
https://doi.org/10.1177/2050313X19847359

SAGE Open Medical Case Reports

Creative Commons Non Commercial CC BY-NC: This article is distributed under the terms of the Creative Commons Attribution-
NonCommercial 4.0 License (http://www.creativecommons.org/licenses/by-nc/4.0/) which permits non-commercial use, reproduction 

and distribution of the work without further permission provided the original work is attributed as specified on the SAGE and Open Access pages 
(https://us.sagepub.com/en-us/nam/open-access-at-sage).

SAGE Open Medical Case Reports
JCMS Case Reports

Volume 7: 1–3
© The Author(s) 2019

Article reuse guidelines: 
sagepub.com/journals-permissions
DOI: 10.1177/2050313X19847359

journals.sagepub.com/home/sco

Introduction

Squamous cell carcinoma (SCC) is a rare, yet severe com-
plication of hidradenitis suppurativa (HS), typically pre-
senting in the gluteal and perineal areas. Epidermal 
hyperproliferation in long-standing inflammatory wounds, 
delayed diagnosis, and local spread of malignant lesions 
through extensive sinus tracts networks appear to be the 
main factors in both development of SCC in HS and the 
highly aggressive nature of these tumors.1,2 Other potential 
contributory factors have been reported in the literature, 
including anti-tumor necrosis factor-alpha (TNF-α) therapy 
which has been reported in three cases of malignant trans-
formation in hidradenitis-affected lesions.3–5 We hereby pre-
sent the case of a 64-year-old man who presented with a 
rapidly progressing neoplastic mass after 2 years of adali-
mumab therapy for HS.

Case presentation

A 64-year-old man was first diagnosed with HS 28 years ago, 
following a 3-year history of painful furuncles in the axillary 
and gluteal regions that were unsuccessfully managed with 
oral antibiotics and multiple incision and drainage procedures. 
Comorbidities included diabetes managed with twice daily 
metformin, dyslipidemia, and hypertension. Adalimumab (a 
human monoclonal antibody against TNF-α) in 40 mg per 

week subcutaneous injections effectively improved symptoms 
and reduced the size of the nodules.

After 2  years of therapy, the patient presented with a 
14 cm × 10 cm ulcerated exophytic tumor in a HS-affected 
area involving the left buttock and intergluteal cleft. The 
biopsy specimen revealed a low-grade well-differentiated 
SCC, and surgical excision of the lesion was performed at 
the community hospital. As surgical margins were incom-
plete, the patient was referred to our tertiary care surgical 
oncology service for re-excision. The tumor proved to be 
highly aggressive as within 2  months a new violaceous 
necrotic mass had rapidly emerged within the surgical wound 
(Figure 1). This time, an extensive surgical resection extend-
ing to the deep fascia was performed (Figure 2).

Post-operative wound care with vacuum assisted closure 
(VAC) therapy and pain management with oral analgesics 
allowed for a rapid recovery. Pathological examination of the 
surgical specimen revealed a markedly more aggressive and 
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undifferentiated tumor than what was observed 2 months prior 
upon first resection at the community hospital. Indeed, micros-
copy now showed an infiltrating poorly differentiated SCC 
composed of islands of atypical sarcomatoid spindle cells 
(Figure 3), staining positive for CK5/6, CKAE1/AE3, p63, 
and vimentin. Numerous mitoses were noted. Melanoma was 
ruled out as S100, and Melan-A were negative. CD34, CD31, 
desmin, and p16 were also negative. There was no vascular or 
lymphatic invasion. Surgical margins were positive at the 
level of the intergluteal cleft, and a third resection was sched-
uled. Unfortunately, the patient died shortly after from pulmo-
nary metastases.

Discussion

With an overall incidence of 1%–3.2%, SCC arising in long-
standing HS is a rare entity, and its pathogenesis is not yet fully 
understood.6 In a recent study of 62 cases of malignant trans-
formation in HS, Huang et  al.1 reported an average latency 
period from diagnosis of HS to the development of SCC of 
approximately 27 years, as was seen in our patient, thus sug-
gesting long-standing inflammation leading to epidermal 
hyperproliferation and increased rate of spontaneous mutations 
may play an important role in the development of SCC.

Although HS most commonly affects females, it is males 
with perianal hidradenitis lesions who appear to be at highest 
risk of developing this dreaded complication.7 Indeed, a 
review of 52 HS patients who developed SCC in HS-affected 
sites reveals a remarkable male predominance (86% of the 
patients).2 Importantly, these tumors tend to be both clinically 
and histologically aggressive, with frequent metastatic spread 
and high mortality rates.1 Indeed, in the aforementioned 
review of 52 cases of SCC lesions arising in HS, it was found 
that 57% of the patients died within 2 years.8 Delayed diagno-
sis due to the inherent challenge of identifying metastatic foci 
within an area of HS, which often presents with chronic 
abscesses and extensive scarring from previous procedures, 
may contribute to the poor prognosis.2 Furthermore, the pres-
ence of sinus tracts within hidradenitis-affected areas was 
suggested to facilitate local spread, allowing for development 
of extensive lesions camouflaged below the surface of chron-
ically inflamed wounds.1 Although these appear to be the 
main determinants of the aggressive nature of SCCs arising 
within chronic inflammatory wounds, other contributory fac-
tors have been proposed, including anti-TNF-α therapy.3

In recent years, TNF-α inhibitors have been increasingly 
used in the treatment of refractory HS cases, as they are 

Figure 1.  Violaceous exophytic mass arising within the surgical 
wound.

Figure 2.  Surgical resection extending to the level of the deep 
fascia.

Figure 3.  Sheets of poorly differentiated pleomorphic neoplastic 
cells invading the dermis, with numerous mitoses (hematoxylin 
and eosin, original magnification x 40).
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highly effective in reducing HS-associated morbidity.9 
However, these agents have previously been linked to a theo-
retical increase in malignant transformation. Indeed, studies 
have shown that TNF-α might act as an endogenous tumor 
suppressor by exerting a cytotoxic effect on malignant cells 
through upregulation of natural killer cell and T-cell activ-
ity.10 Our literature search identified three published cases of 
SCC arising in long-standing HS shortly following initiation 
of anti-TNF-α therapy, all of which proved to be fatal.3–5 
Although only rarely reported in HS cases, there is some evi-
dence suggesting an increased risk of non-melanoma skin 
cancer after initiation of anti-TNF-α therapy for other chronic 
inflammatory conditions such as rheumatoid arthritis and 
inflammatory bowel disease.11 Lavogiez et  al.8 suggested 
anti-TNF-α therapy may contribute to an increased risk of 
malignant transformation in HS by increasing the rate of 
recurrence of genital human papillomaviruses (HPV) lesions 
in patients following treatment initiation. Indeed, HPV, pre-
dominantly HPV-16 is a known risk factor for development 
of anogenital epithelial cancers.8 The authors performed pol-
ymerase chain reaction (PCR) on paraffin-embedded material 
from eight cases of SCC arising in HS, all of which were 
positive for HPV, in particular high-risk types such as HPV-
16.8 Of note, immunohistochemical staining of the surgical 
resection specimen in our patient was unreactive for p16.

Although the precise pathogenesis of SCC in HS remains 
unclear, the aggressive nature of these tumors warrants the 
need for rapid surgical intervention.7 As for our patient, histo-
logical examination of the tumor arising within the wound 
2  months after initial excision (with positive margins) showed 
rapid dedifferentiation of the SCC and infiltration of the sur-
rounding soft tissue. This highlights the importance of prompt 
primary surgical excision for these patients, with wide surgical 
margins.2

To conclude, SCC is a rare complication which may 
occur secondary to chronic inflammation and epidermal 
hyperproliferation in hidradenitis-affected areas. It remains 
unclear if anti-TNF-α therapy such as adalimumab may 
have been a contributory factor for both for the development 
of SCC in HS and for the aggressiveness of this tumor in this 
patient. Further surveillance studies are required to ascertain 
the risks relative to this therapeutic modality in patients 
with HS.
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