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INTRODUCTION  
Celiac disease (CD), formerly named gluten 

in adults and children at rates approaching 1% of 

gluten sensitivity among the general population of 
Northern and Southern Iran is 1:104(8). Prevalence 
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Background: 

-
-

prevalence of CD in patients with RAS.
Materials and Methods:  

-

-

Results:    
Of the 181 enrolled patients with recurrent aphthous, 43 (23.75%) were male and 138 (76.25%) were female. 

presence of lymphocytic enteritis with crypt hyperplasia (Marsh II).
Conclusion:       
According to the results of this study, although there is a low prevalence of CD in patients with RAS, screening 
RAS patients for key serological markers of CD has clinical value.
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mucosal atrophy, complete loss of villi, enhanced 

is recommended in patients with CD (classic disease, 
atypical CD, and asymptomatic or silent CD). Patients 

within two weeks(15).
Recurrent aphthous stomatitis (RAS) is the most 
common idiopathic intraoral ulcerative disease in the 

disease occurs in men and women of all ages, races 
and in all geographic regions. Its prevalence in the 
general population is estimated to vary from 5% to 
66%, with a mean of 20%(16,17). 

proposed for the last 30 years as some RAS patients 

concerning the actual prevalence of CD in RAS 

examined RAS patients(18). In 1976, Ferguson et 

showed histological evidence of CD as determined 

Ferguson et al.(20) 2 (4%) of 50 RAS patients were 

suffer from aphthous stomatitis. A detailed analysis 

of patients with CD showed clinical manifestations of 
aphthous stomatitis.

of CD in patients with RAS, using relevant serologic as 
well as histologic tests and to assess whether patients 

MATERIALS AND METHODS  

Patients who presented with RAS to the Dermatology 

recruited. Given the prevalence of CD as 1% in Iran and 

in the study had at least three episodes of oral aphthae 
during the year. Patients with any of the following 

of the oral cavity, Reiter syndrome and oral lesions 

All patient data were entered into checklists. 
Demographic information including gender, age, 
complete history of oral aphthous, gastrointestinal 

Fasting venous plasma samples were drawn for 

in the kit. Serum IgA level was measured to rule out 

were taken from the second and third portion of 

formalin (for future histologic study) and stained 
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Data are presented as mean ± SD or percentages. 
Statistical analyses were performed using SPSS 
software version 19.

RESULTS  
Of the 181 patients with RAS, 43 (23.75 %) were 

male and 138 (76.25 %) were female. Average age of 
these patients was 28.45 ± 12.27 years (range: 18–64 

23.39 ± 9.46 years. Gastrointestinal symptoms such as 
epigastric pain were noted in 16 (8.8%) patients with 

patients had regurgitation, 14 (7.73%) patients had 

of diarrhea, steatorrhea, or weight loss.
After serologic studies for CD, only 2 (1.1 %) 

RAS for an average duration of 7.5 years. 
One patient was a 35-year-old female who referred to 

our outpatient clinic with a 6-year history of pronounced 

was introduced to a gluten-free diet which produced 

clearance of all lesions of the oral mucosa within six 

diet and free from any lesions for several months.

had a 9-year history of severe, continuous RAS with no 

within the normal range. In this patient, histopathology 

completely healed.

DISCUSSION  
CD (also called gluten-sensitive enteropathy and 

Gee in 1888 in a report entitled "On the Coeliac 
Affection", although a similar description of a chronic, 

century AD(23). 
In this study of a large group of patients with RAS, 

with an estimated prevalence of 0.9% in the general 

and whether treatment of CD may induce improvement 

addition, oral mucosal lesions or dental enamel defects 

Some authors have reported that patients with RAS 
have an increased prevalence of CD and have suggested 

al.(17) estimates the prevalence of RAS in patients 
with CD at 10%–18%. 

coexisting RAS and CD in a group of 41 RAS patients. 

with recurrent aphthae. Campisi et al.( 32) reported 

risk indicator for CD and that a gluten-free diet would 
lead to ulcer amelioration. Shakeri et al.(33) reported 

was appropriate in patients with RAS. Additionally, 
the unresponsiveness to conventional anti-aphthae 

Yasar et al.(34) have reported  no apparent 

for CD is of little clinical value. Additionally, 
regurgitation of gastric acid to the oral cavity may 
precipitate the formation of aphthous stomatitis 
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prevalence of aphthous stomatitis in patients with 
CD. Nowak et al.(36) focused on patients with RAS 

In an investigation, which included 20 RAS patients 

however, was not evaluated for CD. Similar results 

serological tests. Decreased sensitivities of the 

who had negative serological tests and Marsh I/II 

patient with a negative serological test and duodenal 
mucosal lesion may suffer from other disorders such as 

and Crohn's disease. Including such patients (e.g., those 
with negative serological tests with duodenal mucosal 

rate of false positive results unless symptomatic and 

As the endoscopic procedures are invasive and 
costly, evaluation of RAS patients for CD must include 

study that the prevalence of CD in patients with RAS 

for key serological markers of CD has clinical value.
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Table 1: Prevalence of celiac disease (CD) in patients with recurrent aphthous stomatitis (RAS).

Improvement in RAS on a gluten-free dietNo. of RAS patients with CDNo. of RAS patients  References

Not reported2 (4.8%)41Aydemir et al.28

Yes61 (22.7%)269Campisi et al.32

Yes8 (24% )33Ferguson et al.19

Yes2 (4%)50Ferguson et al.20

Not reported4 (4.9%)82Jokinen et al.21

Not reported6 (31%)48De Freitas et al.22

Not reported4 (16%)2429

Yes2 (4.7%)4230

Yes6 (6.2%)9731

Yes7 (2.83%)247Shakeri et al.33

Not reported08737

Not reported1 (1.2%)82Yasar et al.34

1. 
Br Med Bull 2008;88:157-70.

2. N Engl J Med 
2007;357:1731-43.

3. 

characteristics of undetected coeliac disease in 
Gut 2003;52:960-5.

4. 

celiac disease among children in Finland. N Engl J 
Med 2003;348:2517-24.

5. 

 REFERENCES



Govaresh/ Vol.18/ No.4/ Winter 2014

Celiac Disease in Patients with Recurrent Aphthous Stomatitis

248

population. Dig Dis Sci 2004;49:1479-84.
6. 

Drago S, et al. Prevalence of celiac disease in at-risk 
and not-at-risk  groups  in  the  United  States: a large 
multicenter study. Arch Intern Med 2003;163:286-92.

7. 
DJ, Lock RJ, Ness AR, et al. Undiagnosed coeliac 

BMJ 2004;328:322-3.
8. 

M, et al. Screening of the adult population in Iran 
for coeliac disease: comparison of the tissue-

Eur J Gastroenterol Hepatol 
2006;18:1181-6.

9. 
Baillieres Clin Gastroenterol 1995;9:329-50.

10. 

J 
Pediatr Gastroenterol Nutr 2002;35 Suppl 2:S78-88.

11. 
Kalmar JR. Celiac disease and recurrent aphthous 
stomatitis: a report and review of the literature. Oral 
Surg Oral Med Oral Pathol Oral Radiol Endod 
2002;94:474-8.

12. 

Am J Gastroenterol 
2011;106:1837-742.

13. 
histopathology of coeliac disease: time for a 

Eur J 
Gastroenterol Hepatol 1999;11:1185.

14. 

Am J 
Gastroenterol 2005; 100:177.

15. 
diet of patients with the coeliac syndrome. Lancet 
1967;1:300.

16. Porter SR, Scully C. Aphthous stomatitis: an 
overview of aetiopathogenesis and management. 
Clin Exp Dermatol 1991;16: 235-43.

17. 

ulcers today: a review of the growing knowledge. Int J 
Oral Maxillofac Surg 2004;33:221-34.

18. 

Br Med J 1975;2:490-3.
19. 

aphthous ulceration. Br Med J 1976;1:11-13.
20. 

Lee FD. Coeliac disease associated with recurrent 
aphthae. Gut 1980;21:223-6.

21. 
Celiac sprue in patients with chronic oral mucosal 
symptoms. J Clin Gastroenterol 1998;26:23-6.

22. 

J Clin Gastroenterol 2002;34:430-4.
23. BMJ 

1989;298:527.
24. 

Screening of the adult population in Iran for celiac 
disease: comparison of the tissue-transglutaminase 

Eur J 
Gastroenterol Hepatol 2006;18:1181-6.

25. 

J, Castaño Pascual A, et al. Silent celiac disease: 

An Esp Pediatr 2002;57:321-6.
26. 

during gastroscopy are mandatory (a multicentre 
study).  Rom J Gastroenterol 2003;12:97-100.

27. 

affected in patients with dermatitis herpetiformis.  
Arch Dermatol 1998;134:756-8.

28. 

recurrent aphthous stomatitis. Turk J Gastroenterol 
2004;15:192-5.

29. 
in recurrent ulceration of the mouth. 
Hepatogastroenterology 1987;34:36-7.

30. 
and prognostic value of IgA and IgG endomysial 

Acta 
Derm Venereol 2006; 86:332-4.

31. 
disease. A review. Br Dent J 1981;151:81-3.

32. 



Govaresh/ Vol.18/ No.4/ Winter 2014

Iacono G, Procaccini M, et al. Coeliac disease: oral 
ulcer prevalence, assessment of risk and association 
with gluten-free diet in children. Dig Liver Dis 
2008;40:104-7.

33. Shakeri R, Zamani F, Sotoudehmanesh R, Amiri 
A, Mohamadnejad M, Davatchi F, et al. Gluten 
sensitivity enteropathy in patients with recurrent 
aphthous stomatitis. BMC Gastroenterol 2009;9:44.

34. 
importance of celiac disease in patients with 
recurrent aphthous stomatitis. Turk J Gastroenterol 
2012;23:14-8.

35. 

oral  signs  in  the diagnosis of atypical forms of 
celiac disease. Recent Prog Med 2004;95:482-90.

36. 

patients with recurrent aphthous stomatitis (RAS) - 
preliminary report. Wiad Lek 2002;55:542-6.

37. 

stomatitis. Ann Acad Med Singapore 2004;33:43-47.
38. 

untreated celiac disease: disappointing in clinical 
practice.  Am J Gastroenterol 1999; 94:888-94.

39. 

degrees of intestinal damage in celiac disease.  J 
Clin Gastroenterol 2003;36:219-21.

249


