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1. YoockoHaneHHS NepCOHANiI30BaHOi AiarHOCTUKY Ta JIIKYBaHHS XBOPUX Ha aTONIYHMAN I€PMAaTUT 3 ypaxyBaHHSIM

€HJIOTOKCHH-OIIOCEPEIKOBAHUX (PaKTOPiB iMyHOIIATOTE€HE3Y

2. Improvement of personalized diagnostics and treatment of patients with atopic dermatitis given endotoxin-
mediated factors of immunopathogenesis

Pedepar:

1. MeTor0 mocminkeHHs 6yJ10 YI0CKOHAIEHHS [1epCOHAI30BAHOI 1ialrHOCTUKY Ta JIiKyBaHHS XBOPUX Ha aTONIYHUMN
IEepPMaTUT IJISIXOM BUIiJIEHHS TPYII NalieHTiB 3 iMyHOIJ100yJ1iH E-3a1€5KHOI0 (€K30I€HHOI0) i1 iMyHOr106yJ1iH E-
HEe3aJIeXXHOIO (EHIOr€HHOI0) (pOpMaMu, iIMyHONIAaTOT€HETUYHO OOYMOBJIEHOTO IPU3HAYEHHS TPOOIOTHKIB HA OCHOBI
BM3HAYEHHS KJIIHIYHMX KPUTEPIiiB, TapaMeTpiB LKIPHMX NPUK-TECTIiB, KOHILEHTpaLil LUTOKIHIB y nepudepuyHin
KPOBIi 3 ypaxyBaHHSM 10JiMopQi3My reHiB penentopis eHpotokcuny CD14 /TLR-4. V nocnigkeHHs 6yu BKIIOYEH]
96 mopocMX XBOPUX Ha aTOMIYHUM fepMaTUT. I'pyny KOHTpoJito ckianu 90 310poBux oci6. ['eHeTUYHi
IOOCJIiIKEHHS [T0Ka3aJjy, 0 PU3MK PO3BUTKY aTOIIYHOIO AEPMATUTY HOCTOBipHO nigsuimenni (P=0,033) npu

npesasoBanHi aznesns C nonximopdHoi ginsuku CD14 penenrtopa. 3a HasiBHOCTI reHoturty CC n1i1s NalieHTiB 3



iMyHOIJ100yJ1iH E-3ay1€;)KHMM aTONIYHMM AE€PMATUTOM XapaKTePHi BUCOKI PiBHi 3araJibHOTO iMyHOIJ100y1iHy E,
iHTepselkiny-5 Ta Hu3bKi - iHTepelkiny-10, Tpancdopmytodoro dakTopa poCcTy-O0 MOPIBHSIHO 3 iHIIUMHI
reHOTUIIaMU. 3HVKEHHS PU3MKY PO3BUTKY sK iMyHOT106yJ1iH E-He3aneXHoro, Tak i1 iMyHOr00y1iH E-3aexHoro
aTOIIYHOTO AEPMATUTY ACOLI0ETLCA 3 TPeBAIIOBaHHAM Y nonyanii reHorumnis CT i TT. 3MeHIIeHn pU3uK
PO3BUTKY aTOIIYHOI'O AEPMATUTY 3a HASBHOCTI ajiesid T xapaKTepusyeTbCs HU3bKOIO KOHLEHTPALLIEI0 iHTepIIeNKiHY -
5 Ta BUCOKOIO - iHTepJielikiny-10, TpaHcdopmytodoro akTopa poCcTy-O MOPiBHSIHO 3 TOMO3UTOTHUM reHotunom CC.
HonasanHs nmpobioTuka (Lactobacillus acidophilus (LA-5), Bifidobacterium animalis subsp. Lactis (BB-12)) no
CTaHJapTHOI Teparii 3axBoproBaHHS (Masb (puroTrkaszony npomioHat 0,005 %, eMosieHT) TpOTArom 28 [HiB 3HAYHO
nigBuIye epeKTUBHICTD JIIKYBaHHS iIMyHOTJI00YJIiH E-3a/1€5KHOro aTomivHoro epMaTuTy Y XBopux 3 reHotuniom CC
(C-159), mo niaTBepAXKyeThCS KIiHIYHUMU (BocToBipHe 3HWKeHHs (P<0,05) inpexciB SCORAD Ta DLQI) i
iMyHOJIOTiYHUMU KpUTepismu (gocToBipHe (P<0,05) 3MeHIIeHHS iHTepeiKiHy-4 Ta MigBUIEeHHS
TpaHcOpmMy040ro pakropa pocTy-a).

2. The search for personalized methods of diagnosis and treatment of atopic dermatitis due to its high prevalence,
heterogeneity of pathogenesis and resistance to standard treatment in modern dermatology is of high medical and
social importance. Endotoxin of gram-negative bacterial is one of the major regulators that affects the
development of allergy and atopic dermatitis. Determining the effect of endotoxin and its receptor polymorphism
on immunopathogenesis, the risk of developing atopic dermatitis can greatly increase the effectiveness of
diagnosis and treatment of this disease. Stage 1included a cross-sectional study analyzing clinical indicators: age,
gender, severity and quality of life criteria, age characteristics of the onset of AD development, hereditary
parameters, comorbidities, frequency of exacerbations depending on season, frequency of exacerbations under
the influence of trigger factors, frequency of concomitants allergic diseases, frequency of sensitization to the main
allergens according to allergoamnesis; instrumental: detection of sensitization to major mixtures of allergens and
food according to skin prick tests; immunological: determination of TNF-g, IL-2, o-IF, IL-4, IL-5, IL-10, TGF-no levels in
peripheral blood. In stage 2, the study of the association of endotoxin receptor gene polymorphism (C-159-CD14;
A-896G-TLR-4, 1196 C> T-TLR-4) with determination of cytokine profile (TNF-n, IL-2, o -IF, IL-4, IL-5, IL-10, TGF-n) in
the total population studied and depending on the distribution of exogenous and endogenous phenotype of AD. In
stage 3, an open-label, controlled, randomized clinical trial was conducted in 6 parallel groups for 28 days, with the
inclusion of 37 AD patients. To study the effect of probiotic (Lactobacillus acidophilus (LA-5), Bifidobacterium
animalis subsp. Lactis (BB-12)) on the severity of the disease, quality of life and immune parameters with regard to
CC and CT genotypes, all patients were divided into 3 groups for both exogenous and endogenous AD. The first
group selected patients with the genotype CC (C-159T), who received standard therapy (ointment fluticasone
propionate 0.005% - 2 times a day, loco bite of the ripe - 2 times a day) and probiotic (Lactobacillus acidophilus
(LA-5), Bifidobacterium animalis subsp. Lactis (BB-12)- 1 capsule 2 times a day day). The second group included
patients with the CC genotype who received only standard therapy. The third group was represented by patients
with the genotype TT (C-159T) who received standard therapy and a probiotic. The SCORAD and DLQI indices
were evaluated at the time of randomization (day 0) at days 14 and 28. IL-4, IL-5, IL-10, TGF-no cytokines were
determined on the day of randomization and on day 28. Results and conclusions. The dissertation is devoted to the
improvement of personalized diagnostics and treatment of adult patients with atopic dermatitis by studying
clinical, instrumental, immunological criteria of stratification for exogenous and endogenous form and
determination of the risk of developing the disease and endotoxin-mediated immune pathogenesis. The results
showed that the incidence of exogenous atopic dermatitis is 35,4 %, endogenous - 64,6 %. Additional clinical
criteria for stratification of endogenous and exogenous atopic dermatitis may be patients’ age and onset of disease.
Patients' age of endogenous atopic dermatitis was significantly greater (p=0,028) compared to exogenous ones.
The onset of AD in patients with endogenous form in the age group of 31 to 60 years was reported in 25,8 %, which
was significantly different (P=0,034) compared with exogenous (5,8 %). Immunological studies have shown that
chronic inflammation is associated with a significant (P<0,05) increase in peripheral blood tumor necrosis factor o,
mediators of the 1/2 immune response (interferon-n, interleukin-2, 4, 5) and a decrease in suppressive cytokines
(interleukin-10, transforming growth factor-o) compared to control. The endogenous form of atopic dermatitis,



unlike exogenous, is characterized by a significant (P<0,05) increase in the level of tumor necrosis factor o in the
peripheral blood compared with the control group. However, there are no significant (P>0,05) differences in the
concentration of type 1/2 cytokines and suppressive mediators between exogenous and endogenous atopic
dermatitis.
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