The ClinGen Evidence Repository is an FDA-recognized human genetic variant database
containing expert-curated assertions regarding variants' pathogenicity and supporting
evidence summaries. [Pisclaimer]

Variant: NM_000448.3(RAG1):c.76T>C (p.Ser26Pro)

Version: 1.0

CA380145361 4 :
= HGVS expressions

2269371 (ClinVar) [4 NM_000448.3(RAG1):c.76T>C (p.Ser26Pro)
Gene: RAG1 (HGNC:5896) NM_000448.3:c.76T>C

Condition: recombinase activating gene 1 deficiency (MONDO:0000572) NC_000011.10:9.36573380T>C

Inheritance Mode: Autosomal recessive inheritance CM000673.2:9.36573380T>C

UUID: 71522876-094a-404b-8341-37838b2ee947 NC_000011.9:9.36594930T>C

Approved on: 2024/4/23 CM000673.1:9.36594930T>C

Published on: 2024/4/23 NC 000011.8:9.36551506T>C
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Evidence submitted by expert panel


https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA380145361.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/2269371
https://www.ncbi.nlm.nih.gov/gene/5896
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0000572
http://clinicalgenome.org/affiliation/50091
https://cspec.genome.network/cspec/ui/svi/doc/GN123?version=1.0.0
https://cspec.genome.network/cspec/ui/svi/doc/GN123/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50091

Severe Combined Immunodeficiency Disease VCEP

The NM_000448.3:¢c.76T>C variant in RAG1 is a missense variant predicted to cause a substitution of serine by proline at amino acid 26
(p.Ser26Pro). This variant is absent from 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 entry without the information of the second allele, and the variant was
classified as Uncertain Significance (Ambry Genetics, SCV003601680.1). 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 This variant is absent from gnomAD v2.1.1. (PM2_Supporting)

Not Met criteria codes

PS3 B P 4 No code specific comments provided, please refer to the summary above or general recommendations provided in
the guideline
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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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