OTC Updates 5/1/25


During the pilot variant curation phase for OTC, we have made several updates and revisions of the OTC specifications for clarity and to incorporate recent guidance from the SVI.  The following edits were made to the OTC specifications:

PVS1 – We refer curators to the flowchart for all PVS1 strength levels and moved all general comments and evidence used to create the PVS1 flowchart to the “General comments” section of PVS1.  PVS1_RNA was also added for variants with splicing assay data per Walker, et.al 2023 and uploaded a new PVS1 decision tree now containing that guidance.

PS2 – updated according to SVI guidance and point scoring system for PS2/PM6 with description of strength to utilize 

PS4 – edited for additional clarity on phenotype specificity required and inclusion of female with documented hyperammonemia and/or decompensation under physiological stress

PM1 – specified that if PP3 and PM1 are utilized for the same variant, the total strength of PP3 + PM1 can be used at a maximum strength level of Strong.

PM2 – edited to specify that Grpmax FAF should be used per recent announcement

PM4 – edited for clarity that PM4 is specific for variants ≥1 amino acid but less than one exon, and that in-frame deletions and insertions ≥1 exon should utilize PVS1 flowchart.

PM5 – edited to add that spliceAI score must be checked for both the variant under review as well as the reported variant and PM5 is only applicable if spliceAI ≤0.2 for both variants.  Further specified that PM5_Moderate can be used for variants at the same amino acid  classified as Pathogenic with OTC specifications and PM5_Supporting can be used for variants classified Likely Pathogenic with OTC specifications.

PM6 – see PS2

PP1 – edited for additional clarity on phenotype specificity required and inclusion of female with documented hyperammonemia and/or decompensation under physiological stress

PP3 – edited to specify that in-frame deletions or insertions should use PM4.  Also specified that if PP3 and PM1 are utilized for the same variant, the total strength of PP3 + PM1 can be used at a maximum strength level of Strong.

PP4 – edited to include elevated ammonia / hyperammonemia with no additional information provided as 0.25 points.  In isolation this observation is not enough to apply PP4 evidence (PP4_Supporting = 0.5pts minimum), but will ensure curators note this information in the variant summary.

BA1 - edited to specify that Grpmax FAF should be used per recent announcement
BS1 - edited to specify that Grpmax FAF should be used per recent announcement

BS2 – edited to specify hemizygotes/homozygotes from the most current version of gnomAD available at the time of curation

BP4 – updated to include guidance from Walker, 2023 regarding splice and synonymous variants

BP7 – updated to include guidance from Walker, 2023 regarding splice and synonymous variants

