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Prognosis of Chronic Recurrent Aphthous Stomatitis 

Chronic recurrent aphthous stomatitis (HRAS) is one of the most frequent inflammatory diseases of 

the oral mucosa (SOPR), characterized by recurrent rashes of AFT with a long course and periodic 

exacerbations. According to a number of researchers Suleymanova D.M. and Chemikosova T.S., the 

incidence rate is 5% of all diseases of the oral mucosa. The age of most patients is 20-40 years. The 

causes of chronic recurrent aphthous stomatitis have not been definitively clarified. Meanwhile, some 

patients with recurrent aphthous stomatitis have been found to be hypersensitive to certain foods. So, 

in more than 80% of cases, combined allergic pathology is associated with damage to the digestive 

organs, which leads to the absorption of not completely split food components, the formation of 

hypersensitivity to food. The development of an allergic disease is facilitated by an increase in the 

level of histamine in the blood due to excessive intake or formation of histamine in the intestinal 

lumen against the background of the use of foods rich in histidine, tyramine and histaminoliberators 

(strawberries, strawberries, grapes, apples, peaches, apricots, plums, potatoes, tomatoes, cucumbers, 

carrots, bananas, green peas). Such products also include sauerkraut, young wine, beer, brewer's yeast, 

dough (yeast), hard cheeses, pickled fish, alcohol, as well as starch-rich foods that enhance 

fermentation processes in the intestine with further hyperproduction of histamine by intestinal flora 

[1.3.5.7.9.11.13.15.17.19.21.23.25.27.29]. 

More often, food intolerance proceeds through the mechanisms of pseudoallergic reactions (pairs). 

STEAM and true allergic reactions have similar clinical manifestations, but different mechanisms of 
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Abstract: Relevance. Chronic recurrent aphthous 

stomatitis (CHRAS) is a serious problem in dentistry 

due to the increasing incidence. Great attention is 

devoted to somatic diseases that aggravate the course of 

CHRAS. In many cases, a combined allergic pathology 

is associated with damage to the digestive organs, which 

leads to the absorption of incompletely split food 

components, the formation of hypersensitivity to food. 

More often, food intolerance proceeds according to the 

mechanisms of pseudo-allergic reactions, so careful 

examination of patients and expert advice is an 

achievement in the treatment of patients with CHRAS. 

Studies show that to achieve a stable result in treatment, 

an individual selection of complex pathogenetic therapy 

is necessary, taking into account the patient’s general 

somatic condition.  
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development. COUPLES differ from other food intolerance reactions in that, although the same 

mediators participate in their development as in true food allergies (histamine, leukotrienes, 

prostaglandins, other cytokines, etc.), they are released from the target cells of allergy in a non-

immunological way. Among the mediators responsible for the development of symptoms of 

intolerance in couples, histamine plays a special role. Thus, the study of the level of histamine in the 

blood, as well as the activity of diamine oxidase in the blood in HRA will significantly expand the 

understanding of the pathogenesis, diagnostic capabilities, and improve the prevention and treatment 

of this disease. All of the above determined the purpose and objectives of this study. 

The purpose of this study is to increase the effectiveness of treatment of patients with recurrent 

aphthous stomatitis based on the study of the level of biogenic amine and its inhibitor in the blood. 

Material and methods of research. During the period from 2016 to 2018, 68 patients with HRAS were 

examined at the scientific and practical dental center at the Bukhara Medical Institute, 24 of them on 

the background of complex therapy, with the inclusion of probiotics, histamine and gepon. 

Verification of the diagnosis of HRAS was carried out in accordance with the generally accepted 

standard of diagnosis. The clinical symptoms of the disease, allergic anamnesis, allergological 

examination data, laboratory examination data (increased overall ID) were taken into account. 

Also, the diagnosis was made only in the case of multiple episodes of clinical manifestations of 

allergies to certain foods. The method of determining DAO: the measurement of the concentration of 

diamine oxidase in blood serum was carried out by the enzyme immunoassay on the enzyme 

immunoassay analyzer COBAS-411 (ROSH). Histamine was studied from a deproteinized sample 

with organic solvents in the presence of NaOH and NaCl (for binding AK) with reextraction into acid. 

Identification of components was carried out by GC-MS method. To determine histamine, calibration 

solutions were prepared with concentrations of 0.1, 0.5, 1.0, 5.0, 10.0 ng/ml in 0.1 NS1. Histamine is 

eluted with 4 ml of 0.1 n. hydrochloric acid at a speed of movement of the eluting solution of 0.4 

ml/min. The results were expressed in mmol/l. The research results were processed using the Student's 

"t" criterion [2.4.6.8.10.12.14.16.18.20.22.24.26.28.30]. 

Results and their discussion. After analyzing the questionnaires, the following clinical manifestations 

of intolerance to products with a high histamine content were revealed in patients of both groups. 

From the analysis of patient questionnaires, it can be seen that the most common symptoms that occur 

after consuming foods with high histamine levels are: flatulence. 

As is known, food intolerance to histamine occurs when there is an excess or insufficient utilization of 

histamine by the body due to a deficiency of the enzyme diamine oxidase (DAO). DAO (diamine 

oxidase) is an enzyme that breaks down histamine mainly synthesized by cells of the small intestine 

(enterocytes), and to a lesser extent by other organs - the liver and kidneys. With a deficiency of the 

DAO enzyme, histamine coming from food is not utilized, which leads to histaminosis, which is 

clinically manifested by pseudoallergia. In turn, the low activity of the DAO enzyme is due to the 

insufficiency of the enzyme cofactor- copper, and its carrier in the blood is copper oxidase. To identify 

the role of the diamine oxidase coenzyme in the development of HRAS, we studied the activity of 

copper oxidase in the blood of patients with pseudoallergia. 

As can be seen from the presented research results, the blood concentration of histamine in patients 

with HRA is increased by an average of 2 times. At the same time, the activity of histaminase in the 

blood of this contingent of patients was reduced by 3.2 times, when compared with a group of healthy 

individuals. 

In this situation, an increase in the level of histamine in the blood, in our opinion, may be due to its 

release as a result of direct (non-selective, cytotoxic) and indirect (selective, non-cytotoxic, selective) 

exposure to liberator. At the same time, the nonspecific release of histamine leads to an increase in its 
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level in the blood. Some foods (fish, tomatoes, egg white, strawberries, strawberries, chocolate) can be 

attributed to histamine liberators in this situation. An increase in the level of histamine may be 

associated not only with its excessive liberalization, but also with violations of histamine inactivation. 

It is known that histamine inactivation occurs by its oxidation with diamine oxidase or monoamine 

oxidase. The processes of histamine inactivation in this situation are disrupted against the background 

of a decrease in the activity of diamine oxidase, which creates conditions for its injection into the 

blood from the portal system into the general bloodstream. An important role in this case is played by 

an increase in the permeability of the intestinal mucosa, which leads to the injection of histamine into 

the blood. It should be noted that excessive histamine formation is also possible with intestinal 

dysbiosis, due to intestinal microflora with decarboxylating activity. 

An increase in the concentration of histamine both in the blood and in the oral fluid (our research) may 

indicate specific adaptive reactions caused by adaptation to a number of factors and tension of various 

body systems. And the function of histamine in this case is to expand the capillaries and increase their 

permeability for the release of various metabolites from the blood into the oral mucosa. An increase in 

the level of histamine occurs due to changes in the permeability of ion channels in the membrane of 

histamine-containing epithelial cells as a specialized protective reaction of the body. 

It should be noted that an increase in the concentration of histamine in the blood and oral fluid is 

associated with a violation of the mechanisms of its inactivation and a low concentration of coenzyme- 

copper, the transporter of which is ceruloplasmin. The analysis of the research results showed a change 

in the level of ceruloplasmin in the blood of the examined individuals, in particular, a decrease in the 

initial values of the latter by 18% when compared with the indicators of healthy individuals. The study 

of the mechanism of histamine increase in the studied samples in HRA and familiarization with the 

literature sources allowed us to develop a method of therapy for the pseudoallergic condition in the 

examined individuals. The inclusion in the arsenal of probiotic therapy (bifudobactrim - 5 doses in the 

morning on an empty stomach), suprastin (suprastin 1 table 2-3 times a day) 0.01ml Gepon + 5ml 

NaCl 5-7days application, allowed to reduce the concentration of histamine in the blood and increase 

the activity of diamine oxidase in the blood against the background of an increase in the level of 

ceruloplasmin [21.23.25.26.27.28.30.31.32]. 

Consequently, the timely diagnosis of a pseudoallergic reaction is observed by us in the form of 

chronic recurrent aphthous stomatitis, which is an independent nosological form and is only a sign of 

the underlying disease caused by chronic intestinal disease. The inclusion of probiotics, suprastin, and 

gepon in the arsenal of therapy made it possible to stop the symptoms of the disease in a short time. 

LITERATURE 

1. Khabibova N.N. Characteristic features of free-radical processes and antioxidant protection in the 

oral cavity during chronic recurrent aphthous stomatitis// European Science Review. - 2018. - P. 

191-193. 

2. Khabibova N.N. Changes in biochemical and immunological indicators mixed saliva of patients 

with chronic recurrent aphthous stomatitis// Еuropean journal of pharmaceutical and medical 

research. –2018. – (5) 11. – P. 143-145.  

3. Хабибова Н.Н. Клинико-биохимические особенности течения псевдоаллергических 

вариантов хронического рецидивирующего афтозного стоматита// Проблемы биологии и 

медицины. – 2018. - № 4 (104). – C. 220-222.  

4. Хабибова Н.Н., Саидов А.А., Саидова М.Р. Сурункали рецидивирловчи афтозли стоматитда 

липидларни перекис оксидланишини ўзига хос хусусиятлари ва оғиз бўшлиғи антиоксидант 

ҳимоясининг ҳолати// Тиббиѐтда янги кун. – 2018. - № 3 (23). – Б. 61-63.  



CAJMNS              Volume: 04 Issue: 04 | Jul-Aug 2023  

 

 401 Published by “ CENTRAL ASIAN STUDIES" http://www.centralasianstudies.org 

 
 Copyright (c) 2023 Author (s). This is an open-access article distributed under the terms of Creative Commons 

Attribution License (CC BY).To view a copy of this license, visit https://creativecommons.org/licenses/by/4.0/ 

 

5. Хабибова Н.Н., Вахидова М.А. Оценка защитной системы слизистой оболочки ротовой 

полости при хроническом рецидивирующем афтозном стоматите// Вестник ТМА. –2019. -№ 

3. – С. 131-133. 

6. Хабибова Н.Н., Хабилов Н.Л. Роль адгезивных молекул в развитие афтозного стоматита// 

Stomatologiya. Ташкент. -2019. - № 3. – С. 32-36. 

7. Khabibova N.N. Clinical characteristics of patients with recurrent аphthous stomatitis// Annals of 

international medical and dental research. – 2019. – Vol. 5. Issue 5. - Р. 64-66. 

8. Хабибова Н.Н., Хабилов Н.Л. Оценка сосудисто-тканевых расстройств и регионарного 

кровотока при хроническим рецидивирующим афтозном стоматите// Новый день в 

медицине. - 2019. – 3 (27). – С. 262-266. 

9. Khabibova N.N., Khadjimetov A.А. Some occurrence aspects of chronic recurrent aphthous 

stomatitis of the oral cavity// Global Journal of Medical, Physical and Health Education. – 2019. - 

Vol. 7 (3). - P. 284-286. 

10. Khabibova N.N. Characteristic features of the biochemical indicators of mixed saliva in patients 

with chronic recurrent aphtosis stomatitis// Global Science Research Journals. - 2019. - Vol. 7 (8). 

– P. 521-526. 

11. Хабибова Н.Н., Олимова Д.В., Норова М.Б. Лечение начальных форм кариеса методом 

инфильтрации. // Тиббиѐтда янги кун. c2020. - № 4 (32). – Б. 290-292 

12. Habibova N.N., Olimova D.V. Features of clinical manifestations, diagnostics and treatment of 

glossalgy. // New Day in Medicine. –2021. - № 6 (38). – P. 96-98 

13. ХАБИБОВА Н.Н., ОЛИМОВА Д.В. THE EFFICIENCY OF GLOSSALGIA AND 

STOMATALGIA COMPLEX TREATMENT. // Электронный научный журнал «Биология и 

интегративная медицина» № 6 – ноябрь-декабрь (53) 2021. – С. 374-379 

14. KHABIBOVA, N. N., RUZIEVA, S. S., SHIRINOVA, K. K., & QURBONOVA, N. I. (2021). 

INFLUENCE OF NATURAL AND ARTIFICIAL FEEDING ON THE FORMATION OF 

DISORDERS OF TEETHING AND FORMATION OF OCCLUSION IN EARLY 

CHILDREN. Journal of Natural Remedies, 22(1 (1)), 87-91. 

15. Khabibova, N. N. (2018). Changes in biochemical and immunological indicators mixed saliva of 

patients with chronic recurrent aphthous stomatitis. Еuropean journal of pharmaceutical and 

medical research.–2018.–(5), 11, 143-145. 

16. Tailakova, D. I., & Khabibova, N. N. (2020). Determination of the immunological status of the 

oral cavity of the child population with congenital lip and palate in the studied areas. European 

Journal of Molecular & Clinical Medicine, 7(3), 3023-3026. 

17. Khabibova, N. N. (2019). Characteristic Features of Biochemical Indicators of Mixed Saliva in 

Patients with Chronic Recurrent Aphthous Stomatitis. Journal of Advances in Medicine and 

Medical Research, 1-7. 

18. Khabibova, N. N. (2019). Clinical characteristics of patients with recurrent аphthous 

stomatitis. Annals of international medical and dental research, 5(5), 64-66. 

19. Khabibova, N. N. (2021). Examination of patients with different forms RFL MMOC Sobirov Sh. 

S. 



CAJMNS              Volume: 04 Issue: 04 | Jul-Aug 2023  

 

 402 Published by “ CENTRAL ASIAN STUDIES" http://www.centralasianstudies.org 

 
 Copyright (c) 2023 Author (s). This is an open-access article distributed under the terms of Creative Commons 

Attribution License (CC BY).To view a copy of this license, visit https://creativecommons.org/licenses/by/4.0/ 

 

20. Nasullaevna, H. N. (2018). Characteristic features of free-radical processes and antioxidant 

protection in the oral cavity during chronic recurrent aphthous stomatitis. European science 

review, (9-10-2). 

21. Qurbonova, N., Khabibova, N., & Ikhtiyarova, G. A. (2020). Hygienic condition of the oral cavity 

and the level of hygienic knowledge of silk motor workers. European Journal of Molecular & 

Clinical Medicine, 7(3), 3027-3033. 

22. Khabibova, N. N., & Khadjimetov, A. А. (2019). Some occurrence aspects of chronic recurrent 

aphthous stomatitis of the oral cavity.Global Journal of Medical, Physical and Health 

Education, 7(3), 284-286. 

23. Хабибова, Н. Н., Вахидова, М. А., & Жабборова, Ф. У. (2016). Эффективность комплексной 

терапии генерализованного пародонтита у больных с ожирением. Наука молодых–Eruditio 

Juvenium, (2). 

24. Khabibova, N. N., & Akhmadaliev, N. N. (2019). Diagnosis and prognosis of chronic recurrent 

aphthous stomatitis. In 4th international eduindex multidiciplinary conference (p. 52). 

25. Khabibova, N. N. (2019). The importance of adhesive molecules in the development of aftosis 

stomatitis. Новый день в медицине, (4), 84-86. 

26. Хабибова, Н. Н. (2019). Динамическая оценка стоматологического статуса пациентов с 

рецидивирующим афтозным стоматитом. Медицинские новости, (11 (302)). 

27. Хабибова, Н. Н. (2010). Клинические и параклинические показатели крови и слюны у 

больных пародонтитом отягощенных ожирением. Врач-аспирант, 43(6.4), 510-514. 

28. Khabibova, N. N. (2019). Evaluation of vascular tissue disorders and regional bleeding under 

chronic reduced preparative atphosis.Proceeding of The ICECRS, 4. 

29. Khabibova, N. N. (2019). LOCAL HUMORAL FACTORS OF THE IMMUNE PROTECTION 

IN PATIENTS WITH CRAS. International Scientific Review, (1), 39-41. 

30. Хабибова, Н. Н. (2019). Включение пробиотиков в комплексное лечение хронического 

рецидивирующего афтозного стоматита.Методические рекомендации. Бухара, 29. 

31. Хабибова, Н. Н. (2019). Аралашган сўлакнинг биокимѐвий ва иммунологик 

кўрсаткичларини қўллаш йўли билан сурункали рецидив афтоз стоматитни эрта ташҳислаш 

учун дастур. 

32. Хабибова, Н. Н. (2019). Новый подход к диагностике, прогнозированию исхода лечения 

хронического рецидивирующим афтозном стоматитом. Методические рекомендации. 

Бухара, 28. 

33. Хабибова, Н. Н. (2018). Клинико-биохимические особенности течения псевдоаллергических 

вариантов хронического рецидивирующего афтозного стоматита. Проблемы биологии и 

медицины, (4), 104. 


