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1. OnTuMmizanist paHHBOI AiarHOCTUKY HEAJKOTOJIbHOI JKUPOBOI XBOPOOU MEYiHKM Ha TJIi OKUPIHHS Ta HAJIMIIKOBOI

Baru 3 ypaxyBaHHSIM OCHOBHUX (PiJIOTHUIIIB KUIIKOBOI MiKpOOiOTH Ta MapKepiB 3arajeHHs



2. Optimization of early diagnosis of non-alcoholic fatty liver disease on the background of obesity and overweight,
taking into account the main phylotypes of gut microbiota and markers of inflammation

Pedepar:

1. Ha Txi cTifikoi TeHaeH1ii 10 36iblIeHHS IOMNUPEHOCTI Cepe, HaceJeHHS Hal/INIIKOBOI Macu Tisia Ta
BiCLIepaJIbHOTO O>KMPIiHHS BiJ3HAYA€THCS 3pOCTaHHS 3aXBOPIOBAHOCTI Ha HEAJIKOTOJIbHY )KUPOBY XBOPOOY ME€YiHKHU,
gKa CTa€ OJHI€I0 3 HANMOLNPEHINX IPUYMH 3aXBOPIOBAHb [T€YiHKU B yCbOMY CBITi Ta B YKpaiHi 30Kpema.
Kii0u0BUM NUTAHHSM y BE€JIEHHI XBOPUX Ha HEAJIKOTOJIbHY JKMPOBY XBOPOOY IE€UiHKY € CBO€YaCHa iarHOCTUKA
($i6bpo3y Ha paHHill cTafii, Tomy o came cTagis Gpidpo3y € HalBaKIMBIINUM (PAKTOPOM, SIKUI KOPEJIIOE 3 Tepebirom
3aXBOPIOBAHHS SIK Y 3BOPOTHUI 6iK, Tak i B Oik IIporpecyBaHHs 3i 30iIbIIIEHHSIM CMEPTHOCTI B JaHOi TPYIIN XBOPUX.
Tomy MeTO0 ocCipKeHHs 0yJ10 ONITUMI3yBaTy PaHHIO JiarHOCTUKY (ibpo3y Y XBOPUX Ha HEAJIKOT'OJIbHY KUPOBY
XBOPOOY MeYiHKY Ha TJIi O’KUPIiHHS Ta HAAJIMIIKOBOI Baru LIJISIXOM BUBYEHHS OCOOJIMBOCTEN CIiBBiTHOUIEHHS
¢inorunis Firmicutes /Bacteroidetes KUKOBOi MiKpPO6iOTU, MOJIEKYJIIPHO-T€HETUYHMX YMHHUKIB: MikpoPHK-122,
MikpoPHK-34a, a Takox npo3anajabHuUX MapKepiB: BUCOKOUYTIMBOro C-peakTUBHOTO NMPOTeiHy Ta GpakTopy
nyxJrHU-anbda. JuceprauiiiHe JOCTiIXEHHS IPYHTYETbCSI HA KOMILJIEKCHOMY o6cTexxeHHi 140 nanjieHTis, cepef,
SIKUX OCHOBHY I'pyIy ckjanau 120 XBOpUX Ha HEAJIKOTOJIbHY KMPOBY XBOPOOY NediHKY Ta 20 MPaKTUYHO 300POBUX
I0OPOBOJIBLIIB BiANOBIIHUX 32 BIkOM Ta cTarTTio. 120 XBOPUX OCHOBHOI I'pyny Oy po3nisieHi Ha [Bi HiAIPyNy B
3aJIeXKHOCTI Bif iHleKcy MacH Tina. Y [ migrpymny yBifimim 85 XBopux i3 cynyTHiM oxxupinHsam. Jo I nigrpynu 6yso
BKJIIOUEHO 35 XBOPUX Ta HA/IJIMIIKOBY Bary. Briepiie B yKpaiHCbKiil IOMyJisLii TPOBeIeHO KOMILJIEKCHY OLIiHKY
SKiCHOTO CKJIaJly KMIIKOBOI MiKpo6ioTu 3a ocHoBHUMU ¢inotunamu (Firmicutes, Bacteroidetes, Actinobacteria Ta
iHmux Qinotunis 3 po3paxyHKoM criBeigHoumeHHd Firmicutes/Bacteroidetes) y XBopux Ha HEaJIKOTOJIbHY KUPOBY
XBOpOOY IEYiHKM Ha TJIi OKMPiHHS Ta HAJJIMIIKOBOI Bary; IpPOaHasli30BaHO iX KOPEeJIsLiliHi 3B's13KU 3 PiBHIMU
MikpoPHK-122, mikpoPHK-34a, BucokouyTauBoro C-peakTuBHOTO IPOTeiny Ta (pakTopy nyxauHu-anbda. Bnepue
[IPOAHAaJIi30BaHO B3aEMO3B'SI3KU CKJIaly KUIIKOBOI MIKpO6iOTH 3i CTyreHsiMU cTeatosy Ta (ibpo3y; BU3HAUEeH]
B32€MOBIIHOILIEHHSI OCHOBHUX (QiJIOTUIIIB KULIKOBOi MiKpO6GiOTU 3 1aTOr€HETUYHUMU JIAHKAMU PO3BUTKY
HEaJIKOTOJIBHOI JKUPOBOi XBOPOOU IediHKY, 30KpeMa MiKkpoPHK-122, mikpoPHK-34a, Bucokouytiusum C-
PEaKTUBHUM NPOTEIHOM Ta (PAKTOPOM MYXJIMHU-AIb()A, 2 TAKOXK JIIMiIHUMHU Ta BYTJIEBOAHUMMU [TOPYLIEHHSIMHU.
Briepuie nocniiKeHo AOLibHICTh BUKOPUCTAHHS BU3HAYEHUX NTAPAMETPIB B SIKOCTI JiarHOCTUYHUX MAPKEPiB
$i6po3y. Po3pobseHO aNropuT™M BU3HAYEHHS IPYIl XBOPUX HAa HEAJIKOTOJIbHY KUPOBOi XBOPOOU NEeUiHKU 3 Pi6po30M,
SIKMI BKJIIOYAE MOETANHEe OOCTEXKEHHS 3 BUSHAUEHHSIM aHTPOIIOMETPUYHUX MTOKA3HUKIB, IUTONITUYHUX,
MeTaboJIiYHUX ITapaMeTpiB, MOJIEKYJISIPHO-TeHETUYHUX Ta 6i0JI0TiYHNUX YMHHUKIB, 110 L03BOJIsSIE CTPAaTUdIKyBaTU

XBOPHX 0 IPyIH, 110 NOTPEOYE MOrIN6IEHOr0 00CTEXKEHHS Ta IHTEHCUBHOTO JIIKYBaHHSI.

2. Against the background of the steady trend of increasing prevalence of overweight and visceral obesity, there is
the increase in the incidence of non-alcoholic fatty liver disease, which is becoming one of the most common
causes of liver disease worldwide and in Ukraine in particular. The key issue in the management of patients with
non-alcoholic fatty liver disease is the timely diagnosis of fibrosis at the early stage, because the stage of fibrosis is
the most important factor that correlates with the course of the disease both in the reverse direction and in the
direction of progression with an increase in mortality in this group of patients. Therefore, the aim of the work was
to optimize the early diagnosis of fibrosis in non-alcoholic fatty liver disease patients with obesity and overweight
by studying the ratio of Firmicutes/Bacteroidetes phylotypes of gut microbiota, molecular genetic factors:
microRNA-122, microRNA-34a, as well as pro-inflammatory markers: C-reactive protein and tumor necrosis
factor-alpha. The dissertation research is based on a comprehensive examination of 140 patients, among which the
main group consisted of 120 patients with non-alcoholic fatty liver disease and 20 healthy age- and sex-matched
volunteers. 120 patients of the main group were divided into two subgroups depending on body mass index. The
first subgroup included 85 patients with concomitant obesity. The second subgroup included 35 patients and
overweight For the first time in the Ukrainian population, a comprehensive assessment of the qualitative
composition of the gut microbiota by main phylotypes (Firmicutes, Bacteroidetes, Actinobacteria, and other
phylotypes with the calculation of the Firmicutes/Bacteroidetes ratio) was carried out in patients with non-



alcoholic fatty liver disease against the background of obesity and overweight; analyzed their correlations with the
levels of microRNA-122, microRNA-34a, high-sensitivity C-reactive protein and factor tumors-alpha. The
relationship between the composition of the gut microbiota and the degrees of steatosis and fibrosis was analyzed
for the first time; determined the relationship of the main phylotypes of the gut microbiota with the pathogenetic
links of the development of non-alcoholic fatty liver disease, in particular microRNA-122, microRNA-34a, high-
sensitivity C-reactive protein and factor-alpha tumors, as well as lipid and carbohydrate disorders. For the first
time, the expediency of using certain parameters as diagnostic markers of fibrosis was investigated. An algorithm
for identifying groups of patients with non-alcoholic fatty liver disease with fibrosis has been developed, which
includes a step-by-step examination with the determination of anthropometric indicators, cytolytic, metabolic
parameters, molecular genetic and biological factors, which allows stratifying patients into a group that requires

in-depth examination and intensive treatment.
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