Galactosemia VCEP Response to SVI 12/20/23 Comments
Submitted 1/22/24
General comments In general for each criteria, all possible modified strengths should be noted in the editor. For example, PVS1 can be used at strong or moderate, etc. It should be clear from using the CSpec Registry what possible strengths may be used for a particular code without having to go to supplemental information. Generally speaking the more detail provided within the Editor, the more user friendly the specifications will be for anyone outside of the VCEP. 
Thank you for the advice, each of the criteria that can be upgraded/downgraded have been noted in the text. 
PVS1 related comments Please specify c. and/or p. location for the Critical domain depicted in the attached PVS1 flow chart. Additionally, the flow chart does not reference splice variants (although it appears the figure below the flow chart has incorporated suggestions from SVI splicing paper).
This has been updated with the exon and amino acids of the critical domain and with splice variants. 
PS1 related comments SVI guidance is to select a single predictor for use in variant curation. Please specify which will be utilized by the VCEP. Additionally, will the VCEP also utilize PS1 nucleotide changes within splice regions? See table 2 in SVI splicing paper referenced in your PVS1 criteria (PMID: 36865205)
The Walker publication has been referenced including nucleotide changes within the same splice region. 
PS2 related comments Please note that PM6 cannot get to the very strong criteria within the VCI, so may pose a technical limitation when curating variants in the VCI. Most VCEPs opt to put de novo evidence under PS2 for this reason.
[bookmark: OLE_LINK17]Because there has only ever been one reported de novo occurrence of a GALT variant and de novo occurrence is not expected to significantly contribute to disease, the VCEP intended to use PM6 and not PS2 and PM6 will not be upgraded with number of occurrences.  
PS3 related comments We ask that all VCEPs complete the functional worksheet that implements guidance from the ClinGen Brnich et al paper on guidance for PS3/BS3, which can be accessed on the ClinGen website: https://clinicalgenome.org/docs/svi-functional-assay-documentation-worksheet/Last 
[bookmark: OLE_LINK18]Our functional spreadsheet is now attached. 

PM3 related comments Please add note in the instructions section for this criteria that PP4 and PM2 must be met to assign PM3. Additionally each possible strength should be noted in the CSpec 
This has been updated appropriately. 
PM5 related comments Again please note that a specific predictor should be noted and ideally with specified thresholds. Additionally how will this criteria be combined with PS1 and PM5? SVI recommends no higher than the equivalent of one strong criteria in applying these overlapping criteria.
We have noted that PS1 and PM5 cannot be combined. The experts were concerned that the amino acid change under investigation should be at least as damaging as the known pathogenic change. Grantham distance measures evolutionary distance between amino acids, a lower score is less distance, a higher score is more distance, so we decided to use this method as the TP53 VCEP, RYR1 VCEP, MODY VCEP, InSiGHT VCEP, Glaucoma VCEP, DICER VCEP, and the Rett/Angelman VCEP. If the known pathogenic change has a lower Grantham score than the amino acid under investigation, PM5 can be applied. 
PM6 related comments Does the VCEP not intend to use this criteria at higher strengths when additional cases are identified? See PS2/PM6 guidance from ClinGen: https://clinicalgenome.org/site/assets/files/3461/svi_proposal_for_de_novo_criteria_v1_1.pdfLast
Because there has only ever been one reported de novo occurrence of a GALT variant and de novo occurrence is not expected to significantly contribute to disease, the VCEP intended to use PM6 and not PS2 and PM6 will not be upgraded with number of occurrences.  
PP1 related comments Since this criteria will be used at additional strengths that should be made clear here
This has been clarified. 
BS3 related comments Please see note on PS3
Our functional spreadsheet is now attached. 

BS4 related comments Recommend removing the generic comment, since much does not apply to this AR condition. Also will GALT enzyme levels be required to confirm affected status? Worth noting in the criteria
This has been updated appropriately. 
