ISSN 2079-8334. Céim meouyunu ma odionozii. 2024. Ne 3 (89)

11. Stetsuk YeV, Kostenko VO, Shepitko VI, Goltsev AN. Influence of the 30-days central deprivation of testosterone synthesis
on the morphological and functional features of rat testicular interstitial endocrinocytes and sustentocytes. World of medicine and
biology. 2019;4(70):228-233. doi: 10.26724/2079-8334-2019-4-70-228-233.

12. Su SB, Chang HL, Chen AK. Current Status of Mumps Virus Infection: Epidemiology, Pathogenesis, and Vaccine. Int J
Environ Res Public Health. 2020;17(5):1686. doi: 10.3390/ijerph17051686.

13. Wu H, Wang F, Tang D, Han D. Mumps Orchitis: Clinical Aspects and Mechanisms. Front Immunol. 2021;12:582946.
doi: 10.3389/fimmu.2021.582946.

Crarrs Hagiimma 30.08.2023 p.

DOI 10.267224/2079-8334-2024-3-89-48-51
UDC 616.521-036.1-092-078:612.017

DETERMINATION OF CHANGES IN THE CONTENT OF PRO- AND ANTI-
INFLAMMATORY CYTOKINES IN PATIENTS WITH TRUE AND MICROBIAL ECZEMA

e-mail: yi.dobrzhanska@knmu.edu.ua

The widespread, long-term chronic course of the disease, the complex nature of the disorders and insufficiently studied
pathogenesis determine the interest in the problem of eczema. The purpose of this study was to study the features of changes in
the content of peripheral blood interleukins depending on the clinical course, severity and duration of eczema to determine the role
of the identified disorders in the development of the inflammatory process. In 40 patients with true and microbial eczema,
anamnestic and clinical features, the nature of the disease, as well as the use of highly sensitive ELISA determined the features of
cytokine status depending on the selected parameters. These features of cytokine imbalance, which depend on the clinical
manifestations of dermatosis, suggest their role in the development of exudative-destructive process in eczema. The concentration
of IL-2 in both groups decreased, and IL-4 increased, more pronounced in the 2nd group. The revealed disorders in microbial and
true eczema of the level of pro- and anti-inflammatory IL, and the correlation of interleukin parameters have pathogenetic
significance and determine the features of the clinical course of this disease.
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BU3HAYEHHS 3MIH BMICTY IIPO- TA ITIPOTU3AIIAJIBHUX IUTOKIHIB
Y XBOPUX HA CITPABXKHIO TA MIKPOBHY EK3EMY

[Ilupoke NOMMpPEHHs, TPUBAJIUI XPOHIYHMI mepedir 3aXBOPIOBAaHHS, KOMIUIEKCHMH XapakTep HOpYyIIeHb i
HEIOCTAaTHBO BUBYEHHI MATOTeHEe3 3yMOBIIOIOTh iHTEpeC 10 npobieMu ek3eMu. MeTor JaHOro DOCIiKeHHs OyJI0 BUBYCHHS
0co0IMBOCTEH 3MiHM BMICTy iHTepJIeHKiHIB nepu(epruyHOl KPOBi 3aJI€XKHO BiJl KIIHIYHOTO 1epediry, TSHKKOCTI Ta TPUBAJIOCTI
€K3eMHU I BU3HAYEHHS POJIi BHABJICHHX MOPYIIEHb Y PO3BUTKY 3amajibHOro mpouecy. ¥ 40 mauieHTiB 3 iCTHHHOIO Ta
MIKpOOHOIO €K3eMOI0 aHAMHECTHYHI Ta KIiHIYHI OCOOJIMBOCTi, XapaKTep 3aXBOPIOBAHHS, a TaKOX BHKOPUCTAHHS
BHCOKOUYTIHBOro IPA BH3HAaYamu 0COONMMBOCTI HUTOKIHOBOTO CTAaTyCy 3aJIEXHO Bijg oOpaHux mapametpiB. Lli ocoGmuBocTi
nucOamaHcy MUTOKIHIB, SIKi 3aJie)KaTh BiJl KIIHIYHHX MPOSBIB JA€PMAaTO3y, CBIAYATh MPO IX POJb y PO3BUTKY EKCYIATHBHO-
JIecTpyKTHBHOTO mpouecy npu ex3emi. Konmenrpamis 1JI-2 B o6ox rpymax s3HmkyBamacsi, 1JI-4 migsumryBamacs, Oinbin
BHpa)keHa CTaHOBWIA y 2-U rpymi. BusBieHi nopymeHHs npu MikpoOHIH Ta iCTHHHIN e€K3eMi piBHS IIPO- Ta IPOTU3ANAIBHOL
1JI, cmiBBiHOMICHHS OKA3HUKIB 1IHTEPJICHKIHIB MAIOTh MATOTCHETHYHE 3HAYCHHS T4 BHU3HAYAIOTh OCOOJIMBOCTI KJIIHIYHOTO
nepebiry 1boro 3aXBOPIOBaHHSL.

KurouoBi ciioBa: cripaBxHs ek3eMa, MiKpoOHa ek3eMa, IMyHHa CHCTeMa, IIUTOKiHHU, TATOTEeHE3 EK3EMH.

The study is a fragment of the research project, “Optimization of disorders of adaptation mechanisms in acute and
chronic dermatoses”, state registration No. 0119U002905.

The problem of studying the mechanism of eczema is one of the most relevant in modern
dermatology, due to the high level of morbidity, increasing the number of trigger factors, chronic recurrent
course, causing psychosocial maladaptation of patients [4, 6, 7].

Numerous studies indicate the complex nature of disorders of many body systems in patients with
eczema [3, 8, 10], but the leading role is given to genetically determined or acquired immune disorders [5].
The role of immune mechanisms in the development of dermatosis cannot be fully understood, because the
state of the cellular and humoral parts of the immune defense is characterized by multidirectional changes.
A special role in the development and course of exudative-destructive inflammation in the disease is played
by cytokines, the biological action of which is very diverse. Cytokines are one of the main regulators of
intercellular interaction, are actively involved in the implementation of the immune response, inflammatory
reactions and others. [2, 9].
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The purpose of the study was to determine changes in the concentration of pro- and anti-
inflammatory interleukins in the blood of patients with true and microbial eczema, depending on the stage
of the disease, as well as the severity and duration of the process.

Materials and methods. The study was performed in the city clinical dermatological and
venereological dispensary No. 5 in Kharkiv. Deontological aspects are resolved taking into account the
legislation in Ukraine and Model Regulations on the Ethics Commission, as amended, World Health
Association Declaration of Helsinki.

There were 40 patients with true and microbial eczema (28 men and 12 women) aged 19 to 64
years. The duration of the disease varied significantly and averaged 4.8+0.4 years.

To characterize the severity of eczema, a scoring system was used (to quantify the severity of the
process at the initial examination, in the dynamics of observation of patients, as well as in the subsequent
mathematical processing of the data) (Bocharova, 1994).

The average severity was 2.63+0.08 points.

According to the course of dermatosis, patients were distributed as follows: inpatient course was
observed in 24 (59 %) patients, progressive slowly progressive course —in 6 (16 %) patients, progressive
course with rapid progression —in 10 (24 %) patients. Inpatients of reproductive age were dominated by
stationary dermatosis — 14 (36 %) patients, progressive course with slow progression was observed in
2 (5 %) patients, progressive course with rapid progression — in 4 patients (10 %), while in patients older
than 45 years there was a tendency to increase the incidence of progressive: slowly progressive —
6 (15 %) patients, rapidly progressing — 6 (15 %) patients, and 10 patients with inpatient eczema
accounted for 25 %.

According to the degree of skin lesions, limited forms of dermatosis were observed in 23 (57 %)
patients, common — in 17 (42 %) patients. The area of the lesion was distributed as follows: lesions up to
10 % of the total area of the skin — 7 (18 %) patients, from 10 to 30 % — 15 (38 %) patients, from 30 to
50 % — 12 (28 %) patients, from 50 to 75 % — 6 (15 %) patients.

The clinical picture in patients with true eczema was characterized by the presence of 13 (32.5 %)
patients with dyshidrotic eczema. In 3 (7.5 %) patients pruriginous eczema was detected. Lichenified
eczema presented in 4 (10 %) patients.

Microbial eczema was detected in 20 patients: 10 patients (25.0 %) with varicose eczema and 10
patients (25 %) with paratraumatic eczema were observed. The process in 13 patients was accompanied by
itching, in the presence of ulcers (in 4 patients) — a sharp pain. The occurrence of varicose eczema was
facilitated by the varicose symptom complex in 8 patients. Paratraumatic eczema arose on the periphery of
a trophic ulcer of the tibia in 4 patients, in the area of postoperative cult in one patient, around the fistulous
course in two patients, after injury in 12 patients.

Cytokine profile (IL — IL-2, IL-4, IL-6, IL-8, IL-10) was studied in 40 patients with eczema.
Enzyme-linked immunosorbent assay was used in the study of interleukins.

Results of the study and their discussion. We studied the content of pro-inflammatory (IL-2, IL-
6, IL-8) and anti-inflammatory cytokines (IL-4, IL-10) in patients with true and microbial eczema in
exacerbation and remission.

As a result of studies conducted in patients with true and microbial eczema in general (Table 1)
found a significant deviation of the content of IL from healthy individuals.

Table 1
The level of IL (M = §) in the blood of patients with various forms
of eczema in the acute stage

fnd /i Patients with various forms of eczema Control 10

ndex, pcg/m ontrol group, n=
beg True, n=20, 1gr Microbial, n=20, 2gr group
IL-2 22.61+2.81% 19.06£1.23* 13.74+2.36
1L-4 18.65+1.73 25.88+2.31% 12.01£1.79
1IL-6 18.78+1.97 26.12+£2.93 21.86+1.74
1L-8 28.35+3.52 38.91+3.82* 24.94+1.32
1L-10 25.45+2.59 28.54+2.69 21.64+2.50

Note. The differences are significant between the indicators in patients and individuals in the control group at p < 0.05 — *, p
<0.01 — **.

The level of IL-2 in patients with true and microbial eczema in the acute stage in the blood serum
exceeded (p<0.05), similar parameters in the control group. Also, the level of IL-6 significantly exceeded
(p<0.01) parameters in the control group. However, the level of IL-8 in patients with true and microbial
eczema in the serum slightly exceeded (p <0.05), the parameters in the control group.
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In patients with true and microbial eczema in the acute stage, the content of IL-2, IL-4, IL-6, IL-8,
IL-10 in the blood was higher compared to the control group with almost healthy patients.

The dynamics of cytokines in patients with eczema depending on the duration of the process are
presented in table 2.

Table 2
The level of IL (M+9) in the blood of patients with different duration of eczema
Patients with different duration of eczema, years
Index, pcg/ml Control group, n=10
before 5, n=20 above 5, n=20
True eczema 1IL-2 20.31+2.31* 25.06+1.13* 13.7442.36
1L-4 17.03£1.23 29.18+3.31* 12.01£1.79
IL-6 16.78+1.87 28.92+2.33 21.86+1.74
IL-8 30.35+3.82 39.98+3.05* 24.94+1.32
IL-10 26.95+2.96 30.58+2.89 21.6442.50
Microbial eczema IL-2 28.65+3.51* 27.66+1.53* 13.7442.36
1L-4 24.15+1.95 30.88+2.38* 12.01+1.79
1L-6 26.28+2.07 29.92+2.95 21.86+1.74
IL-8 34.25+£3.42 41.01+3.12* 24.94+1.32
1L-10 29.14+2.49 34.54+2.19 21.6442.50

Note. The differences are significant between the indicators in patients and individuals in the control group at p <0.05 — *,
p <0.01 — **,

In patients suffering from microbial and true eczema for up to 5 years, the level of IL-10 increased
in the serum for more than 5 years (p<0.01) compared with healthy individuals. The IL-2 content was
almost unchanged (p<0.05) and was not associated with disease duration.

The concentration of IL-4 in the blood increased with the term of dermatosis for more than 5 years.
IL-6 levels increased significantly only in patients over 5 years in the evening. Also, patients increased the
content of IL-8 with a disease duration of more than 5 years (p<0.01).

Comparison of the average values of cytokines in groups of patients depending on the duration of
dermatosis revealed a significant difference between the content of I1L-2, IL-4, IL-6, IL-8, and IL-10 with
a duration of eczema up to and over 5 years (p<0.05).

Thus, the study found significant violations of the cytokine profile of the blood in 84.5 % of
patients with true and microbial eczema, which were manifested by an imbalance of pro- and anti-
inflammatory IL. Also, in patients with true and microbial eczema, significant differences were found.
However, divergent changes have been identified.

An increase in the content of increase in IL-4 in 2.6, decrease in IL-2 in 1.9, normal value of IL-6
compared with similar indicators of the control group.

Normal level of IL-2, IL-4 content and increase in 2.5 years, increase in 1L-6 in 2.2 years, increase
in IL-8 and IL-10 in 2.3 and 3.1, respectively. In the 2nd group patients found a slight decrease in the
content of IL-2 and IL-6, an increase in IL-4 in 3.5 years, IL-8 in 2.6 and IL-10 in 3.7. Comparison of
quantitative changes in the cytokine profile in patients revealed a decrease in the level of IL-2 and an
increase in IL-4 in patients of the 2nd group. compared with patients in the 1st group.

By acting on T and B cells, proinflammatory ILs are regulators of the immune response. The
decrease in the level of IL-2, found in a study (especially in patients of the 2nd group), inducing T cell
proliferation, maturation of cytotoxic T lymphocytes, proliferation and differentiation of B lymphocytes,
explains the existence of secondary immunodeficiency in eczema, previously established by researchers
[1, 12]. IL-2 is secreted primarily by Th-lymphocytes (mainly Thl) and is required for the generation of
Th1 and Th2 cells, it potentiates the production of characteristic cytokines that are synthesized by these
differentiated cells [3, 11].

Increased levels of anti-inflammatory IL in patients with eczema indicate a predominance of the
Th2-immune response in dermatosis, but may also be aimed at the proliferation of T lymphocytes due to a
decrease in IL-2, which is secreted mainly by Thl cells. The mechanisms of activation of the
proinflammatory cytokine system probably play a role in the autoimmune processes characteristic of
eczema, as well as the imbalance of the oxidative homeostasis system, which usually accompanies the
exacerbation of the disease.

Features of cytokine imbalance, depending on the clinical manifestations of dermatosis, which
suggests their role in the development of exudative-destructive process in eczema. The concentration of
IL-2 in both groups decreased, IL-4 increased, more pronounced in the 2nd group. In the 1st group the
value of IL-2 increased (p<0.05), whereas in the 2nd group — significantly decreased during the day
(p<0.05-0.01). The content of IL-4 in the blood of patients with the 1st gr. increased o for the duration of
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eczema up to 5 years, more pronounced for the duration of more than 5 years (p<0.01), 2nd group increased
regardless of the duration of the disease, more significant for more than 5 years (p<0.05-0.01). At patients
of the 1st gr. the level of IL-6 increased in the presence of dermatosis up to 5 years, during the day — with
the duration of dermatosis over 5 years, 2nd group, on the contrary, decreased only with the disease up to
5 years (p <0.05).

Correlation analysis revealed a positive relationship between anti-inflammatory and inflammatory
cytokine levels (in the 1st group r=0.79, (p<<0.01); in the 2nd group r=0.56, (p<0.01) and the clinical form
of the disease (in the 1st group r=0.61, p<0.01, in the 2nd group r=0.79, p<0.01), duration (in the 1st group
r=0.68, p<0.01; in 2nd group r=0.51, p <0.01), IL-4 and duration (in the 1st group r=0.49, p <0.05; in the
2nd group 1=0.76, p <0.01).

7.7 A

The revealed disorders in microbial and true eczema of the cytokine profile of blood with
significant changes in the level of pro- and anti-inflammatory IL, decrease in the content of the main T-
cell factor regulating IL-2, correlation of interleukin parameters with clinical forms of dermatosis and
duration of the process. pathogenesis of this disease. The peculiarities of cytokine imbalance, which depend
on the clinical manifestations of dermatosis, have been established, which suggests their role in the
development of the exudative-destructive process in eczema. Violations of the cytokine profile of blood
with eczema with significant changes in the level of pro- and anti-inflammatory IL, decreased content of
the main T-cell factor regulating IL-2, correlation of interleukin and hormonal parameters require
involvement in complex therapy of drugs that normalize immune regulation. Features of cytokine
imbalance, depending on the clinical manifestations of dermatosis, as well as a close correlation have been
established.
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