O0Js1ikoBa KapTKa aucepTaii

I. 3arasbHi BimOMOCTI

Jep>kaBHHH 00J1iIKOBHI HOMep: 0824U000418
Oco06J1uBi TO3HAYKH: BinKkpura

JaTa peectpauii: 16-01-2024

Craryc: 3amaHoBana

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:

1. Jo6puk Imutpo CeprifioBuy

2. Dmytro Dobryk

KBasmigikamis:

InenTudikarop ORCHID ID: He sactocosyerbcs
Bupg, pucepranii: nokrop dinocodii

IIIudp HayKOBOi CIENiaILHOCTI: 228

Ha3zBa HayKoBOi creniasibHOCTi: [Texiatpis
T'anysb / ranysi 3HaHb:

OcBiTHBO-HayKOBa Mporpama 3i creniaJabHOCTI: ITegiatpis
Jarta 3axXHCTy: 23-01-2024

CneniasbHICTh 3a OCBITOIO: [leniaTpis

Micue po6oTu 3400yBayva:

Kopg 3a €1PIIOY:

Micue3Haxoa KEeHHSI:

dopma By1acHoOCTI:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS



I11. BizomMocTi mIpo aucepraiiiro

IIudp cnenianizoBaHoi BYUEHOI pagH (Pa30Boi creniaai3oBaHoOi BY€HOI pazu). [1d 35.600.089
(ID3395)

IloBHe HaﬁMeHyBaHHﬂ IOpPI,I;H‘-IHOi O0COOHM: JIbBiBCbKUIT HAI[IOHATbHUIA MEIUIHUI yHiBepcuTeT iMeHi

Januna 'aaubKoro

Kopg 3a €IPIIOY: 02010793

Micue3HaxoaKeHHS: ByJ. [lekapchka, 6yz. 69, JIbsiB, 79010, Ykpaina
dopma BiracHOCTI: JlepxasHa

Cdepa yIIpaBJIiHHﬂZ MiHicTepCTBO OXOPOHU 3/10POB sl YKpaiHu
InenTudikarop ROR:

CeKTop HayKH: YHIBepCUTETChKUI

IV. BimomocTi Ipo nmigznpueMcTBO, YCTaHOBY, OpraHi3alliio, B sIKi# 0yJ10

BUKOHaHO JHUCEPTALil0

ITIoBHe HaﬁMeHYBaHHﬂ IOpI/IJ.II/I‘-IHOi O0COOHM: JIbBiBCbKUII HAI[IOHATBbHUIA MEIUIHUI yHiBepcuUTeT iMeHi

Hanuna 'aauibKoro

Kopg 3a €IPIIOY: 02010793

Micue3HaxoaKeHHS: ByJ. [lekapchka, 6yz. 69, JIbBiB, 79010, Ykpaina
dopma BiracHOCTI: /lepxaBHa

Cdepa yIIpaBJIiHHﬂZ MiHicTepCTBO OXOPOHM 3/10POB sl YKpaiHu
InenTudikarop ROR:

CeKTop HayKH: YHiBepCUTETChKUI

V. BimomocTi npo guceprariio
MoBga auceprTallii: Vkpaincoka
Koy TeMaTHYHHUX PYOPHK: 76.29.47, 76.29.47.13, 76.29.47.37

Tema gucepranii:
1. TIporHo3yBaHHS Ta NPO(iNaKTUKa NOPYLIEHb [IOCTHATAJIBHOI afjanTallii He3piJIoro TpaBHOrO KaHAJy y IepeIdacHo
HAaPOJ>)KEHUX NITEN

2. Prediction and prevention of postnatal transition disorders of the immature digestive tract in preterm infants

Pedepar:

1. Hexpotusytouuit enrepokosit (HEK), paHHiil Ta ni3niit HeoHaransHuii cencuc (PHC Ta ITHC), 3anumarTbes
BKJIMBUMU KJIiIHIYHMMU NPOOGIE€MaMU, SIKi TOAOBXYIOTh TPUBAJIICT TOCHiTaMi3allii, 36i7bIyI0Th BUATKHY,
MigBULIYIOTh IMOBIPHICTh JOBrOCTPOKOBUX HETATMBHUX HACJIJKIB i CMEPTHICTh. KII040BMM ME€XaHi3MOM
3anobiraHHs BUHUKHEHHIO LIMX 3aXBOPIOBAaHb € YCIIilIHA [TOCTHATaJIbHA a/alnTallis He3pinoro TpaBHoro kaHany (TK),

sKa y NepeiyacHO HapPOIXEHUX IiTel BiIOyBa€TbCs Y CYTTEBO BiIMiHHMAX YMOBAX IIOPiBHSIHO 3i 30pOBUMU



IIOHOIIEHVMU HOBOHAPOIKEHNMHU. [1aTOreHeTUYHO OOIPYHTOBAHUM BTPY4YaHHSM Y TPYIli HAa6iIbI HE3PiIux
HEMOBJIST MOXXe OYTH 0JATKOBE iMyHHEe Xap4yBaHHs, 30KpeMa eHTepaJibHe [Ipru3HadYeHHs JakTodepuny (JID) Ta
Ipo6iOTHKIB. AKTyaJIbHUM TaKOXX 3aJIMIIA€THCS] IPOTHO3YBaHHS BUHMKHEHHS 3aXBOPIOBaHb, I0BI3aHNUX 3
[OPYLIEHHAMU [TIOCTHATAIbHOI aganTauii He3zpinoro TK Ta nomyk goAaTKOBAX METOLIB iX paHHBOI iarHOCTUKU. Bee
BUIIE 3a3HAYE€HE BU3HAYMIIO METY NOCIIIPKEHHS — YIOCKOHAJIUTA MEOUYHY JOTIOMOTY Nepef4acHO HapOIKEHUM
IiTSIM 3 IIOPYIIEHHSMU IIOCTHATaIbHOI afganTanii He3pisoro TK mIsIXOM BUSIBIEHHS HEMOBJIAT 3 BiIIIOBIIHUM
PU3UKOM i BIIPOBa/IKEHHS NMPOPinakTUYHUX 3aXO0/1iB, ONpallbOBAaHUX HA MifICTaBi OTPUMAaHUX KIIiHIYHUX i
J1abopaTOPHUX JaHUX. 1711 JOCATHEHHS METHU OyJIU BUBYEHI YNHHUKU PUBUKY, YACTOTA i CTPYKTypa 3aXBOPIOBAHb,
IIOB'SI3aHMUX i3 [IOPYIIEeHHSIM afanTanii He3pisoro TK y nepenyacHo HapOIPKeHUX [iTell; BUBHAYEHO AiarHOCTUYHY
3HaAuyLIicTh (pekasbHOro KanbnporekTuny (OK) sik Mapkepa 3ananbHoro crarycy Hespinoro TK y nporHosyBaHHi
3aXBOPIOBaHb, I0BSI3aHUX 3 MOPYLIEHHSIM Oro ajjanTallii, a TAKOX OLiHeHO BIIMB 3acTocyBaHHs JIQ Ha piBHI OK;
BUBYEHO KJIiHIYHY €(PEeKTUBHICTb €eHTePabHOrOo 3acTocyBaHHs JIO Ta nmpobioTuka L. reuteri DSM 17938 y
npodinakruui HEK ta [THC, a TakoX BIJIMB LbOro IPo6ioTHKA Ha GOPMYyBaHHS KUIIKOBOI MiKPOOIOTH Ta 3B's130K
OCTaHHbOI 3 BUHUKHEHHSIM LIMX 3aXBOPIOBaHb; pO3PO0JIEHO CTPATETiI0 BUSBJIEHHS HEMOBJIAT 3 PU3UKOM
BMHMKHEHHS 3aXBOPIOBaHb, MOB'I3aHUX 3 He3pisicTio TK, a TakoX KoMILIeKC NpodinakTUYHUX 3axX0/iB. 3aranom 164
IUTHHY Oys1Y 3aJ1y4YeHi Y LOCiI)KeHHS B I1eplli 72 TOIUHY XUTTS. YCi HEMOBJISITA HAPOIUIINCh Y TEPMiHi recrariii
(TT) < 32 TwxniB 3 macoto Tina (MT) < 1500 r. PoboTa BUKOHyBasach Ha 3 eTanax 1a y 4 HanpsiMkax. [laiienTu
JIIKyBaJIUCh i IEPEOYBaJIM MiJ, CIOCTEPEXXEHHSM Y Bii/IEHHSIX IHTEHCMBHOTO Ta MOCTIHTEHCUBHOTO JIikyBaHHS KHII
JIOP «JIpBiBCbKa 0O6s1acHa KJliHiuHa slikapHs» npoTsarom 2019-2022 pp. 3a nigcymkamu 6araTo)akTopHOTro
JIOTICTUYHOTO PETPECIHOrO aHali3y JIMille TPU YMHHUKY PU3UKY HE3AJIEXKHO Ta JOCTOBIPHO BILJIMBAJIM HA PU3KK
BrHuKHeHHs [THC i HEK: Bik noyaTky MiHiMaJIbHOTO €HTepasibHOro xapuyBaHHs (EX); KisbKicTh eni3ofiB 3HKEHO]
ToJIepaHTHOCTI 10 EX Ta nmoTpeba y 3aMiCHUX TpaHCY3iIX EPUTPOLUTAPHOI Macu. Y MPOCIIEKTUBHOMY JOCIiIPKEHHI
KJIiHiYHOI edpexTuBHOCTI JIP He 6yJI0 BUSBIIEHO NOCTOBIPHUX BiAMIHHOCTEN MiX rpynaMu 3a 4aCTOTOI BUHUKHEHHS
[THC 1 iHImo!0 TSDKKOO 3axBopioBaHicTio. JliTH, siki oTpumyBanu JI®, nocTOBIpHO CKopillle focsrany NOBHUX 00'€MiB
EX, a HemosisaTa 3 TT < 28 Tix i3 rpynu JIQ gocToBipHO cKopille Bunucysanuce gogomy. Pisai OK Ha nepmomy
TVDKHI SKUTTSI JOCTOBIPHO HE BifpisHAIMUCH y Aitedt i3 rpynu JIO Ta nopiBHaHHS. JJuHamMika nokasHukiB @K HeMOBIAT
B 00MBOX I'PyIax TaKoxX He 6yJia CTaTUCTUYHO BiporigHoto. PiBHi OK Ha nepuiomy THXKHI KUTTS y LiTel, sIKi B
nopansmomy 3axsopinu Ha [THC ta HEK, ocToBipHO He Bipi3HSIIMCH Bifl IIbOTO NOKa3HMKA Y JiTel 6e3 ux
3axBoploBaHb. PiBHi OK Ha nepumomy TVKHI KUTTS Y HEMOBJIAT, sKi XBopinu Ha PHC, 6y [OCTOBIPHO BULIMMU
IIOPiBHSIHO 3 [IiThbMU 6€3 LIbOTr0 3axXBOpIoBaHHA. 3a fanumu ROC-aHasizy BCTaHOBJIEHO, 1o noka3Huk OK 373,9
MKT /T MaB 4yTJuBicTb 71 % Ta cneuudiuHicTs 63 % mwono BusisienHs PHC y nepegyacHO HapOK€HUX HEMOBJISIT.
[Ipusnavenns L. reuteri DSM 17938 ne Brusano Ha yacroty HEK II+ cragii, [THC Ta 3arajibHy CMEpPTHICTb, IIPOTE
IIOCTOBIPHO CKOPOYYBaJIO 3arajibHy TPUBAJIICTh rocrirtasnizanii y girei 3 TT' > 28 TuK Ta acoLioBaaocs 3
HEJIOCTOBIPHO CKOPIlIMM JOCSTHEHHSIM ITOBHOTO 06’eMmy EX. MeHIa 3arasbHa KijbKiCTb OaKTepiil y BUITOPOKHEHHSIX
Ta HU3bKa yacToTa BUusBieHHs E. coli moctoBipHo acouitoBanucs i3 BuHukHeHHsIM [THC. BopHovac, MeHIa KiJbKiCTb
Klebsiella pneumonia y BUIOpO>XHEHHSIX HEMOBJIAT B EPUIMI THXKIEHb XUTTS JOCTOBIPHO KOpeJoBaa 3
BuHUKHEeHHSIM HEK B nogansmomy. OTpruMaHi pe3ybTaTH LO3BOJIMIINA PO3LMIMPUTH HAYKOBI YSIBJIEHHS IIPO
ocobauBocTi aganrauii He3pinoro TK y nepenuacHo HapomkeHux giteit 3 TT' < 32 Tk Ta MT nipu HapoIpKeHHi <
1500 r, OLiHMTH IPOrHOCTUYHY 3HAYYMIICTh KJIiHIYHUX i Ja0OPAaTOPHUX JAHUX W00 3aXBOPIOBAHb, SKi BUHUKAIOTh

BHACJIiZIOK ITOpYIIeHb Liei aganTanii, a TaKOX OLiHUTYA €(PEeKTUBHICTD Bif[IOBiIHUX HOBUX METOiB NIPOdiNnakTUKy.

2. Necrotizing enterocolitis (NEC), early- and late-onset neonatal sepsis (EOS and LOS) remain important clinical
problems that prolong hospitalization, increase costs, the likelihood of long-term adverse events, and mortality. A
key mechanism for preventing the occurrence of these diseases is the successful postnatal transition of the
immature digestive tract (DT), which in preterm babies occurs in significantly different conditions compared to
healthy full-term newborns. Therefore, supplemental immune nutrition, in particular, enteral administration of
lactoferrin (LF) and probiotics, may be a pathogenetically justified intervention in the group of the most immature
infants. It is also relevant to predict the occurrence of diseases associated with disorders of postnatal transition of
immature DT and to search for additional methods for their early diagnosis. All of the above determined the aim of



the study - to improve the medical care for preterm infants with disorders of postnatal transition of immature DT
by identifying infants with a corresponding risk and implementing preventive measures based on the clinical and
laboratory data obtained. To achieve this goal, the risk factors, incidence, and spectrum of diseases associated with
disorders of postnatal transition of immature DT in preterm infants were studied; the diagnostic significance of FC
as a marker of the inflammatory status of immature DT in the prognosis of diseases associated with impaired
transition was determined, and the impact of LF use at the level of FC was evaluated; the clinical efficacy of enteral
use of LF and probiotic L. reuteri DSM 17938 were studied in the prevention of NEC and LOS, as well as the effect
of this probiotic on the formation of the intestinal microbiota and the link between intestinal microbiota and the
occurrence of the mentioned diseases; a strategy for identifying infants at risk of diseases associated with DT
immaturity, as well as a set of preventive measures, has been developed. 164 infants were enrolled in the study in
the first 72 hours of life. All infants were born with a gestational age (GA) of < 32 weeks with a birth weight (BW) of
<1500 g. The study was carried out in 3 stages and 4 directions. Patients were treated and monitored in the
intensive and post-intensive care units at Lviv Regional Clinical Hospital during 2019-2022. According to the
results of multivariate logistic regression analysis, only three risk factors independently and reliably influenced the
risk of LOS and NEC: age of minimal enteral feeds introduction, number of episodes of feeding intolerance and
need for red blood cell replacement transfusions. In a prospective study of the clinical efficacy of LF, no significant
differences between the incidence of LOS and other severe morbidities were found between the groups. Infants
who received LF were significantly more likely to achieve full EF earlier, infants with GA of < 28 weeks in the LF
group were significantly more likely to be discharged home earlier. FC levels in the first week of life did not differ
significantly between children in the LF group and the comparison group. The dynamics of FC levels in both
groups were not statistically significant either. FC levels in the first week of life in infants who subsequently
developed LOS and NEC did not differ significantly from those in children without these diseases. FC levels in the
first week of life in infants with EOS were significantly higher compared to infants without this disease. According
to the ROC analysis, it was found that the FC level of 373.9 mcg/g had a sensitivity of 71 % and a specificity of 63 %
for the detection of EOS in preterm infants. Administration of L. reuteri DSM 17938 did not affect either the
incidence of stage II+ NEC, LOS, and overall mortality, but at the same time, it was found that enteral
administration of L. reuteri DSM 17938 significantly reduced the duration of hospital stay in infants with GA of = 28
weeks, and it has been associated with an insignificantly quicker achievement of full EF. A lower total number of
bacteria in the feces sample and a low incidence of E. coli were significantly associated with the occurrence of
LOS. At the same time, a lower abundance of Klebsiella pneumonia in the first week of life was significantly
correlated with the occurrence of NEC later. The obtained results expand scientific ideas about the peculiarities of
the postnatal transition of immature DT in preterm infants with GA of < 32 weeks and BW < 1500 g, assess the
prognostic significance of clinical and laboratory data on diseases that arise because of disorders of this transition,
as well as the assessment of the effectiveness of relevant new methods of prevention of these diseases.
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