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Severe Combined Immunodeficiency Disease VCEP

The ¢c.725A>G, NM_000448.3, variant in RAG1 is a missense variant predicted to cause substitution of Glutamine by Arginine at amino acid
242 (p.GIn242Arg). The filtering allele frequency (the lower threshold of the 95% CI of 477/128678) of the c.725A>G variant in RAG1l is
0.003627 for European (non-Finnish) chromosomes by gnomAD v2.1.1, which is higher than the ClinGen SCID VCEP threshold (0.00195) for
BS1, and therefore meets this criterion (BS1). This variant has been detected in at least one individual with Omenn syndrome. The patient
is compound heterozygous for the variant R404Q and also carries another variant in RAG1: N766l. There is no information about family
segregation. Phase unknown. (PMID: 32311393). No homozygous are found. This patient displays Diagnostic criteria for Omenn syndrome,
which reaches 0.5pt, not enough to apply PP4 in any strength (PMID: 32311393, PP4 Not_Met). In summary, this variant meets the criteria
to be classified as Likely Benign for autosomal recessive SCID based on the ACMG/AMP criteria applied, BS1, as specified by the ClinGen
SCID VCEP (VCEP specifications version 1).
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The filtering allele frequency (the lower threshold of the 95% Cl of 477/128678) of the c.725A>G variant in RAGL1 is
0.003627 for European (non-Finnish) chromosomes by gnomAD v2.1.1, which is higher than the ClinGen SCID VCEP
threshold (0.00195) for BS1, and therefore meets this criterion (BS1).

There is one homozygous individual reported on gnomAD v2.1.1; however, there is one warming regarding this
individual, so we will not consider it here.

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

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

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

This variant has been detected in at least one individual with Omenn syndrome. The patient is compound
heterozygous for the variant R404Q and also carries another variant in RAG1: N766l. There is no information about
family segregation. Phase unknown. (PMID: 32311393). No homozygous are found.

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

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

At least one patient with this variant displayed Diagnostic criteria for Omenn syndrome, which reaches 0.5pt, not
enough to apply PP4 in any strength (PMID: 32311393, PP4 Not_Met).
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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.

ClinGen Terms of Use.
 Powered by BCM's Genboree.
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