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Gene: MECP2 (HGNC:4204) NM _001110792.2:c.1458T>C

Condition: Rett syndrome (MONDO:0010726) NC_000023.11:9.154030406A>G

Inheritance Mode: X-linked inheritance CM000685.2:9.154030406A>G
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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA519704534.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/516510
https://www.ncbi.nlm.nih.gov/gene/4204
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0010726
http://clinicalgenome.org/affiliation/50022
https://cspec.genome.network/cspec/ui/svi/affiliation/50022
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The highest population minor allele frequency of the p.Pro474= variant in MECP2 (NM_004992.3) in gnomAD v4.1 is 0.000008935 in
European (Non-Finnish) population (not sufficient to meet BS1 criteria). The p.Pro474= variant is observed in at least 1 unaffected
individual (GeneDx internal database) (BS2_supporting). The p.Pro474= variant is found in a patient with an alternate molecular basis of
disease (GeneDx internal database) (BP5). Splice prediction analysis does not suggest an impact to splicing (BP4). In summary, the
p.Pro474= variant in MECP2 is classified as likely benign based on the ACMG/AMP criteria (BS2_supporting, BP5, BP4).

Met criteria codes

BP5 a v The p.Pro474= variant in MECP2 (NM_004992.3) is found in a patient with an alternate molecular basis of disease
(GeneDx internal database).

BP4 B v Splice prediction analysis, using multiple computational tools does not suggest an impact to splicing (BP4).
BS2 Supporting a v The p.Pro474= variant in MECP2 (NM_004992.3) is observed in at least 1 unaffected individual (GeneDx internal
database).

Not Met criteria codes

BS1 a % The highest population minor allele frequency of the p.Pro474= variant in MECP2 (NM_004992.3) in gnomAD v4.1 is
0.000008935 in European (Non-Finnish) population (not sufficient to meet BS1 criteria).

PM2 % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline
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