onset Lhermitte-Duclos disease, macrocephaly, multiple large
fibroids at 40s (our variant identified through testing); mother with thyroid cancer, multiple large uterine fibroids at
40s (no genetic testing) * Internal case data for Patient 2: female with breast cancer at 30s, macrocephaly,
polyposis, suspected neurofibroma(s); son with macrocephaly (64 cm), anteriovenous spinal epidural fistula at 20s
(our variant identified through testing)

PP1 D X No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PP3 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PP4 % 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 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PM3 P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

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

PM4 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline
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