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Gene: MECP2 (HGNC:4204) NM_001110792.2(MECP2):c.895G>C (p.Ala299Pro)
Condition: Rett syndrome (MONDO:0010726) NC_000023.11:9.154030969C>G
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Evidence submitted by expert panel

Rett and Angelman-like Disorders VCEP

The p.Ala287Pro variant in MECP2 (NM_004992.3) is observed in at least 2 unaffected individuals (internal database - GeneDx, internal
database - Baylor) (BS2). The p.Ala287Pro variant is observed in the MECP2 gene where a second pathogenic variant in the same gene is
present in the patient (internal database - GeneDx) (BP2). The p.Ala287Pro variant is found in a patient with an alternate molecular basis
of disease (internal database - Baylor) (BP5). The p.Ala287Pro variant in MECP2 is present in gnomAD v2.1.1 at a frequency of 0.001638%
(no criteria met). In summary, the p.Ala287Pro variant in MECP2 is classified as Likely Benign based on the ACMG/AMP criteria (BS2, BP2,
BP5).

Met criteria codes

BS2 D v The p.Ala287Pro variant is observed in at least 2 unaffected individuals (internal database - GeneDx, internal
database - Baylor) (BS2).

BP5 D v The p.Ala287Pro) variant is found in a patient with an alternate molecular basis of disease (internal database -
Baylor) (BP5).

BP2 D v The p.Ala287Pro variant is observed in the MECP2 gene where a second pathogenic variant in the same gene is
present in the patient (internal database - GeneDx) (BP2).

Not Met criteria codes

BP4 D X REVEL score 0.553 does not meet PP3 or BP4.

PP4 D X The p.Ala287Pro variant in MECP2 was reported in PMID 11055898, a cohort of patients referred for MECP2 genetic
testing with no specific clinical information available.

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