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Rett and Angelman-like Disorders VCEP

The p.Ser70Pro variant in MECP2 (NM_004992.4) is observed in at least 2 unaffected individuals (Labcorp (formerly Invitae)- internal
database, GeneDx-internal database) and has not been previously published as associated with disease (BS2). The p.Ser70Pro variant in
MECP2 is absent from gnomAD v4.1 (PM2_Supporting). Computational prediction analysis tools are inconclusive for this variant. In
summary, the p.Ser70Pro variant in MECP2 is classified as a variant of uncertain significance based on the ACMG/AMP criteria (BS2,

Expert Panel

Rett and Angelman-like Disorders VCEP [

Criteria Specification Information

[4" Criteria Specification: ClinGen Rett and Angelman-like
Disorders Expert Panel Specifications to the ACMG/AMP
Variant Interpretation Guidelines for MECP2 Version 5.0.0

[4" Criteria Specification Approval History

[4" Criteria Specifications for this VCEP

PM2_Supporting). (MECP2 Specifications v.5.0; curation approved on 01/28/2026).

Met criteria codes

PM2_Supporting D v The p.Ser70Pro variant in MECP2 is absent from gnomAD v4.1 (PM2_Supporting).

BS2 D v The p.Ser70Pro variant is observed in at least 2 unaffected individuals (Labcorp (formerly Invitae) - internal
database) (GeneDx - internal database).

Not Met criteria codes

PS4 D % Identified in one proband from GeneDx with developmental delay and behavioral issues, inherited from a parent
without a MECP2-related phenotype.

PP3 D P 4 REVEL = 0.536. Computational prediction analysis tools are inconclusive for this variant.

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

the guideline
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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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