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Evidence submitted by expert panel

Severe Combined Immunodeficiency Disease VCEP

The NM_000206.3:c.455T>G variant in IL2RG is a missense variant predicted to cause substitution of valine by glycine at amino acid 152
(p.Vall52Gly). The variant is absent from gnomAD v4.1.0 (PM2_Supporting). The variant has been reported in two patients meeting the
PP4 phenotypic criteria (PMIDs 31031743, 36177038) (PS4_Supporting). One patient was diagnosed with SCID (PMID 36177038). The
patient showed a T-B+NK- lymphocyte profile and an absence of STAT5 phosphorylation upon IL-2 stimulation (other possible variants were
not excluded). The lymphopenia was resolved by IL2RG gene therapy (CNV testing not reported) (PP4_Strong). Another missense variant
c.455T>C (p.Vall52Ala) in the same codon has been classified as pathogenic for SCID by the ClinGen SCID VCEP (PM5). In summary, this
variant is classified as likely pathogenic for SCID. ACMG/AMP criteria applied, as specified by the ClinGen SCID-VCEP: PP4_Strong,
PM2_Supporting, PM5, PS4 _Supporting (VCEP specifications version 2.1).

Met criteria codes

PM5 [:] v Another missense variant c.455T>C (p.Vall52Ala), ClinVar Variation ID 36386, in the same codon has been classified
as pathogenic for SCID by the ClinGen SCID VCEP. PM5 is met.

PS4_Supporting D v This variant has been reported in 2 patients meeting the PP4 phenotypic criteria (PMIDs 31031743, 36177038).
Excluding the proband used to satisfy the PP4 criteria (PMID 36177038), the other patient is counted for PS4.
PS4 Supporting is met.

PP4_Strong [:] v One individual with this variant was diagnosed with X-SCID (0.5pt) (PMID 36177038). The patient showed a T-B+NK-
lymphocyte profile (0.5pt + 1pt), and an absence of STAT5 phosphorylation upon IL-2 stimulation (other possible
variants were not excluded) (1.5pt). The lymphopenia was resolved by IL2ZRG gene therapy (CNV testing not
reported, 4.5pt). 8pt in total, PP4_Strong is met.

PM2_Supporting D v This variant is absent from gnomAD v4.1.0. (PM2_Supporting)
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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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