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1. liarHoCTHKa, TPOTHO3YBaHHS Ta apMaKOJIOTiUHA KOPEKLis eHoTesiabHOi AUCOYHKILII [IpY HeayKoroJIbHil

>KMPOBill XBOPOOi Ne4iHKU (KJiHiKO-eKCIIePUMEHTaJIbHE JOCIIiIXKEHHS)

2. Diagnosis, prognosis and pharmacological correction of endothelial dysfunction in non-alcoholic fatty liver
disease (clinical and experimental study)

Pedepar:

1. Incepranist npucBsyeHa o6IPyHTYBaHHIO KOMIIJIEKCHOTO JIiKyBaHHS eHJIoTesiabHOI AUCOYHKIT XBOpUX Ha
HEaJIKOT0JIbHY )XUPOBY XBOPOOY NE€YiHKU 3 HaAJINIIKOBOIO MACOIO Tijla Ta OXXUPIHHSIM Ha OCHOBI BCTAHOBJIEHHS
3aKOHOMIpHOCTEN MeTaboIiYHMX IOPYILEHb NIeYiHKU. PO3p06JieHi HOBi e(peKTUBHI crtocobr (papMaKoIOriYHO]
KOPEKILii, CBO€4aCHOI [IilaTHOCTUKU Ta IPOTHO3YBaHHSI XBOPOOU. Briepiie BUSIBIEHO rernaTonpoTEKTOPHY Ta
€HJIOTeJIIONPOTEKTOPHY [Ii0 aHrioJiHy. JloBeieHa OpraHopOTEKTOPHA €(PEeKTUBHICTD aHTi0JiHY ITPU KOPEKILii
CTeaTorenaTtuty (mateHT Ha BuHaxig N2 113823 C2 Ykpaina). I1ig BIMBOM [i040i pe4OBUHM BiIOYBAETHCS
HOpMaUli3alligd CTPYKTYPHUX KOMIIOHEHTIB 4aCTOYOK OpraHy. BUKOpUCTaHHS aHTiOJIiHY [TONIepeIKyBalo Ta

3MEHIIYBAJIO [IOIKOKEHHSI MEMOPaHHUX CTPYKTYP: SlepPHUX Ta IJIa3MaTUYHUX MeMOpaH eHJOTeiOLUTIB Ta



rernaTronuTiB. YIbTPACTPYKTypa CMHYCOIIHMX F€MOKAIIJISPIiB MTOKpallyBalach. 3allpOIIOHOBAHO HOBUM
HeMeIMKaMEeHTO3HUH CIT0Ci6 KOpeKiii maToorivHuX ctaHiB npu HAXKXII, mo npu3BoguTh 40 3MEHIIEeHHS
SKUPOBOT'O KOMIIOHEHTA i 3arajieHHsI BiATI0BiAHO. 3arponoHOBaHUN CIIOCi6 iarHOCTUKYU HEaylKoroJbHOI JKUPOBOi
XBOpOOU NEYiHKU NpU NPOQPiIaKTUYHOMY OIJISIA] YIOCKOHAIOE IPOrHO3YBAHHS 3 BUCOKOIO BipOTiIHICTIO HAIBHOCTI
HAJKXII npu nepiuiil 3ycTpidi Jikaps 3 XBOPUM I1iCJIs BUMIPIOBaHHS [I€BHMX aHTPOIIOMETPUYHUX I1aPaMETPIB
Nalj€eHTiB, OOIPYHTOBY€E HEOOXIiIHICTb I10/1aJIbIIOr0 OOCTEXXEHHS IJ1s1 i TBEPIyKEHHs [iarHo3y. 3aporoHOBaHUMN
HOBUI CIIOCi6 IIPOrHO3YBaHHS €HA0TeiabHOI JUCQYHKLII y XBOPUX HA HEAJIKOTOJIbHY KUPOBY XBOPOOY I€4iHKU
3a6e3nevyye MOXJIMBICTb JOCTYTHUM i 6€3[1€YHMM METOJOM 3[iliCHIOBATU 00'€KTUBHY OLIiHKY HasIBHOCTI YPasKE€HHS
eHpotesiio. OCHOBHI pe3ybTaTy JOCiIKEeHHSI BIIPOBAIpKeHi y HaByaibHUH npouec 29 kadenp MeguaHux

yHiBepcuTeTiB YKpaiHu Ta 5 J1iKyBaJabHO-NIPO(DiNIaKTUYHUX 3aKIa/iB.

2. The dissertation is devoted to the substantiation of complex treatment of endothelial dysfunction of patients
with non-alcoholic fatty liver disease with overweight and obesity on the basis of establishing regularities of
metabolic disorders of the liver. New effective methods of pharmacological correction, timely diagnosis and
prognosis of the disease have been developed. The hepatoprotective and endothelioprotective effects of angioline
were first discovered. The cell cycle of hepatocytes was analyzed in NAFLD modeling. The normalization of the
structural components of the organ particles occurs under the influence of the active substance. The use of
angioline prevents and reduces damage to membrane structures: the nuclear and plasma membranes of
endothelial cells and hepatocytes. The cell cycle of hepatocytes was analyzed in NAFLD modeling. The
organoprotective efficiency of angioline in the correction of liver steatosis has been proved. The normalization of
the structural components of the organ particles occurs under the influence of the active substance. The use of
angioline prevents and reduces damage to membrane structures: the nuclear and plasma membranes of
endothelial cells and hepatocytes. The ultrastructure of sinusoidal hemocapillaries is enhanced, which stimulates
hemodynamics and transcapillary metabolism in the liver, which prevents damage to hepatocyte nuclei and
organs, and promotes intracellular regeneration. Using the biologically active compound angiolin for the
correction of experi-mental steatohepatitis leads to a decrease in cytolysis syndrome, leads to normalization of
liver function, improves intracellular regeneration of hepatocytes, liver endothelial cells. The combined correction
of the steatohepatitis model has shown the greatest effectiveness in normalizing carbohydrate, lipid metabolism
and endothelial function. Hepatocyte cell cycle was first analyzed in NAFLD modeling. The cell cycle of rat liver
cells, which was modeled on non-alcoholic fatty liver disease, has its own peculiarities: the number of cells in the
synthetic period of the cell cycle (phase S) is higher than in intact animals. Increased DNA fragmentation and
proliferative activity of liver cells were found. (p<0.05). The antiapoptotic effect of the new active substance
angiolin has been proved. The efficacy of the combination of thiotriazoline and L-lysine of escinate has been
proved both for the correction of endothelial dysfunction and for the pathogenetic influence on the development
of NAFLD. It was found that the biologically active compound (S) -2,6-diaminohexanoic acid 3-methyl-1,2,4-
triazolyl-5-thioacetate at a dose of 50 mg / kg has a high hepatoprotective activity, reduces cytolysis syn-drome,
cholestasis syndrome, increases adiponectin levels and lowers ET-1, which provides useful properties in the
treatment of NASH. The revealed properties of Angiolin allow to carry out effective therapy of experimental liver
damage - NAFLD. The appointment of thiotriazoline in the scheme of treatment of patients with non-alcoholic
fatty liver disease in statistically significant contributes to the reduction of elevated levels of endothelin-1,
indicators of lipid peroxidation, which indicates the need for the use of thiotriazoline as a component of NAFLD
treatment. Complex therapy with thiotriazoline and L-lysine escinate is an effective way of eliminating endothelial
dysfunction, as evidenced by the reduction of markers of endothelial dysfunction: endothelin-1 and Willebrand
factor and marker of the inflammatory response of hs C-reactive protein. A new non-drug method for the
correction of pathological conditions with NAFLD is proposed, which leads to a decrease in the fat component and
inflammation, respectively. Non-drug treatment, in addition to basic NAFLD therapy in individuals with overweight
and obesity, has a complex, multicomponent, including lipid-correcting effect. The inclusion of a specially selected
set of physical exercises, strictly specific to a particular patient, allows to increase the functional capacity of the
patient, to reduce the clinical manifestations of the disease, to prevent complications. Formation of non-alcoholic



fatty liver disease is predicted by determining the sex-specific classification index (Dfl and Df2) by the models
obtained on the basis of discriminant analysis. The proposed method for the diagnosis of non-alcoholic fatty liver
disease during prophylactic examination improves the prognosis with high probability of having NAFLD on the first
visit of the patient after measuring certain anthropometric parameters of patients, substantiates the need and the
amount of additional examination to identify details of the disease.

Jep>kaBHHH peecTpauiiiHuii Homep [IiP:

IIpiopuTeTHHI HaNIpSIM PO3BUTKY HayKH i TEXHIKH:
CrpareriyHui NpiopUTEeTHUI HAIIPSIM iHHOBaLilHOI IiJIBHOCTI:
ITiZcyMKH BOCTiI>KEeHHS:

Iy6sikamii:

HaykoBa (HayKOBO-TE€XHiYHa) IPOAYKILis:
ConiasIbHO-€KOHOMIYHA CIIPSIMOBAHICTh:

OxopoHHi gokymeHTH Ha OIIIB:

BrnpoBaaykeHHs pe3yJIbTaTiB AHCepTalii:

3B'S130K 3 HAYKOBHMH T€EMaMH:

VI. BizoMocTi mpo HayKOBOr0 K€PiBHUKa /KePiBHHUKIB (KOHCYJIbTAaHTA)

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. SfIxoBnesa Osnpra OJsieKcaHApiBHA

2. Yakovleva Olha O.

KBasidikamis: n. mep. ., 14.01.27
InenTudikarop ORCID ID: He 3acrocosyerscs
JoparkoBa indpopmamnist:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Kopg 3a €1PIIOY:

Micue3HaxoO KeHHSI:

dopma By1acHoCTI:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

Baacwue IlpizBume Im'a Ilo-6aTbKOBI:
1. fIxoBneBa Omnpra OsiekcaHApiBHA

2. Yakovleva Olga A.

KBasidikamis: n.men.n., 14.01.27

ImenTudikarop ORCID ID: He zacrocoyerbcs



JoparkoBa iHdpopmamnist:

TloBHe HaliMEeHYBaHHS IOPHIHYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma ByTacHOCTI:

Cdepa ynpassriHHS:

InenTudikarop ROR: He zacrocosyerscs

VII. BizmomocTi npo odiliiHUX OTIOHEHTIB Ta pelleH3€eHTiB
OdiuiiiHi OIOHEHTH
Baacue IlpizBume Im'a Ilo-6aTbKOBI:

1. Xyxsina OkcaHa CBsiToc1aBiBHa

2. Khukhlina Oksana S.

KBasigikanis: 1. mep. 1., 14.01.02
InenTudikarop ORCID ID: He 3acrocosyetbcs
JopaTrkoBa iHdpopmamnist:

IloBHe HaiMEeHYBaHHS IOPHIHYHOI 0COOMH:
Kopg 3a €1PIIOY:

Micue3Haxoa KeHHSI:

dopma ByracHoCTI:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

Baacwue IlpizBume Im'a Ilo-6aTbKOBI:
1. Crenanos IOpiit MupoHoBUY

2. Stepanov Yurii Myronovych

KBasidikamis: n.men.n., 14.01.02
InenTudgikarop ORCID ID: He 3acrocosyerbcs
JoparkoBa iHpopmamist:

TloBHe HaliMEeHYBaHHS IOPHIHYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma ByracHoOCTI:

Cdepa ynpasiriHHS:



InenTudikarop ROR: He zacrocosyerscs

BiacHe IIpi3Bue Im'sa I1o-6aTbKOBI:
1. Yepuascekuii Boogumup Bosogumuposud

2. Chernyavskiy Volodymyr

KBasidikanis: 1. mep. ., 14.01.36
InenTudikarop ORCID ID: He 3acrocosyetscs
JopaTrkoBa inpopmanis:

IloBHe HallMEeHYBaHHS IOPHIHNYHOI 0COOH:
Koz, 3a €IPITIOY:

Micue3HaxoaKeHHS:

dopma BaacHOCTI:

Cdepa ynpasiiHHS:

ImenTudikarop ROR: He zacrocoyerbcs

PeuenseHTu

VIII. 3aKkJII04Hi BiZoMOCTi
BiiacHe IIpizBuie Im'sa Ilo-6aTbKOBi
TOJIOBH paju

BiiacHe IIpizBuie Im'sa ITo-6aTbKOBI
rOJIOBYIOYOrO Ha 3acigaHHi
BignoBigasibHUI 3a MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

PeecTparop

KepiBHuKk Bigginy YKpIHTEI, mo €
BiZIIOBiZaJIbHUM 3a peecTpallilo HayKOBOIi

OisIIBHOCTI

SIpemenko Oser bopucosuy

SApemenko Oner bopucosuy

IOpuenko T.A.



