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Evidence submitted by expert panel

Congenital Myopathies VCEP

The ¢c.1852G>A (p.Ala618Thr) variant in DNM2 is a missense variant predicted to cause substitution of Alanine by Threonine at amino acid
618. This variant is absent from gnomAD v4.1 (PM2_Supporting). The computational predictor REVEL gives a score of 0.818, which is above
the threshold of 0.7, evidence that correlates with impact to DNM2 function (PP3). DNM2, in which the variant was identified, is defined by
the ClinGen Congenital Myopathies VCEP as a gene that has a low rate of benign missense variation and where pathogenic missense
variants are a common mechanism of disease (PP2). This variant has been reported in four probands with features of centronuclear
myopathy, two of which were de novo with parental relationships confirmed (PS4, PS2; PMIDs:17932957, 28357410, 34463354, 32154989).
In vitro assays showed an increase in GTPase activity and oligomer stability indicating that this variant impacts protein function (PMIDs:
26199319, 20700106, 34744632)(PS3_Moderate). In summary, this variant meets the criteria to be classified as pathogenic for autosomal
dominant centronuclear myopathy based on the ACMG/AMP criteria applied, as specified by the ClinGen Congenital Myopathies VCEP: PS4,
PS2, PS3_Moderate, PM2_Supporting, PP2, PP3 (ClinGen Congenital Myopathies VCEP specifications version 1; 8/7/2024).

Met criteria codes

PS3 _Moderate D v In vitro assays showed an increase in GTPase activity and oligomer stability indicating that this variant impacts
protein function (PMIDs: 26199319, 20700106, 34744632)(PS3_M).

PS2 D v This variant has been reported as de novo observations with parental relationships confirmed in two probands with
features of centronuclear myopathy (PS2; PMIDs:17932957, 32154989).

PS4 [:] v This variant has been reported in four probands with features of centronuclear myopathy, two of which were de novo
with parental relationships confirmed (PS4, PS2; PMIDs:17932957, 28357410, 34463354, 32154989).

PP2 D v DNM2, in which the variant was identified, is defined by the ClinGen Congenital Myopathies VCEP as a gene that has
a low rate of benign missense variation and where pathogenic missense variants are a common mechanism of
disease. The missense Z-score in gnomAD v2.1.1 is 3.48 which is above the threshold (3.09) set by the Congenital
Myopathies VCEP.

PP3 D v The computational predictor REVEL gives a score of 0.818, which is above the threshold of 0.7, evidence that
correlates with impact to DNM2 function.

PM2_Supporting D v This variant is absent from gnomAD v4.1 (PM2_Supporting).

Not Met criteria codes

BAl [:] P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline


https://cspec.genome.network/cspec/ui/svi/doc/GN148?version=1.0.0
https://cspec.genome.network/cspec/ui/svi/doc/GN148/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50031

BS1 % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

BP4 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline
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