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[ Criteria Specifications for this VCEP

Evidence submitted by expert panel

Leukodystrophy and Leukoencephalopathy VCEP

The ¢c.1140C>T (NM_002055.5(GFAP)) variant in GFAP is a synonymous (silent) variant (p.Arg319=). The GrpMax filtering allele frequency in
gnomAD v4.1.1 is 0.01557 from the African/African American genetic ancestry group (the lower threshold of the 95% Cl of 1226/75062
alleles), which is higher than the ClinGen Leukodystrophy and Leukoencephalopathy Expert Panel Specifications to the ACMG/AMP Variant
Interpretation Guidelines for GFAP Version 1.0.0 threshold = 0.01% for BA1l, and therefore meets this criterion (BAl). In summary, this
variant meets the criteria to be classified as likely benign based on the ACMG/AMP criteria applied, as specified by the ClinGen
Leukodystrophy and Leukoencephalopathy VCEP: BA1l (ClinGen Leukodystrophy and Leukoencephalopathy VCEP Specifications Version
1.0.0).
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BAl D v The GrpMax filtering allele frequency in gnomAD v4.1.0 is 0.01557 from the African/African American genetic
ancestry group (the lower threshold of the 95% Cl of 1226/75062 alleles), which is higher than the ClinGen
Leukodystrophy and Leukoencephalopathy Expert Panel Specifications to the ACMG/AMP Variant Interpretation
Guidelines for GFAP Version 1.0.0 threshold = 0.01% for BA1, and therefore meets this criterion (BAl).
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