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Summary
Background:

Chronic erosive lesions in the oral cavity are usually difficult to diagnose and treat. Most frequently, the diagnosis is Candida infection, aphtosis, pemphigus or pemphigoid diseases. Chronic ulcerative stomatitis is a common condition of unknown etiology that affects the skin and mucous membranes and has been reported to occur mainly in females over 40 years old. Immunopathological
and clinical examinations determine the diagnosis.

Case Report:

This study describes the case of a 70-year-old woman with chronic erosive lesions in the oral cavity
on the buccal mucosa, tongue and lips. The patient had problems eating, but her general condition was good. Antifungal, antibiotic and local steroid therapy was not effective. We subsequently
found disseminated skin and nail lesions characteristic of lichen planus. This suspicion was confirmed by histopathological examination. Other dermatological diseases, including oral lichen planus, pemphigus vulgaris and cicatricial pemphigoid, as well as bullous lupus erythematosus, were
excluded. Indirect immunofluorescence (IIF) of the patient’s serum using 2 appropriate substrates
(monkey oesophagus at a titre of 1:640 and guinea pig oesophagus at a titre of 1:1280) revealed
the presence of squamous epithelium-specific antinuclear antibodies (SES-ANA) of IgG. These are
specific immunological markers of CUS.

Conclusions:

Hydroxychloroquine, given at a dosage of 400 mg/day, and a low dose of corticosteroids, led to
complete remission of the mucosal, skin and nail lesions. A 4-year follow-up of the course of the
disease, relapses, remissions and treatment are presented here.
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Background
Chronic ulcerative stomatitis (CUS) is an uncommonly diagnosed disease. Since it was described for the first time by
Jaremko et al. [1] in 1990, there have only been 39 cases of
CUS reported [2]. Whether CUS is indeed an unusual disease, or whether its occurrence is much more common, remains controversial, but the clinical symptoms of CUS mimic other oral mucosal diseases, such as erosive lichen planus
[3,4]. Both entities have a very similar clinical appearance.
On oral examination, erosive and ulcerative lesions of the
mucosa are present, especially on the tongue, buccal mucosa and gums. In the latter the symptoms are the same as
in desquamative gingivitis, which may lead to misdiagnosis and disguise the true occurrence of CUS [2,3]. Single
cases of the disease localized on the labial and hard palate
mucosa have also been described [4]. The entity most often affects females over 50 years old, although cases of CUS
in younger women [3,5], as well as in males [6], have also
been described. Patients mainly complain of chronic pain
and a burning sensation in the oral cavity (burning mouth
syndrome), tenderness and pain in the gums and tongue,
and difficulties eating, resulting in weight loss. Alternating
periods of exacerbation and remission of the symptoms
are typical in the natural history of CUS. In particular cases, lesions in the oral cavity are accompanied by ophthalmic symptoms (cicatricial conjunctivitis), gluten-dependent
enteropathies, and different skin lesions, including lichen
planus and lichenoid lesions [6].
Microscopic examination of tissue specimens in the diagnostic course of CUS remains obligatory. The results of histological evaluation are usually not characteristic, and in
most cases are typical for oral lichen planus. Stratified squamous epithelium expressing features of atrophy and parakeratosis, band-like infiltration of inflammatory cells, “sawtooth” rete ridges, and the vacuolar degeneration of cells
in the parabasal layers with replacement by eosinophilic
clots and cell rests are present in haematoxylin and eosinstained specimens [2–4].
Non-characteristic results of microscopic examination make
the use of immunohistochemical diagnostic methods essential. Currently, direct immunofluorescence (DIF) serves as
the gold standard in the diagnostic course of CUS. Indirect
immunofluorescence (IIF) enables the exclusion of false
negative and false positive results. Squamous epitheliumspecific antinuclear antibodies (SES-ANA) – IgG class proteins – which are present in the nuclei of keratinocytes in the
basal and parabasal layers of the epithelium, determine the
diagnosis of CUS in immunofluorescent methods [3]. DIF
involves in situ examination, whereas IIF detects SES-ANA
in circulating blood, utilizing the appropriate tissue substrates: monkey and guinea-pig oesophagus.
Significant resistance to local corticosteroid, antibacterial
and antifungal therapy, as well as professional oral hygiene
procedures, is typical for CUS treatment. Moreover, erosions tend to intensify after discontinuation of such therapeutic schemes [2]. On the other hand, hydroxychloroquine at doses of 200–800 mg per day with supporting local
corticosteroid therapy results in a significant reduction in
symptoms, as well as improvement of the patient`s general

well-being [2–4,7]. Chorzelski et al. [6] reported 3 cases
in which remission of the disease appeared without any
treatment, and 1 case in which significant improvement
was achieved after consuming a gluten-free diet. Constant
monitoring of oral hygiene, especially periodontal status,
is particularly important because dental and dentogingival
plaque, which are reservoirs of microorganisms, may exacerbate the course of CUS and intensify pain.
Diagnostic difficulties that may occur in CUS patients are
highlighted in the presented case. These stem from 2 fundamental facts. Firstly, the clinical symptoms of CUS are very similar to numerous, more common, skin and oral mucosa diseases presenting as erosions and ulcerations, such as pemphigus
vulgaris, bullous pemphigoid, mucous membrane pemphigoid, linear IgA disease, dermatitis herpetiformis, stomatitis
herpetiformis, epidermolysis bullosa acquisita and systemic
lupus erythematosus (SLE) [4]. Secondly, some of the diseases mentioned above may coincide with CUS, sharing the
same clinical symptoms, as observed in the presented case.

Case report
A female patient (T.M.), aged 68, was treated from July 2005
for painful erosions and ulcerations, localized mainly on the
buccal mucosa and lips (Figure 1). Initial dermatological and
dental treatment included generally (Diflucan, Ketokonazol)
and locally (Hascofungin, Bactroban) administered antifungal drugs, as well as locally administered glucocorticosteroids. This pharmacotherapeutic tapproach did not lead
to any improvement. Simultaneously, an oral swab revealed
an increased level of Candida albicans. In September 2005
the patient reported to the Department of Dermatology, S.
Żeromski Specialist Hospital in Cracow, Poland, due to deterioration of the oral mucosa, intensification of pain and
difficulties in eating. During admission, the patient reported that a few months earlier single violet-colored papules
had appeared on the skin of the rear side of her thighs,
palms, wrists and back, which became covered with scabs
(Figures 2–4). About 2 months earlier, foci of alopecia with
features of cicatrization had appeared on the skin of the
parietal area (Figure 5). Additionally, the patient reported
the feeling of a foreign body in the left eye (Fig. 6). Other
complaints included a dry cough. Eight years earlier she was
hospitalized because of bronchitis and was prescribed inhalatory drugs for the following 4 years. The patient experienced 2 natural childbirths. In 1993 she underwent hysterectomy due to myomas. At the time of admission, she was
treated with enalapril because of hypertension. Moreover,
she complained of chronic stool impactions, and colonoscopy revealed the presence of colonic diverticula. Familiar
anamnesis was not characteristic.
Laboratory tests included physiological standards. X-ray
examination of the thorax revealed peribronchial lesions
in the right cardiodiaphragmic angle, with a properly positioned diaphragm, enlarged heart and elongated thoracic aorta. X-ray examination of the thorax pulmonary fields
showed no infiltrative lesions. Peribronchial fibrosis was observed at the lower pole of the right pulmonary niche. The
ribodiaphragmic angles were clear.
Ophthalmological examination revealed conjunctivitis
(Figure 6). Clinical and laboratory investigation relevant
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Figure 1. Disseminated and painful erosions and ulcerations of the
buccal mucosa and lower lip.

Figure 4. Violet-colored papule on the skin of the back.

Figure 2. Violet-colored papules covered with a scab on the skin of
the palms and wrists.
Figure 5. Focus of alopecia with features of cicatrization on the skin of
the parietal area.

Figure 6. Clinical picture of conjunctivitis. The patient reported the
feeling of a foreign body in the left eye.
to erosive oral lichen planus, aphthosis, pemphigus vulgaris, cicatrical pemphigoid and candidiasis was performed.

Figure 3. Violet-colored papules covered with a scab on the skin of
the rear side of the thighs.
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Mycological tests from toenail raspings were negative, both
in the direct specimen and in culture.
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Figure 7. SES-ANA (Squamous epithelium-specific antinuclear
antibodies). Indirect immunofluorescence (IIF) on monkey
oesophagus – fluorescence of keratinocytes in basal and
parabasal layer (courtesy of Dr. Zofia Kołacińska-Strasz).

Figure 9. Clinical picture during treatment. Ulcerations and erosions
in the oral cavity and lower lip were almost totally healed.

Figure 8. ES-ANA (Squamous epithelium-specific antinuclear
antibodies). Indirect immunofluorescence (IIF) on guinea
pig oesophagus – fluorescence of keratinocytes only in
basal layer (courtesy of Dr. Zofia Kołacińska-Strasz).
Antibodies against both pemphigus and pemphigoid were
absent in the blood serum.
Scalpel biopsies from the oral mucosa and skin lesion of
the thigh were taken for histological evaluation. An inflammatory infiltrate consisting mainly of lymphocytes was revealed under the oral epithelium, but there were no alterations within the epithelium. Skin biopsy evaluation showed
histological features typical for lichen planus.
Consequently, diagnostic tests for chronic ulcerative stomatitis (CUS) were performed. Direct immunofluorescence
(DIF) of the oral mucosa specimen did not reveal either
SES-ANA or other immunological features of CUS in vivo.
Immunoserum against human IgG, IgA, IgM, and C3 complement were utilized in the test. Since the DIF result was
negative, indirect immunofluorescence (IIF) was performed.
SES-ANA at a titre of 1:640 on monkey oesophagus (Figure 7)
and 1:1280 on guinea pig oesophagus (Figure 8) was revealed
in the blood serum. The diagnosis of CUS was made assuming that the DIF result was false negative, probably because
the tissue specimen was taken straight from the lesion without any of the surrounding unaltered mucosa, which prevented the appropriate immunopathological evaluation.

The following therapeutic scheme was utilized: hydroxychloroquine at a dose of 400 mg per day, methylprednisolone at
a dose of 16 mg per day and local antiseptics. On the fifth
day of treatment there was a considerable improvement in
the patient’s status. Ulcerations and erosions in the oral
cavity and lips were almost totally healed (Figure 9). The
therapy was continued, with a gradual reduction of methylprednisolone down to 4 mg per day. From 2007 until present, the patient has been treated with methylprednisolone
at a maintenance dose of 4 mg per day and hydroxychloroquine at a dose of 200 mg per day, and 0.1% tacrolimus
ointment is administered locally.
In the course of the disease, mucosal lesions tend to relapse
after the withdrawal of methylprednisolone and hydroxychloroquine. The administration of the latter enables the
maintenance of a relatively good local state, although oral
mucosal lesions partially persist. The combination of methylprednisolone and hydroxychloroquine results in spectacular improvement of the local state and the total regression
of clinical symptoms. On the other hand, methylprednisolone in monotherapy maintains a good clinical status, but
oral mucosal lesions do not totally regress. Enhancement
of the therapy by locally administered 0.1% tacrolimus resulted in a considerable improvement in the local state,
but this proved to be insufficient in monotherapy. Within
the 4-year follow-up, skin and nail lesions were successfully
eliminated. However, regarding pseudopelade, the lesions
were persistent and did not recede.
The patient remains under permanent dermatological
control.

Discussion
CUS is for many reasons very difficult to diagnose in everyday clinical practice, both for periodontologists and dermatologists. Diagnostic obstacles result from non- specific
complaints that are common to a variety of entities, as well
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as the frequent coincidence of CUS with such entities, thus
camouflaging the symptoms. In addition, the diagnosis of
CUS is hampered by the very similar clinical manifestations
of other oral mucosa diseases, such as erosive lichen planus, mucous membrane pemphigoid, herpetic stomatitis,
desquamative gingivitis and vegetant pyostomatitis [4,8].
The tendency of CUS to coincide with skin type lichen planus has been observed [9]. Solomon et al. [3] reported that
biopsy-proven skin type lichen planus appeared in approximately 14% of CUS cases described. The case presented
here lends support to this conclusion.
Therefore, DIF and IIF to reveal CUS-specific markers are essential to confirm the diagnosis of CUS. These markers are
SES-ANA (squamous epithelium-specific antinuclear antibodies), which are IgG class molecules directed against the nuclei of keratinocytes in the basal and parabasal layers of the
epithelium. This autoimmunological reaction is considered
by some authors as the probable etiopathogenetic mechanism of the disease [8–11]. SES-ANA are present both in the
nuclei of keratinocytes, where they are revealed by DIF, and
in circulating blood. IIF utilizing heterogenic tissue specimens (monkey oesophagus and guinea-pig oesophagus) enables the identification of SES-ANA in circulating blood, and
eventually verifies the false negative result of DIF. It is possible, however, that SES-ANA evaluation in DIF may be negative because the epithelial specimen tested is too slender,
atrophic, is incised too tangentially to the surface, or is obtained only from the lesion without the surrounding mucosa [2]. In such cases, the IIF result is considered definitive.
IIF is also helpful in the verification of false positive results
of DIF, since SES-ANA are also present in various autoimmunological disorders, such as lupus erythematosus, scleroderma or mixed connective tissue disease. In such entities,
however, SES-ANA are present throughout the full thickness
of the epithelium, not only in the basal and parabasal layers
[8]. IIF determines the final result in cases of clinical doubt.
Observation of CUS patients revealed that the level of SESANA in blood serum and in tissues does not correlate with
the intensification of clinical symptoms. Moreover, SESANA remain in blood serum during remission and after total regression of the lesions [7,8]. It is not known whether
people who have SES-ANA in blood serum will suffer from
CUS in the future [8].
SES-ANA are directed against nuclear antigen CUSP (chronic ulcerative stomatitis protein) [10,11]. CUSP is a protein
with a molecular weight of approximately 70 kDa. The first
reports concerning this autoantigen were published by
Parodi et al at the end of the 20th century [12].
As a result of DNA sequencing, it was discovered that CUSP
is a skin isoform of the p63 protein, known as ∆Np63a. It is
also homologous to the antioncogenes p53, p73, as well as
KET. These proteins are products of the p63/p51/p40/KET
gene and arise due to alternative splicing [13].
In comparison to p53, CUSP does not have an N-terminal
transactivation domain. In vitro studies showed that CUSP
blocks the function of the p53 protein. Whether this property brings the possibility of enhanced neoplasmatic transformation is yet to be verified [11].
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The sera of patients with immunologically proven CUS,
but without clinical manifestations, contain 2 different autoantigens: 1 with a molecular weight of 70 kDa and another of 180 kDa [12].
Another 2 autoantigens may be found in the sera of patients
with pemphigus and bullous pemphigoid: 1 with a molecular
weight of 130 kDa and another of 230 kDa. These autoantigens
are not the same as CUSP. The sera of patients with lupus erythematosus do not contain autoantigens analogous to CUSP.
The first attempts at CUS treatment were based on corticosteroids administered both locally and generally. This approach proved to be insufficient. The rapid relapse of symptoms after discontinuation of treatment, or even a dose
reduction, was typical. Presently, the treatment of choice
in CUS management is a combination therapy consisting
of antimalarials administered generally and supporting local corticosteroid therapy. Hydroxychloroquine is a basic
medication and its mechanism of action includes the modification of endocellular processes.
Hydroxychloroquine increases endocellular alkaline reactions, which in turn decrease the intensity of biochemical
inflammatory processes. The degradation of proteins by
acidic hydrolases in lysosomes is reduced, as is the assembly of macromolecules in endosomes and the post-translation modification of proteins in the Golgi apparatus [14].
Hydroxychloroquine decreases the infiltration of inflammatory cells, particularly T lymphocytes, in stromal tissues.
The basic and most beneficial mechanism of action of hydroxychloroquine in CUS is interference with the activation of macrophages and other antigen-presenting cells. As
a result, preparation of the antigen for presentation on the
cell surface is disturbed, and consequently, the reaction between the autoantigen and autoantibody is impaired. This
mechanism is known as antigen processing. Additionally,
in vitro studies have revealed that hydroxychloroquine reduces the release of IL-1, IL-6 and TNF a from monocytes
and T lymphocytes [15].
Data from the literature also indicate that hydroxychloroquine affects lipid metabolism.
Studies by Woźniacka et al proved that 3 months of therapy at 250 mg per day considerably reduced the levels of total cholesterol, LDL, and triglycerides, which resulted in a
decreased risk of atherosclerosis.
An additional advantage deriving from hydroxychloroquine therapy is the reduction of the side effects of glucocorticosteroids [16].
In the reported case, after initial diagnosis of erosive lichen
planus, local application of corticosteroids did not result in
any improvement. Administration of hydroxychloroquine
in combination with corticosteroids led to considerable remission of the symptoms.

Conclusions
To summarize, CUS is a rarely diagnosed autoimmunological disease, which tends to coincide with other systemic
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diseases, primarily lichen planus. There are also other clinical entities with similar clinical symptoms, for example:
pemphigus vulgaris, pemphigoid, desquamative gingivitis,
and herpetic stomatitis.
It is suggested that the true frequency of CUS is higher than
estimated, mainly due to misdiagnosis as erosive lichen planus, which has similar clinical symptoms.
Clinical confirmation of CUS follows resistance to corticosteroid therapy and significant remission of symptoms after administration of antimalarials.
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