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Evidence submitted by expert panel

PTEN VCEP

PTEN c.209T>C (p.Leu70Pro) 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). 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. PS4 _P: Proband(s) with phenotype specificity score of 1-1.5. (internal laboratory contributor(s) ClinVar Organization
ID: 26957)

Met criteria codes

PS3 Moderate a v Mighell et al data is approved for moderate weight in the truncation-like range

PP2 B v Missense - PP2 met - Last NT but does not appear to impact splicing (low spliceAl scores)

PP3 B v REVEL score 0.988

PM2_Supporting B v Absent gnomAD v2 and v4

PS4 Supporting a v Internal lab case ClinVar Organization ID: 26957 1 phenotype specificity point. Pt also published in 33887726

Not Met criteria codes

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

PS1 B % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP5 %


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

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

BP7 D 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

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

BP1 P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

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

PP1 D P 4 1 meiosis internal lab case ClinVar Organization ID: 26957; proband infant F with macrocephaly, variant also present
in brother with macro, lipoma, dev delay

PP4 % Moved to PS4. 3 internal lab cases: #1 Young adult F, eth unk, Macrocephaly, FTC dx late teens, goiter, lipoma dx 3.
Min CC score = 21. #2: 40s Asian F, BrCA dx 40s, goiter dx late 20s. OFC not provided. CC score = 5. #3: Pediatric
M, eth unk, Macrocephaly, lipoma, dev delay. Peds score = 5, 1 PP4 point. His baby sister with macrocephaly also
positive: 1 meiosis

PM6 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BA1l D X Absent gnomAD

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

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

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

PM5 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS4 D % No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline



BS3 G % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS1 a 4 Absent gnomAD

BS2 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

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

the guideline
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