PS1_Splice Variants (SLC6A8)

Table below from Table 2 of Walker, et.al, 2023 [PMID:37352859].  

General comments:
· Splice prediction from SpliceAI must match the predicted event of the reported Pathogenic / Likely Pathogenic variant, including:
· Both variants predicted to lead to the same effect – ie, exon skipping of the same exon, enhanced use of a cryptic splice motif, intron retention with same predicted effect
· The strength of the prediction for the variant under review must be of similar or higher strength than the previously reported variant
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Table 2. PS1 code weights for variants with same predicted splicing event as a known (likely) pathogenic variant
PS1 code applicable to VUA

Baseline computational/
Variant under predictive code applicable ~Position of comparison with P comparison with LP comparison
assessment (VUA) to VUA variant relative to VUA variant variant
Located outside splice donor/ ~ PP3 same nucleotide PS1 PS1_Moderate
acceptor 1,2 dinucleotide
positions PP3 within same splice donor/acceptor  PSI_Moderate PS1_Supporting
‘motif (including at 1,2 positions)
Located at splice donor/acceptor PVS1 within same splice donor/ PS1_Supporting  N/A
1,2 dinucleotide positions acceptor +12 dinudleotide
PVS1 within same splice donor/acceptor  PSI_Supporting  PS1_Supporting
region, but outside + 1,2 dinucleotide®
PVS1_Strong, PVS1_Moderate, within same splice donor/ Pt N/A
or PVS1_Supporting acceptor +1,2 dinudleotide
PVS1_Strong, PVS1 Moderate, within same splice donor/acceptor  PSI_Moderate PS1_Supporting

or PVS1_Supporting ‘motif, but outside +1,2 dinucleotide®





