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Evidence submitted by expert panel

Antibody Deficiencies VCEP

NM_005026.5(PIK3CD):c.2002C>A (p.Leu668Met) is a missense variant that causes substitution of leucine by methionine at amino acid
668. This variant is absent from gnomAD v4.1.0 (PM2_Supporting). The variant has been observed in at least one individual subjected to
genetic testing, however it is not clear whether the individual was affected with a relevant clinical condition (ClinVar accession number
SCV003968830.2). The computational predictor REVEL gives a score of 0.231, 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
16.99, 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 a variant of
uncertain significance for autosomal dominant immunodeficiency 14 based on the ACMG/AMP criteria applied, as specified by the ClinGen
Antibody Deficiencies VCEP: PM2_Supporting and BP4. (VCEP specifications version 1.0.0).

Met criteria codes

BP4 [:] v The computational predictor REVEL gives a score of 0.231, 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 16.99, 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).

PM2_Supporting D v This variant is absent from gnomAD v4.1.0 (PM2_Supporting).

Not Met criteria codes

BS3 D P 4 A base editing screen in primary T cells introducing another variant at the same codon, p.Leu668Pro, showed a log2
enrichment score of 0.82059 in the high-phospho-AKT / high-phospho-S6 fraction of cells relative to the low-
phospho-AKT / low-phospho-S6 fraction of cells, with a two-sided p-value of 0.12839, indicating no significant
disruption of the PI3K pathway (PMID: 40543502). Because this is a different amino acid change, BS3_Supporting
was not evaluated.

A base editing screen in primary T cells introducing another variant at the same codon, p.Leu668Pro, showed a log2
enrichment score of 0.82059 in the high-phospho-AKT / high-phospho-S6 fraction of cells relative to the low-
phospho-AKT / low-phospho-5S6 fraction of cells, with a two-sided p-value of 0.12839, indicating no significant
disruption of the PI3K pathway (PMID: 40543502). Because this is a different amino acid change, BS3_Supporting
was not evaluated. PubMed:40543502 [

PS4 D % The variant has been observed in at least one individual subjected to genetic testing, however it is not clear whether
the individual was affected with a relevant clinical condition (SCV003968830.2).
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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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