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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.

Severe Combined Immunodeficiency Disease VCEP

NM_002185.5(IL7R):c.379G>A is a missense variant predicted to cause substitution of Valine by Isoleucine at amino acid 127 (p.Val127Ile).

The highest population minor allele frequency in gnomAD v4 is 0.00002991 (1/33436) in African/African American population which is lower

than the ClinGen SCID VCEP threshold (<0.00004129) for PM2_Supporting, meeting this criterion (PM2_Supporting). c.379G>A mutation in

IL7R abolishes splicing of exons 3-4 and replaces it with splicing of exons 2-4, which introduces a STOP site resulting in premature

termination of IL-7Ra translation (Nonsense mediated decay) (PVS1) PMID: 35418989. Female patient with SCID (0.5 pt.), reduced CD127

expression demonstrated by flow cytometry (1 pt.),T-B+NK+ lymphocyte subset profile (0.25 pt.) Total :1.75 pts. (PP4_met ; PMID:

35418989).The patient (PMID: 35418989) was found homozygous for the mutation (0.5 pt.) (PM3_supporting). In summary, this variant

meets the criteria to be classified as a Pathogenic variant for autosomal recessive severe combined immunodeficiency due to IL7R

deficiency based on the ACMG/AMP criteria applied, as specified by the ClinGen SCID VCEP: PM2_supporting,PVS1,

PP4_met,PM3_supporting (VCEP specifications version 1).

Met criteria codes

PM3_Supporting   The patient (PMID: 35418989) was found homozygous for the mutation (0.5 pt) (PM3_supporting)

PP4   Female patient with SCID (0.5 pt.), reduced CD127 expression demonstrated by flow cytometry (1 pt.),T-B+NK+

lymphocyte subset profile (0.25 pt.) Total :1.75 pts. (PP4_met ; PMID: 35418989)

PVS1   c.379G>A mutation in IL7R abolishes splicing of exons 3-4 and replaces it with splicing of exons 2-4, which

introduces a STOP site resulting in premature termination of IL-7Ra translation (Non sense mediated decay) (PVS1).

PMID: 35418989

PM2_Supporting   The highest population minor allele frequency in gnomAD v4 is 0.00002991 (1/33436) in African/African American

population which is lower than the ClinGen SCID VCEP threshold (<0.00004129) for PM2_Supporting, meeting this

criterion (PM2_Supporting).
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