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

Pedepar:

1. Inceprauiiina po60Ta NIpUCBSIYEHA YAOCKOHAJIEHHIO [iarHOCTUKH Ta JIiKyBaHHS 6poHXianbHOI acTMu (BA)
noenHaHoi 3 racTpoe3odareanbHoio pediokcHo xBopoboto (IEPX) y miteit. [Ipobiema noegHaHoro nepebiry bA
ta 'EPX y XBOpUX IpUBEPTAE BCe Oibllly yBary cepeji HayKoBlliB BCbOTO CBITY, OCKiJIbKM KOMOPOiIHICTb BBRXKAETHCS
(PeHOTUNOBOIO XapakTepucTUKo BA. BA 36inbinye pusnuk popmysanHsa ['EPX, a ii nomupeHicTs B gaHiil KaTeropii
IiTei KonuBaeThes Bifg 47,5 10 90%. [lo TenepilmHbp0ro Yyacy 3a/IMIAal0ThCsl He BUBYEHNMH i TIOTPEOYIOTh YTOUHEHHS
OKpEeMI IMTaHHS B3a€MOOOTSDKYIOUOT0 I1epebiry 060X 3aXBOPIOBaHb, SIKi CTOCYIOThCSI KOHTPOJIbOBAHOCTI CUMIITOMIB
3aXBOPIOBaHb, 0COOIMBOCTEN NIepediry 3anajbHOrO NPOLECY IUXAIbHUX UIJISXIB T CJIM30BOI CTPABOXOLY,
BKJIIOYAIOUM PO3BUTOK €03MHOQINBHOTO €30(ariTy; TpUBaJIOCTi Ta €(PEKTUBHOCTI 3aCTOCYBAHHS iHTiGITOPIB

IIPOTOHHOI TOMITU. Pe3ysnbTaTy peTpoCeKTUBHOro aHamisy aiteit 3 BA no3sonunau Bctanosutu ['EPX y 79 (50,97%)



XBOPUX, SIKa CyIIPOBOJIKyBaslach HeCclieMMiYyHUMU CUMIITOMaMU: 60JIeM B €MiracTpasbHill AiNSHII YepeBHOI
nopoxHuHu (70,89%), Hynototo (60,76%), HerlprueMHUM IpUcMakoM Yy poTi (50,63%), neuieto (43,04%),
perypritauieo (46,84%). [litu ctapioro Biky (Bif, 12 pokiB 1o 17 pokiB) BiporigHo yacTille CKap>kKWIUCh Ha Meyviio
(OR=4,76; 95% CI 1,32-17,22; r=0,39, p<0,05), HiX 1iT BikoM Biz 6 10 11 pokiB. BusiBIeHO CyTTEBi BiAMiHHOCTI MK
CKapraMu y IiBuar i xJI0niiB pisHoro Biky. CUMIITOM «BifuyTTs Ki1y6Ka B ropJii» (r=0,39, p<0,05) 6yB 6isb1u
XapaKTepHUH s JiByat, HDK [J71s XJIOMLIB i 7151 AiTed, siKi 6inbll TpuBaniuii yac XxBopitoTh Ha BA (r=0,41, p<0,05).
OcobauBicTio ceHcubinizauii y piteit 3 BA noegnanow 3 'EPX 6ysa BiporigHo yacrila nosiceHcubinisanis 3
[IepeBarol0 y LUX XBOPHX TIepYyTIMBOCTI 4O MUJIKOBUX ajiepreHis rpynu PR-10 MosieKys1 3 HasSBHICTIO IEPEXPECHO]
Xap4yoBoi ceHcubinizalii nepeBaskHO [0 ropixy pyHayka. CeHcrbinizalist 1o KOMIIOHEHTY ajlepreHy KOTa BUIJISIaB
SIK MapKep peclipaTopHoi aneprii He3aneXXHo Bix koMopbigHocTi. [TpoBeseHi [ociiKeHHs ol0 BUBYEHHS CTaHY
(YHKILiI 30BHIIIHBOTO AVXAaHHS CBiTYWIIM NIPO (YHKLiOHAMBHI BiMiHHOCTI BA noenHanoi 3 TEPX, gxa HeraTUBHO
BIUIMBAJIA Ha JIereHeBYy (PyHKIil0. BcTaHOB/IeHA BiporigHa rnepepara BEHTUJISILHOI HEIOCTaTHOCTI MO
0o0CTpyKTUBHOMY THUIly (29,11 % niteit, p=0,009) Ta yacToTa [IO3UTUBHOI'O TECTY HA 3BOPOTHICTb OOCTPYKIii. 3 MeTOI0
BCTAHOBJICHHS NIPOBiJHUX NIaTOT€HETUYHUX MeXaHi3MiB (POPMYyBaHHS 3aI1aJIbHOTO NPOLECY B HUKHIX AUXaTbHUX
HJISIXaX Ta CJIM30BOi CTpaBoOxoAy v giten 3 BA noegHanoo 3 '[EPX Hamu ITpoBeeHi LUMTOJIOTIYHI, TiCTOJIOrYHI Ta
iMyHOriCTOXIMIUHI JocaimpKeHHs. Y obcTesxkeHux nitel 3 BA, nepe6ir 'EPX xapakrepusyBaBcs KaTapaJlbHUMU
3MiHaMU CJIM30BOi 060JIOHKY CTPaBOXOY, FiCTOJIONYHUMMU O3HAKaMU €30(ariTy 3 1epeBarox e03nHOPiNbHOro TUILY
3arajieHHs, 10 KOPEJIIoBaJIo 3 €03MHO(IiE0 iHIYKOBAaHOTO MOKPOTUHHA (r=0,53). IHTpaenitesnianbHa 3ananbHa
KJIITUHHA iHQiNbTpalis c1130B0i 060JI0HKM CTPABOXOy Y 06cTexeHux aitel 3 BA noennanoo 3 'EPX
XapaKTepu3yBasach MiBUIIEHHSIM KisTbKOCTi e03uHOQIiB (y 79,3 % miTell) Ta y OlHOro XBOPOro BiANOBigao
KpUTEPiSIM €03MHO(INIBHOTO e30(ariTy. BusHaueHo 6inbill BUpa3Hi 3MiHM B Lamina propria y BUIJIsii IOLOBXEHHS
«COCOUKIB» Ta AMJIaTali€lo iX Cy[IMH, HasBHOCTI MikpoBorHu ¢ibpo3y y niteil 3 TSHKKUM repebirom BA noenHaHoi 3
T'EPX. [lns BcTaHOBJIeHHS iHPOPMATHUBHOCTI Ma3KiB BiOMTKIB 3i C/IM30BOI 000JIOHKM CTPABOXOJy 3 METOIO OLIiHKU
TUILy 3allaJIeHHs y OOCTEXXEHUX JiTell HAMY BUBYEHO KJIITUHHUI CKJIaJ, 3amajbHOro iHdinbTpaTty. He BcTaHOB/IEHO
KOPEeJILiMHOrO 3B’93Ky MK KJIITUHAMU 3alajbHOi iHQinbTpauii B Ma3Ky-BilOUTKy Ta 6ionTarax Clu30BOi
CTPABOXOZY Y OOCTEKEHHUX HiTeld, 10 CBiIYUTh PO HeiH(POPMATUBHICTb JAHOTO HEiHBa3MBHOTO MeTOny. [IpoBeeHi
imyHorictoximiuzi gocaimkenHs (IgE, CD 68, MMP-9, VEGF, BCL-2, Ki-67) 6iontatiB cs130B0i 0607I0HKI
CTPaBOXO/AY Y HiT€H IrpyN CIIOCTEPEKEHHS LO3BOJIMJIM BU3HAYUTHU Oisibll BaroMi 6iomapkepu 3arajeHHs, a caMe
nifgBuILEeHy ekcrpecito antureny Ki-67 ta IgE, mo cBiguuTsh npo nposidgpepaTuBHy aKTUBHICTb €MiTEJIiI0 CTPABOXOLY
Ta MOXXJIMBUY BKJAT, IgE-3aneXHOro MexaHi3My B 3allaJIbHOMY IIPOLIEC] CIM30BOi CTPABOXOyY y AiTew 3 bA
noenHaHoo 3 'EPX ta e3odaritom. OTpuMaHi JaHi IpoBeIeHOTo JOCiIKeHHS MTOKa3asu, o G6inbiricTs Aiteit 3 BA
ta ['EPX 4uyTnBi 1o iHribitopis npotoHHOi nomnu (II1I1), BKIIOUEHHS SIKUX A0 JiKyBaJbHO-TIPO]PiNIaKTUYHOTO
KOMILJIEKCY BipOTiZHO BILJIMBAJIO HA KOHTPOJIbOBaHICTh bA yepes 12 TKHIB crioctepexkeHHs. ¥ 76,09 % mitein 3
HeTspKKolo BA ta 'EPX nprsHauyeHHs1 oMeIpasoty [0 JiKyBaJbHO-TIPOQiIakKTUUHOTO KOMIIJIEKCY J03BOJIMIIO
IOCSIT'TY [TIOBHOTO perpecy CUMITOMIB e30¢areanbHoi AUCPYHKIiI yepe3 4 THXKHi, a IOBHOTO KOHTPOJIIO BA - yepes
12 TwxHiB crioctepexxeHHs. [IiTh 3 TS>KKUM niepebirom BA B 44,4% Bunagkis noTpebdyBaiu 8-TUXKHEBOTO KypCy
omeripasoJty aJist Kontposto cumnromiB 'EPX ta BA. T[IpoBezeHi [ociikeHHs 03BOININ PO3POOUTH aITOPUTM

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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BaacHe IlpizBuie Im's [10-6aTbKOBI Fainmyuuk Fanuna AHppiiBHa
rOJIOBYIOYOrO Ha 3acigaHHi

BiamoBiganibHUH 32 MiITOTOBKY Kpamnina JI.B.

00JIIKOBHX JOKYMEHTIB

Peectparop VYKpIHTEI



KepiBHuk Bigginy YKpIHTEI, mpo €
BiZITIOBiZaIBHUM 3a peecTpallilo HayKoBoi IOpuenko TeTsHa AHaTosiiBHA

JisiIbHOCTI




