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CA35719612 HGVS expressions

224133 (ClinVar) (4 NM_001083962.2:¢.850C>T

Gene: TCF4 (HGNC:6925) NM_001083962.2(TCF4):c.850C>T (p.His284Tyr)
Condition: Pitt-Hopkins syndrome (MONDO:0012589) NC_000018.10:9.55269903G>A

Inheritance Mode: Autosomal dominant inheritance CM000680.2:9.55269903G>A

UUID: 0b00488e-5915-4a4f-b331-26c1c3a95595 NC_000018.9:9.52937134G>A
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Evidence submitted by expert panel

Rett and Angelman-Ilike Disorders VCEP

The p.His284Tyr variant in TCF4 has been reported in an individual with a neurodevelopmental phenotype (PMID 28554332). The
p.-His284Tyr variant is present in two XY individuals in gnomAD v4 (0.0003%) (not sufficient to meet BS1 criteria). Computational prediction
analysis tools are inconclusive for this variant. In summary, the p.His284Tyr variant in TCF4 is classified as a Variant of Unknown
Significance based on the ACMG/AMP criteria (no criteria met).

Not Met criteria codes

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

PPl D X No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PP3 [:] P 4 Computational prediction analysis tools are inconclusive for this variant

PP4 D P 4 The p.His284Tyr variant in TCF4 has been reported in an individual with a neurodevelopmental phenotype (PMID
28554332).

PM6 D X 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

PM1 D % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PM3 P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PM5 D X No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS2 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline


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

BS1 a % The p.His284Tyr variant in TCF4 is present in 2 XY individuals in gnomAD v4 (0.0003%) (not sufficient to meet BS1
criteria)

BS4 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BS3 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PS1 B P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PS2 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PS3 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

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

BP4 B P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP2 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP5 a % No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline
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