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741101 (ClinVar) 4 NM_005214.5:¢.615C>G
Gene: CTLA4 (HGNC:1493) NM_005214.5(CTLA4):c.615C>G (p.Pro205=)

Condition: autoimmune lymphoproliferative syndrome due to CTLA4 NC_000002.12:9.203872755C>G
haploinsuffiency (MONDO:0014493) CM000664.2:9.203872755C>G
Inheritance Mode: Autosomal dominant inheritance NC_000002.11:9.204737478C>G
UUID: 0c9d5cdf-c9d0-4199-857¢c-8b46e4dc779a CM000664.1:9.204737478C>G
Approved on: 2025/11/24 NC_000002.10:9.204445723C>G
Published on: 2025/12/2 NG_011502.1:9.9970C>G
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https://www.fda.gov/medical-devices/precision-medicine/fda-recognition-public-human-genetic-variant-databases
https://reg.genome.network/allele/CA2067158.html
https://www.ncbi.nlm.nih.gov/clinvar/variation/741101
https://www.ncbi.nlm.nih.gov/gene/1493
https://www.ebi.ac.uk/ols/ontologies/mondo/terms?iri=http%3A%2F%2Fpurl.obolibrary.org%2Fobo%2FMONDO_0014493
http://clinicalgenome.org/affiliation/50095
https://cspec.genome.network/cspec/ui/svi/doc/GN122?version=1.0.0
https://cspec.genome.network/cspec/ui/svi/doc/GN122/versions
https://cspec.genome.network/cspec/ui/svi/affiliation/50095

Evidence submitted by expert panel

Antibody Deficiencies VCEP

NM_005214.5(CTLA4):c.615C>G (p.Pro205=) is a synonymous variant in exon 2 that does not have a predicted impact at splicing sites
(BP7). The splicing impact predictor SpliceAl gives a delta score of 0.03 for acceptor gain, which is below the ClinGen Antibody Deficiencies
VCEP recommended threshold of <0.1 and does not strongly predict an impact on splicing (BP4). This variant is present in gnomAD v4.1.0
at a GrpMax allele frequency of 0.0004811, with 30 alleles / 44,874 total alleles in the East Asian population, which is higher than the
ClinGen Antibody Deficiencies VCEP BA1l threshold of >0.0000111 (BAl). In summary, this variant meets the criteria to be classified as
benign for autosomal dominant autoimmune lymphoproliferative syndrome due to CTLA4 haploinsufficiency based on the ACMG/AMP
criteria applied, as specified by the ClinGen Antibody Deficiencies VCEP: BAl, BP4, and BP7. (VCEP specifications version 1.0.0; date of
approval 09/18/2025).

Met criteria codes

BP4 a v The splicing impact predictor SpliceAl gives a delta score of 0.03 for acceptor gain, which is below the ClinGen
Antibody Deficiencies VCEP recommended threshold of <0.1 and does not strongly predict an impact on splicing
(BP4).

BP7 a v The synonymous variant NM_005214.5(CTLA4):c.615C>G (p.Pro205=) does not have a predicted impact at splicing
sites (BP7).

BAl a v This variant is present in gnomAD v4.1.0 at a GrpMax allele frequency of 0.0004811, with 30 alleles / 44,874 total

alleles in the East Asian population, which is higher than the ClinGen Antibody Deficiencies VCEP BA1 threshold of
>0.0000111 (BA1).
Not Met criteria codes

PP3 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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