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Evidence submitted by expert panel

Severe Combined Immunodeficiency Disease VCEP

The ¢.763G>T (p.Glu255Ter) (NM_000022.4) variant in ADA is a nonsense variant predicted to cause a premature stop codon in biologically-
relevant-exon 8/12 leading to nonsense-mediated decay in a gene in which loss-of-function is an established disease mechanism (PVS1
Met). The variant is absent in gnomAD v4 (PM2_supporting).There are no publications for this variant in the literature. As per the SCID
VCEP specifications and the Bayesian interpretation of the ACMG/AMP combining rules,1 very strong and 1 supporting criteria results in a
Likely Pathogenic classification. Based on the above evidence, this variant can be classified as likely pathogenic for autosomal recessive
SCID based on ACMG/AMP criteria applied, as specified by the ClinGen SCID VCEP(specification version 1.0):PVS1 Met,PM2_supporting.

Met criteria codes

PVS1 a v Thec.763G>T (p.Glu255Ter) (NM_000022.4) variant in ADA is a nonsense variant predicted to cause a premature
stop codon in biologically-relevant-exon 8/12 leading to nonsense-mediated decay in a gene in which loss-of-function
is an established disease mechanism (PVS1 Met).

PM2_Supporting a v The variant is absent in gnomAD v4 (PM2_supporting)
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