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Antibody Deficiencies VCEP

NM_005026.5(PIK3CD):c.112C>T (p.Arg38Cys) is a missense variant causing replacement of arginine with cysteine at amino acid 38. This

variant is present in gnomAD v4.1.0 at a total combined allele frequency of 0.00002358, with 37 alleles / 1,613,824 total alleles across all

populations of gnomAD, which is higher than the ClinGen Antibody Deficiencies VCEP PM2_Supporting threshold of <0.00000132. The

variant is present in gnomAD v.4.1.0 at a GrpMax allele frequency of 0.0002203, with 24 alleles / 74,832 total alleles in the African/African

American population, which is lower than the BS1 threshold of >0.000316, so no population code can be applied. The computational

predictor REVEL gives a score of 0.238, which is below the ClinGen Antibody Deficiencies VCEP threshold of <0.290 and predicts a non-

damaging effect on PIK3CD function. The computational predictor CADD gives a PHRED score of 21.5, which is below the ClinGen Antibody

Deficiencies VCEP threshold of <22.7 and predicts a non-deleterious effect on PIK3CD function. The two predictors agree on a non-

damaging effect (BP4). In summary, this variant meets the criteria to be classified as likely benign for autosomal dominant

immunodeficiency 14 based on the ACMG/AMP criteria applied, as specified by the ClinGen Antibody Deficiencies VCEP: BP4. (VCEP

specifications version 1.0.0).

Met criteria codes

BP4   The computational predictor REVEL gives a score of 0.238, which is below the ClinGen Antibody Deficiencies VCEP

threshold of <0.290 and predicts a non-damaging effect on PIK3CD function. The computational predictor CADD

gives a PHRED score of 21.5, which is below the ClinGen Antibody Deficiencies VCEP threshold of <22.7 and predicts

a non-deleterious effect on PIK3CD function. The two predictors agree on a non-damaging effect (BP4).

Not Met criteria codes

BS1   This variant is present in gnomAD v.4.1.0 at a GrpMax allele frequency of 0.0002203, with 24 alleles / 74,832 total

alleles in the African/African American population, which is lower than the BS1 threshold of >0.000316, so no

population code can be applied.

PM2  This variant is present in gnomAD v4.1.0 at a total combined allele frequency of 0.00002358, with 37 alleles /

1,613,824 total alleles across all populations of gnomAD, which is higher than the ClinGen Antibody Deficiencies

VCEP PM2_Supporting threshold of <0.00000132.

PS4   Reported in ClinVar by Ambry

https://erepo.genome.network/evrepo/ui/summary/classification/f43a574e-777a-40a5-9b8b-4c470e1b761f/version
https://cspec.genome.network/cspec/ui/svi/doc/GN141?version=1.0.0
https://cspec.genome.network/cspec/ui/svi/doc/GN141/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50095
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