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Squamous cell carcinoma on the palate in a patient with systemic
lupus erythematosus: case report and review of literature

M Grimaldo-Carjevschi', J Lopez-Labady' and M Villarroel-Dorrego”

!Central University of Venezuela, Caracas, Venezuela; and ’Institute of Dental Research, Central University of Venezuela, Caracas, Venezuela

Squamous cell carcinoma is a rare consequence of lupus erythematosus and it is generally
associated with skin lesions rather than with oral mucosa. This paper reports a patient diag-
nosed with systemic lupus erythematosus who developed a squamous cell carcinoma on the
palate as an outcome of a persistent ulcer, a frequent lesion in patients with this disease and, in
fact, clinical criterion for its diagnosis. A 38-year-old female patient diagnosed with systemic
lupus erythematosus 12 years previously, who attended the dental school for routine dental
control. The patient was being treated with prednisone 10 mg per day and cyclophosphamide
750 mg per month until 10 months prior to her diagnostic biopsy. She had, however, been
previously treated with chloroquine. Oral lesions started 6 months before consultation as
symptomatic multiple ulcers on the palate. After topical treatment with steroids for
1 month, the lesions regressed except for the central lesion, from which an incisional biopsy
was taken and a well differentiated squamous cell carcinoma was diagnosed. The oncological
phase consisted of partial palatectomy. To date, 3 years after surgery, the patient is free from
malignant lesions. Lupus erythematosus is considered a potentially malignant disorder,
although the cause for neoplasic transformation in these patients is still not clear, but cyclo-
phosphamide consumption may be implicated; the case emphasizes the importance of period-
ical oral evaluation of such patients. Repeated biopsies should be performed if there is failure
to respond to conventional therapy. Lupus (2011) 20, 519-522.
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Introduction

Lupus erythematosus (LE) is a chronic autoim-
mune disease with cyclic periods of exacerbation
in which the body produces autoantibodies directed
to nuclear products that act as antigens. Mucosal
and skin manifestations are denoted as cutaneous
LE (CLE) and at the other extreme of the spec-
trum, systemic LE (SLE), which affects a variety
of organs and tissues and frequently also courses
with cutaneous lesions.'

LE affects mainly women of reproductive age,
especially from the end of adolescence until approx-
imately the age of 40, in a female:male proportion
of 9:1."° The frequency with which the mouth is
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affected varies according to whether it is SLE
(50%) or CLE (20-25%).° Manifestations in oral
mucosa are variable, but can be grouped as: erosive
lesions, desquamative plaques, erythematous mac-
ulae or plaques, white plaques over pigmented sur-
faces, and ulcerative lesions including what has
been called discoid lesions (ulcers or erosions sur-
rounded by white plaque or striations)."*

LE has been associated with an augmented risk
of malignant neoplasias. Malignant transformation
might be produced by the disease per se, or possibly
because of the immunosuppressive treatment.®’
There are reports associating SLE with cancer,
among which skin carcinomas and lymphomas
are the most common.*®’ Few cases of oral carci-
nomas associated with LE have been reported and
these were mainly on the lip.>"-'"

This report describes the case of a patient with
SLE who developed several oral lesions on the
palate, one of which persisted and resulted in an
oral squamous cell carcinoma (OSCC).
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Case report

A 38-year-old female lawyer, single, Latin-
American, native of Venezuela, was referred to
the Oral Medicine Service of the School of
Dentistry regarding symptomatic lesions on the
palate. She referred an approximate 6 month evo-
lution period with very painful oral lesions. She
had, a month before consulting the Oral Medicine
Service, applied a homemade aloe vera preparation,
resulting in a minor remission.

Personal background

She referred tobacco consumption from the age of
21 (eight cigarettes per day), although with a low
nicotine dependence (2 on the Fagerstrom scale).
In 1997 she was diagnosed with SLE. Her first
symptoms were arthralgia and difficulty in holding
objects. Subsequently, she suffered a mitral valve
prolapse, panic crisis, toxic retinopathy, lupic mes-
enteric vasculitis, non-erosive polyarthritis, alope-
cia, Raynaud’s phenomenon, anaemia, leucopenia,
thrombocytopenia and amaurosis.

The patient’s therapeutic regime at the time of
consultation consisted of cyclophosphamide
750 mg/month, chloroquine 250 mg b.i.d., methyl-
prednisolone 8 mg o.d., alendronate with calcium
supplement 70 mg/week, enalapril Smg o.d., omep-
razole 20 mg o.d., ranitidine 150 mg b.i.d., alprazo-
lam 0.25mg b.i.d., ondasentron 8 mg/month, folic
acid 10mg o.d., simvastatin 10 mg o.d. and acetyl-
salicylic acid 100mg o.d. She had received six-
monthly boluses of cyclophosphamide, for a total
cumulative dose of 4.5g until 10 months previous
to her oral biopsy. Family records were non-con-
tributory to the case.

Clinical examination

Extraorally she showed a discrete cushingoid facie.
Cervico-facial and mammarian ganglia were non-
palpable and skin lesions were not observed at the
time. Intraorally several lesions were observed on
the hard palate. The central portion of the hard
palate showed an irregular shaped ulcerative
lesion with an erythematose macular border of
approximately 25mm in the broadest portion
(Figure 1). On the right lateral side, an approxi-
mately 4 mm erythematose macula with white por-
tions on its surface was detected. On the left
posterior portion of the hard palate, an ulcerative
lesion was present covered with a white desquama-
tive pseudomembrane, approximately 15mm in
diameter, irregular in shape and defined elevated
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erythematose borders, with mild whitish striations
perpendicular to the lesion, resembling ‘sun rays’
(Figure 2). Radiographic examination showed no
related lesions.

Topical steroid therapy was started (dexameta-
sone rinses four times per day) together with gen-
eral restorative dental treatment. After a month the
patient was re-evaluated by the Oral Medicine
Service evidencing remission of ulcerative lesions,
with the exception of the central palatal lesion
with persistence of painful symptomatology
(Figure 3). Blood tests and incisional biopsy were
indicated. The histopathological study revealed an
epithelial malignant tumour conformed by kerati-
nocytes with altered nucleus-cytoplasm proportion,
hyperchromatism, pyknosis, atypical mitosis, and
cellular and nuclear pleomorphism. Keratin pearls
were present immersed in epithelial isles which
invaded the subjacent tissue in a cohesive pattern.
A definitive diagnosis of a well differentiated OSCC

Figure 1 Erosive and ulcerative lesions in palate.

Figure 2 Ulcerative lesion.
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was concluded. The time between the diagnosis of  the same anatomical site, different patterns of oral
SLE and the diagnosis of oral cancer was 10 years.  LE can coexist and behave in a different manner.

The patient was referred to an oncological centre The increased risk of malignancy in these
where she was classified as TINOMO. A partial  patients may be due to abnormalities of the immu-
palatectomy was performed. After three years, the  nological system, which predispose to cancerous
patient has evolved satisfactorily, maintaining peri- ~ mutations. These immunological abnormalities
odic controls both in the oncologic hospital and in  also fail in the vigilance of such aberrations when
the Oral Medicine Service. There have been no they occur, aided by the use of immunosuppressive
signs of recurrence or metastasis to date. drugs.®"!

The index of haematological cancers seems to be
increased in SLE patients, but there is also the pos-

Discussion sibility that ‘solid’ neoplasias of other tissues could
be augmented.®'" Of note is that, whereas the first
. C seems to be attributed to chronic stimuli of the lym-
Oral ulcers can be present in a 40% of LE, as in th1§ phocytes, the latter appears to be associated xith
case, as we.ll as erythema.tous plaques or mgculae. conductal factors, such as cigarette smoking or sun
The behaviour of .the‘lesmns was clearly dlﬂerept, exposure. 2 There is a burden of genetic, ethnic and
for whereas the discoid forms followed a curalive o, vironmental factors that exerts its influence, both
course, the cent.ral and satellite ones pemsted aqd on the development of LE and on cancer.®
aggravated, which leads to the assumption that in The prevalence of malignant lesions in SLE has
been estimated at approximately 5%%'*"'® with an
average of 13 years elapsing between the diagnosis
of SLE and cancer, similar to the case presented.'”
Reports of oral and maxillofacial cancers associ-
ated with SLE are scarce and include mostly
SCC, although there is a report of a lymphoepithe-
lial carcinoma in parotid'” (Table 1).

It has been stated that the use of immunosup-
pressant drugs could be implicated in the occur-
rence of cancer in these patients.'® This has not
yet, however, been established.®’ Recently, it has
been proved that cyclophosphamide may enhance
tumor growth and metastasis, including increasing
vascular growth factor expression.'®!” The patient
described in this paper received cyclophosphamide
previous to her clinical examination and biopsy.

Interestingly, it has been proposed that the use of

Figure 3 Persistent lesions after 1 month. antimalarials such as chloroquine would seem to
Table 1 Cases of oral and lip cancers associated to lupus reported in the literature

Lupus Number of Age at diagnosis  Time to the diagnosis — Type and differentiation
Authors form Sex  cases reported  of cancer of the tumour of neoplasm Location
Kasai et al.”! n/a n/a 1 n/a n/a n/a Lower lip
Martin et al.' DLE n/a 2 n/a n/a SCC Lip
Handlers et al."? DLE F 1 24 n/a SCC Lower lip
Lipkin et al.'® SLE  nja | n/a n/a scc n/a
Voigtlinder et al.? DLE F 1 48 n/a SCC Lower lip
Hassam et al." LE nfa 1 n/a n/a SCC Lower lip
Ma et al.’ DLE n/a 10 n/a n/a SCC Lower lip
El Euch et al.? DLE n/a 1 n/a 11 years SCC Lower lip
Shamsadini and Shamsadini’ LED F 1 31 n/a SCC Lower lip
Savage et al.' DLE F 1 64 16 years Nee Lower lip
Saqui-Salces et al.'” SLE F 1 28 3 years LEC Left parotid gland
LEC: lymphoepithelial carcinoma, LED and DLE: discoid lupus erythematosus, SCC: squamous cell carcinoma, SLE: systemic lupus
erythematosus.
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have a protective effect against malignant neopla-
sias. The mechanism of this possible ‘protection’
consists in the prevention of mutations in cells
with a high mitotic rate, inhibition of the telomerase
(implicated in the indefinite replication of tumour
cells), increase of synthesis of p53 and improvement
of cell repair of DNA; unfortunately smoking
greatly reduces the efficiency of these drugs.*

Oral ulcerative lesions are common in LE, but,
as in this case, the importance of considering malig-
nant transformation of the aforementioned is a real
and important possibility. The health team should
endeavour to focus not only on curative treatment
but also on preventative treatment, in an attempt to
reduce risk behaviour in these patients.
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