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Anti–Saccharomyces cerevisiae
antibodies could reflect distinct
phenotypes in hidradenitis
suppurativa
To the Editor:
In their recent publication Assan et al1 have shown that both

IgG and IgA anti–Saccharomyces cerevisiae antibodies (ASCAs)
are associated with hidradenitis suppurativa (HS).1 As the authors
state, ASCA positivity has long been associated with Crohn
disease and has recently been identified as a biomarker for
spondyloarthritis (SpA). However, both Crohn disease and SpA
comprise distinct phenotypes. The phenotype in Crohn disease
can change from an inflammatory phenotype, to a fibrostenotic
or penetrating phenotype with respectively severe stricturing or
fistulation.2 SpA is a group of diseases that can be subdivided
into axial and peripheral SpA on the basis of themost prominently
involved joints. In both Crohn disease and SpA, ASCA positivity
has been shown to differ between the phenotypes. In patients with
Crohn disease, the presence of ASCAs is mostly associated with
the fibrostenotic/penetrating phenotype, disease in the ileocolonic
region, and early disease onset.2 In patients with SpA, ASCA
positivity is associated with the absence of axial involvement
and a history of uveitis or arthritis. This suggests that ASCAs
are associated with specific phenotypes within these diseases,
not just disease severity. Therefore, ASCA positivity could
potentially reflect a specific phenotype or a group of phenotypes
within the general HS population rather than just disease severity.

Moreover, the prevalence and diagnostic value of ASCAs
among the population with inflammatory bowel disease has
shown significant variation among patients with different ethnic
backgrounds. As such, ASCA positivity has been shown to be less
prevalent and less sensitive in Japanese and Chinese populations
compared with white populations.2 It would be of interest to know
the associations between different ethnic backgrounds in the
study by Assan et al because white HS populations tend to
show a different distribution of patient characteristics/phenotypes
compared with Asian populations. Moreover, future studies eval-
uating the presence and associations of ANCA positivity in Asian
HS populations could potentially help increase our understanding
of the different HS phenotypes.
To assess the potential association between the most common
mutations found in HS, namely mutations in the gamma-secretase
unit, and ASCA positivity, the authors performed a subgroup
analysis. This analysis revealed, apart from a novel nicastrin
mutation in a familial case, nomutations among this group and no
association was found. In Crohn disease, ASCA positivity has
been associated with a greater frequency of mutant NOD2/
CARD15 alleles.2 Mutations in NOD2/CARD15 have also
been found to be more frequent in patients with SpA and
histological evidence of subclinical intestinal inflammation
compared with patients with SpA without gut inflammation.3

This suggests there might be a role for these mutations in
specific subpopulations of patients (phenotypes) not only in
SpA but also in HS. Although mutations in NOD2/CARD15
could not be found in a small case series of 6 ‘‘at-risk’’ patients
with HS, it would be valuable to assess the presence of
NOD2/CARD15 mutations in patients with HS with respect to
ASCA positivity.

In conclusion, ASCA positivity might not just be associated
with HS but could potentially reflect a specific clinical phenotype
and/or genotype within the general HS population.
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