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Gene: FOXG1 (HGNC:2290) NM_005249.5(FOXG1):c.701C>T (p.Ser234Phe)
Condition: FOXG1 disorder (MONDO:0100040) NC_000014.9:9.28767980C>T
Inheritance Mode: Autosomal dominant inheritance CM000676.2:9.28767980C>T
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Disorders Expert Panel Specifications to the ACMG/AMP
Variant Interpretation Guidelines for FOXG1 Version 3.0.0
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Evidence submitted by expert panel

Rett and Angelman-like Disorders VCEP

The p.Ser234Phe variant in FOXG1 has been reported as a de novo occurrence (biological parentage confirmed) in at least 3 individuals
with FOXG1-disorder (Internal database - Ambry, PMID 37308910) (PS2_Very Strong). The p.Ser234Phe variant has been observed in at
least 3 individuals with FOXG1-disorder (Internal database - Invitae, PMID 26633542, 38539105) (PS4_Moderate). The p.Ser234Phe variant
in FOXG1 is absent from gnomAD v4.1 (PM2_Supporting). Computational prediction analysis tools suggests a deleterious impact; however,
this information does not predict clinical significance on its own (PP3). In summary, the p.Ser234Phe variant in FOXG1 is classified as
Pathogenic for FOXG1l-disorder based on the ACMG/AMP criteria (PS2_Very Strong, PS4_Moderate, PM2_Supporting, PP3).
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Met criteria codes

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

PS2 Very a v The p.Ser234Phe variant in FOXG1 has been reported as a de novo occurrence (biological parentage confirmed) in at
Strong least 3 individuals with FOXG1-related disorder (Internal database - Ambry, PMID 37308910).

PM2_Supporting B v The p.Ser234Phe variant in FOXG1 is absent from gnomAD v2.1 (PM2_Supporting).

PS4 _Moderate G v The p.Ser234Phe variant has been observed in at least 3 individuals with FOXG1-disorder (Internal database -

Invitae, PMID 26633542, 38539105).
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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.
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