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CAL604306712 HGVS expressions

373746 (ClinVar) (4 NM_001083962.2:c.706C>G

Gene: TCF4 (HGNC:6925) NM_001083962.2(TCF4):c.706C>G (p.Pro236Ala)
Condition: Pitt-Hopkins syndrome (MONDO:0012589) NC_000018.10:9.55275702G>C

Inheritance Mode: Autosomal dominant inheritance CM000680.2:9.55275702G>C

UUID: a94a40b0-3f10-4035-8a9f-54bedbf96d01 NC_000018.9:9.52942933G>C

Approved on: 2024/6/25 CM000680.1:9.52942933G>C
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Evidence submitted by expert panel

Rett and Angelman-like Disorders VCEP

The highest population minor allele frequency of the p.Pro236Ala variant in TCF4 in gnomAD v4.1 is 0.00000062 in the European (non-
Finnish) population (not sufficient to meet BS1 criteria). The p.Pro236Ala variant is observed in at least 2 unaffected individuals (Internal
database - GeneDXx, Internal database - Ambry) (BS2). Computational analysis prediction tools suggest that the p.Pro236Ala variant does

Expert Panel

Rett and Angelman-like Disorders VCEP [

Criteria Specification Information

[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

[4" Criteria Specification Approval History

[4" Criteria Specifications for this VCEP

not have a deleterious impact; however this information does not predict clinical significance on its own (BP4). In summary, the
p.Pro236Ala variant in TCF4 is classified as a likely benign variant based on the ACMG/AMP criteria (BS2, BP4).

Met criteria codes

BS2 D v The p.Pro236Ala variant is observed in at least 2 unaffected individuals (Internal database - GeneDx, Internal

database - Ambry) (BS2).

BP4 D v Computational analysis prediction tools suggest that the p.Pro236Ala variant does not have a deleterious impact;

however this information does not predict clinical significance on its own (BP4).

Not Met criteria codes

BS1 D % The highest population minor allele frequency of the p.Pro236Ala variant in TCF4 in gnomAD v4.1 is 0.00000062 in

the European (non-Finnish) population (not sufficient to meet BS1 criteria).

PS4 D % No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline

PM2 P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline
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