ClinGen SVI WG comments received 8/16/23
Resubmitted 8/22/23

SVI Review comments for the stage - Pilot Rules Submitted
General comments: The VCEP has adopted the point-based system. However, there are still some partial combing rules listed. Is this because the CSpec interface does not allow the VCEP to remove them completely? If this is the case, please select the default combing rules.
Last Updated: 8/16/2023 (15:52:08) Last Updated By:Tam Sneddon

Default combining rules selected.


Scope related comments: N/A
Last Updated:8/16/2023 (15:42:56)


PVS1 related comments: Thank you for the updated PVS1 flowchart - for the 'nonsense or frameshift, not predicted to undergo NMD', please specify the region.
Last Updated: 8/16/2023 (15:45:00) Last Updated By:Tam Sneddon

The regions were already listed on the flowchart: 3' to c.2816 and p.Trp13X (W13X) (see below).



PS3 related comments: As the 'BMPR2 functional assay document' is referenced for a variant curator to identify allowable assays, could the VCEP update the Excel file rows for 'Approved assay (y/n)' and 'Proposed strength' for each of the assay tabs to provide clearer guidance on which assays can be used and at what strength?
Last Updated:8/16/2023 (15:54:35) Last Updated By:Tam Sneddon

Excel updated to indicate approved assays and proposed strength. PS3_strong if study includes biological and technical replicates, positive and negative controls, proper statistics (t-test, ANOVA). For cell proliferation assay, relevant cell type is required for “strong.” PS3_supporting If no known variant validation controls (i.e. established pathogenic and benign variants) were used or, for cell proliferation, proxy cell type used.


PS4 related comments: In the 'Instructions' it still says ‘probing’ instead of ‘proband’. Last Updated:8/16/2023 (15:45:41) Last Updated By:Tam Sneddon

Corrected again and saved.


PM1 related comments: N/A
Last Updated:8/16/2023 (15:46:00) Last Updated By:Tam Sneddon


PP1 related comments: N/A Last Updated:8/16/2023 (15:46:18) Last Updated By:Tam Sneddon




BS2 related comments: Since BMPR2 is associated with dominant disease, please clarify in each strength criterion that this is 'Observed in X homozygotes in gnomAD controls or reported in the literature' (we do not know for sure that the gnomAD individuals are healthy). Currently Moderate and Supporting are the same. We suggest, to be in line with other groups, that the VCEP use >=2 homozygotes for Supporting. Last Updated:8/16/2023 (15:49:25) Last Updated By:Tam Sneddon

Edited as suggested:
BS2_strong - Observed in ≥3 homozygotes in gnomAD controls or reported in the literature (healthy adult individuals).
BS2_supporting - Observed in ≥2 homozygotes in gnomAD controls or reported in the literature (healthy adult individuals).


BS3 related comments: N/A
Last Updated:8/16/2023 (15:49:43) Last Updated By:Tam Sneddon


BP5 related comments: N/A
Last Updated:8/16/2023 (15:49:58) Last Updated By:Tam Sneddon





PVS1 flowchart, nonsense or frameshift variant rules
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