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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA401361416.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/1327503
https://www.ncbi.nlm.nih.gov/gene/2548
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0009290
http://clinicalgenome.org/affiliation/50009
https://cspec.genome.network/cspec/ui/svi/affiliation/50009

Lysosomal Diseases VCEP

The NM_000152.5:c.444C>G (p.Tyrl48Ter) variant in GAA is a nonsense variant predicted to cause a premature stop codon in biologically-
relevant-exon 2/20, leading to nonsense mediated decay in a gene in which loss-of-function is an established disease mechanism (PVS1).
One patient, with late onset Pompe disease, has been reported who responded to enzyme replacement therapy and had muscle histology
consistent with Pompe disease (PMID 25093132)(PP4). This patient is compound heterozygous, phase unknown, for the variant and
€c.2238G>C (p.Trp746Cys). The allelic data for this patient will be used in the assessment of p.Trp746Cys and is not included here to avoid
circular logic. The ¢c.444C>G (p.Tyr148Ter) variant is absent in gnomAD v2.1.1 (PM2_Supporting). There is no ClinVar entry for this variant.
In summary, this variant meets the criteria to be classified as pathogenic for Pompe disease. ACMG/AMP criteria met, as specified by the
ClinGen LSD VCEP (Specification Version 2.0): PVS1, PP4, PM2_Supporting (Approved by the ClinGen LSD VCEP - Oct. 19th, 2021)

Met criteria codes

PP4 a v One patient, with late onset Pompe disease, has been reported who responded to enzyme replacement therapy and
had muscle histology consistent with Pompe disease (PMID 25093132)(PP4).

PVS1 B v The NM_000152.5:¢.444C>G (p.Tyr148Ter) variant in GAA is a nonsense variant predicted to cause a premature stop
codon in biologically-relevant-exon 2/20, leading to nonsense mediated decay in a gene in which loss-of-function is
an established disease mechanism (PVS1).

PM2_Supporting v This variant is absent in gnomAD v2.1.1 (PM2_Supporting).

Not Met criteria codes

PM3 a X One patient with Pompe disease has been reported with this variant. This patient is compound heterozygous, phase
unknown, for the variant and ¢.2238G>C (p.Trp746Cys). The allelic data for this patient will be used in the
assessment of p.Trp746Cys and is not included here to avoid circular logic.
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