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Evidence submitted by expert panel

Rett and Angelman-like Disorders VCEP

The p.Argl67Pro variant in MECP2 (NM_004992.4) is absent from gnomAD v4.1 (PM2_Supporting). A pathogenic missense variant
(p-Arg167Trp) has been previously identified within this codon which indicates that this residue is critical to the function of the protein
(Clinvar) (PM5). The p.Argl67Pro variant has been observed in at least 2 individuals with Rett syndrome (PMID 34457282, internal
database - Labcorp (formerly Invitae)) (PS4 _Supporting). In summary, the p.Argl67Pro variant in MECP2 is classified as uncertain
significance based on the ACMG/AMP criteria (PM2_Supporting, PM5, PS4 _Supporting). (MECP2 Specifications v.5.0.0; curation approved on
8/27/2025)

Met criteria codes

PM5 D v A pathogenic missense variant (p.Argl67Trp) has been previously identified within this codon which indicates that
this residue is critical to the function of the protein (ClinVar)

PM2_Supporting D v The p.Argl67Pro variant in MECP2 (NM_004992.4) is absent from gnomAD v4.1 (PM2_Supporting).

PS4 Supporting D v The p.Argl67Pro variant has been observed in at least 2 individuals with Rett syndrome (PMID 34457282, internal
database - Labcorp (formerly Invitae)) (PS4 _Supporting).
Not Met criteria codes

PP3 D % Computational prediction analysis tools are inconclusive for this variant.

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

the guideline

the guideline

BP4

PM1 D P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
D % Computational prediction analysis tools are inconclusive for this variant.


http://clinicalgenome.org/affiliation/50022
https://cspec.genome.network/cspec/ui/svi/doc/GN036?version=5.0.0
https://cspec.genome.network/cspec/ui/svi/doc/GN036/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50022

Curation History @'

Showing 1 to 1 of 1 rows

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.

ClinGen Terms of Use.
 Powered by BCM's Genboree.


https://www.clinicalgenome.org/docs/terms-of-use/
http://genboree.org/
https://erepo.genome.network/evrepo/ui/summary/classification/9f00974d-1929-4587-ab61-1764ab0342aa/version

