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Pedepar:

1. lucepraniiina po6oTa MpucBAYeHa MUTAaHHIM ONTUMI3allil HaJaHHS MeJUYHOI IOTTIOMOTH IepeI4acHO
HapOJKEHUM [IiTSIM, SIKi MalOTh B KOMILJIEKCI IEpPUHATAJILHOI [1aTOJIOTii TPOSIBY IOPYLIEHD 3 6OKY
racTpPOiHTECTHHAJIbHOI CUCTEMU, LIJIIXOM aHasli3y (PaKTOPiB PU3UKY, TEOPETUYHOTO OOTPYHTYBaHHS Ta
BIIPOBA/P)KEHHSI HAIIPSIMKY KJIiHIKO-71a60paTOPHOI iarHOCTHKU 7151 BUSIBJIEHHSI IIPUYMH Xap4y0BOi iHTOJIEPAHTHOCT
Ha OCHOBI N1aT0Qi3i0I0TrYHUX MeXaHi3MiB IToegHaHOI AuCc@yHKLii rernaTobisiapHoi cucTeMy, NifIITYHKOBOI 3371031

Ta KMIIKiBHYKA, a TAKOX JOCJIiIPKEHb BHYTPIlIHbOKJIITUHHOTO OOMiHY OpPraHi3my 3a yMOB TilOKCii Ta I0JI0r0BOrO



CTpecy 3 BU3HAYEHHSIM [I0Ka3HUKIB JIJAHOK MiTOXOHZPiaJIbHOTO IUXaHHS, IPOOKCUIAHTHOI Ta aHTUOKCUAHTHOI
CHCTEMH, IO CIIPSIMOBAHO HA OITHMI3allil0 METO/IiB TEPAIEBTUYHOTIO BTPYYaHHS Y TOCTPOMY I1€Piofli 3aXBOPIOBaHb,
3aX0/1iB [10/IAJILIIOrO KATAMHECTMYHOIO CIIOCTEPEKEHHS Ta peabisiTallii 115 nonepeykKeHHs pO3BUTKY
(PYHKLiOHAJIBHUX i XPOHIYHUX rACTPOEHTEPOJIOTIYHYX 3aXBOPIOBaHb. [IpoBeieHO NOPiBHSIbHUI aHai3 6i0XiMiYHUX
[TIOKa3HUKIB CPOBAaTKU KPOBi Y HOBOHAPOKEHMX 3 KIIIHIYHUMY O3HaKaMU Xap4oBOi iHTOJIEPAHTHOCTI, Y TOMY YMCIIi
piBHIB 3arasibHOro 6is1Ka, 6inipy6iHy Ta oro ¢paxLii, [I1I0K03H, X0JIeCTePUHY, TPUTJIiLIEPUAiB, CEHOBUHY;
depmeHTatuBHOiI akTuBHOCTI JIT, JI®, ACAT, AAT, 1m0 403BOIMIIO NiATBEPAUTH iX NiarHOCTUYHY 3HAUYIIIiCTh [JIS
BUSBJIEHHS IOPYLIEHb (QYHKIiOHANBHOrO cTany 'EC, BpaxOBYIOYM TSDKKICTb CTaHy Ta FeCTaliliHUN BiK IIpU
HApOJ’KEHHI, 3 pO3paxyHKOM IOKa3HUKIB YyTIUBOCTI, cielidiyHOCTi Ta IPOrHOCTUYHOI 3HA4yL[OCTi. Bu3HayeHo
CTaH eK30KpuHHOi pyHKuii [13 y [TH]] Ha OCHOBI NIOKa3HUKIB amisnasy, Jlinasu, TPUIICUHY Ta
JIeNIMHaMIiHONIEN T A3U, IIPOBEAEHO aHai3 €(PeKTUBHOCTI pOOOTU OpPraHy BPaxOBYIOYM reCTalilflHU BiK Ta
TSDKKICTh CTAHY HOBOHAPOPKEHMX, 110 MiITBEPANIIO NOLIbHICT BUKOPUCTAHHS 3a3HAYEHUX MAPKEPIB 3
yPaxyBaHHSM YYTJIMBOCTI, CIeUPiYHOCTI Ta IPOrHOCTUYHOI 3HAUYYIOCTi B KOMILJIEKC] JiarHOCTUKU
racTpOiHTECTHHAJIBHOI JUCQYHKIii y HOBOHAPOIKEHUX. 3a HAsIBHOCTI O3HAK XapyoBOi iHTOJIEPaHTHOCTI ¥
HOBOHAPO)KEHUX NPOBELEHO BU3HAYEHHS JIA00PATOPHUX IOKAa3HUKIB KONpodinbTpary, 3okpema piBHiB OK, AIAT,
PMN-enacrasy, anpsbyminy ta ®E-1, mo 1o3Bonusio niaTsepauTy y natoreHesi nucyHkIii MiciieBe 3ananeHHs
CJIM30BOi 000JIOHKY KUIIKiBHUKA, 3HM)KEHHS] HOT0 MOTOPHO-€BaKyaTOPHOI (PYHKILii, a TAKOK HELOCTAaTHICThb
IIPOLIECiB IEPETPABJIEHHS Ta BCMOKTYBaHHSI DXKi. 3 ypaxyBaHHSIM NaTo(i3i00TiYHNX MEXaHi3MiB, BUCOKOTO PiBHS
YyTJIMBOCTI, CIIeLU(IYHOCTI Ta IPOrHOCTUYHOI 3HAYYIIOCTi OOTPYHTYBAHO IOLiJIbHICTb BUKOPUCTAHHS 3a3HAYE€HUX
MapKepiB 151 1iarHOCTUKM MOpYlIeHb PYHKIIIOHAJIIbHOTO CTaHy KUIIKiBHUKA npy aucdyHkuii I'IC y [TH].
[TpoBeneHo gocaigkeHHs NaToQi3ioIoriYHNX MeXaHi3MiB riMOKCUYHOTO yPasKeHHs! OpraHiamy Ta ix poiiy
dopmyBanHi nucoyskunii I'IC y HOBOHapOmKeHMX Ha PiBHI CYOKJIiHIYHMX 3MiH IIJISIXOM OLIIHKM OCOGJINBOCTEN JIAaHOK
MITOXOH/IPiaJIbHOTO IHUXaHHS, 30KPEMa eHepreTUYHoro 06MiHy, okasHuKiB cucremu BPO ta AOC3. Ha ocHOBI
BHICOKOT'O PiBHSI YYTJIMBOCTI, cCrieinpiYHOCTi Ta MPOrHOCTMYHOI 3HAYYIIOCTi 3aCBiAU€HO AOLIbHICTh BUKOPUCTaHHS
3a3HAYEHUX MAPKEPIB 1151 AiarHOCTUKY PiBHS JOKJIIHIYHUX MOPYIIEHD IJ1s1 CBOEYACHOIO ITPOTHO3YBAHHS PO3BUTKY
I1aTOJIOT], a TAKOX IHAMBINyaIi30BaHOI KOPEKLii 3aX0iB TEPAIIEBTUYHOIO BTPy4YaHHs. Ha OCHOBI KOMIIJIEKCHOTO
6araToakTOPHOro KOpEJIALifHOro aHaji3y Halb6ibIl 3HaYYIIMX J1aO0PaTOPHUX II0Ka3HUKIB Xap40oBOi
iHTOJIEPaHTHOCTI, 3 ypaxyBaHHIM ¢yHKIioHanbHOro crany I'BC, [13 Ta KMIIKiIBHMKA, @ TAKOXK KPUTEPIiiB NOpyIIeHb
BHYTPIIIHbOKJIITUHHOTO OOMiHY, SIKU XapaKTepu3ye CyOK/IiHIYHMI PiBEHb IOPYLIEHb OPraHi3My 3a YMOB TilOKCii Ta
II0JIOTOBOT'O CTPECY, OTpUMaHo GOPMYITy, SIKa [LO3BOJISE IarHOCTYBATU CTYIiHb TSDKKOCTI gucdynkuii I'IC y [TH]T 3
iiMmoBipHicTio 70,0 %. O6rpyHTOBaHO JIOLi/IbHICTb IPOBEAEHHS KOPEKLii TepaneBTUYHUX 3axofiB y [TH] npu
BMKOPHMCTaHHI OKCUT'€HOTeparii, nepesiky ¢papMakoJIOriYHUX 3aC00iB, SKi MalOTh IOTEHLiMHY IOGIYHY Ail0, & TAKOX
HEeOOXiIHICTb iHAMBiIyas1i30BaHOTO MigX04y IPU CTBOPEHHI IIPOrpam JOIJsAy Ta BUTOJOBYBaHHS! HOBOHAPOIPKEHNUX.
CTBOpEHO Ta 3allPONIOHOBAHO [0 BIIPOBAIKEHHS «AJITOPUTM NIPOTHO3YBaHHS, NiarHOCTUKM Ta KOPEKLii
TepaneBTUYHUX 3aXO0/iB IPU AUCPYHKII racCTpOiHTECTUHAIBHOI CUCTEMHU Y TIEPENYACHO HAPOIPKEHUX AiTel», SIKUN
nepen6adae BU3HAYEHHS (PAKTOPIB PU3UKY 3 YPAXYBAaHHSIM COMATUYHOIO Ta aKyLIEPChKO-TiHEKOJIOTi4HOTrO
aHaMHe3y MarTepi, aHasi3 KJIiHIYHUX 0COOINBOCTEN Iepediry eprHaTaabHOI 1aToJIOT], 2 TAKOX IPOBE€HHS
KOMIIJIEKCHOI 1iarHOCTUKM Xap40BOi iHTOJIEPaHTHOCT] Y HOBOHAPOIKEHMX 3 YPaxXyBaHHAM KIIiHIYHUX O3HAK Ta
nepeJliky J1abopaTopHUX MapKepiB QpyHKUioHanpHOTo crany ['BC, 13 Ta KMIIKIBHMKA, a TAKOX JOAATKMX [IOKa3HUKIB
BHYTPIIIHbOKJIITUHHOTO OOMiHY, SIKi XapaKTe€pU3yI0Th PiB€Hb CYOKJIiHIYHUX MOPYLIEHb B OPraHi3Mi 3a yMOB TiMOKCii

Ta I1OJIOTOBOI'O CTPECY.

2. The dissertation is aimed at optimising medical care for premature infants with perinatal pathology and
gastrointestinal disorders by analysing risk factors, providing theoretical justification, and introducing clinical and
laboratory diagnostics to identify the causes of food intolerance based on the pathophysiological mechanisms of
combined dysfunction of the hepatobiliary system, pancreas and intestines, as well as studies of intracellular
metabolism under conditions of hypoxia and birth stress with the determination of indicators of mitochondrial
respiration, prooxidant and antioxidant systems, focused on optimising methods of therapeutic intervention in the
acute period of diseases, measures of further follow-up observation and rehabilitation to prevent the development



of functional and chronic gastroenterological diseases. A comprehensive analysis of blood serum biochemical
parameters characterising disorders of the functional state of the hepatobiliary system (total protein, bilirubin and
its fractions, glucose, cholesterol, triglycerides, urea, lactate dehydrogenase, alkaline phosphatase, aspartate
aminotransferase and alanine aminotransferase activity); exocrine function of the pancreas (levels of amylase,
lipase, leucine aminopeptidase, trypsin) and functional state of the intestine (levels of faecal calprotectin, albumin,
PMN elastase, o-1-antitrypsin, faecal elastase-1). Statistical analysis of the laboratory markers studied, taking into
account the high level of sensitivity, specificity and prognostic significance of the indicators, confirms the need for
in-depth examination of premature infants to determine the main pathophysiological components of
gastrointestinal dysfunction formation in perinatal pathology. The mechanisms of hypoxic damage to the body in
relation to the development of functional disorders of the digestive system in premature infants were determined,
taking into account the intracellular level of somatic dysfunction by assessing the links of mitochondrial
respiration, indicators of free radical oxidation and the antioxidant defence system. Based on the results of quality
assessment, taking into account sensitivity, specificity and predictive value of indicators, the feasibility of using
these markers for the diagnosis of preclinical changes in order to predict the development of somatic dysfunction
and timely individualised correction of therapeutic and medical measures is justified. Based on a multifactorial
correlation analysis of laboratory markers of food intolerance, taking into account the functional state of the
hepatobiliary system, pancreas and intestines, as well as a set of significant indicators characterising the earliest,
subcellular level of disorders in the body under conditions of hypoxia and birth stress, a formula has been obtained
that allows the severity of gastrointestinal system dysfunction in perinatal pathology in premature infants to be
diagnosed with a probability of 70.0 %. The expediency of adjusting therapeutic measures in newborns, taking into
account their potential side effects, including the use of pharmacological drugs that have potential side effects on
the digestive system, as well as an individualised approach to the creation of programmes for the care, feeding,
follow-up observation and rehabilitation of infants, has been substantiated. An «Algorithm for predicting,
diagnosing and correcting therapeutic measures for gastrointestinal dysfunction in premature infants» has been
developed and proposed for implementation. It involves identifying risk factors, taking into account the mother's
somatic and obstetric-gynaecological history, analysis of the clinical features of the course of perinatal pathology
with in-depth comprehensive diagnosis of food intolerance, taking into account significant clinical and laboratory
criteria for diagnosing the functional state of the hepatobiliary system, pancreas and intestines, as well as
subclinical disorders based on markers of intracellular metabolism of the body under conditions of hypoxia and
birth stress.
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