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LETTER TO THE EDITOR

The concept of immunocompromised district might explain the carcinogenic
progression in hidradenitis suppurativa

Valerio De Vita and Eleonora Ruocco

Dermatology Unit, University of Campania Luigi Vanvitelli, Naples, Italy

We read with great interest the case report recently pub-
lished in Acta Oncologica by Zhang and Tan [1], which
describes a 59-year-old man with a 30-years history of gluteal
and perianal hidradenitis suppurativa (HS), who developed a
squamous cell carcinoma (SCC). Zhang and Tan state that
more than 70 cases of SCC have been documented among
patients affected by chronic HS. This complication of HS is
much more frequent than assumed. In fact, in the literature,
we have been able to identify over 100 cases of HS patients
developing SCC and the trend is on the rise.

Several authors have speculated on the pathogenic mech-
anisms leading to the development of SCC in HS affected
areas. HPV infection has been supposed to have a role in the
causation of SCC in patients with anogenital HS [2,3].
However, some authors have been unable to detect HPV
DNA (genotypes 6, 11, 16, 18 and 33) using PCR, which sug-
gests that HPV infection has a limited role in the process
that leads to the development of SCC in HS affected areas
[4]. Longstanding inflammation has also been suspected of
promoting the development of SCC, with the release of
some cytokines, such as TNF-alpha [5].

In contrast with this thesis, one must consider that TNF-
alpha has an anticancer activity [6] and anti-TNF-alpha drugs
may increase the risk of developing a SCC [7,8]. In our opin-
ion, the concept of immunocompromised district (ICD) may
well be the key for the comprehension of the pathogenic

mechanisms leading to the development of SCC in chronic
HS.

The ICD is a novel concept, delineated by Ruocco et al.
[9,10] that applies to an area of diseased or injured skin
where local immune control has been altered, thereby per-
mitting the development of a dysimmune reaction, infection,
or tumour confined to the diseased or injured site. The skin
is an active immune organ where a pool of immune-compe-
tent cells and cytokines co-ordinately act to create and main-
tain a balanced immune microenvironment [11].

The crucial role played by lymph drainage in regulating
skin immunity is supported to by the fact that lymph stasis,
whatever the cause, may give birth to skin regions with a
dysregulation of the immune control and the origin of post-
mastectomy Stewart-Treves angiosarcoma is a prototypical
example of this condition [12]. In this light, the outbreak of
SCC in long-standing HS could be considered a typical condi-
tion of an immunocompromised district. In detail, we suggest
that the outbreak of SCC in long-standing HS may well be
explained by the loco-regional immune default depending
on the hindered traffic of immunocompetent cells in the lym-
phedematous area. In fact, anogenital lymphedema due to
chronic, recurrent episodes of inflammation and scarring
occurring in patients with HS and causing the blockade/
destruction of lymph drainage routes, has long been noted
to be a common sequela of HS [13–15].
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A subclinical condition of lymphedema occurs in all
patients with HS in the perineal or buttock areas. In most
cases lymphedema cannot be diagnosed until tissue swelling
is clinically visible, but, according to the International Society
of Lymphology, a ‘stage 0 lymphedema’ does exist [16,17]. At
the beginning, only physiologic changes (increased protein
content) with no measurable fluid accumulation occur in the
body region which is a candidate for lymphedema. Fluid
accumulation supervenes later, and only then the clinician
makes the diagnosis of lymphedema. In advanced stages,
fibrotic changes and lipid deposition due to stasis of protein-
rich extracellular fluid appear, resulting in an overt and diffi-
cult to manage condition. Interestingly, a recent study has
focused on the role of subclinical lymphedema in the origin
of both benign and malignant neoplasia [18].

The concept of ICD in dermatology throws new light on
the pathogenesis of cancers, and may possibly pave the way
for new therapeutic strategies. The crucial role of cancer pre-
vention in dermatology, as well as in other branches of medi-
cine, is so well known that it requires only a few comments.
Knowing how vulnerable a diseased or injured skin site may
be for an entire lifespan should alert both the physician and
the patient to keep the site under special observation. Any
new lesion appearing on that site should promptly be inves-
tigated by all means and, when necessary, immediately
removed [10,19].
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Progression of Philadelphia-negative myeloproliferative neo-
plasm (MPN) to acute myeloid leukemia (AML) is usually

associated with a dismal prognosis [1]. Indeed, currently
available treatment options for these patients are mostly
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