SVI Review comments 3/25/24
Galactosemia VCEP response 4/28/24
General comments Thank you for the making the recommended changes. There are few additional minor suggestions noted. In addition, I should have given clearer guidance regarding the additional strengths in the CSpec Editor. For each criteria that has been modified and allowed to be applied at any additional strength beyond the original strength, that modified strength level should be added to the criteria within the CSpec editor. For example, PVS1 can be used at very strong (original), strong, or moderate. Therefore each of those strengths should be added to the PVS1 criteria box within the CSpec Editor (like was done for PS3 at supporting and strong). This should be updated for the following criteria: PVS1, PM3, PM6, and PP1. Please let me know if you have questions on this and I can further clarify!
Galactosemia Response: Added wording for PVS1, PM3, PM6, and PP1 to be used at multiple strengths
PS1 related comments I am not seeing where the Walker et al. paper was referenced or incorporated into the specifications? For an example of a VCEP that recently incorporated this paper see Epilepsy VCEP genes (https://cspec.genome.network/cspec/ui/svi/doc/GN067)
Galactosemia Response: Referenced Walker et al. paper in PS1 wording
PS1_Strong will be applied for 1 previously established pathogenic missense variant or use table 2 in Walker et al., 2023, PMID: 37352859 for splicing variant 
PS1_Moderate will apply for 1 previously established likely pathogenic variant or use table 2 in Walker et al., 2023, PMID: 37352859 for splicing variant
PS1_Supporting will apply for splicing variants only, use table 2 in Walker et al., 2023, PMID: 37352859  
PS3 related comments Thank you for completing the functional worksheet. Please address the following additional comments: 1) Based on the data provided in the spreadsheet, it looks like the VCEP intends to use PS3 at moderate for E. coli enzyme assays? However, I do not see that denoted in the the CSpec editor. 2) Additionally, the details provided in the CSpec under strong and supporting are very vague. 2a) For the strong level, please describe what types of functional assays are appropriate and any thresholds necessary to meet the strong level. 2b) For the supporting level, please revise to indicate GALT activity and the type of assay. Presumably model system refers to yeast/E. coli? - - - - For recent example of another VCEP with enzyme activity assays, see the Severe Combined Immunodeficiency Disease genes
Galactosemia Response: Please see attached updated PS3 spreadsheet
PM2 related comments Please describe how this threshold was derived in the "instructions" section for this criteria
Galactosemia Response: PM2 was calculated as one order of magnitude below BS1. 
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 
Galactosemia Response: 
[bookmark: OLE_LINK21]PM3_Very Strong: variant under investigation meets PM2, identified individuals meet PP4, and at least 4 PM3 points have been reached
[bookmark: OLE_LINK22]PM3_Strong: variant under investigation meets PM2, identified individuals meet PP4, and at least 2 PM3 points have been reached
PM3_Moderate: variant under investigation meets PM2, identified individual(s) meet PP4, and at least 1 PM3 point has been reached
PM3_Supporting: variant under investigation meets PM2, identified individual(s) meet PP4, and at least 0.5 PM3 point has been reached

PP1 related comments Since this criteria will be used at additional strengths that should be made clear here
Galactosemia Response: 
[bookmark: OLE_LINK23]PM3_Strong: Using general recommendations from Oza AM et al, 2018, PMID: 30311386, sufficient affected and unaffected segregations have been counted to reach likelihood of 32:1. 
PM3_Moderate: Using general recommendations from Oza AM et al, 2018, PMID: 30311386, sufficient affected and unaffected segregations have been counted to reach likelihood of 16:1.
PM3_Supporting: Using general recommendations from Oza AM et al, 2018, PMID: 30311386, sufficient affected and unaffected segregations have been counted to reach likelihood of 4:1.
BS3 related comments Please see note on PS3
Galactosemia Response: Please see attached updated PS3 spreadsheet
