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Variant: NM_001083962.2(TCF4):c.759C>G (p.Ser253Arg)

Version: 2.0
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CA402701455 12 HGVS expressions

432062 (ClinVar) (4 NM_001083962.2:c.759C>G

Gene: TCF4 (HGNC:6925) NM_001083962.2(TCF4):c.759C>G (p.Ser253Arg)
Condition: Pitt-Hopkins syndrome (MONDO:0012589) NC_000018.10:9.55275649G>C

Inheritance Mode: Autosomal dominant inheritance CM000680.2:9.55275649G>C

UUID: 1c53d5a5-faa3-4994-be9b-d5aef8d0405¢ NC_000018.9:9.52942880G>C

Approved on: 2026/1/28 CM000680.1:9.52942880G>C
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[4" Criteria Specification: ClinGen Rett and Angelman-like
Disorders Expert Panel Specifications to the ACMG/AMP
Variant Interpretation Guidelines for TCF4 Version 5.0.0

[4" Criteria Specification Approval History

[4" Criteria Specifications for this VCEP

Evidence submitted by expert panel

Rett and Angelman-like Disorders VCEP

The p.Ser253Arg variant in TCF4 has been observed as a de novo occurrence (biological parentage both confirmed and unconfirmed) in 3
individuals with features of Pitt-Hopkins syndrome (PMID 29322350; PMID 26993267, described as p.Ser355Arg; University of Chicago-
internal database) (PS2_Very strong). The p.Ser253Arg variant has been observed in 3 individuals with Pitt-Hopkins syndrome (PMID
29322350; 26993267, described as p.Ser355Arg) (PS4 _Moderate, PP4). The p.Ser253Arg variant in TCF4 is absent from gnomAD v4.1
(PM2_Supporting). In summary, the p.Ser253Arg variant in TCF4 is classified as Pathogenic for Pitt-Hopkins syndrome based on the
ACMG/AMP criteria (PS2_Very strong, PS4_moderate, PM2_supporting, PP4). (TCF4 Specifications v.5.0; curation approved on 01/28/2026).

Met criteria codes

PS4 _Moderate D v The p.Ser253Arg variant has been observed in 3 other individuals with Pitt-Hopkins syndrome (PMIDs 29322350;
26993267, described as p.Ser355Arg)

PP4 [:] v The p.Ser253Arg variant in TCF4 has been reported in an individual with a clinical phenotype suggestive of Pitt-
Hopkins syndrome (PMID: 26993267, described as p.Ser355Arg).

PS2 Very D v The p.Ser253Arg variant in TCF4 has been reported as a de novo occurrence (biological parentage confirmed) in an
Strong individual with Pitt-Hopkins syndrome (PMID 29322350) (PS2_Very strong).
PM2_Supporting D v The p.Ser253Arg variant in TCF4 is absent from gnomAD v4.1.
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