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Lysosomal Diseases VCEP

This variant, c.876C>G (p.Tyr292Ter), is a nonsense variant that is predicted to result in nonsense mediated decay and lack of gene
product. Therefore, PVS1 can be applied. Functional studies, in which the variant was expressed in COS cells revealed no GAA activity in
the cells or medium. However, a faint band representing GAA protein was detectable on Western blot (PMID 31510962). As the experiment
was done in an in vitro expression system, it is unclear whether any gene product would be made in vivo. This variant was absent in
gnomAD v2.1.1, meeting PM2. Two patients with infantile onset Pompe disease from Thailand have been reported (PMID 31510962). The
residual GAA activity was provided for one of them, meeting PP4. This patient is compound heterozygous for the variant and c.1003G>A
(p.Gly335Arg). The in trans data from this patient was used in the assessment of p.Gly335Arg and is not included here in order to avoid
circular logic. The other patient is homozygous, and both parents were confirmed to be carriers, but the residual GAA activity is not
available, and this data will not be included. Therefore, PM3 is currently not met. There is a ClinVar entry for this variant (Variation ID:
637958, O star review status) with one submitter (an author of this paper) classifying the variant as pathogenic. In summary, this variant
meets the criteria to be classified as pathogenic for Pompe disease. GAA-specific ACMG/AMP criteria applied, as specified by the ClinGen
LSD VCEP: PVS1, PM2, PP4.

Met criteria codes

PM2 D v This variant is not in gnomAD v2.1.1.

PVS1 [:] v This is a nonsense variant which is predicted to cause nonsense mediated decay resulting in no gene product.
Therefore, PVS1 can be applied.

PP4 D v Two patients with this variant have been reported. The residual GAA activity is available for one of them and meets
the ClinGen LSD VCEP's specifications for PP4 (PMID 31510962).

Not Met criteria codes

PM3 D P 4 Two patients with this variant have been reported (PMID 31510962). Both of them have infantile onset Pompe
disease. The residual GAA activity is reported for one of them, meeting PP4. This patient is compound heterozygous
for the variant and c.1003G>A (p.Gly335Arg). The in trans data from this patient was used in the assessment of
p.Gly335Arg and is not included here in order to avoid circular logic. The other patient is homozygous but PP4 is not
met because the residual GAA activity was not reported. Therefore, PM3 is currently not met, based on the available
data.
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