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                To the Editor:
Recently, rare loss-of-function genetic variants in the SIAE gene, which encodes sialic acid acetylesterase, were reported to predispose to multiple autoimmune diseases1. In a pooled analysis of samples from ten autoimmune diseases, Surolia et al. identified 12 distinct nonsynonymous SIAE risk variant genotypes present in 24 of 923 affected persons (2.60%) versus 2 of 648 controls (0.31%; P = 0.0002; odds ratio of 8.6) that the authors considered to be “functionally defective SIAE alleles” because they result in defects in either esterase activity or secretion1. These nonsynonymous markers comprised one common allele frequency variant (rs78778622; encoding a p.Met89Val substitution in SIAE) and 11 rare allele frequency variants. Homozygosity for the SIAE variant (rs78778622, GG) causing the p.Met89Val alteration that resulted in a secretion-defective mutant was reported in 8 of 923 affected individuals (0.87%) but in none of the 648 control subjects1. To date, in contrast to the numerous genome-wide association studies for common variants, there have been only a few studies reporting rare variants of large effect predisposing individuals to clinically typical autoimmune disease phenotypes, despite much recent enthusiasm for exome sequencing in these genetically complex conditions.
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