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Pedepar:

1. lncepraliiio IpyUCBsYEHO BUPIIIEHHIO aKTyaJIbHOI IPO6JIeMH IepMaToJIorii, a came - MifiBUIIeHHI0 e(PeKTUBHOCTI
KOMIIJIEKCHOTO JIIKyBaHHS aJIeprofepMaTo3iB Ha IifiCTaBi 305CyBaHHS B3a€MO3BOI3KY MK MyTaLiamu reny FLG Ta
0COOIMBOCTSIMY KJIiHIYHUX IIPOSIBIB, PO3POOLi METOMIB KOPEKLii BUSBJICHUX [IOPYIIEHb. [ JOCSATHEHHSI METH Y
TOCJIiIPKEHHS OyJ10 3a/Iy4eHO 42 XBOpUX Ha aTtonivyHuil gepmatut (AJl) ta 40 nauieHTis 3 icTuHoI0 ek3emoro (IE), sxi
nepebyBasu Mif crioctepeskeHHsIM y KiiHini IY «lactutyt gepmarosorii Ta BeHeposorii HAMH Ykpainu». s
OJlEP>KaHHs Oi/IbII JOCTOBIPHUX PE3YJbTATiB OLIiHKM OCOOJIMBOCTEN KJIiHIYHUX NIPOSBIB Ta aHAMHE3Y 3aXBOPIOBAHHS,
PETPOCIIEKTUBHO 6YJI0 IPOAHai30BaHO iCTOPii XBOPOO 26 XBOPUX HA aTOMIYHUIA AEPMATUT Ta 22 — HA €K3eMY, SIKi
JIIKyBa/IMCSl y 3a3HaUYE€HOMY 3akjai 3a nepiog 2013-2023 pp. Otxe, ycboro gociimkysasocs 130 ocib (68 xBopux Ha



AJl ta 62 - IE). Y mocnigkeHHi BU3HavyanIy KJIiHi4Hi IposIBY Ta nepedir aneprogepMaTosiB y XBOPUX 3 MyTaLliIMU
reny FLG ta 6e3 HuX, Mikpo6ioTH4YHMH cTaH Ta i3iosIoriyHi 3MiHM IIKipU XBOPUX HA ajleprofiepMarosy,
MOp(oJIOrivHi 3MiHU y LIKipi eKclieprMeHaJIbHUX TBAPMH I1iCJIsl HAHECEHHsI TOIYHUX CTEPOiLiB, pe3yibTaTu
By3bKOCIIEKTpOBOi UVB-Teparnii XxBopux, €(peKTUBHICTb BUKOPUCTAHHS €MOJIIEHTIB Y XBOPUX HA aJIEPrOfepMaTo3n
1sIXoM (poHopopesy.Jliis BUPilleHHs [TOCTaBJI€HUX 3aBIaHb BUKOPHUCTOBYBAJIM 3arajlbHO KJliHiYHi, MOp(OoIorivHi,
MOJIEKYJISIPHO-T€HEeTHYHi, iIHCTpyMeHTaJIbHi, MiKpobioJioriuni MeTonu mociigkeHHs. OTpUMaHi pe3yibTaTi
nifmaBany CTaTUCTUYHIN 06pobLi. Cepern 68 XBOpUX Ha aTONIYHMI JEepMaTUT XXiHOK 6yJ10 37 (54,4 %), 40m0BiKiB - 31
(45,6 %). I3 62 nauieHTIiB 3 eK3eMOI0 KiHOK 6y710 35 (56,5 %), 4osI0BiKiB - 27 (43,5 %). Bik naijienTiB konuBagscs Bif 18
10 73 POKiB, y cepegHboMY - 48,2 + 6,7 poKy. Y XBOpUX peTeJIbHO IPOBOAMBCS 306ip aHaMHe3y: BiK 104aTKy
3aXBOPIOBAHHY; €THIYHA HAJIEKHICTh; CE30HHICTh; HASIBHICTb CYIYTHbOI I1aTOJIOT], CIIaIKOBICTb, BCTAHOBJIEHHS
IIPOBOKYIOUMX (PAKTOPIB. Y pasi HEOOXiTHOCTI NalieHTH 6y KOHCYJIbTOBaHI JIiKapsSMU iHIINUX cHeljaabHOCTeN. [y
IIPOBEJIEHHS aHali3y KJIiHIKO-aHaMHECTUYHUX JAaHUX yCi NalieHTy 6yau nopineHi Ha Asi rpynu. Ilanientu 1 rpynu
masnu myTauii B reni FLG 2282del14 npu An/J] (49 oci6). [TaniienTamu 2 rpynu ctanu xBopi Ha AnJl 6e3 myTauiii (81
oco6a). Y BUOOPpLi XBOPUX Ha ajJleprofilepMaTo3u 3 MyTatlieto B reHi FLG 6yJ10 Bij3Hau€HO Pi3Hi FeHOTUIIYHi
BapiaHTU: reTepo3uroTu (81,6%) Ta romosurotu (18,4%) 3a genenieto 2282dell4. Ilpu LboMy 3araabHa KiJIbKiCTb
XBOPUX Ha aTOMiYHUI nepMmaTuT 3 myTauieio FLG nocsrana 26,2%, xBopux Ha icTuHy exk3emy — 11,5%. Kiinivyni
IOCIIiIPKEHHS XBOPYX Ha aJIeprofepMaTo3y JO3BOJINJIM BUSBUTH TIE€BHI BiIMIHHOCTI y KJIiHIKO-aHAMHECTUYHUX
IAHUX y pasi HasiBHOCTI MyTauii 2282dell4 y reni FLG. 3okpema, 6isbll paHHiN [e6I0T 3aXBOPIOBAHHS (Y PAHHbOMY
IuTUHCTBI (51,0%) Ta 1oHOoCTI — 30,6%), 6inbLIiN CI1aIKOBIN CXUJIBHOCTI, MiABUILEHIN YaCTOTi BAHMKHEHHS Y XBOPUX
Ha aTOIIYHUI IepMaTUT Ta iICTUHHY eK3eMy ceHcubimnizaLii o asepreHiB nodyrosoro numuy (61,2% ta 40,7%),
Xap4yOBUX aJIEPreHiB, IyX0BO-MipOsHMUX BUPOOIB (83,7% Ta 66,7%) i TBapuH (85,7%% Ta 66,7%, BinnosigHo). Takox y
XBOPUX 3 MyTalieto redy FLG Bif3HaueHO 6ibllly BiTHOCHY KiIbKiCTh BUNAKiB 6poHxianbHOI actMu (14,3% Ta 2,5%),
aneprigyHoro puHITY (16,3% Ta 6,2%) Ta anepriyHoro KOHODIOHKTUBITY (20,4% a 6,2%, BiIIOBiIHO), a TAKOX YacTille
IIpUEHAHHS BTOPMHHOI iH(eKLii.Y XBOpuX Ha aToniuHu# fepMaTut 3 MyTallieto B reHi GLF Ta 6e3 Hei 3a innekcom
SCORAD Baskkuit nepe6ir BinzHavascst B 50% Ta 38,2% BifmnosigHo. Y XBOpUX Ha iCTHMHY ek3eMy 3a ingexc EASI
TSDKKU 1epe6ir 6yB y 46,7% Ha 36,2% BinnosinHo. Cepen 06'€eKTUBHUX KIIIHIYHUX CUMIITOMIB IIPUBEPTAJIO yBary
nepeBakaHHA B 1,4 pa3y CyxocCTi y XBopux 3 myTauieo FLG, HaBiTb Ha HEypa)KeHUX HiSHKaX WKipU. Y TaKuX
Nali€HTIB CIIOCTEPIrasocs BUpaKeHe IPiOHOIIaCTMHYACTE JIYIEHHS HE JIMIIE B OCEPEIKax yPaKeHHs, ajle 1 Ha
BCii1 [TIOBEPXHI 1IKipy. KpiM TOro, 3a3HayeHa MyTallisl CIIPUYMHAIMN [TIOPYLUIEHHS CHY HaBITh Y II€pioAy peMicii.
I[Tepebir Anll 9acTo CynmpOBOIKYETHCS 3MiHOI0 MiKDOGHOTO [EeM3aXy 3 IOSIBOI0 TPAH3UTOPHUX Ta IIepeBa’kaHHIM
OKpPEMUX BUJIiB iHAUT€HHUX MIKpOOPraHi3miB. Tomy, 1151 MiATBEpIyKEHHS LUX JaHUX HaMU 0yJI0 IIPOBEIEHO
BHBUYEHHS SKiCHOT'O Ta KiJIbKiCHOI'O CKJIaZly YPa)K€HUX LiJISTHOK Ta iHTAKTHOI WKipy 79 XBOPUX Ha aJIeprofepMarTo3un
(37 mauienTis 3 AJl Ta 48 xBopux Ha IE), a TaKOXX KOHTPOJIbHUX IiITHOK 20 NPAaKTUYHO 30POBUX OCi6
perpe3eHTaTUBHOrO BiKy i cTati. [Ipy nopiBHSIHHI piBHIB 06CIMEHIHHS OCcepeKiB ypakeHHsI y XBOPUX Ha aTOIiYHUI
IepMaTUT Ta iCTUHHY €K3eMy 3 MyTalisiMu y reni FLG Ta 6e3 myTalliil, BCTaHOBJIEH] IOCTOBIPHI BiAMiHHOCTI Y piBHSIX
KoJioHizauii mkipu: 6,5+0,2 1g KYO/cm2 i 5,8+0,11g KYO cm2 ta 6,9+0,2 Ig KVYO cm2 i 6,1+0,11g KYO /cm2
BianoBigHO. OCO6IMBO BUCOKI [TOKa3HMKY IiIJIBHOCTI KOJIOHI3alii BU3HAYainCh y TPYIli XBOPUX HA aJleprojepMarTosu
3 MyTauismu y reHi FLG - cepenHiii nokasHuK AopiBHIOBaB 6,9+0,2 1g KYO /cMm2 (Big 5x105 1o 108 KYO /cm2), mpoTu
6,01+0,11g KYO/cm2 y rpymi 3 BaXXKOIO iCTUHHOIO ek3eMolo (Bif 5x105 mo 5x106 KYO /cmM2) 6e3 myTariit. Jns
3'sicyBaHHS BIUIMBY MyTalii reny FLG y xBopux Ha AnJl 6ys10 IpoBe[eHO MOPiBHSIbHUI aHai3 QyHKLiIOHATIbHUX

rapaMeTpiB HIKipH, 30KpeMa BOJIOTOCTi, eJ1acTU4

2. The dissertation is dedicated to solving a pressing issue in dermatology: enhancing the efficacy of complex
treatment for allergic dermatoses by elucidating the correlation between FLG gene mutations and specific clinical
manifestations, and developing methods to correct the identified abnormalities. To achieve the study objectives, 42
patients with atopic dermatitis (AD) and 40 patients with true eczema (TE) under observation at the State
Institution “Institute of Dermatology and Venereology of the National Academy of Medical Sciences of Ukraine”
were enrolled. For a more accurate assessment of clinical manifestations and anamnesis, a retrospective analysis

of medical records was conducted for 26 patients with AD and 22 with TE who were treated at the institution



between 2013 and 2023. In total, 130 individuals were studied (68 patients with AD and 62 with TE). The study
aimed to determine the clinical manifestations and course of allergic dermatoses in patients with and without FLG
gene mutations, as well as to assess the skin microbiota, physiological changes in patients with allergic
dermatoses, morphological changes in the skin of experimental animals after topical steroid application, the
outcomes of narrowband UVB therapy, and the efficacy of emollients in allergic dermatoses patients using
phonophoresis. To address the research objectives, a combination of general clinical, morphological, molecular
genetic, instrumental, and microbiological research methods was employed. The obtained results were subjected
to statistical analysis. Among the 68 patients with atopic dermatitis, 37 were women (54.4%) and 31 were men
(45.6%). Out of the 62 patients with eczema, 35 were women (56.5%) and 27 were men (43.5%). The patientso ages
ranged from 18 to 73 years, with a mean age of 48.2 + 6.7 years. A detailed medical history was collected from all
patients, including age of onset, ethnicity, seasonality, presence of comorbidities, family history, and identification
of triggering factors. When necessary, patients were consulted by specialists in other fields. To conduct the
analysis of clinical and anamnestic data, all patients were divided into two groups. Group 1 included patients with
the FLG 2282del14 mutation and AD (49 individuals). Group 2 consisted of AD patients without mutations (81
individuals). Among the patients with allergic dermatoses and the FLG mutation, various genotypic variants were
observed: heterozygotes (81.6%) and homozygotes (18.4%) for the 2282del14 deletion. Overall, 26.2% of patients
with atopic dermatitis and 11.5% of patients with true eczema had the FLG mutation. Clinical studies of patients
with allergic dermatoses revealed certain differences in clinical and anamnestic data in the presence of the
2282del14 mutation in the FLG gene. Specifically, patients with this mutation exhibited an earlier onset of the
disease (in early childhood (51.0%) and adolescence (30.6%)), a stronger family history, and a higher frequency of
sensitization to household dust allergens (61.2% and 40.7%), food allergens, feather and down products (83.7% and
66.7%), and animals (85.7% and 66.7%, respectively) in patients with atopic dermatitis and true eczema.
Additionally, patients with the FLG gene mutation showed a higher relative incidence of bronchial asthma (14.3%
and 2.5%), allergic rhinitis (16.3% and 6.2%), and allergic conjunctivitis (20.4% and 6.2%, respectively), as well as a
higher frequency of secondary infections. In patients with atopic dermatitis, both with and without the FLG gene
mutation, a severe course of the disease, as measured by the SCORAD index, was observed in 50% and 38.2%,
respectively. In patients with true eczema, a severe course, as measured by the EASI index, was observed in 46.7%
and 36.2%, respectively. Among the objective clinical symptoms, a 1.4-fold predominance of dryness was observed
in patients with the FLG mutation, even in non-lesional skin areas. These patients exhibited pronounced fine
scaling not only in the affected areas but also on the entire skin surface. Moreover, the aforementioned mutation
resulted in sleep disturbances even during remission periods. The course of allergic dermatoses is often
accompanied by changes in the microbial landscape, with the appearance of transient and the predominance of
certain types of indigenous microorganisms. Therefore, to confirm these data, we conducted a study of the
qualitative and quantitative composition of affected and intact skin in 79 patients with allergic dermatoses (37
patients with AD and 48 patients with TE), as well as control sites of 20 practically healthy individuals of
representative age and gender. When comparing the colonization levels of lesion sites in patients with atopic
dermatitis and true eczema with and without FLG gene mutations, significant differences in skin colonization
levels were established: 6.5+0.2 Ig CFU/cm2 and 5.8+0.11g CFU/cm2, and 6.9+0.2 Ig CFU /cm2 and 6.1+0.11g
CFU/cm2, re
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1. bonoTtHa Jltoomuia AHaTasiiBHA

2. Liudmyla Bolotna

KBasigikamis: 1. men. H., npodecop, 14.01.20

InenTudikarop ORCID ID: 0000-0002-7357-5652

JoparkoBa iHdopmamist:

IloBHe HaﬁMeHyBaHHﬂ IOpI/I,I[H‘IHO'l' 0COO0M: XapKiBCbKUI HaLliOHAJIbHWI MEOUYHUI YHIBEPCUTET
Kog, 3a €IPITIOY: 01896866

Micue3Haxoa>KeHHs: [Tpocnekt Hayku, 6yn. 4, Xapkis, XapkiBcbkuii p-H., 61022, Vkpaina
dopma BracHOCTI: /lepxaBHa

Cdepa ynpaBiriHHS: MiHiCTePCTBO OXOPOHY 310POB ' YKpaiHu

InenTudikarop ROR:

Penensentu

BiacHe IIpi3Buie Im'sa I1o-6aThKOBI:

1. BosikocnaBcbka Banentnna MukosaiBHa

2. Valentyna Volkoslavska

KBasidikanis: 1. mep. 1., c.H.C., 14.01.20
Inentudikarop ORCID ID: 0000-0002-6341-2024
JoparkoBa iHdpopmamist:

IloBHE HaliIMEeHYBaHHS IOPUAHYHOL 0C00H: JlepkaBHa ycTaHOBa "[HCTUTYT IEpPMATOJIOTi Ta BEHEPOJIOTii

HanjionanbHoi akagemii MeguYHNX HayK YKpaiHu"

Kog, 3a €IPIIOY: 02012160

Micue3HaxoaKeHHS: ByJI. YepHuiieBchKoro, 6ya. 7/9, Xapkis, XapkiBcbkuil p-H., 61057, Vkpaina
dopma BracHOCTI: /lepxasHa

C(l)epa yIIpaBJIiHHﬂ: HaujonanbHa akageMis MEIUYHUX HAYK YKpaiHU

InenTudikarop ROR:

VIII. 3aKkJII04Hi BiZoMOCTi

Biacue IlpisBume Im's ITo-6aThKOBI Bonnapenko ['11i6 Muxainosny
rOJIOBH paju

Biacue IlpisBume Im'st [To-6aThKOBI Bonpaperko ['1i6 Muxaitnosu

rOJIOBYIOYOTO Ha 3acCiiaHHi

BignoBigasbHUIH 3a HiATOTOBKY Konpnakosa 'anHa

00JIiKOBUX JOKYMEHTIB



PeecTtpaTop VYKpIHTEI

KepiBHuk Bigginy YKpIHTEI, mo €
BiZITIOBiZAaILHUM 3a peecTpallilo HayKoBoi IOpuenko TeTsHa AHaTosiiBHA

OistJIBHOCTI




