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Rett and Angelman-like Disorders VCEP

The ¢.528C>G (p.Prol76=) variant in MECP2 (NM_004992.3) is observed in at least 2 unaffected individuals (internal database - Invitae)
(BS2). The silent p.Prol76= variant is not predicted to affect splicing using multiple computational tools and does not affect a highly
conserved nucleotide (BP4, BP7). The p.Prol76= variant in MECP2 is present in gnomAD v2.1.1 at a frequency of 0.003275% (no criteria
met). In summary, the p.Prol76= variant in MECP2 is classified as Likely Benign based on the ACMG/AMP criteria (BS2, BP4, BP7).

Met criteria codes

BS2 B v The ¢.528C>G (p.Prol76=) variant is observed in at least 2 unaffected individuals (internal database - Invitae)
(BS2).
BP7 a v The silent p.Prol76= variant is not predicted to affect splicing using multiple computational tools and does not

affect a highly conserved nucleotide (BP7).

BP4 a v Splice prediction analysis, using multiple computational tools does not suggest an impact to splicing (BP4).

Not Met criteria codes

PP4 a % The p.Prol76= variant in MECP2 was identified in a male with non-specific intellectual disability (PMID: 12111644).
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