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Evidence submitted by expert panel

Lysosomal Diseases VCEP

The NM_000152.5:¢c.1352C>G variant in GAA is a missense variant predicted to result in the substitution of proline by arginine at amino
acid 451 (p.Pro451Arg). The highest population minor allele frequency in gnomAD v4.1.0 is 0.004835 (363/75080) alleles, including 4
homozygotes) in the African/African-American population. This allele frequency meets the ClinGen LD VCEP threshold (>0.005) for BS1
(after rounding up). The variant was reported in a patient with limb-girdle muscle weakness but was not thought to be causative of the
symptoms (PMID: 29149851). The variant was also reported in a patient with autism spectrum disorder but no reported diagnosis of
Pompe disease (PMID: 37492102). The computational predictor REVEL gives a score of 0.449 which is below the threshold of 0.5, evidence
that does not predict a damaging effect on GAA function, and SpliceAl predicts no impact on splicing (BP4). There is a ClinVar entry for this
variant (Variation ID: 281330). In summary, this variant meets the criteria to be classified as likely benign for Pompe disease. ACMG/AMP
criteria applied, as specified by the ClinGen Lysosomal Diseases VCEP (Specifications Version 2.0): BS1, BP4. (Classification approved by
the ClinGen Lysosomal Diseases Variant Curation Expert panel on May 20, 2025)

Met criteria codes

BP4 D v The computational predictor REVEL gives a score of 0.449 which is below the threshold of 0.5, evidence that does
not predict a damaging effect on GAA function, and SpliceAl predicts no impact on splicing (BP4).

BS1 D v The highest population minor allele frequency in gnomAD v4.1.0 is 0.004835 (363/75080) alleles, including 4
homozygotes) in the African/African-American population. This allele frequency meets the ClinGen LD VCEP
threshold (>0.005) for BS1 (after rounding up).

Not Met criteria codes

PP4 D % A patient with limb-girdle muscular dystrophy has been reported to be compound heterozygous for c.1352C>G
(p.Pro451Arg) and an intronic variant, ¢.1438-7_1438-5delTGT (PMID 29149851). No GAA activity was provided for
the patient. This variant was also identified in a cohort of patients with autism spectrum disorder in compound
heterozygosity with a second GAA variant, c.277G>A (p.Ala93Thr) (PMID: 37492102). However, this individual is not
reported to be diagnosed with Pompe disease and no GAA activity is provided. Therefore, this criterion is not met.

PM3 [:] P 4 A patient with limb-girdle muscular dystrophy has been reported to be compound heterozygous for c.1352C>G
(p.Pro451Arg) and an intronic variant, c.1438-7_1438-5delTGT (PMID 29149851). No GAA activity was provided for
the patient. This variant was also identified in a cohort of patients with autism spectrum disorder in compound
heterozygosity with a second GAA variant, c.277G>A (p.Ala93Thr) (PMID: 37492102). This second variant has been
reported in ClinVar as a variant of uncertain significance. However, this individual is not reported to be diagnosed
with Pompe disease and no GAA activity is provided. Therefore, this criterion is not met.
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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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