PVS1 related comments
What is the rationale/reference that aa 173-182 are critical for function? The CSpec states “For truncating variants that introduce a premature stop between codons 173 and 182, which encode part of the transmembrane domain, apply PVS1 at the default (very strong) level”. However, the PVS1 flowchart has this criterion going to PVS1_Strong.
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VCEP reply:
Thank you for the opportunity to fix these typos. The rationale that amino acids 173-182 are critical for function is that these make up part of the transmembrane domain (spanning amino acids 162-182) that is necessary for proper CTLA4 localization to the plasma membrane and is the main topological feature present in the critical membrane-bound isoform of CTLA4 but absent from the soluble isoform of CTLA4 that does not have the ability to prevent the disease state (PMID: 25213377). These details have been added to the text of the PVS1 section, while the typo in the flowchart itself has been fixed so that PVS1_Strong is changed to PVS1 in the critical box.
