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Evidence submitted by expert panel

Rett and Angelman-like Disorders VCEP

The p.Ala279Val variant in MECP2 (NM_004992.4) has been observed in at least 5 individuals with a clinical phenotype consistent with Rett
syndrome (PMID: 15526954, ClinVar, internal database - Invitae) (PS4, PP4). The p.Ala279Val variant in MECP2 is absent from gnomAD v4.1
(PM2_Supporting). In summary, the p.Ala279Val variant in MECP2 is classified as Likely Pathogenic for Rett syndrome based on the
ACMG/AMP criteria (PS4, PM2_supporting, PP4).

Met criteria codes

PS4 D v The p.Ala279Val variant has been observed in at least 5 individuals with a clinical phenotype consistent with Rett
syndrome (PMID: 15526954, ClinVar, internal database - Invitae) (PS4).

PP4 D v The p.Ala279Val variant in MECP2 (NM_004992.4) has been reported in an individual with a clinical phenotype
suggestive of Rett syndrome (PMID: 15526954) (PP4).

PM2_Supporting D v The p.Ala279Val variant in MECP2 (NM_004992.4) is absent from gnomAD v4.1 (PM2_Supporting).

Not Met criteria codes

PP3 D x REVEL: 0.492

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

BP4 D % REVEL: 0.492 Computational prediction analysis tools are inconclusive for this variant.
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