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Pedepar:

1. Hexpotusytouuit entepokoit (HEK), panHiit Ta ni3Hiil HeoHatanbHuii cencuc (PHC Ta [THC), 3anuimaoTbes
BRXJIMBUMHU KJIIHIYHUMU [IpOo6IeMaMH, 5IKi OAO0BXKYIOTh TPUBAIiCThb TOCHiTaNi3allii, 30i/bIIyIOTh BUAATKHY,
MigBUIIYIOTh IMOBIPHICTb JOBrOCTPOKOBUX HETATMBHUX HACJIIKIB i CMEPTHICTh. KIII040BMM MEXaHi3MOM
3ano6iraHHs BUHUKHEHHIO [[MX 3aXBOPIOBAHb € YCIIilIHA [TOCTHATAJIbHA afanTalis He3pinoro TpaBHoro Kanany (TK),
sKa y [lepeiYacHO HapOKEHUX JiTel Bil0yBa€ThCS Y CYTTEBO BiIMIHHMX YMOBaXx I1OPiBHSIHO 3i 30,0pOBUMU
IOHOLIEHVMY HOBOHAPOJK€HUMMU. [1aTOreHeTUYHO OOI'PYHTOBAaHUM BTPY4YaHHSIM Yy TPYIli HAMOiIbII HE3PIIMX
HEMOBJISIT MOXXe OYTH 1OJATKOBE iMyHHEe Xap4yBaHHS, 30KpeMa eHTepaJibHe [Ipru3HadYeHHs JakTodepuny (JID) Ta

IIpO6iOTHKIB. AKTYaJIbHUM TaKOXX 3aJIMLIAE€THCS IPOrHO3YBaHHS BUHMKHEHHS 3aXBOPIOBaHb, I0BI3aHUX 3



[OPYLIEHHAMU [TIOCTHATAaIbHOI aganTauii Hezpinoro TK Ta nomyk goAaTKOBAX METOLIB iX paHHBOI iarHOCTUKU. Bee
BUIIE 3a3HAYEHE BU3HAYMIIO METY JOCJIIKEHHS — YLOCKOHAJIMTU MEAUYHY JOIIOMOTY I€pPeq4acHO HAPOJIKEHUM
IiTSM 3 [IOPYIIEHHSAMU IIOCTHATAJIBbHOI aganTanii He3pisioro TK mIsIXOM BUSIBJIEHHS HEMOBJIAT 3 BiIIIOBIIHUM
PU3MKOM i BIIPOBAIKEHHS IPOPiNIaKTUYHYX 3aXO0/iB, ONPallbOBAaHUX HA MiCTaBi OTPUMaHUX KJIHIYHUX i
J1260PATOPHUX JaHUX. [lJ1 JOCSITHEHHS] MeTH OyJ11 BUBYEHI YNHHUKU PU3MKY, YaCTOTA i CTPYKTypa 3aXBOPIOBAHb,
IIOB'SI3aHUX i3 [IOPYIIeHHSIM afanTalii Hespisoro TK y nepesyacHo HapoOIPKeHUX JiTell; BUBHAUEHO AiarHOCTUYHY
3HaAuyLiCcTh (pekanbHOro KanbnporekTuny (OK) sik Mapkepa 3ananbHoro crarycy Hespinoro TK y nporHosyBaHHi
3aXBOPIOBaHb, IIOB'SI3aHUX 3 MOPYUIEHHSM MOT0 ajanTallii, a TaKoX oLiHeHo BIuB 3actocyBaHHs JIO Ha piBHi OK;
BMBYEHO KJIiHIYHY e(eKTUBHICTh eHTepaJibHOro 3acTocyBaHHs JIP Ta npobioTuka L. reuteri DSM 17938 y
npodinakruui HEK ta [THC, a TakoX BIJIMB L1bOro IPO6ioTHKA Ha (OPMYyBaHHS KMIIKOBOI MiKpOOIOTH Ta 3B's130K
OCTaHHbOI 3 BUHUKHEHHSIM 1IMX 3aXBOPIOBaHb; PO3PO06JIEHO CTPATETiI0 BUSIBJIEHHSI HEMOBJISIT 3 PU3UKOM
BUHUKHEHHS 3aXBOPIOBaHb, I0B$13aHUX 3 He3pinicTio TK, a TakoK KoMIIeKC NPOodilakTUYHUX 3aX0AiB. 3aranom 164
IUTYHY Oys14 3aJ1y4YeHi Y LOCIiI)KeHHS B I1eplli 72 TOfUHY XUTTS. YCi HEMOBJISITA HAPOJUIIUCh Y TEPMiHi recraryii
(TT) < 32 TwxHiB 3 Macotlo Tina (MT) < 1500 r. Po6oTa BUKOHYBaslach Ha 3 eTanax Ta y 4 HanpsiMkax. [TanieHTu
JIIKyBaJIUCh i IepebyBau Mifl CHOCTEPESKEHHSIM Y Bifi/liIeHHIX iIHTEHCUBHOI'O Ta OCTiHTEHCUBHOTO JlikyBaHHS KHIT
JIOP «JIpBiBCBbKa OGJs1acHA KJIiHiIYHA JlikapHS» npoTsarom 2019-2022 pp. 3a nmizcymkamu 6aratroakToOpHOro
JIOTICTUYHOT'O PETPECIHOrO aHali3y JIMIIE TPYU YMHHUKY PU3UKY HE3AJIEXKHO Ta JOCTOBIPHO BILJIMBAJIM HA PU3KK
BrHuKHeHHs [THC i HEK: Bik 104aTKy MiHiMaJIbHOTO €HTepasIbHOro xapuyBaHHs (EX); KijIbKiCTh €mi30fiB 3HKEHO]
ToJIepaHTHOCTI 10 EX Ta notpeba y 3amiCHUX TpaHCQyY3iIx epUTPOLUTAPHOI MACU. Y TIPOCIIEKTUBHOMY JOCiIKEeHH]
KJIiHiYHOI edpekTuBHOCTI JID He 6yJI0 BUSBIIEHO NOCTOBIPHUX BiAMIHHOCTEN MiXX rpynaMy 3a 4aCTOTOX BUHMKHEHHS
[THC 1 iHIO!0 TSDKKOIO 3axBopioBaHicTio. JliTH, siKi oTpumyBasnu JIQ, 1ocToBIipHO CKopillle AoCsrany NOBHUX 00'€MiB
EX, a nemossara 3 TT < 28 Tux i3 rpynu JIO gocToBipHO cKopille BunucyBaaucs gogomy. PiBHi @K Ha nepuomy
TWKHI KUTTS LOCTOBIPHO He Bifpi3HANMKCH Y piTell i3 rpynu JI® ta nopiBHsHHSA. JnHamika nokasHukis K HeMOBAT
B 00MIBOX I'PyIax TaKoxX He 6yJia CTaTUCTMYHO BiporigHoto. PiBHi QK Ha nepumomy THXKHI XUTTS y IiTel, sIKi B
nopanbmomy 3axsopinu Ha [THC ta HEK, ocToBipHO He BiIpi3HSIIMCD Bifl IbOTO TOKA3HMKA Y HiTel 6e3 nux
3axBoploBaHb. PiBHi QK Ha nepumomy TV>KHI KUTTS Y HEMOBJIAT, sKi XBopinu Ha PHC, 6y oCTOBIpHO BULIMMU
IIOPiBHSIHO 3 [IiThbMU 6€3 LIbOTr0 3axXBOpIoBaHHs. 3a faHumMu ROC-aHasizy BCTaHOBJIEHO, 110 noka3Huk OK 373,9

MKT /T MaB 4yTJuBicTb 71 % Ta cneundiuHicTs 63 % mwono BusienenHs PHC y nepegyacHO HapOIK€HUX HEMOBJIST.
[TpusHauyenHs L. reuteri DSM 17938 He BruBasno Ha yactoty HEK I+ crapii, [THC Ta 3arasibHy CMEPTHICTb, IPOTE
IIOCTOBIPHO CKOPOYYBaJIO 3arajibHy TPUBAJICTh rocmitasniszanii y gireit 3 TT' = 28 Tuk Ta acouioBaiocs 3
HEJIOCTOBIPHO CKOPIlIMM JOCSTHEHHSIM ITOBHOTO 06’eMy EX. MeH11a 3arasbHa KijbKiCTb 6aKTepiil y BUTOPOKHEHHSIX
Ta HMU3bKa yacToTa BUsBieHHs E. coli moctoBipHo acouitoBanucs i3 BuHukHeHHIM [THC. BopHovac, MeHIa KiJbKiCTb
Klebsiella pneumonia y BUIOPOKHEHHSIX HEMOBJIST B IIEPUINiA TVKI,EHb KUTTS JOCTOBIPHO KOpEJIIOBaa 3
BuHUKHEHHAM HEK B moganbsmomy. OTprMaHi pe3yabTaTyl O3BOJIMIIN PO3IMPUTH HAYKOBI YSIBJIEHHS IIPO
ocobauBocTi aganrauii Hespinoro TK y nepenuacHo HapomkeHux giteit 3 TT' < 32 ik Ta MT nipu HapoKeHHi <
1500 r, OLiHMTYU MPOTHOCTUYHY 3HAYYLIICTb KJIiHIYHUX i 1a60PATOPHUX JAHUX LIOJ0 3aXBOPIOBaHb, SIKi BUHUKAIOTh

BHACJIiZIOK [TOpYyIIeHb Liei aganTanii, a TaKOX OLiHUTYA €(PEeKTUBHICTD BifIOBiIHUX HOBUX METOiB IPOdiNakTUKy.

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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