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Gene: PPP1CB (HGNC:5500) NM_002709.3(PPP1CB):c.201A>G (p.GIn67=)
Condition: RASopathy (MONDO:0021060) NC_000002.12:9.28778825A>G
Inheritance Mode: Autosomal dominant inheritance CM000664.2:9.28778825A>G
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https://reg.genome.network/allele/CA1589199.html
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[ Criteria Specifications for this VCEP

Evidence submitted by expert panel

RASopathy VCEP

The c.201A>G (p.GIn67=) variant in PPP1CB is a synonymous (silent) variant that is not predicted by SpliceAl to impact splicing. In
addition, the computational predictor REVEL does not predict a damaging effect on PPP1CB function (BP4, BP7). The filtering allele
frequency in gnomAD v2 is 60.64% in the European (non-Finnish) population, which is higher than the ClinGen RASopathy VCEP threshold
(>0.0005) for BA1, and therefore meets this criterion (BAl). In summary, this variant meets the criteria to be classified as benign for
autosomal dominant RASopathy based on the ACMG/AMP criteria applied, as specified by the ClinGen RASopathy VCEP: BAl, BP4, BP7.
(RASopathy VCEP specifications version 1.3; 12/3/2024)

Met criteria codes

BAl a v The highest population minor allele frequency in gnomAD v4 is 62.67% (3738/5964) in the Middle Eastern
population, which is higher than the ClinGen RASopathy VCEP threshold (>0.0005) for BA1

BP7 a v The variant is not predicted by SpliceAl to impact splicing

BP4 a v The computational predictor REVEL does not predict a damaging effect on PPP1CB function
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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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