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Variant: NM_001083962.2(TCF4):c.1113G>A (p.Ser371=)
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436960 (ClinVar) (4 NM_001083962.2(TCF4):c.1113G>A (p.Ser371=)
Gene: TCF4 (HGNC:6925) NM_001083962.2:c.1113G>A
Condition: Pitt-Hopkins syndrome (MONDO:0012589) NC_000018.10:9.55257348C>T
Inheritance Mode: Autosomal dominant inheritance CM000680.2:9.55257348C>T
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Approved on: 2026/1/28 CM000680.1:9.52924579C>T
Published on: 2026/3/31 NC 000018.8:9.51075577C>T

NG_011716.1:9.336282G>A
NG_011716.2:9.383646G>A
ENST00000354452.8:c.1113G>A
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Evidence submitted by expert panel

Rett and Angelman-like Disorders VCEP

The highest population minor allele frequency of the p.Ser371= variant in TCF4 in gnomAD v4.1 is 0.0006424 in the Ashkenazi Jewish
population, which is higher than the ClinGen Rett and Angelman-like Disorders VCEP threshold (=0.000083) for BAl, and therefore meets


http://clinicalgenome.org/affiliation/50022
https://cspec.genome.network/cspec/ui/svi/doc/GN032?version=5.0.0
https://cspec.genome.network/cspec/ui/svi/doc/GN032/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50022

this criterion (BAl). The silent p.Ser371= variant is not predicted to affect splicing using multiple computational tools and does not affect
a highly conserved nucleotide (BP7). The p.Ser371= variant is not currently published and is not present in additional databases (internal
and publicly available), therefore, no additional criteria are applicable at this time. In summary, the p.Ser371= variant in TCF4 is classified
as Benign based on the ACMG/AMP criteria (BAl, BP7). (TCF4 Specifications v.5.0; curation approved on 01/28/2026)

Met criteria codes

BAl a v The highest population minor allele frequency of the p.Ser371= variant in TCF4 in gnomAD v4.1 is 0.0006424 in the
Ashkenazi Jewish population, which is higher than the ClinGen Rett and Angelman-like Disorders VCEP threshold
(=0.000083) for BA1, and therefore meets this criterion (BA1).

BP7 a v The silent p.Ser371= variant is not predicted to affect splicing using multiple computational tools and does not
affect a highly conserved nucleotide (BP7). Splice Al = 0.0500 (Donor loss was 0.05 and all other categories are 0).
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The information on this website is not intended for direct diagnostic use or medical decision-making without review by a genetics professional. Individuals should not change their health behavior solely on the basis
of information contained on this website. If you have questions about the information contained on this website, please see a health care professional.

ClinGen Terms of Use.
 Powered by BCM's Genboree.
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