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Rett and Angelman-like Disorders VCEP

The ¢.2444G>A (p.Gly815Glu) variant in UBE3A has been identified as a de novo occurrence with confirmed parental relationships in 1
individual with clinical features of Angelman syndrome (PS2; GeneDx: internal data). This variant is absent from gnomAD v4.1
(PM2_Supporting). The computational predictor REVEL gives a score of 0.705, which is above the threshold of 0.644, evidence that
correlates with impact to UBE3A function (PP3). In summary, the p.Gly815Glu variant in UBE3A is classified as Likely Pathogenic for
Angelman syndrome based on the ACMG/AMP criteria (PS2, PP3, PM2_supporting) (UBE3A specifications version 5.0; 02/28/2025).

Met criteria codes

PS2 D v This variant has been identified as a de novo occurrence with confirmed parental relationships in 1 individual with
clinical features of Angelman syndrome (PS2; GeneDx: internal data).

PM2_Supporting D v This variant is absent from gnomAD v4.1 (PM2_Supporting).

PP3 D v The computational predictor REVEL gives a score of 0.705, which is above the threshold of 0.644, evidence that
correlates with impact to UBE3A function (PP3).

Not Met criteria codes

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

PS4 D P 4 The p.Gly815Glu variant is not currently published and is not present in additional databases (internal and publicly
available), therefore, no additional criteria are applicable at this time.
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