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Anti-Saccharomyces cervisiae
antibodies in hidradenitis suppurativa:
More than a gut feeling

To the Editor:

Anti-Saccharomyces cervisiae antibodies (ASCAs) are
pANCA antibodies against the mannose portion (mannans)
of the fungal cell wall." They have a high sensitivity and spec-
ificity as a diagnostic biomarker for Crohn disease and as
Assan et al' report are associated with severe disease activity
in hidradenitis suppurativa (HS). HS is a chronic, inflammatory
dermatoses manifesting in painful nodules and abscesses in
intertriginous areas often with development of purulent chron-
ically draining epithelialized dermal tunnels.” Clinical
outcome measures of disease activity and/or response to phar-
macological intervention suffer from poor reproducibility and
high placebo response rates.” The identification of ASCAs as
a potential diagnostic and disease activity biomarker is an
encouraging result in HS, a disease in which biomarkers are
sorely needed. However, a critical assessment of the validity
of ASCAs in HS and identification of the potential confound-
ing factors that may influence results is mandatory before the
consideration of longitudinal, treatment-oriented biomarker
validation studies.

HS and Crohn disease have a known epidemiological associ-
ation' and share a number of common inflammatory pathways.'
The association of ASCAs in HS may be a product of the well-
documented overlap in recruitment signaling between skin-
homing and gut-homing lymphocytes and antibody-secreting
cells in the setting of immune dysregulation such as Crohn dis-
ease.” The comparator population used by Assan et al' (psoriasis
vulgaris) also has a comparable epidemiological association with
Crohn disaese,” supporting the validity of their conclusions of
increased prevalence of ASCAs in severe HS.'

The limitations to the study include the exclusion of patients
with HS with inflammatory bowel disease or spondyloarthrop-
athy, limiting the external validity of ASCAs as a potential
biomarker as well as the moderate length of patient follow-up
(17 months)." Longer follow-up may identify a subset of partici-
pants with emergence of Crohn disease. In addition, subclinical
Crohn disease may exist in HS participants (as seen in spondy-
loarthropathy),” which would require histological investigation
in future replication studies.

An additional consideration in ASCAs as a potential HS
biomarker is the significant cross-reactivity with fungal, bacterial,

and mycobacterial species.®’ Various Candida species cross-
react with ASCAs via surface mannans, and an increase in gastro-
intestinal candida species results in ASCA titer elevation in mu-
rine  models.® Porphyromonas species (associated with
complement activation and clinical disease activity in HS) use
oligomannosidases (producing mannans) as virulence factors.’
Emerging therapies for HS involve IL-17 blockade, which is
known to increase the risk of cutaneous fungal infections.
Therefore, although Assan et al’s work is an important first step
in identifying potential biomarkers in HS, the effect of microbial
(bacterial and fungal) colonization and IL-17-based therapy
on ASCAs is an important area of future mechanistic and
translational enquiry.
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