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This article was devoted to one of the most common oral diseases - chronic recurrent aphthous 
stomatitis (CRAS). Predicting the next relapse of lesions is very difficult, it is impossible to predict and 
aggravate the process, that is, the transformation of Mikulich’s aft to a more severe degree – 
scarringrashes - Seth's aphthaeus, herpetiform ulceration of Cook. The problem is further complicated 
by the fact that so far no measures of communal prevention of diseases of the SARR have been 
developed. From 2016 to 2018, at the Department of Dentistry at the Bukhara Medical Institute. We 
examined more than 200 patients with seasonal allergic rhinitis — 112 patients (group 1) and 88 
patients with chronic recurrent aphthous stomatitis (CRAS) (group 2).  
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INTRODUCTION 
 
For many years in clinical practice, patients seeking 
dental care with diseases of the oral mucosa (SOPR), 
represent one of the most difficult problems in dentistry 
due to difficulties in diagnosis and treatment [1,2,3,4,5]. 
The problem is further complicated by the fact that so far 
no measures of communal prevention of diseases of the 
SARR have been developed [6,7,8]. According to the 
WHO, aphthous stomatitis affects up to 20% of the 
population. According to other researchers, about 20% of 
the population suffers from aphthae at one or another 
period of life, while the majority of patients range from 20 
to 40 years. 

According to many authors [9, 10, 11, 14], the etiology 
and pathogenesis of CRAS is based on an autoimmune 
theory, which allows to associate the occurrence of 
pathological elements with impaired cellular and humoral 
immunity, both local and general. In 2017, NB Petrukhina 
was able to suggest the allergic nature of the onset of 
CRAS. As an allergen, there can be food products, dust, 
toothpastes, worms and their metabolic products 
medicinal substances. A number of authors widely 

discuss the issue of the allergic genesis of the disease 
[12,13]. Based on the foregoing, it is safe to say that the 
etiology and pathogenesis of chronic recurrent aphthous 
stomatitis has not been fully elucidated to date. The 
emergence of aft, severe pain, sleep disturbance, 
headache, carcinophobia, which ultimately leads to a 
decrease in the quality of life of patients and requires its 
solution. Therefore, HRAC is currently an important 
medical and social problem. 

The purpose of this study was to study changes in 
the level of diaminooxidase in patients with aphthous 
stomatitis and allergic rhinitis. 
 
 
MATERIALS AND METHODS  
 
From 2016 to 2018, at the Department of Dentistry at the 
Bukhara Medical Institute. We examined more than 200 
patients with seasonal allergic rhinitis — 112 patients 
(group 1) and 88 patients with chronic recurrent aphthous 
stomatitis (CRAS) (group 2). This took into account the 
clinical symptoms of the disease, allergic history; allergy 
screening data; laboratory test data (increase in total IgE). 
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Diagnosis was also made when patients had complaints 
such as: the occurrence of itching and aft of the tongue or 
oral mucosa, abdominal pain, after many multiple 
episodes of clinical manifestations of allergy to some 
products. 

Method for determination of diamine oxidase (DAO): 
measurement of the concentration of diamine oxidase in 
serum was carried out by ELISA on an enzyme 
immunoassay analyzer COBAS-411 (ROSH). The study 
of histamine was carried out from a deproteinized sample 
with organic solvents in the presence of NaOH and NaCl 
(to bind AA) with stripping to acid. Components were 
identified by GC-MS. For the determination of histamine, 
calibration solutions were prepared with concentrations of 
0. 1.0. 5, 1. 0.5. 0.10.0 ng / ml in 0.1 HC1. Histamine is 
eluted with 4 ml of 0.1N. hydrochloric acid at the speed of 
the elution solution of 0.4 ml / min. Results are expressed 
in μmol / L. The research results are processed using the 
criterion of t-Student. 
 
 
RESULTS AND DISCUSSIONS 
 
After analyzing the questionnaires in patients of both 
groups, the following clinical manifestations of intolerance 
to products with a high content of histamine were 
identified. In the 2nd group, only 16 (13.6%) of the 
patients examined found more than2 signs, histamine 
tolerance often suffer from cyclic headaches and OTG 
dysmenorrhea, which indicates a high probability of this 
syndrome. In the 1st group, seasonal allergic rhinitis 
(SAR) only in 3 (2.9%) patients revealed more than 2 
signs characterizing OTG. flatulence, rhinorrhea, nasal 
congestion, urticaria. The most frequent complaint 
presented by patients is flatulence in 10 patients of the 

2nd group. Symptoms such as nasal congestion, 
rhinorrhea were found only in patients of the 2nd group. 
In both groups, the level of diamine oxidase was 
determined. The frequency of occurrence of the 
syndrome of low tolerance to histamine in the 2nd group 
is 2.5 times more than in the 1st group. 

The decrease in the utilization of histamine, which 
comes from food, causes the presence of symptoms in 
these patients throughout the year and explains the more 
severe course of food allergies. 

From the analysis of patient questionnaires it is clear 
that the most frequent symptoms that occur after eating 
foods with a high level of histamine are: flatulence. 

Analysis of the obtained research results showed that 
in patients of group 1 there was an increase in the level 
of histamine in the oral fluid by 30%, while in patients of 
group 2, an increase of 92%. Examination of the level of 
histamine in the blood of the examined persons, its 
increase was revealed in patients of group 1 — by 26%, 
in patients of group 2 — by a factor of 2. The increase in 
the concentration of histamine in the blood of the 
examined persons was due to a decrease in the activity 
of histaminase in the blood. 

So the activity of diaminooxidase in the blood of the 
examined individuals of group 1 was reduced when 
comparing the control group by an average of 1.5 times, 
patients of the second group 3.4 times. 

An increase in histamine levels may be due to its 
release as a result of direct (non-selective, cytotoxic) and 
indirect (selective, non-cytotoxic, selective) effects of the 
liberator. Histaminat in this situation may be attributed to 
some food products (fish, tomatoes, egg white, 
strawberries, strawberries, chocolate). Nonspecific 
histamine liberalization is accompanied by an increase in 
serum histamine levels.

 
 
Table 1: Indicators of histamine in the blood, oral fluid, urine and blood diamine oxidase activity 
 

Surveyedgroups Histamine in 

the oral fluid 

μmol / l 

Histamine in the 

blood 

µmol / l 

Histamine in urine 

μmol / l 

Diamine 

oxidase 

blood IU / ml 

Healthyfaces n = 18 8,01+ 0,56 1,57±0,02 3,13±0,01 14,6±0,98 

Patients with allergic rhinitis (1 g) n = 121 10,38+0,98 1,98±0,021 5,68±0,42 10,0±0,76 

Patients with aphthous stomatitis (group 2) n = 88 15,34+1,12 3,18±0,23** 11,78±18** 4,25±0,32* 

 

Note: * - significance of differences p <0.05 

 
 
An increase in the level of histamine can be associated 
not only with its excessive liberalization, but also with 
violations of histamine inactivation. It is known that 
inactivation of histamine is accomplished in several ways: 
by oxidation with diaminooxidase, monoamine oxidase, 
nitrogen methylation in the ring, histamine-fox properties 

of the plasma, binding by glycoproteins, and isopholes. 
The inactivation processes at these levels are violated in 
the following cases: when the monoamine oxidase 
content decreases, conditions are created for the blood to 
be thrown from the portal system into the general 
bloodstream, the   intestinal   mucosa   is increased, with  
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conditions for the excessive absorption of histamine, with 
an excess flow of histamine in the intestine taking 
medication or foodstuffs with properties of 
histaminoliberation, receipt or frequent, prolonged use of 
products with a high content m histamine, tyramine, 
gistaminoliberatorov. Excessive formation of histamine 
and tyramine is possible with intestinal dysbiosis, due to 
intestinal microflora with decarboxylating activity. Thus, 
an increase in the concentration of histamine in the body 
is associated with a violation of its inactivation 
mechanisms and eating foods containing histamine and 
other amines (for example, tyramine, phenylethylamine) 
significant amount. These are fermented cheeses, wines, 
fermented and canned products, such as: pork liver, dried 
ham, salted (pickled) cabbage, sausages, canned fish, 
spinach, tomatoes, brewer's yeast, pickled herring, 
avocado, chocolate, cocoa beans and others. 

Liberation of mediators (histamine in the first place) 
leads to the expansion and stagnation of blood in the 
capillaries, increasing the permeability of their walls. 
Clinically, these processes are expressed by the 
appearance of hyperemia and itching of the skin, 
urticaria, angioedema and aphthous stomatitis. Thus, 
Histamine Low Tolerance Syndrome is found in patients 
with cross-food allergy than in patients with seasonal 
allergic rhinitis. This is due to the presence of cross-food 
allergies in patients. 
 
 
CONCLUSION 
 
Consequently, the timely diagnosis of a pseudo-allergic 
reaction, which we observe in the form of chronic 
relapsing aphthous stomatitis, is of practical importance, 
since most often they are not an independent nosological 
form, but are only a sign of the underlying disease 
caused by chronic bowel disease, liver and oral mucosa, 
and in general the whole body. 
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