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Variant: NM_000314.8(PTEN):c.1003C>T (p.Arg335Ter)
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Condition: PTEN hamartoma tumor syndrome (MONDO:0017623) NC_000010.11:9.87961095C>T
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[4" Criteria Specifications for this VCEP

Evidence submitted by expert panel

PTEN VCEP

PTEN c.1003C>T (p.Arg335Ter) meets criteria to be classified as 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). PVS1: Null
variant predicted to result in nonsense-mediated decay or causing truncation/frameshift at or 5’ to ¢c.1121 (NM_000314.8). PS4: Probands
with phenotype specificity score of 4-15.5 PM2_Supporting: Present at extremely low (<0.00001, 0.001%) allele frequency in the gnomAD
cohort. (PMID 27535533). PP1: Co-segregation with disease in multiple affected family members, with 3 or 4 meioses observed. (PMID
10353779) PS2_VS: One proven plus two assumed de novo observations in a patient with the disease and no family history. (PMID
40407579, PMID 22595938, PMID 30233642)

Met criteria codes

PS4 D v Probands with total specificity score of 5. Probands are as follows: Pediatric patient with macrocephaly,
developmental delay, and penile freckling. Phenotype score +7, +1 proband point (PMID 10353779). Pediatric
patient presumed de novo with macrocephaly, developmental delay, arteriovenous hemangioma, acral keratoses,
and a lipoma. Phenotype score +7, +1 proband point (PMID 22595938). Pediatric patient presumed de novo with
macrocephaly, developmental delay, and multiple lipomas. Phenotype score +5, +1 proband point (PMID
10232405). Pediatric patient presumed de novo with macrocephaly, hemangiomas, increased perivascular space,
and hamartomatous polyps. Phenotype Score +9, +1 proband point (PMID 24052722). Pediatric patient presumed
de novo with extreme macrocephaly, developmental delay and autism, thyroid nodules, and a vascular
malformation. Phenotype Score +9, +1 proband point (PMID 28526761).

PP1 D v Co-segregation with disease in multiple affected family members, with 3 family members affected (PMID:
10353779).

PS2 Very D v Adult patient presumed de novo with macrocephaly, developmental delay, lipoma, Hashimoto's thyroiditis,

Strong arteriovenous malformation, and breast fiboroadenomas (Phenotype score +19, does not meet PS4; meets PM6)

(PMID 40407579). Pediatric patient presumed de novo with macrocephaly and autism (Phenotype score +4
(including autism), does not meet PS4; meets PM6) (PMID 22595938). Adult patient confirmed de novo (WES trio
+sibling) with RC, Hashimoto's Thyroiditis, and thyroid cancer (dx 20-49). (Phenotype score +9, does not meet PS4;
meets PS2) (PMID 30233642).

PM2_Supporting D v Variant is present at <0.00001 allele frequency and <0.00002 in a subpopulation with multiple alleles in gnomAD
(v4).


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

PVS1 a v This nonsense mutation causes a truncation 5’ to c.1121 in a biologically-relevant transcript (NM_000314.8).
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