Unusual presentation of more common disease/injury
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SUMMARY

Paraneoplastic pemphigus (PNP) is recognised in most
cases after diagnosis of malignant and benign
haematological tumours. PNP usually presents with
severe and diffuse oral ulcerations, ocular lesions, lichen
planus-like skin lesions and frequently genital
ulcerations. We describe the uncommon case of a
patient unaware of any neoplasia with a unique
ulcerated oral lesion with histological (acantholysis of the
basal epithelial layer, necrotic keratinocytes and
pronounced regenerative hyperplasia) and
immunofluorescent (direct immunofluorescence test
exhibited immunoglobulin IgG, fibrinogen and C3
deposition in intercellular areas and along the basement
membrane; indirect immunofluorescence test performed
on rat bladder showed bright fluorescence) features
suggestive of PNP. Diagnosis of PNP was strengthened
by the subsequent discovery of monoclonal
gammopathy. The reported case is quite unusual if we
consider the clinical appearance of the oral lesions and
the patient's negative medical history. Following
serological examinations, the patient proved to have
monoclonal gammopathy of undetermined significance
(MGUS), one of the most common premalignant plasma
cell disorders.

BACKGROUND

Pemphigus is an autoimmune blistering disease due
to an auto-antibody reaction against keratinocyte
cell surface proteins.! ? It has been well-known for
decades that some forms of pemphigus are asso-
ciated with malignancies.’

‘Paraneoplastic pemphigus (PNP)’ was first
described by Anhalt ez al* in 1990 as a new disease
entity, and more than 200 cases of PNP have been
reported worldwide since then.”™'* In most cases,
the lesions are recognised after the diagnosis of
malignant or benign haematological tumours,™
and are described as severe and diffuse oral ulcera-
tions, ocular lesions, lichen planus-like skin lesions
and frequently genital ulcerations.

We describe the uncommon case of a unique
ulcerated oral lesion with histological and immuno-
fluorescent features suggestive of PNP in a patient
unaware of any neoplasia. Following serological
examination, the patient proved to have monoclo-
nal gammopathy of undetermined significance
(MGUS), one of the most common premalignant
plasma cell disorders.

CASE PRESENTATION

In July 2011, a 79-year-old Caucasian man was
referred to the University of Bologna, Department of
Oral Sciences following the appearance of a red-based

superficial lesion of the lower lip. The lesion
was symptomatic and had appeared approximately
1 month earlier. Medical history-taking failed to dis-
close previous or actual disease and the patient was
drug-free. Intraoral examination revealed a well-
demarcated lesion on the mucosal side of the lower
lip with a blister and bleeding erosion (figure 1). No
other mucosal or skin lesions were detected during
clinical examination.

INVESTIGATIONS

The patient underwent two incisional biopsies for
histology and direct immunofluorescence (DIF).
Histopathology revealed intraepithelial blistering
and intense inflammatory acute and chronic cellular
infiltration (figure 2). The basal epithelial layer
showed acantholysis, necrotic keratinocytes and
pronounced regenerative hyperplasia. DIF test
exhibited immunoglobulin IgG, fibrinogen and C3
deposition in intercellular areas and along the base-
ment membrane (figure 3). IgA and IgM were nega-
tive. Histopathology and DIF data did not show
features of conventional pemphigus and raised the
suspicion of PNP. Indirect immunofluorescence (IIF)
test was performed using rat bladder as epithelial
substrate and the patient’s serum showed circulating
antibodies against intercellular spaces and basement
membrane with bright fluorescence.

Serological examination showed that the patient’s
serum immunoglobulin levels were 1731 mg/d
for IgG, 93 mg/dl for IgA and 13 mg/dl for IgM.
A narrow spike was observed in the fy-globulin
region (24.1%) on electrophoresis, identified
immunoelectrophoretically as an Ig y-paraprotein.
In-depth serological examination identified a
monoclonal component of IgG/x (1400 mg/dl).

The urinalysis was negative for Bence-Jones
protein. Levels of urea and creatinine were normal.
An expert haematologist formulated a final diagno-
sis of monoclonal gammopathy of unknown signifi-
cance (MGUS) associated with PNP

DIFFERENTIAL DIAGNOSIS

A single ulcerative lesion of the oral mucosa not
associated with proliferating epithelium can be the
initial sign of several diseases, including viral and
bacterial infections, local irritants, adverse drug
reactions such as erythema multiforme and auto-
immune diseases such as blistering diseases.

TREATMENT

Treatment consisted of topical applications of clo-
betasol propionate 0.05% ointment, 3 times/day
to help relieve burning and pain. The symptoms
decreased in 2 weeks while the lesions disappeared
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Figure 1 Blister and bleeding erosion of the lower lip.

completely after 60 days of treatment (figure 4). Topic cortico-
steroid therapy was then interrupted and the lesion reappears;
the patient is actually dependent on local steroid therapy.

OUTCOME AND FOLLOW-UP
The patient is currently being followed up by both the haema-
tology and oral sciences departments.

DISCUSSION

An ulcerative lesion of the oral mucosa not associated with pro-
liferating epithelium can be the initial sign of several diseases.
PNP is a particular form of blistering disease typically associated
with extraoral neoplasms (in 84% of cases haematologically
related neoplasms, mostly non-Hodgkin’s lymphoma®* '¢ 17
and chronic lymphocytic leukaemia,'® '8 less frequently
Waldenstrom’s  macroglobulinaemia,  Castleman’s  disease,
thymoma and Hodgkin’s lymphoma! and in 16% of cases non-
haematological neoplasms such as carcinoma, sarcoma’® '® and
malignant melanoma'?).

PNP diagnostic criteria were proposed by Anhalt et al* in
1990. In the context of occult or confirmed neoplasia, they
include mucocutaneous blistering and ulcerations, histopatho-
logical features such as acantholytic changes to the epithelium
and epidermis with interface dermatitis, deposition of IgG and
C3 in the intercellular areas and/or along the basement mem-
brane, serum antibodies and demonstration of various desmo-
plakins and desmogleins in the serum.

Figure 2 Histopathology of perilesional mucosa revealed
intraepithelial blistering and intense inflammatory acute and chronic
cellular infiltration.

Figure 3  Direct immunofluorescence of perilesional mucosa disclosed
IgG deposition in the intercellular space.

Since few patients meet these original criteria, they were sub-
sequently revised by Camisa and Helm’” who outlined major
and minor criteria to diagnose PNP: the major signs include
polymorphic mucocutaneous eruption, concurrent internal neo-
plasia and serum antibodies with a specific immunoprecipitation
pattern; the minor signs include histological evidence of
acantholysis, DIF showing intercellular and basement membrane
staining and IIF staining with rat bladder epithelium. A patient
fulfilling three or two major and at least two minor criteria can
be diagnosed to have PNR

Our case fulfils all the three minor Camisa and Helm’s
criteria. Histological and immunofluorescence features are all
suggestive of PNP There was histological evidence of acantholy-
sis and distinctive deposition of IgG and C3 in intercellular
areas and along the basement membrane also with fibrinogen
deposition. Fibrinogen deposition is not a typical sign of auto-
immune blistering diseases, but few reports described cases
where PNP could mimic the characteristics of erosive mucosal
lichen planus in histological findings and DIF2° IIF test using
rat bladder showed bright fluorescence.

Our case is quite unusual concerning the major criteria.
Commonly, the clinical manifestations of PNP can vary widely,
characterised by severe polymorphous lesions affecting the
whole oral cavity,* '® ?' and sometimes extending to the
pharynx, larynx and oesophagus causing soreness and dyspha-
gia.* The conjunctival mucosa is frequently involved with occa-
sional progression to visual impairment.”> Genital ulceration is
also common. Skin involvement shows variable appearances

Figure 4 Lower lip after 60 days of topical applications of clobetasol
propionate 0.05% ointment 3 times/day.
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such as target lesions of erythema multiforme, blisters or lichen
planus-like lesions.'® The present report describes a patient with
a solitary lesion on the lower lip that had appeared one month
earlier without any adjunctive sign. Although lower lip involve-
ment has been reported as a first presentation of PNB® only
one report to date has described a similar localised mucosal
involvement as the sole manifestation.'”

Another peculiarity is the good response to local corticoster-
oid therapy and the absence of any known underlying neoplasm
when the lesion appeared, whereas it has been widely demon-
strated that an underlying malignancy is mostly discovered
before the eruption of lesions.” Diagnostic suspicion of PNP
was strengthened by the subsequent discovery of monoclonal
gammopathy.

Association between PNP and monoclonal gammopathy is
described in only 0.6% of all haematological disorders.!® MGUS
is one of the most common premalignant plasma cell disorders
and is a known precursor for multiple myeloma and other related
plasma cell malignancies.”> An early diagnosis of this condition
may be important for appropriate treatment and follow-up.

The pathogenetic mechanism of the association between PNP
and MGUS remains unsettled. A patient with monoclonal gam-
mopathy produces a monoclonal antibody that may or may not
have an affinity of any strength for any given antigen. A possible
mechanism reported in a similar case is that the patient’s para-
protein has a weak affinity for an epidermal cell-surface and that
the antibody gave rise to symptoms by an unclear mechanism
in combination with a CD-8 lymphocyte-mediated cellular
immune response.>*

Learning points

» A search for an underlying tumour is suggested even if a
single lesion is indicative of a blistering disease.

» Paraneoplastic pemphigus (PNP) can occur as a solitary
lesion of the oral cavity.

» PNP leading to the diagnosis of monoclonal gammopathy of
undetermined significance is uncommon.
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