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Condition: severe combined immunodeficiency (MONDO:0015974) CM000682.2:9.44651606A>C
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Severe Combined Immunodeficiency Disease VCEP

The NM_000022.4(ADA):c.2T>G is a missense variant predicted to cause substitution of Methionine by Arginine at amino acid 1
(p-MetlArg). This sequence change affects the initiator methionine of the ADA mRNA. The next possible initiation codon is at codon 52.
This variant is absent from gnomAD v4.1.0, good coverage (PM2_supporting). The NM_000022.4:c.2T>G variant in ADA may cause a
truncated or absent protein by altering the start codon of the coding sequence and is predicted to lead to the omission of a critical region
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of the protein (PVS1 Moderate). ADA enzyme activity assay in E. coli S3834 showed 0.01% of wild-type activity for the p.MetlArg variant,
indicating severely reduced protein function consistent with loss of function (PS3_Moderate). In summary, this variant meets the criteria to
be classified as uncertain significance for SCID based on the ACMG/AMP criteria applied, as specified by the ClinGen ClinGen SCID-VCEP:
PM2_supporting, PVS1l_moderate, PS3_moderate. (VCEP specifications version 2.1.0).

Met criteria codes

PVS1l Moderate a v The NM_000022.4:¢c.2T>G (p.Metl1?) variant in ADA may cause a truncated or absent protein by altering the start
codon of the coding sequence and is predicted to lead to the omission of a critical region of the protein
(PVS1 Moderate).

PM2_Supporting a v This variant is absent from gnomAD v4.1.0 good coverage (PM2_supporting)

PS3_Moderate a v ADA enzyme activity assay in E. coli S3834 showed 0.01% of wild-type activity for the p.MetlArg variant, indicating
severely reduced protein function consistent with loss of function (PS3_Moderate).
Not Met criteria codes

PM5 a % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline

PS1 B % No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline
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