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Tema guceprauii:
1. ITaToreHeTn4He OOIPYHTYBaHHS OudepeHLii0BaHOTO MifX0ay [0 NPOQiNakTUKY ypakeHb IeUiHKY Y XBOPUX Ha

remo671aCcTO3! 3 HAZMIpPHOIO Baroo i O>XKUPIiHHSM.

2. Pathogenetic substantiation of a differentiated approach to the prevention of liver injury in patients with
hemoblastosis with overweight and obesity.

Pedepar:

1. Y nuceprauiiiziilt poboTi Ipe CcTaBjeHo y3arajbHeHHs i HOBe BUpIillleHHs IPO6JIeMH, 110 TI0JISIrae y
[IaTOreHETUYHOMY OOI'PYHTYBaHHI NPOQiIaKTUKU ypaskeHb [I€YiHKU Y XBOPUX Ha TOCTPi i XpOHIYHi remo671acTo3U
3aJI€KHO Bif HABHOCTI HAAMIpHOI Baru i 0XXMpiHHA Ha MifCTaBi KIiHIYHUX i EKCIIEPUMEHTAJIbHUX JOCIiIKEHb.
BusHaueHi pakTopu pr3uKy i XapakTep IIpOosIBiB ypakeHb I1e4iHKY, OCOOIUBOCTI 3MiH TPOOKCUIAHTHO-
AHTUOKCHUJIAHTHOTO CTATyCy i apriHiH/LUTPYJIiHOBOrO LIMKJy Y XBOPUX Ha rOCTPIi i XpOHiuHi reMo61acTo3y,
IoBeJeHa e(PeKTUBHICTb NU(EePEHLI0BAaHOTO NPU3HAYEHHS S-aleMETiOHiHY, L-opHiTuHY-L-acnaprary Ta ix
KOMOiHalii 3 ypcoJe30KCUX0JIEBOIO KACJIOTOIO 3aJIE5KHO Bif iHAEKCY MacH Tijla Nali€eHTiB 3 METOI0 NPOQiTaKTUKN

LIUATOCTATUK-iHIYKOBAHUX YPAKEHD MTEUiHKMU.



2. The dissertation is devoted to generalization and new solution to the problem, which consists in the
pathogenetic substantiation for the prevention of liver injury in patients with acute and chronic hemoblastosis
depending on the presence of overweight and obesity on the basis of clinical and experimental studies. The model
of nonalcoholic steatohepatitis, based on the use of high-calorie diet with 42.8% fat content and 4% fructose water
solution as the only source of liquid during 63 days, was firstly invented. At the first time, a method of modelling
doxorubicin-induced liver injury with nonalcoholic steatohepatitis in rats was developed. The method consists in
intraabdominal doxorubicin administration in the dosage of 5 mg/kg/day for 3 days. The way of doxorubicin-
induced liver injury prophylaxis in rats with experimentally modelled nonalcoholic steatohepatitis in rats was
proposed for the first time. It includes intraabdominal S-ademetionine injection in the dose of 100 mg/kg of mass
with simultaneous doxorubicin administration during 3 days aimed to prevent anthracycline-induced liver injury.
For the first time the connection between oxidative stress activation and disturbances in arginine /citrulline cycle
in rats with modelled nonalcoholic steatohepatitis induced by doxorubicin administration was found and
histomorphological peculiarities of liver tissue were investigated. The protective effect of S-ademetionine was
firstly proved towards oxidative stress development, arginase and ornithine decarboxylase activities reduction in
blood serum and liver, morphological changes in rats with modelled nonalcoholic steatohepatitis by doxorubicin
injection. There was a further investigation of frequency and risk factors of liver infiltration with tumour cells and
biochemical blood tests peculiarities of its manifestation in patients with acute and chronic leukemias. It was
demonstrated that increased activity of alkaline phosphatase, especially in case of simultaneous rise of gamma-
glutamyl transpeptidase, alanine and asparagine aminotransferases, can be effectually used as an indirect marker
of tumour liver infiltration in patients with acute and chronic hemoblastosis progression. For the first time, it was
proved that overweight and obesity in patients with acute myeloblastic and lymphoblastic leukemias potentiate
the risk of liver injury caused by hemoblastosis. The features of prooxidant-antioxidant status in patients with
acute and chronic leukemias continued to be studied. It was established that an association of acute myeloblastic
anaemia and oxidative stress activation potentiates disturbances in arginine /citrulline cycle with the rise of
arginase and ornithine decarboxylase activities, citrulline and arginine content in patients’ blood serum. Further
investigation of chemotherapy toxicity of different schemes which are used for the treatment of patients with
acute and chronic hemoblastosis was conducted. High toxicity of chemotherapy was revealed, with a powerful role
of oxidative stress in its development. Prescription of S-ademetionine was firstly substantiated in patients with
acute myeloblastic and lymphoblastic leukemias and chronic lymphoproliferative disorders who undergo
chemotherapy and have normal weight. This measure decreases risk of hepatotoxic reactions, suppresses activity
of oxidative stress, and deals with arginine /citrulline cycle disturbances. Combined prescription of S-
ademetionine and ursodeoxycholic acid in patients with acute myeloblastic and lymphoblastic leukemias and
chronic lymphoproliferative disorders, who undergo chemotherapy and have overweight or obesity, was
substantiated for the first time. Such prescription promotes decreased frequency of hepatotoxic reactions through
the influence on their main pathogenetic pathways. For the first time, the influence of L-ornithine-L-aspartate on
the prominent pathogenetic mechanisms of hepatotoxic reactions occurring in the case of chemotherapy was
demonstrated. Also, the prescription of L-ornithine-L-aspartate and ursodeoxycholic acid combination in patients
with multiple myeloma and overweight or obesity, aimed to prevent cytostatic-induced hepatotoxic reactions, was
pathogenetically substantiated.

Jep>kaBHHHM peecTpaniliHuii Homep JiP:

IIpiopuTeTHHH HANIPpSIM PO3BHTKY HayKH i TEXHIKH:
CrpareriyHuii npiopUTEeTHHH HaNIPSIM iHHOBALLiMHOI JisJIBHOCTI:
ITizcyMKH JOCTiI>KEeHHS:

Iyo6sikaii:

HaykoBa (HayKOBO-T€XHiYHa) MIPOAYKILis:



ConuiasIbHO-€KOHOMIYHA CIIPSIMOBaHICTh:

OxopoHHi gokymeHTH Ha OIIIB:

BrnpoBaakeHHS pe3yJIbTaTiB AHCEpPTalLii:

3B's130K 3 HAYKOBUMH T€MaMH:

VI. BizomocCTi Ipo HayKOBOr0 KePiBHHKA/KEPiBHHUKIB (KOHCYJIbTAaHTA)

Baacue IlpizBumie Im's Ilo-6aTbKOBI:
1. CkpunnuK Irop Mukosnainosud

2. Skrypnyk Thor M

KBasmigikanis: o.men.u., 14.01.02
InenTudikarop ORCID ID: He 3acrocosyetscs
JoparkoBa indopmamist:

IloBHe HaliMeHYBaHHS IOPHIHUYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma BaacHoOCTI:

Cdepa ynpasitiHHS:

InenTudikarop ROR: He zacrocosyerscs

BaacHe IlpizBume Im's I1o-6aTbKOBI:
1. CkpunHuK Irop Mukosanosud

2. Skrypnyk Thor M

KBasidikamis: n.menn., 14.01.02
InenTudikarop ORCID ID: He 3acrocosyeTbes
JoparkoBa indpopmamnist:

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

Micue3HaxoaKeHHS:

dopma BiracHoCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerses

VII. BinomocTi npo odiniliHuX OIIOHEHTIB Ta PEl€H3E€HTIiB

OdiuiiiHi OoIOHEHTH



Baacwue IlpizBumie Im's Ilo-6aTbKOBI:
1. Kpsyok Iprna AnaTosiiBHa

2. Kriachok Iryna A.

KBasigikanis: n. mex. 1., 14.01.31
Imentudikarop ORCID ID: He zacrocoyerbcs
JoparkoBa iHdopmamist:

TloBHe HaliMeHYBaHHS IOPHIHYHOI 0COOH:
Kopg 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma ByTacHOCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

BiacHe IIpi3Buie Im'sa ITo-6aTbKOBI:
1. ®aneenko l'anuua IMuTpiBHa

2. Fadieienko Galyna Dmytrivna

KBasidikanis: 1. mep. 1., 14.01.02
InenTudikarop ORCID ID: He 3acrocosyetses
JopaTrkoBa inHpopmanist:

IloBHe HaliMeHYBaHHS IOPHIHNYHOI 0COOH:
Kopg, 3a €IPITIOY:

Micue3HaxoaKeHHS:

dopma BaacHOCTI:

Cdepa ynpasiriHHS:

ImentTudikarop ROR: He zacrocoyerbcs

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. ®eniB Onexcanap IBaHOBUY

2. Fediv Oleksandr Ivanovych

KBasigikanis: n. mep. ., 14.01.02
InenTudikarop ORCID ID: He 3acrocosyerscs
JoparkoBa iHdpopmamnist:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Kopg 3a €IPIIOY:

Micue3Haxoo KeHHS:



dopma By1acHoCTI:
Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

PeuenseHTu

VIII. 3aKkJII04Hi BiZoMOCTi
BiiacHe IIpi3Buine Im'sa ITo-6aTbKOBI
TOJIOBH paju

BsiacHe IIpizBuie Im'sa ITo-6aTbKOBI
rOJIOBYIOYOTO Ha 3acCifiaHHi
BigmoBigasbHUH 32 MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

PeecTpartop

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiZIIIOBiZaJIbHUM 32 peECTpallil0o HAyKOBOi

OisIIBHOCTI

Imerikid KocTaHTHUH €BreHOoBUY

Imerikin KocTaHTUH €BreHOBUY

Opuenko T.A.



