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Variant: NM_001083962.2(TCF4):c.990G>A (p.Ser330=)

Version: 3.0
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CAz7z71sla HGVS expressions

160092 (ClinVar) [ NM_001083962.2(TCF4):c.990G>A (p.Ser330=)
Gene: TCF4 (HGNC:6925) NM_001083962.2:c.990G>A

Condition: Pitt-Hopkins syndrome (MONDO:0012589) NC_000018.10:9.55261466C>T

Inheritance Mode: Autosomal dominant inheritance CM000680.2:9.55261466C>T

UUID: 919996d2-6306-4345-9cff-1b4b6bd7694d NC_000018.9:9.52928697C>T

Approved on: 2024/2/23 CM000680.1:9.52928697C>T

Published on: 2024/3/31 NC_000018.8:9.51079695C>T
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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 3.0.0
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[4" Criteria Specifications for this VCEP


http://clinicalgenome.org/affiliation/50022
https://cspec.genome.network/cspec/ui/svi/doc/GN032?version=3.0.0
https://cspec.genome.network/cspec/ui/svi/doc/GN032/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50022

Evidence submitted by expert panel

Rett and Angelman-like Disorders VCEP

The p.Ser330= variant in TCF4 is absent from gnomAD v4 (PM2_supporting). Splice prediction analysis using multiple computational tools
suggests an impact to splicing (PP3). The p.Ser330= variant has been observed in at least 2 individuals with intellectual disability/autism
(PMIDs: 29695756, 25693842) (PS4 _supporting). The p.Ser330= variant in TCF4 has been reported as a de novo occurrence (biological
parentage unconfirmed) in an individual with intellectual disability (PMID: 25693842, internal database -Invitae) (PM6). The p.Ser330=
variant in TCF4 has been reported as a de novo occurrence (biological parentage confirmed) in at least 3 individuals with intellectual
disability/autism (PMIDs: 29695756, 29158550, 31785789, 1981491, 33767182, internal database - Invitae) (PS2_very strong). In summary,
the p.Ser330= variant in TCF4 is classified as pathogenic for Pitt-Hopkins syndrome based on the ACMG/AMP criteria (PM2_supporting,
PP3, PS4 _supporting, PM6, PS2_very strong).

Met criteria codes
PM2_Supporting a v The p.Ser330= variant in TCF4 is absent from gnomAD v4 (PM2_supporting).

PS4 _Supporting B v The p.Ser330= variant has been observed in at least 2 individuals with intellectual disability/autism (PMIDs:
29695756, 25693842) (PS4 _supporting).

PP3 a v Splice prediction analysis using multiple computational tools suggests an impact to splicing (PP3).

PM6 a v The p.Ser330= variant in TCF4 has been reported as a de novo occurrence (biological parentage unconfirmed) in an
individual with intellectual disability (PMID: 25693842, internal database -Invitae) (PM6).

PS2_Very B v The p.Ser330= variant in TCF4 has been reported as a de novo occurrence (biological parentage confirmed) in at
Strong least 3 individuals with intellectual disability/autism (PMIDs: 29695756, 29158550, 31785789, 31981491, 33767182,
internal database -Invitae) (PS2_very strong).
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