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Recurrent Oral Ulceration Unexpectedly Diagnosed as Pemphigus
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Abstract
Recurrent aphthous ulceration (RAU) is considered to be the
most common oral mucosal lesion that presents initially in
childhood or adolescence. Recurrent aphthous-like lesions
occurring in middle-aged patients over many years is
uncommon. A 46-year-old male with a history of RAU of
more than 10 years is reported. The histopathologic
appearance of his buccal mucosa biopsy was diagnosed as
an
intraepithelial
bullous
lesion.
Indirect
immunofluorescence evaluation was IgG and C3 positive at
the intercellular space of epithelium. The definitive
diagnosis was oral pemphigus. Long-term aphthous-like
lesions in the middle-aged patient together with
desquamative gingivitis should be carefully considered.
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Introduction
Ulceration is a breakdown or discontinuity of the epithelium.
The common causes of oral ulcerations are trauma from a
malpositioned tooth, a sharp tooth cusp, broken restorations,
partial denture clasp arms, and orthodontic brackets. Lesions
produced in this fashion are called traumatic ulcerations.
Various autoimmune diseases such as pemphigus, lupus
erythematosus, and mucous membrane pemphigoid also
manifest as oral ulcerations, including erythema, erosions, and
persistent ulcers [1]. On close oral examination, these
ulcerations are observed to have irregular margins [2-4]. RAU is
considered as the most common oral mucosal lesion of
unknown etiology. These lesions present as recurrent, multiple,
small, or ovoid ulcers with yellow floors and are surrounded by
erythematous halo, and commonly appear first in childhood or
adolescence. Minor types of RAU present as round or oval
lesions with a diameter less than 1 cm and heal within 2 weeks
[5]. When recurrent aphthous-like lesion occurs in the middleaged patient for many years, it is definitely uncommon.
Pemphigus vulgaris (PV) is a rare autoimmune
mucocutaneous disease that manifest intraepithelial blisters
formation. Although PV is considered an idiopathic disease,
various environmental factors that trigger the disease have been
identified, including medicines (especially thiol-containing drugs,

e.g., penicillamine and angiotensin-converting enzyme
inhibitors), diet (garlic, onion, leek), and physical or viral agents
[6-10].The first manifestation of the disease are oral lesions in
50-90% of cases [6,11-16]. Some studies have found major
differences in the prevalence of oral lesions as the first
manifestation of PV among distinct geographic areas, e.g., 66%
in Bulgaria, 83% in Italy, and 92% in Israel [17]. The laboratory
diagnosis assays for diagnosing PV include, Tzanck smear
(acantholytic cells detection), standard histology (suprabasal
acantholysis detection), direct immunofluorescence (epithelial
tissue intercellular space deposits of immunoglobulin G, M, A,
and C3 protein), indirect immunofluorescence (serum
pemphigus antibodies detection), and ELISA test using
recombinant Dsg1 and Dsg3 (serum anti-Dsg1 and anti-Dsg3
antibodies in serum detection) [6,11,16,18]. The antibodies
found in the intercellular spaces of the epithelial tissue are
usually IgG type, however, IgM or Ig A types, and complement
protein C3 can also be observed [8].
Physician, dentist and patient should consider the recurrent
and long-term oral ulceration particularly in the middle-aged
patient. A 46-year-old, male with a history of recurrent oral
ulceration more than 10 years was reported here and oral
pemphigus was a final diagnosis.

Case Presentation
A 46-year-old male was referred to the Oral Medicine clinic at
the Faculty of Dentistry, Chulalongkorn University. He had a
history of recurrent oral ulceration for over 10 years. His history
revealed that the ulcerations first erupted on the tongue, floor
of the mouth, vermillion border, and buccal mucosa. The lesions
were treated with triamcinolone acetonide 0.1% in orabase. The
ulcerations underwent partial remission; however, the lesions
recurred on the oral mucosa. He denied a history of celiac
disease or familial history of RAU. He had a history of migraines
and had been treated with caffeine and ergotamine; however he
currently had no symptoms and not receiving treatment. This
patient also reported peptic ulcers beginning 10 years ago;
however, the condition was normal at that time. Therefore, he
did not take any medications to treat any systemic diseases.
The patient’s oral examination demonstrated fair oral
hygiene; however, the right buccal mucosa had 2 mm round and
2 × 3 mm oval lesions (Figure 1a). The soft palate had 1 mm and
2 mm round ulcerations. The lingual marginal and attached
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gingiva at the mandibular left premolar and molar showed
desquamative epithelium (Figure 1b). These areas were treated
with fluocinolone acetonide 0.1% in orabase and fluocinolone
acetonide 0.1% in solution (FAS). Benzydamine hydrochloride
0.15% w/v mouthwash was also prescribed (approximately 1
tablespoon) every 1½-4 hours prn for pain relief. The
histopathologic appearance of a left buccal mucosa biopsy was
reported as an intraepithelial bullous lesion. Indirect
immunofluorescence showed IgG and C3 positivity at the
epithelial intercellular space with a titer of 1:160. Oral
pemphigus was the definitive diagnosis. One month later, skin
lesions erupted on his chin and chest. Bullous ruptured with
hemorrhagic crust on top of the lesions was seen on his chest
(Figure 2). He was then referred to the dermatologist for further
treatment.

Figure 1: (a) Right buccal mucosa showed round and oval
shape of aphthous-like lesions. (b) Marginal and attached
gingiva on the left mandibular premolar and molar at lingual
side areas showed desquamative gingivitis.

gluten-free diet was successful in reducing RAU episodes in
patients with and without celiac disease [19]. In addition, folate,
vitamin B12 levels should be investigated to rule out of RAU
[20]. However, the indirect immunofluorescence results in this
case confirmed the diagnosis of PV. Therefore, full laboratory
investigations for nutritional deficiencies and skin-patch test
were not done in this case. This was due to the high cost of
laboratory investigations and the patient refused further blood
tests. Long-term and recurrent oral aphthous-like ulcerations
together with desquamative gingivitis in middle-aged patients
should be carefully considered. The oral ulcerations in this case
showed well-defined margins, which is different from the
irregular margins in classical oral pemphigus. Oral PV typically
presents as erythema, erosions and persistent ulcers. The
surrounding epithelium is friable and the mucosa breaks down
when stroked. Oral pemphigus is a fatal oral autoimmune
disease and oral lesions usually precede skin lesions. The most
commonly affected site of PV in Thai patients is the gingiva and
buccal mucosa [21]. However, gingival desquamation associated
with oral ulceration may indicate a mucocutaneous disease,
such as lichen planus, pemphigus, or mucous membrane
pemphigoid [22]. Dentists are typically the first person to make
an early diagnosis of pemphigus, thus preventing lesion
progression to important organs and saving the life of
pemphigus patients from secondary infection or side-effects
from high dose steroid treatment. Although the use of oral
corticosteroids, azathioprine and mycophenolate-mofetil, are
the most common oral pemphigus treatment, wide variation in
treatment have been described, such as biologic therapies
(rituximab, intravenous immunoglobulin [IVIg]) [23]. One report
presented remission in oral pemphigus over 12-years after
treatment with the combination of potent topical steroids, FAS
0.1% and systemic steroid, without any serious side-effects [24].
Importantly, cooperation between the oral medicine specialist
and physician is useful in the PV treatment. The clinical
implication of the findings in this case is that the physician and
dentist need to carefully evaluate and should not ignore longterm recurrent aphthous-like lesion in middle-aged patients that
may be a serious autoimmune disease, such as PV.

Conclusion

Figure 2: Skin lesion of pemphigus showed bullous ruptured
with hemorrhagic crust on top of the lesion.
Recurrent aphthous ulceration (RAU) commonly appears first
in childhood or adolescence. The minor types of RAU present as
round or oval lesions surrounded by a 1 cm diameter or less
erythematous halo and heal within 2 weeks [5]. When treating
RAU, clinicians should perform a skin–patch test for allergies to
food additives, flavoring agents, and essential oil. Moreover, a
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Long-term aphthous-like lesions in a middle-aged patient
together with desquamative gingivitis should be carefully
evaluated, because it may be a serious autoimmune disease,
such as Pemphigus. Dentists often the first clinician that can
make an early diagnosis of pemphigus and preventing lesion
progression to important organs. Oral medicine specialists can
play a role in saving the life of pemphigus patients from
secondary infection or side-effects from high dose steroid
treatment.
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