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Severe Combined Immunodeficiency Disease VCEP

The NM_000448.3:¢c.15C>G variant in RAG1 is a missense variant predicted to cause a substitution of phenylalanine by leucine at amino
acid 5 (p.Phe5Leu). The Popmax filtering allele frequency of this variant in gnomAD v2.1.1 is 0.00000292, which is lower than the SCID-
VCEP’s threshold for PM2 (<0.000102). No homozygous individual has been observed in the gnomAD v2.1.1 (PM2_Supporting). This variant
has not been reported in the literature in individuals with SCID. In ClinVar, the variant was reported in one affected individual who didn't
have a second RAG1 variant, and the variant was classified as a Variant of Uncertain Significance (Invitae, SCV001420312.4). There is no
functional evidence for this variant. Due to insufficient evidence, this variant is classified as a variant of uncertain significance for SCID.
ACMG/AMP criteria applied, as specified by the ClinGen SCID-VCEP: PM2_supporting (SCID VCEP specifications version 1.0).

Met criteria codes

PM2_Supporting a v The Popmax filtering allele frequency of this variant in gnomAD v2.1.1 is 0.00000292, which is lower than the SCID-
VCEP’s threshold for PM2 (<0.000102). No homozygous individual has been observed in the gnomAD v2.1.1
(PM2_Supporting).
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The information on this website is not intended for direct diagnostic use or medical decision-making without review by a genetics professional. Individuals should not change their health behavior solely on the basis
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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