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Evidence submitted by expert panel


https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA206112.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/211032
https://www.ncbi.nlm.nih.gov/gene/2290
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0100040
http://clinicalgenome.org/affiliation/50022
https://cspec.genome.network/cspec/ui/svi/doc/GN035?version=5.0.0
https://cspec.genome.network/cspec/ui/svi/doc/GN035/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50022

Rett and Angelman-Ilike Disorders VCEP

The p.Glul44Lys variant in FOXG1 is absent from gnomAD v4.1 (PM2_Supporting). The p.Glul44Lys variant has been observed in at least 2
individuals with neurodevelopmental phenotypes (internal databases - GeneDx and University of Chicago) (PS4_Supporting). The
computational predictor REVEL gives a score of 0.112, which is below the threshold of 0.290, evidence that does not predict a damaging
effect on FOXG1 function (BP4). In summary, the p.Glul44Lys variant in FOXGL1 is classified as uncertain significance based on the
ACMG/AMP criteria (PM2_Supporting, PS4_Supporting, BP4). (FOXG1 Specifications v.5.0.0; curation approved on 8/27/2025)

Met criteria codes

PS4_Supporting a v The p.Glul44Lys variant has been observed in at least 2 individuals with neurodevelopmental phenotypes (internal
database - GeneDx and University of Chicago).

BP4 a v The computational predictor REVEL gives a score of 0.112, which is below the threshold of 0.290, evidence that does
not predict a damaging effect on FOXG1 function (BP4).

PM2_Supporting a v The p.Glul44Lys variant in FOXGL1 is absent from gnomAD v4.1 (PM2_Supporting).

Not Met criteria codes

PVS1 B % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

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

PM1 a P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PM5 a % No code specific comments provided, please refer to the summary above or general recommendations provided in

the guideline
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