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[bookmark: _GoBack]Supplemental Figure 1: Revision of the impact of a previously published HSAN-VI mutation. (A) A figure modified from Manganelli et al is shown. As stated by the authors, one variant c.616C>T is in exon 4 of the a2 transcript (NM_001144769) and is predicted to result in a missense change (p.R206W) that only impacts a2 and b2 isoforms. The annotation of other mutation, c.687+1G>A, is based on the transcript for the DST gene’s protein product BPAG1 isoform a2 (NM_001144769), and is a mutation in a splice donor site that falls at the end of a 62 basepair exon shared by both a2, a1, and n isoforms (red arrow) (a1: NM_183380). In contrast to the statement by the authors, this mutation is not located in intron 4 in the a2 transcript (arrow covered with a red X). Without supporting analysis of the mRNA sequence, the authors conclude that the c.687+1G>A mutation results in frame shift and eventual premature truncation (p.Lys229fsX21). Splice donor site mutations can have unpredictable effects, including exon skipping2, use of upstream3 (as is the case in this work) or downstream4 cryptic splice sites, or intron inclusion and premature termination, which is the mechanism presumed by the authors. The actual consequences of this mutation still require determination with mRNA analysis from skin or the iPSC model they used in their publication. (B) To facilitate the comparison to the mutations found in this publication, the mutations identified by Manganelli et al are shown (red) on a diagram based on a portion of Figure 1. (C) The predicted impact of the c.687+1G>A mutation on BPAG1-a1, -b1, -a2, -b2, and n isoforms. 
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