O0Js1ikoBa KapTKa aucepTaii

I. 3arasbHi BimOMOCTI
Jep>kaBHHH 00J1iKOBHI HOMep: 0825U001313
Oco06J1uBi TO3HAYKH: BinKkpura

JaTa peectpauii: 21-04-2025

Craryc: 3amaHoBana

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. BypatuHcbKa AHTOHIHA AHATOJIiiBHA

2. Antonina Buratynska

KBasmigikamis: 228

InenTudikarop ORCHID ID: 0000-0003-3790-0419
Bupg, pucepranii: nokrop dinocodii
AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIIndp HayKOBOi cHeLiaIbHOCTI: 228

Ha3zBa HayKoBoi creniasibHOCTi: [Texiatpis
T'anyss / ranysi 3HaHb!

OcBiTHBO-HayKOBa IIporpama 3i cneniajgbHOCTI: 228 Ilegjatpis
JaTa 3axHcTy: 28-02-2023

CnenianbHICTD 32 OCBiTOMO: [Teniarpis

Micue po6oTH 34,00yBaya: [lepkasHa ycTaHOBa «BCeyKpaiHChKMI LIEHTP MATEPMHCTBA Ta AUTHHCTBA

HanjionanbpHoi akagemii MequyHuX HayK YKpaiHu»

Kopg 3a €IPIIOY: 45460659

Micue3Haxoa KeHHS: By [Inatona Maii6opoay, 6ya. 8, Kuis, 04050, Ykpaina
dopma ByracHOCTI: [lepxasna

Cdepa ynpaBiriHHS: HaujoHanbHa akaieMis MEIMYHUX HayK YKpaiHu
InenTudikarop ROR:

CeKTop HayKH: AkafemivyHui1



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
IIIudp cnenianizoBaHOi BYEHOI pagH (pa30Boi CIeliali30BaHOi BY€HOI pagH). PhD 884

IToBHe HaliMEeHYBaHHSI IOPHUAUYHOI OCOOH: [lepkaBHa yCTaHOBA «BCeyKpaiHChKMIL LIEHTP MATEPUHCTBA Ta

InTMHCTBA HanionanbHOI akazgeMii MeqUYHUX HAyK YKpaiHu»

Kopg 3a €IPIIOY: 45460659

Micue3Haxoa KeHHS: By [Inatona Maii6opoay, 6ya. 8, Kuis, 04050, Ykpaina
dopma ByracHOCTI: Jlepxasna

Cdepa ynpaBiriHHS: HaujonanbHa akazieMis MEIMYHUX HAyK YKpaiHu
InenTudikarop ROR:

CeKTop HayKH: AkafemivyHui1

IV. BizomocTi n1po nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

IloBHe HaliMeHYBaHHSI IOPHUAUYHOI OCOOH: [lepkaBHa yCTaHOBA «BCeyKpaiHChKMIL LIEHTP MATEPUHCTBA Ta

IuTUHCTBA HanionanbHOI akazgeMii MeqUYHUX HAyK YKpaiHu»

Kopg 3a €IPIIOY: 45460659

Micue3Haxoa KeHHS: By [Inatona Maii6opoay, 6ya. 8, Kuis, 04050, Ykpaina
dopma ByacHOCTI: [lepxasna

Cdepa ynpaBiriHHS: HaujonanbHa akazieMis MEIMYHUX HayK YKpaiHu
InenTudikarop ROR:

CeKTop HayKH: AkagemivyHui1

V. BimoMocTi npo gucepraniio
MoBga guceprTaliii: Vkpaincbka
Koau TeMaTHYHHX PyOPHK: 76.29.47

Tema gucepranii:
1. OnTumiszanis AiarHOCTUKY Ta JIiKyBaHHS 6POHXia/IbHOI aCTMM NO€IHAHOI 3 racTpoe3odareanbHO0 PeQIIIOKCHOIO
XBOPOOOIO y TliTeN

2. Optimization of diagnosis and treatment of asthma combined with gastroesophageal reflux disease in children.

Pedepar:

1. Inceprauiiina po60Ta IpUCBIYEHA Y OCKOHAJIEHHIO [iarHOCTUKY Ta JIiKyBaHHs 6poHxianbHOI acTMu (BA)
noegHaHoi 3 racTpoe3odareanbHo0 pedokcHo xBopoobolo (I'EPX) y mireit. [Ipobiema noegHaHoro nepebdiry bA
ta 'EPX y XxBOpux IpUBEPTa€ BCe Oinblly yBary cepel HAyKOBLiB BCbOTO CBITY, OCKiJIbKM KOMOPOiAHICTb BBaKAETbCS
dheHoTUNoBOI XapakTepucTukoio BA. BA 36inburye pusuk popmysanHs ['EPX, a ii nomupenicTs B gaHiil kateropii
IiTei konuBaeTbes Bif, 47,5 10 90%. [lo TenepilHbOro Yyacy 3ajMIIaTbCsl HE BUBYEHMMH i IOTPEOYIOTh YTOUHEHHS

OerMi IIMTAaHHS B38€MOO6TH)KYIO‘-IOFO Hepe6iry obox 3aXBOPIOBAHb, AaKi CTOCYIOTbCA KOHTpOJ’IbOBaHOCTi CHUMIITOMIB



3aXBOPIOBaHb, 0COOIMBOCTEN Nepediry 3anajbHOrO NPOLECy IUXAIbHUX UIISXIB Ta CJIM30BOI CTPABOXOLY,
BKJIIOYAIOYX PO3BUTOK €031HO(]INbHOrO e30darity; TpuBasocTi Ta epeKTUBHOCTI 3aCTOCYBaHHSI iHTri6iTOPIB
IIPOTOHHOI NOMIU. Pe3ybTaTy peTPOCIEKTUBHOrO aHamisy aite# 3 BA no3sonunu sctanoButu ['EPX y 79 (50,97%)
XBOPHUX, SIKA CYIIPOBOJIXYBaach Hecleu(piyHMMY CUMIITOMaMu: 60JIEM B €MiracTpasIbHil AiJIsIHII YepeBHO]
nopoxxHuHu (70,89%), Hygoroto (60,76%), HerpueMHUM IPUCMaKOM Yy poTi (50,63%), nedieto (43,04%),
perypritauieo (46,84%). [litu ctapioro Biky (Bif, 12 pokiB 110 17 pokiB) BiporigHO yacTille CKap>XKUINCh Ha Meyviio
(OR=4,76; 95% CI 1,32-17,22; r=0,39, p<0,05), HiX fiT BikoM Biz 6 10 11 pokiB. BusiBIeHO CyTTEBi BiAMiHHOCTI MK
CKapraMu y IiBuar i xJI0nuiB pisHoro Biky. CUMIITOM «Bif4yTTs Ki1y6Ka B ropJii» (r=0,39, p<0,05) 6yB 6isb1u
XapaKTepHU s JiByat, HDK [J71s XJIOMLIB i 715 AiTed, sIKi 6inbll TpuBayiuii yac XBopiloTh Ha BA (r=0,41, p<0,05).
OcobauBicTio ceHcubinizalii y miteit 3 BA noegnano 3 'EPX 6ysa BiporigHo yacTima nosiceHcubinisanis 3
[IepeBarol0 y LUX XBOPUX TIIePYyTIUBOCTI 1O MUJIKOBUX ajiepreHis rpynu PR-10 Mosiekys1 3 HasSBHICTIO IEPEXPECHO]
Xap4yoBoi ceHcubinizalii nepeBaskHO 10 ropixy ¢pyHayka. CeHcrbinizanist o0 KOMIIOHEHTY ajlepreHy KOTa BUTTISIAB
SIK MapKep pecIipaTopHoi aseprii He3aniexXHo Bin komopoigHocTi. [TpoBeneHi [ociiKeHHs ol0 BUBYEHHS CTaHY
(YHKIii 30BHIIIHBOTO AVXAHHS CBITYWIIM [1pO (YyHKIiOHaNBHI BiMiHHOCTI BA noenHanoi 3 TEPX, sxa HeraTUBHO
BIIJIMBAJa Ha JiereHeBy QyHKLi0. BcTaHOBIeHA BiporinHa nepesara BEHTUJIALIIHOI HEOCTAaTHOCTI 110
obcTpyKTUBHOMY THIly (29,11 % niteit, p=0,009) Ta yacTOoTa [IO3UTUBHOTO TECTY HA 3BOPOTHICTb OOCTPYKLii. 3 METOI0
BCTaHOBJIEHHSI IIPOBiJHUX NIaTOT€HETUYHUX MeXaHi3MiB (POPMYyBaHHS 3aI1aJIbHOTO NPOLECY B HUKHIX AUXaTbHUX
LIJIgXaX Ta CJIM30BOI CTPaBOXOAY Y AiTeH 3 BA nmoenHanoo 3 'EPX HaMu NIpoBefeHi UTOJIOTIYHI, TiCTOJIOTIYHI Ta
iMmyHoricToximiuHi focyimkeHHs. Y o6cTesxxeHux aireii 3 BA, nepebir TEPX xapakrepusyBaBcs KaTapajJbHUMU
3MiHaMU CIM30B0i 060JIOHKY CTPaBOXOY, FiCTOJIONYHUMY O3HAKaMU €30(ariTy 3 epeBaro eo3nHOPiNbHOro TUILY
3arajieHHs, 10 KOPEJIIoBaJIo 3 €03MHO(IiE0 iHIYKOBAaHOTO MOKPOTUHHA (r=0,53). InTpaenitesniasbHa 3ananbHa
KJIITUHHA iHQiNbTpalLlis CIM30BOi 060JIOHKU CTPAaBOXOAY Y OOCTeXXeHUX TiTel 3 BA noegHanoo 3 'EPX
XapaKTepu3yBasach MiIBUIEHHIM KiIbKOCTi e03uHOQIiB (y 79,3 % miTeli) Ta y 0OlHOro XBOPOro BiAIOBinaso
KpUTEPisIM eo3nHO(iNbHOr0 e3oarity. BusHaueHo 6inbill BUpa3Hi 3MiHM B Lamina propria y BUIJIsi IOJOBXEHHS
«COCOYKIB» Ta AujaTalielo iX CyIuH, HASBHOCTI MiKpOBOTHUIL, (pi6po3y y HiTel 3 TSHKKUM nepebirom BA rnoenHaHoi 3
T'EPX. [Ins BcTaHOBJIEHHS! iHYOPMATUBHOCTI Ma3KiB BiZlOMTKIB 3i CJIM30BOi 0O0JIOHKU CTPABOXOAY 3 METOIO OLIiHKU
TUITy 3allajIeHHs Y OOCTeXXEeHUX JiTell HaMu BUBUYEHO KJIITUHHUI CKJIaJ, 3arajbHOro iHginprpary. He BCTaHOBIEHO
KOpeJILIiMHOro 3B’93Ky MDK KJIITUHAMU 3alajbHoi iHQinbTpauii B Ma3Ky-BiOUTKy Ta 6ionTarax CaU30BOi
CTPABOXOAY Y OOCTEKEHUX JiTell, 0 CBIIYUTh PO HeiH(POPMATUBHICTb JAHOTO HEIHBa3MBHOTO MeToy. [IpoBeseHi
imyHorictroximiuai gocnimxeHHs (IgE, CD 68, MMP-9, VEGF, BCL-2, Ki-67) 6iortatiB ci130B01 060710HKH
CTPaBOXOAY y HiTel rpyn CIIOCTEPEXKEHHS A03BOJIMJIM BU3HAYUTHU Oisbll BaroMi 6iomapkepu 3arnajeHHs, a caMme
nifgBuILEeHy ekcrpecito aHtureny Ki-67 ta IgE, mo cBiguuTs npo nposidepaTuBHy aKTUBHICTb €MiTeJlil0 CTPABOXOLY
Ta MOXKJIMBUM BKJIaZ, IgE-3a71€5)KHOr0 MeXaHi3My B 3allaJIbHOMY IIPOLIECI CIM30BOI CTPABOXOAY V Aiten 3 BA
noenHaHow 3 'EPX ta e3odaritom. OTpuMaHi JaHi IPOBeIEHOTO MOCiIKeHHS MTOKa3asu, o GinbiricTs Aiteit 3 BA
ta ['EPX uyTnBi 1o iHribiropis npotoHHoi nomnu (II1IT), BKIIOUEHHS SIKUX A0 JiKyBaJbHO-TIPO]PiNIaKTUYHOTO
KOMILJIEKCY BipOTiZHO BILJIMBAJIO HA KOHTPOJIbOBaHICTh BA yepes 12 TikHiB crioctepeskeHHs. Y 76,09 % nitein 3
HeTspKKoIo BA ta 'EPX nprsHavyeHHs1 oMerpasosty Ao JIiKyBaJbHO-TIPOQIIaKTUYHOrO KOMILJIEKCY [103BOJIMIIO
IOCSII'TY [TIOBHOTO perpecy CUMITOMIB e30¢areanbHoi AUCPYHKIiI yepes 4 THXKHi, a IOBHOT0 KOHTPOJIIO BA - yepes
12 TwKHIB criocTepekeHHs. [iTh 3 TSOKKUM niepebirom BA B 44,4% Bunapkis 1oTpedyBanu §-TUKHEBOTO KypCy
OMeInpasoJly A KoHTposo cumntomi 'EPX ta BA. TIpoBeneHi fociiKeHHs 103BOIUIA PO3POOUTH alITOPUTM

BeleHH niTeli 3 BA.

2. The dissertation is devoted to improving the diagnosis and treatment of asthma combined with
gastroesophageal reflux disease (GERD) in children. The problem of the combined course of asthma and GERD in
patients is attracting more and more attention among scientists worldwide, since comorbidity is considered a
phenotypic characteristic of asthma. Asthma increases the risk of developing GERD, and its prevalence in this
category of children ranges from 47,5 to 90%. However, to date, certain aspects mutually aggravating course of
both diseases remain unstudied and require clarification, in relation to the influence on the controllability of the
symptoms of the diseases, the peculiarities of the course of the inflammatory process of the respiratory tract and



the mucous membrane of the esophagus, including the development of eosinophilic esophagitis, the question of
the duration and effectiveness of the use of proton pump inhibitors. The results of a retrospective analysis of
children with asthma allowed establishing GERD in 79 (50,97 %) patients, which was accompanied by non-specific
symptoms: pain in the epigastric region of the abdominal cavity (70,89 %), nausea (60,76 %), an unpleasant taste in
the mouth (50,63 %), heartburn (43,04 %), regurgitation (46,84 %). A feature of sensitization in children with
asthma combined with GERD was probably more frequent polysensitization with the advantage of hypersensitivity
in these patients to pollen allergens of the PR-10 group of molecules with the presence of cross-food sensitization
mainly to hazelnuts. Sensitization to the cat allergen component appeared as a marker of respiratory allergy
regardless of comorbidity. Conducted research on the state of external breathing function testified to the
functional differences of asthma combined with GERD, which had a negative impact on lung function. A probable
advantage of ventilation failure according to the obstructive type was established (29,11 % of children, p=0,009)
and the frequency of a positive test for reversibility of obstruction. In order to establish the leading pathogenetic
mechanisms of the formation of the inflammatory process in the lower respiratory tract and the mucous
membrane of the esophagus in children with asthma combined with GERD, we conducted cytological, histological
and immunohistochemical studies. In the examined children with asthma, the course of GERD was characterized
by catarrhal changes in the esophageal mucosa, histological signs of esophagitis with a predominance of the
eosinophilic type of inflammation, which correlated with the eosinophilia of induced sputum (r=0,53).
Intraepithelial inflammatory cellular infiltration of the esophageal mucosa in examined children with asthma
combined with GERD was characterized by an increase in the number of eosinophils (in 79.3% of children), and one
patient met the criteria for eosinophilic esophagitis. More pronounced changes in the lamina propria in the form
of lengthening of the "papillae” and dilatation of their vessels, the presence of microfibrosis foci in children with a
severe course of asthma combined with GERD were determined. In order to establish the informativeness of
smears of impressions from the mucous membrane of the esophagus in order to assess the type of inflammation in
the examined children, we studied the cellular composition of the inflammatory infiltrate. No correlation was
established between inflammatory infiltration cells in the smear-imprint and biopsies of the esophageal mucosa in
the examined children, which indicates that this non-invasive method is uninformative. The conducted
immunohistochemical studies (IgE, CD 68, MMP-9, VEGF, BCL-2, Ki-67) of biopsies of the esophageal mucosa in
children of the observation groups allowed to determine more important biomarkers of inflammation, namely,
increased expression of the antigen Ki-67 and IgE, which indicates the proliferative activity of the esophageal
epithelium and the possible contribution of the IgE-dependent mechanism in the inflammatory process of the
esophageal mucosa in children with asthma combined with GERD and esophagitis. The received data of the
conducted study showed that the majority of children with asthma and GERD are sensitive to proton pump
inhibitors (PPIs), the inclusion of which in the treatment-prophylactic complex probably affected the
controllability of asthma after 12 weeks of observation. In 76,09% of children with mild asthma and GERD, the
appointment of omeprazole as part of the treatment-prophylactic complex made it possible to achieve complete
regression of esophageal dysfunction symptoms after 4 weeks, and complete control of asthma after 12 weeks of
observation. Children with severe asthma in 44,4% of cases required an 8-week course of omeprazole to control
the symptoms of GERD and asthma. The conducted studies made it possible to develop an algorithm for the
management of children with asthma.
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VIII. 3aKkJII04Hi BiZoMOCTi

Biacue Ipizsume Im's [10-6aTbKOBI TFaiinyuuk Fanna AnzipiiBHa

TOJIOBH paju



BaacHe IlpizBume Im's I10-6aTbKOBI Tagimyuuk FanmHa AnpipiiBHa

TOJIOBYIOYOTO Ha 3acCiiaHHi

BignoBigasibHUMH 3a HiATOTOBKY Kpamnina JI.B.

00JIiKOBUX JOKYMEHTIB

PeecTpartop YkpIHTEI

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiZIIIOBiZaJIbHUM 32 peECTpallilo HAayKOBOIi IOpuenko TeTsHa AHaTosiiBHA

OisSIIBHOCTI




