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The NM_000531.6:c.387T>C variant in OTC is a synonymous (silent) variant (p.Arg129 Vall30=) that is not predicted by SpliceAl to impact
splicing and the nucleotide (BP4), however the nucleotide is within the first 3 bases of an exon, so BP7 is not applicable. To our knowledge,
this variant has not been reported in the literature and results of functional studies are unavailable. Grpmax MAF in gnomAD v4.1.0 is
0.000009190 in the European (non-Finnish) population which is lower than the ClinGen UCD VCEP’s threshold for PM2_Supporting
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(<0.000015) and there are =1 hemizygotes/homozygotes across all populations, meeting this criterion (PM2_Supporting). In summary, this
variant meets the criteria to be classified as a variant of uncertain significance for OTC deficiency based on the ACMG/AMP criteria applied,
as specified by the ClinGen Urea Cycle Disorders Variant Curation Expert Panel (OTC specifications version 1.0.0): BP4, PM2_Supporting.

Met criteria codes

BP7 B v SpliceAl predicts no impact and nucleotide is not highly conserved.

BP4 a v The NM_000531.6(0TC):c.387T>C (p.Argl29 Vall30=) meets BP4 (Splice Al predicts no impact of the on splicing)
and the nucleotide is poorly conserved (phyloP score -0.107).

PM2_Supporting a v Grpmax MAF in gnomAD v4.1.0 is 0.000009190 in the European (non-Finnish) population which is lower than the
ClinGen UCD VCEP’s threshold for PM2_Supporting (<0.000015) and there are <1 hemizygotes/homozygotes across
all populations, meeting this criterion (PM2_Supporting).
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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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