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CLINICAL REPORT

Frequency and Prognostic Value of IgA and IgG Endomysial
Antibodies in Recurrent Aphthous Stomatitis
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Recurrent aphthous stomatitis is a common disease of
the oral mucous membranes. Currently a hypothesis is
being discussed that it might be pathogenetically related
to coeliac disease. We evaluated the frequency of coeliac
disease anti-endomysial (or anti-transglutaminase) anti-
bodies in patients with recurrent aphthous stomatitis.
Blood samples from 42 patients were evaluated and 2/42
(4.7%) were IgA- and IgG-endomysial antibody-positive.
None of the 42 persons in the control group had antibo-
dies, which was not statistically different from the patient
group. The two antibody-positive patients had episodes
of mild gastrointestinal symptoms only, but histopatho-
logy of duodenal mucous membranes confirmed coeliac
disease. All symptoms related to aphthous stomatitis
responded well to a gluten-free diet. We conclude that
every patient with recurrent aphthous stomatitis should
be asked about a history of gastrointestinal complaints
and screened for markers of coeliac disease, since recur-
rent aphthous stomatitis may in some cases respond to
a gluten-free diet. Key words: aphthae; aphthous ulcers;
canker sores; oral ulcers; gluten enteropathy; sprue.
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Recurrent aphthous stomatitis (RAS) is an inflam-
matory condition characterized by painful recurrent,
single or multiple ulcerations of the oral mucosa. It
is estimated that up to 20% of individuals have been
afflicted at least once with aphthous ulcers and about
5-20% have had an episode of RAS (1). The disease
occurs in men and women of all ages, races and in all
geographic regions.

Although RAS is a common disease of oral mucous
membranes, its aetiology and pathogenesis remains un-
known (2, 3). It was shown that genetic, immunological
and microbial factors may play a role in the pathogene-
sis. Attacks may be precipitated by local trauma, stress,
food intake, drugs, hormonal changes or vitamin and
trace element deficiencies (3). However, no principal
cause has been discovered.
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RAS may be pathogenetically related to coeliac di-
sease and the question is whether treatment of coeliac
disease may induce an improvement in RAS (4-6).

Coeliac disease is a common disorder of the small
intestine mediated by immunological processes initiated
by exposure to dietary gluten in genetically susceptible
individuals. It is characterized by a variety of clinical
presentations, which usually incorporate typical mal-
absorption syndrome and several non-classical symp-
toms, including loose skin folds, peripheral oedema,
ecchymoses, hyperkeratosis, dermatitis herpetiformis,
cheilosis or glossitis. However, many cases of coeliac
disease remain clinically silent and undiagnosed (7, 8).

In order to aid the diagnosis of coeliac disease, a
specific serological test for the presence of endomysial
antibody (EMA) has been developed.

Available tests for EMA detect IgA auto-antibodies
(IgA EMA) directed against the endomysium in mon-
key oesophagus by indirect immunofluorescence or by
enzyme-linked immunosorbent assay (ELISA). This
method is considered to have a 99—-100% specificity
(9-12) and approximately 94% sensitivity. A disad-
vantage of this test is its limited value in patients with
IgA deficiency, which is found in 2—3% patients with
coeliac disease (13). For this reason, another test has
been established, the IgG EMA, where the auto-antigen
is recognizing anti-endomysial IgG antibodies (14). In
doubtful cases IgG class anti-EMA may be evaluated
either by indirect immunofluorescence or by ELISA.
This test is believed to have lower specificity, but higher
sensitivity (15).

In a study by West et al. (16) the prevalence of anti-
EMA in the general population is 1.2%.

The aim of this study was to evaluate the prevalence
of coeliac disease markers IgA EMA and IgG EMA
in patients with RAS and to assess whether patients
with confirmed coeliac disease showed any effect of a
gluten-free diet.

MATERIALS AND METHODS

A group of 42 consecutively referred adult patients (19 women
and 23 men) with RAS of at least 1-year duration were included
in the study. The age range in the patient group was 18—69 years
(mean 36 years). The control group consisted of 42 consecuti-
vely referred patients of the dermatology out-patient office in
the Dermatology Department of Warsaw Medical School, with
no history of aphthous stomatitis or any other skin condition
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related to coeliac disease. Also, none of the patients or control
persons had a diagnosis of coeliac disease.

All patients’ sera were evaluated for the presence of IgA EMA
and IgG EMA by means of indirect immunofluorescence, as
first described by Chorzelski et al. (17).

In all patients a detailed gastrointestinal medical history was
taken, and in patients positive for EMA histopathological evalu-
ation of duodenal mucous membrane biopsy was performed.

Mann-Whitney U-test was used for statistical analysis, and
the level of significance was set at p<0.05.

RESULTS

Both IgA EMA and IgG EMA were detected in 2 (4.7%)
out of 42 patients. No patient was positive for only one
EMA isotype, IgA or IgG. None of the control individu-
als was positive for either [gA EMA or IgG EMA (0%).
The difference was not statistically significant.

One patient positive for IgA EMA and IgG EMA was
a 33-year-old woman, referred to our outpatient clinic
with a 2-year history of pronounced aphthous stomatitis.
A detailed medical history revealed that the patient had
minor abdominal discomfort and occasional diarrhoea.
Laboratory investigations showed decreased serum iron
levels and mild anaemia. Immunopathological studies
revealed the presence of IgA EMA antibodies at a titre
of 160 and IgG EMA antibodies at a titre of 40. Histo-
pathology of macroscopically unchanged mucous mem-
brane of the duodenum showed elements characteristic
of coeliac disease, including flattening, broadening and
coalescence of villi and mild infiltration with lympho-
cytes, plasma cells and eosinophils. The patient was
given a gluten-free diet. Within the next 6 months the
patient became free of gastrointestinal symptoms and
the oral lesions healed almost completely.

The other patient, a 58-year-old woman, was positive
for IgA EMA and IgG EMA, at titres of 320 and 80,
respectively. She had a 7-year history of severe, continu-
ous RAS and no gastrointestinal complaints other than
occasional diarrhoea. Also in this patient histopathology
of duodenal biopsy showed flattening and broadening
of villi, characteristic of coeliac disease. All basic la-
boratory tests, including blood count and iron plasma
levels, were within the normal range. In this patient
introduction of a gluten-free diet produced significant
improvement within 3 months and total clearance of all
lesions of the oral mucosa within 6 months. The patient
is now continuing her gluten-free diet and she has now
been free of any lesions for several months.

DISCUSSION

Although a first report of aphthous oral ulcers in pa-
tients with coeliac disease was published by Ferguson
et al. (18) several years ago, just recently the question
has been raised by several authors as to whether RAS
might be pathogenetically related to coeliac disease
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and whether treatment of coeliac disease may induce
improvement in RAS.

A study by de Freitas et al. (19) has shown that a
significantly increased percentage of patients with
coeliac disease suffer from aphthous stomatitis. A
detailed analysis performed by these authors revealed
that up to 31% of patients with coeliac disease show
clinical manifestations of aphthous stomatitis. The
estimate of other authors demonstrates that the
prevalence of RAS in patients with coeliac disease is
between 10-18% (3). In a recent paper, Aydemir et
al. (5) describe two cases of coexistence of RAS and
histopathologically confirmed coeliac disease and for-
mulate the hypothesis of a pathogenetic relationship
between these two diseases. Currently, some authors
consider RAS to be a clinical manifestation of coeliac
disease (3, 4)

On the other hand, several authors doubt the relation-
ship between coeliac disease and RAS. Sedghizadeh
et al. (20) could not confirm increased prevalence of
aphthous stomatitis in patients with coeliac disease.
Nowak et al. (6) focused on patients with RAS and
evaluated their sera for presence of I[gA EMA. In an
investigation, which included 20 patients with RAS,
only one patient was IgA EMA positive. The patient,
however, was not evaluated for coeliac disease. Similar
results were obtained in a Singapore study (21).

In our study the frequency of IgA EMA, characteristic
for coeliac disease, was evaluated in 42 patients with
RAS. Two out of 42 patients (4.7%) and none in the
healthy control group were IgA EMA and 1gG EMA
positive. In both these patients coeliac disease was
confirmed by histopathology, even though the patients
were free of typical clinical symptoms of this disorder.
In both patients all symptoms related to aphthous sto-
matitis responded well to a gluten-free diet, what may
confirm a possible relationship between coeliac disease
and RAS in these patients.

We conclude from the results of this study that every
patient with RAS should be asked specifically about
gastrointestinal complaints and screened for [gA EMA
in order not to miss possible intestinal disease. Patients
positive for [gA EMA may respond to a gluten-free diet
only, with no additional pharmacotherapy.

REFERENCES

1. Rivera-Hidalgo F, Shulman JD, Beach MM. The associa-
tion of tobacco and other factors with recurrent aphthous
stomatitis in an US adult population. Oral Dis 2004; 10:
335-345.

2. Veller-Fornasa C, Bezze G, Rosin S, Lazzaro M, Tarantello
M, Cipriani R. Recurrent aphthous stomatitis and atopy.
Acta Derm Venereol 2003; 83: 469-470.

3. Natah SS, Konttinen YT, Enattah NS, Ashammakhi N,
Sharkey KA, Hayrinen-Immonen R. Recurrent aphthous
ulcers today: a review of the growing knowledge. Int J Oral
Maxillofac Surg 2004; 33: 221-234.

Acta Derm Venereol 86



334

4.

6.

10.

11.

12.

M. Olszewska et al.

Pastore L, De Benedittis M, Petruzzi M, Tato D, Napoli
C, Montagna MT, et al. Importance of oral signs in the
diagnosis of atypical forms of celiac disease. Recent Prog
Med 2004; 95: 482—-490.

. Aydemir S, Tekin NS, Aktunc E, Numanoglu G, Ustundag

Y. Celiac disease in patients having recurrent aphthous
stomatitis. Turk J Gastroenterol 2004; 15: 192—-195.
Nowak M, Dziechciarz P, Dwilewicz-Trojaczek J. The
frequency of coeliac disease occurrence in patients with
recurrent aphthous stomatitis (RAS) — preliminary report.
Wiad Lek 2002; 55: 542-546.

. Alaedini A, Green PH. Narrative review: celiac disease:

understanding a complex autoimmune disorder. Ann Intern
Med 2005; 142: 289-298.

. Dewar DH, Ciclitira PJ. Clinical features and diagnosis of

celiac disease. Gastroenterology 2005; 128: S19-24.

. James M, Scott B. Endomysial antibody in the diagnosis

and management of coeliac disease. Postgrad Med J 2000;
76: 466468

Volta U, Bellentani S, Bianchi FB. High prevalence of celiac
disease in Italian general population. Dig Dis Sci 2001; 46:
1500-1505

Szaflarska-Szczepanik A, Czerwionka-Szaflarska M. The
frequency of occurrence and clinical picture of celiac di-
sease in the parents of children with the disease. Med Sci
Monit 2001; 7: 971-976.

Agardh D, Dahlbom I, Daniels T, Lorinc E, Ivarsson SA,
Lernmark A, Hansson T. Autoantibodies Against Soluble
and Immobilized Human Recombinant Tissue Transgluta-
minase in Children with Celiac Disease. J Pediatr Gastro-
enterol Nutr 2005; 41: 322-327.

Acta Derm Venereol 86

13.

14.

15.

16.

17.

18.

19.

20.

21.

Oxentenko AS, Murray JA. Celiac disease and dermatitis
herpetiformis: the spectrum of gluten-sensitive enteropathy.
Int J Dermatol 2003; 42: 585-587.

Korponay-Szabo JR, Kovacs JB, Czinner A, Goracz O,
Szabo T. High prevalence of silent celiac disease in pre-
school children with IgA/IgG antiendomysium antibodies.
J Pediatr Gastroenterol Nutr 1999; 28: 26-30.

Cataldo F, Lio D, Marino V, Picarelli A, Ventura A, Corazza
GR. IgG1 antiendomysium and IgG antitissue transglutami-
nase (anti-tTG) antibodies in coeliac patients with selective
IgA deficiency. Gut 2000; 47: 366—-3609.

West J, Logan RF, Hill PG, Lloyd A, Lewis S, Hubbard R,
et al. Seroprevalence, correlates, and characteristics of unde-
tected coeliac disease in England. Gut 2003; 52: 960-965.
Chorzelski TP, Sulej T, Tchorzewska H, Jablonska S,
Beutner EH, Kumar V. IgA class endomysium antibodies
in dermatitis herpetiformis and coeliac disease. Ann N 'Y
Acad Sci 1983; 420: 325-334.

Ferguson MM, Wray D, Carmichael HA, Russell RI, Lee
FD. Coeliac disease associated with recurrent aphthae. Gut
1980; 21: 223-226.

de Freitas IN, Sipahi AM, Damiao AO, de Brito T, Cancado
EL, Leser PG, et al. Celiac disease in Brazilian adults. J
Clin Gastroenterol 2002; 34: 430-434

Sedghizadeh PP, Shuler CF, Allen CM, Beck FM, Kalmar
JR. Celiac disease and recurrent aphthous stomatitis: a re-
port and review of the literature. Oral Surg Oral Med Oral
Pathol Oral Radiol Endod 2002; 94: 474—478.

Robinson NA, Porter SR. Low frequency of anti-endomysial
antibodies in recurrent aphthous stomatitis. Ann Acad Med
Singapore 2004; 33: 43-47.



