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Gene: TCF4 (HGNC:6925) NM_001083962.2:c.1817C>T

Condition: Pitt-Hopkins syndrome (MONDO:0012589) NC_000018.10:9.55228909G>A

Inheritance Mode: Autosomal dominant inheritance CM000680.2:9.55228909G>A

UUID: f6d6c268-b8c3-422c-bafc-9ddelcd92932 NC_000018.9:9.52896140G>A
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Evidence submitted by expert panel

Rett and Angelman-like Disorders VCEP

The p.Thr606lle variant in TCF4 has been reported as a de novo occurrence (biological parentage confirmed) in an individual with global
developmental delay, epilepsy, ventriculomegaly, and dysmorphic facial features (PMID 34580403) (PS2). The p.Thr606lle variant occurs in
the well-characterized Basic Helix-Loop-Helix functional domain of the TCF4 gene (PM1). The p.Thr606lle variant in TCF4 is absent from
gnomAD v4.1 (PM2_Supporting). Computational prediction analysis tools suggests a deleterious impact; however, this information does not
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predict clinical significance on its own (PP3). In summary, the p.Thr606lle variant in TCF4 is classified as likely pathogenic for Pitt-Hopkins
syndrome based on the ACMG/AMP criteria (PS2, PM1, PM2_supporting, PP3). (TCF4 Specifications v4.0; curation approved on [5/7/2025])

Met criteria codes

PM2_Supporting a v The p.Thr606lle variant in TCF4 is absent from gnomAD v4.1 (PM2_Supporting).

PP3 a v Computational prediction analysis tools suggests a deleterious impact; however, this information does not predict
clinical significance on its own (PP3).

PM1 a v The p.Thre06lle variant occurs in the well-characterized Basic Helix-Loop-Helix functional domain of the TCF4 gene
(PM1).

PS2 a v The p.Thr606lle variant in TCF4 has been reported as a de novo occurrence (biological parentage confirmed) in an
individual with global developmental delay, epilepsy, ventriculomegaly, and dysmorphic facial features (PMID
34580403).
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