Squamous Cell Carcinoma Arising
in Discoid Lupus Erythematosus

Lesions of the Ears Infected With

Human Papillomavirus
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We describe a 51-year-old white man with dis-
coid lupus erythematosus (DLE) of the head,
neck, trunk, and upper extremities of more than
20 years’ duration who developed idlya pr
gressive squamous cell carcinoma [(SC t
bilateral ear helices. Human papillomavir@s (K P,
was detected from excised specimens from the
ears via tissue immunohistochemistry. Human
papillomavirus infec f discoid ioans may

be responsible for t ig @ gre fi
archelices.

of this patient’s bilat
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Case Report

A 51-year-old white man with discoid lupus ery-
thematosus (DLE) of the head, neck, back, chest,
and extremities of more than 20 years’ duration
presented with development of squamous cell car-
cinoma (SCC) within his DLE lesions on his ears.
He had only been seen at our institution during
the last 4 years of his DLE disease course and was
noted to have stable erythematous scaly papules
and plaques covering his arms, dorsal aspect of the
hands, back, and upper chest. Atrophic plaques
with hyperkeratotic scale covered his face, and
his nose and ears had numerous keratin plugs at
the time of presentation. His medical history was
remarkable for coronary artery disease, myocardial
infarction, anxiety, gastroesophageal reflux disease,
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and osteoarthritis. His review of systems at that
time was positive for decreased visual acuity in both
eyes, and negative for arthritis or arthralgia, mouth
cia, and photosensitivity. Results of

) one at the time of his diagnosis were
available;Jhowever, laboratory studies conducted
when he presented to our clinic revealed an anti-
nuclear antibody titer of 1:40, macrocytic anemia,

an er yte sedimentation rate within reference
ange, and u i n and creatinine lev-
Is withif) refesé: g e received treatment
with hydroxychlofoquin@” sulfate intermittently

and sunscreen within the 4 years he had been in
our care and had marked improvement in most
of his skin lesions. His ear lesions, however, were
refractory to therapy and remained unchanged
from his initial presentation.

The patient was lost to follow-up for 1 year due
to multiple canceled appointments. At his return
visit, he presented with large verrucous nodules
on his bilateral ear helices (Figure 1). There was
no palpable lymphadenopathy or facial asymme-
try on physical examination. His face, trunk, and
extremities remained clear of lesions. Routine
histologic staining of biopsies from both helices
revealed invasive SCC of the skin (Figure 2).
Immunohistochemistry using both an anti-human
papillomavirus (HPV) protein probe and HPV
DNA cocktails as probes showed positive staining
as illustrated in Figures 3 and 4, respectively. Com-
puted tomography of his head and neck did not
demonstrate lymph node involvement or extension
to the facial bones; however, the tumor did extend
to the left parotid gland. He was referred to the
otolaryngology department at our institution for
resection of the carcinoma. The patient underwent
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Figure 2. Routine hematoxylin and eosin staining of the
biopsy specimen from the left ear showed features of
squamous cell carcinoma (original magnification x400).

a total auriculectomy of the left ear with superfi-
cial parotidectomy and wedge excision of the right
superior helix.

Histopathology—Specimens were obtained from
the apparently normal skin adjacent to the tumor
lesion and from the center of the tumors on both
ears. The specimens were screened for presence of
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Figure 3. Immunohistochemistry using anti-human
papillomavirus (HPV) major capsid protein VP1 as a
probe detected the presence of HPV-related protein.
Brown staining represented the presence of HPV capsid
protein (original magnification Xx200).

HPV protein by immunohistochemistry staining
using an anti-HPV protein probe. The specimens
were further verified by in situ hybridization using
HPV DNA cocktails as probes (identifying HPV-16,
HPV-18, HPV-31, HPV-33, HPV-35, HPV-39,
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Figure 4. In situ hybridization using human papillo-
mavirus (HPV) DNA cocktails as probes detected the
presence of HPV DNA. Brown staining represented the
presence of HPV DNA (original magnification x200).

HPV-45, HPV-51), which was performed by
the Molecular Biology Laboratory, Department

of Pathology, Veterans Affairs Medi te
Pittsburgh, Pennsylvania.! There was no imm
nohistochemical evidence of HP e

HPV DNA detected from the apparently normal
skin adjacent to the SCC tumor lesions (data not
shown). However, a wn _in Fig HPV
protein was detected E ﬂor c

ing that the SCC in/thi§"p was poten
triggered by HPV. The involvement of HPV in
malignant transformation was further confirmed by
in situ DNA hybridization, as shown in Figure 4.
Both evaluations highlighted the presence of HPV
protein and HPV DNA in SCC tumor cells, indi-
cating that HPV infection played a notable role in
the development of SCC in this patient.

Comment

There are 2 important findings from this case
presentation. The first is that SCC could derive
from a cicatricial skin lesion. It is well-known that
SCC can arise from lesions, including hypertro-
phic DLE,'” as in this patient; chronic venous leg
ulcers®; chronic wounds with osteomyelitis”’; and
other chronic infections.!® The factors contribut-
ing to such malignant transformation have been
speculated to include chronic UV light exposure,!!
sublethal damage to DNA from phagocyte-derived
oxygen metabolites,!? and HPV infection.’"1¢
Human papillomavirus—induced SCC is a well-
known mechanism responsible for dysplasia of the
genitalia to carcinomas (ie, SCC of the female cer-
vix).'® Cicatricial skin diseases and chronic wounds
have an increased potential to develop SCC.
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The development of SCC in these lesions
usually develops decades after disease onset,>!”!8
and the mechanism for such transformation is
poorly understood but has been speculated to be
related to matrix metalloproteinases.!”

The second important finding is that HPV is
found inside the SCC tissue, which indicates that
HPV might be related to the malignant trans-
formation that leads to rapid growth of lesions
simultaneously. Our patient’s rapidly developed
SCC, the bilateral distribution of his lesion, and its
localization to chronic inflamed skin lesions led us
to suspect that HPV infection could be one of the
concomitant pathogenic mechanisms responsible
for his malignancy. Squamous cell carcinoma of
an atypical presentation should alert the clinician
to investigate possible etiologies. Viral infection,
radiation exposure, and immunodeficiency states
are examples of exposures that may accelerate the
development of SCC in such diseases.

It has been shown that HPV DNA is highly
prevalent among many skin conditions, includ-
eratosis,’®?? basal cell carcinoma,’®?

C anoma,”’ and even normal adults.?!
h und that HPV DNA is common in
superficial layers of lesions but is not necessarily

present throughout tumors,’* indicating that the

f HPV is not specifically related to the
um belo In this reported case,
mor but was not found

in the apparentl nor skin adjacent to the
tumor, which suggests that detecting the presence
of HPV DNA inside a tumor may be more appro-
priate and important. This finding also implies
it may be more important to search for the pres-
ence of oncogenic strains of HPV DNA inside the
tumor tissue.
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