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Abstract

Poorly controlled and long-standing hidradenitis
suppurativa (HS) increases the risk of squamous cell
carcinoma (SCC). We report a 54-year-old woman
with an over 20-year history of HS, who had
previously undergone wide perineal excision with
secondary intention healing and presented with a
painful verrucous vulvar plaque and proximal non-
healing perineal wound. The patient had four
perineal scouting biopsies performed and excisional
biopsy with no evidence of high-grade dysplasia or
carcinoma on histology. Chromogenic in situ
hybridization was negative for HPV 16 and 18 mRNA;
the patient’s HIV and HSV PCR were also negative.
Our patient was treated with interferon alfa-2b with
notable clinical improvement. There is currently no
standardized stepwise approach to monitoring
verrucous lesions in HS patients with significant risk
factors for SCC. Our report highlights a vigilant
approach to monitoring. If scouting biopsies are
negative, complete testing for high risk HPV strains
(HPV 16 and 18) is warranted. If negative, we
recommend follow up every 6 months with no
further biopsies except if overt clinical changes are
observed. We also recommend treatment of
verrucous changes to decrease risk of possible
malignant conversion. Interferon alfa-2b was
effective in decreasing the verrucous lesion burden
in our patient and may be considered.

Keywords: acne inversa, condyloma acuminatum,
hidradenitis suppurativa, squamous cell carcinoma, skin
cancer prevention

Introduction

Hidradenitis suppurativa (HS), also known as acne
inversa, is a chronic inflammatory follicular occlusive
skin disease primarily involving the intertriginous
skin areas of the axillary, groin, perianal, and
inframammary  regions  [1]. The clinical
manifestations of the disease vary but can involve
the development of recurrent inflamed nodules,
abscesses, sinus tracts, and severe diffuse scarring [2,
3]. Repeated episodes of profound inflammation in
HS can lead to a number of complications, including
lymphatic obstruction and sinus tract formation. Less
commonly, HS can lead to proliferative skin changes
as well as malignancy [2, 4, 5].

Malignant transformation of HS lesions is a rare but
feared complication of the disease owing to the high
morbidity risk and poorly established management
criteria [3]. Clinically, proliferative epidermal changes
may also be seen in HS patients, which may mimic
malignant transformation. When these occur,
important diagnoses to consider include condyloma
acuminatum and various types of squamous cell
carcinoma (SCC), such as verrucous SCC and Marjolin
ulcer. We report a woman with a long-standing
history of HS who presented with severe pain and
vulvar and perineal verrucous changes after wide
excision with no evidence of SCC on pathology.
There is always a clinical concern that these patients
may be at risk of developing SCC in the setting of
chronic inflammation. As such, the authors allude to
potential monitoring strategies to prevent and
detect this complication.
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Figure 1. Extensive scarring, maceration, and distortion of vulva
region, 2cm verrucous plaque on right medial thigh, and
verrucous papules near perianal region.

Case Synopsis

We present a 54-year-old peri-menopausal woman
with a history of hidradenitis suppurativa, Hurley
Stage lll, of greater than 20 years. Additionally, she
had other pertinent medical co-morbidities
including morbid obesity (status post Roux-en-Y
gastric bypass surgery), hypertension, and diabetes
mellitus type Il. She presented to our dermatology
clinic in 2014 upon referral from her primary care
physician owing to persistent severe pain in her
groin around prior surgical sites despite being on
chronic pain medications.

She had undergone multiple wide perineal excisions
after initially failing topical, intralesional, and oral HS
treatments in the past. During her last surgery at a
different institution about 20 years prior, areas
around the vulva and inner thigh were excised and
left to heal by secondary intention. However, the

area never completely healed and she had persistent
areas of ulceration with no associated draining
sinuses or abscess formation. During her initial
evaluation at our facility, there was extensive
scarring and ulceration with overlying verrucous
plaque concerning for verrucous squamous cell
carcinoma (Figure 1). She was referred to the plastic
surgery department for excisional biopsy evaluation
because of concern for SCC with wide anatomical
involvement. She was not deemed a surgical
candidate and was referred back to our clinic for
management. In the interim, she was seen by her
gynecologist who completed a right vulvar lesion
biopsy that showed superficial lymphangioma with
no evidence of malignancy (Figure 2). She was lost
to follow up for three years owing to recurrent
inpatient admissions from her other medical co-
morbidities.

Additional vulvar biopsies were performed on her
return to dermatology clinic three years later as the
patient remained in severe pain with poor wound
healing. However, the biopsies from two separate
sites showed pseudoepitheliomatous hyperplasia
and lichen simplex chronicus, respectively.
Nevertheless, there was persistent provider desire
for further clarification of diagnosis and
consideration for further biopsies to rule out
malignancy. She was evaluated by a surgical
oncology consultant who recommended and

Figure 2. Initial vulvar biopsy with histologic features showing
dilated lymphatics in dermal papillae with absent erythrocytes
consistent with lymphangioma.
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Figure 3. Histologic findings on excisional biopsy show epithelial hyperplasia with features suggestive of condyloma acuminatum with
no evidence of high-grade dysplasia or carcinoma. H&E, A) 10x; B) 40x.

completed excisional biopsy evaluating the right
anterolateral perianal aspect, left posterolateral
perianal aspect, right posterolateral perianal aspect,
and left lateral perianal aspect.

The surgical pathology of the excisional biopsy
showed findings of hyperkeratosis with histologic
features suggestive of condyloma acuminatum with
no evidence of high-grade dysplasia or carcinoma.
There were varying degrees of
pseudoepitheliomatous hyperplasia with
hyperkeratosis and parakeratosis. Scattered cells
showed slight peri-nuclear clearing and possible
viropathic change (Figure 3). Several sections also
contained a dense lymphoplasmacytic inflammatory
cell infiltrate, thus spirochete immunohistochemical
stains were performed and were negative.
Chromogenic in situ hybridization was negative for
HPV 16 and 18 mRNA. The patient also had negative
HIV test and HSV PCR.

She commenced treatment with interferon alfa-2b,
18million unit/ml (1ml) by subcutaneous injection
three times per week for four weeks. After
completion of interferon therapy, our patient
showed significant clinical improvement of her
genital warts and mildly improved genital pain
(Figure 4).

Case Discussion

Hidradenitis suppurativa is a chronic follicular
occlusive inflammatory disease involving the
intertriginous areas [1]. There have been many
reports of its association with SCC and in these
patients there is a higher likelihood of metastasis and
mortality [3].

Our case underlines the importance of early and
aggressive evaluation of verrucous skin changes in
patients with HS. The clinical concern arises from
prior case presentations that have shown SCC
emerging from chronic inflammation in the

Figure 4. Clinical improvement after excisional biopsy and
interferon alfa-2b treatment.
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perineum [3, 6-8]. It is also more likely that cutaneous
SCC will occur if risk factors including smoking,
chronic wounds, prior scarring, exposure to
radiation, HPV infection, or immunosuppression are
present [6, 7]. In the case of the presented patient,
severe scarring with evident vulvar disfigurement
and history of chronic non-healing surgical wounds
place her at a higher risk of SCC compared to the
general population. Owing to these prominent risks,
verrucous plaques overlying HS lesions signal
immediate concern for SCC, especially when pain is
noted. Patient-reported warning signs have been
studied and showed positive correlation of pain
intensity and duration of pain with risk of biopsy-
proven SCCI[9, 10]. In HS patients at increased risk for
SCC, we recommend monitoring patients with
diligent scouting biopsies if lesions are non-healing,
tender, and/or increasing in size. If scouting biopsies
are negative, testing for high risk HPV strains would
be recommended. Highest risk HPV strains for vulva
cancers are HPV 16 and 18 whereas others with lower
oncogenic risk include 31, 33, 45, 52, and 58 [11]. At
the minimum, we would recommend following HPV
16 and 18. Overall, these patients with higher SCC
risk should be followed closely at least every 6
months for full skin examination to allow early
identification of SCC even when high risk HPV strains
are not identified. In addition, treatment of
condyloma is recommended as it may potentially
decrease the risk of malignant conversion especially
in a high-risk HPV type positive patient. In our
patient, we opted for treatment with intralesional
interferon because of the evidence of condyloma
acuminatum despite HPV 16 and 18 immunostaining
since several other HPV phenotypes exist that can
cause the viropathic changes seen on histology that
are not readily available for immunostaining. Our
patient responded very positively to treatment with
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