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The NM_000252.3:¢c.1353G>A variant in MTM1 is a synonymous variant (p.GIn451=) located near the canonical donor site of intron 12. The
variant is absent from gnomAD v4.1.0 meeting PM2_Supporting. The silent variant is predicted to impact splicing by SpliceAl (PP3). This
variant has been reported in at least three probands, one with myotubular myopathy, one with congenital myopathy and abnormal muscle
biopsy, and another with neonatal hypotonia. One of the three was a de novo occurrence with unconfirmed parental relationships
(PS4_Moderate, PM6; PMID: 10790201; LabCorp, ClinVar: SCV001391223.5). In summary, the variant meets the criteria to be classified as
likely pathogenic for X-linked centronuclear myopathy. ACMG/AMP criteria met, as specified by the ClinGen Congenital Myopathies VCEP:
PS4_Moderate, PM6, PM2_Supporting, PP3 (ClinGen Congenital Myopathies VCEP specifications version 1.0.0; 1/13/2025).

Met criteria codes
PM2_Supporting D v This variant was absent from gnomAD v4 meeting PM2_Supporting

PS4 _Moderate D v This variant has been reported in at least three probands, one with myotubular myopathy, one with congenital
myopathy and abnormal muscle biopsy, and another with neonatal hypotonia (PMID: 10790201; LabCorp, ClinVar:
SCV001391223.5)

PP3 D v This variant is located near the the canonical donor site of intron 12 and is predicted to lead to abnormal splicing.
The SpliceAl score was 0.87.

PM6 D v The variant was reported to be de novo in a proband (LabCorp, ClinVar: SCV001391223.5)

Not Met criteria codes

BAl D % This variant was absent from gnomAD v4 meeting PM2_Supporting
BP4 D 4 The variant is predicted to impact splicing.

BP1 P 4 Both missense and truncating variants in MTM1 are disease-causing.
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https://cspec.genome.network/cspec/ui/svi/affiliation/50031

BS1 G % This variant was absent from gnomAD v4 meeting PM2_Supporting

PP2 P 4 MTML1 is not a gene that is constrained for missense variation. Hence PP2 is not applicable.
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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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