O0Js1ikoBa KapTKa aucepTaii

I. 3arasbHi BimOMOCTI
Jep>kaBHHH 00J1iIKOBHI HOMep: 0821U102731

Oco06J1uBi TO3HAYKH: BinKkpura

JaTa peectpamnii: 07-12-2021

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. MazniueHko €rop OnexkcaHgpoBUY

2. Maznichenko Iegor O

KBasmigikamis:

InenTudikarop ORCHID ID: He sactocosyerbcs

Bupg, pucepranii: nokrop dinocodii

IIIu¢p HayKOBOi CIENiaIbHOCTI: 222

Ha3zBa HayKoBOi creniaJIbHOCTI: Menuuuna

Tany3b / rajysi 3HaHb:

OcBiTHBO-HayKOBa IMporpama 3i creniaJbHOCTI: He 3acTocoByeThCH
Jdara 3axucry: 02-12-2021

CrneniaJbHICTh 3a OCBITOIO: JlikyBasibHa CripaBa

Micue po60oTH 3400yBava: Onechbkuii HalliOHAILHYI MEIMYHUI YHIBEPCUTET
Kopg 3a €IPIIOY: 02010801

Micue3Haxoa>KEeHHS: BaixoBChLKUit IIPOBYJIOK, 6y1. 2, M. Ofieca, Opecpka 06i1., 65082, YkpaiHa
dopma By1acHoOCTI:

Cdepa ynpaBiriHHS: MiHiCcTEPCTBO 0XOPOHY 3140POB's YKpaiHu
InenTudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS



I11. BizomMocTi mIpo aucepraiiiro

Iudp cnenianizoBaHoi BYEHOI pagH (pa30Boi CIeNiaai3oBaHOi BY€HOI pagu): [1d 41.600.008
IloBHe HaiMeHYBaHHSI IOPHUAHUYHOI 0COOHM: OfieChKuii HAL[iOHAIbHWI MEIMYHUI YHIBEPCUTET

Kopg 3a € IPIIOY: 02010801

Micue3HaxoaKeHHS: BanixoBChbKuii IPOBYJIOK, 6yA. 2, M. Ofeca, Opecbka 06:1., 65082, Ykpaina

dopma ByracHoCTI:

Cdepa ynpaBiriHHS: MiHiCTEPCTBO OXOPOHH 3710POB ' YKpaiHu

InenTudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

IV. BizomocTi ripo miznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BHKOHAHO JHCEPTaIlilo

IloBHe HaiMEeHYBaHHSI IOPHUAHUYHOI 0COOM: OpeChbKuil HAL[iOHAIBHII MEAMYHUI YHIBEPCUTET
Kopg 3a €IPIIOY: 02010801

Micue3Haxoa>KeHHS: BasixoBChKUi IIPOBYJIOK, 6y1. 2, M. Ofieca, Opecbka 061., 65082, YkpaiHna
dopma ByracHoCTI:

Cdepa yIIpaBJIiHHﬂ: MiHicTepCTBO OXOPOHU 3/10POB 51 YKpaiHu

InenTudikarop ROR: He zacrocosyerscs

CeKTOop HayKH: He 3aCTOCOBYETHCS

V. BimomocTi npo gucepraniio
Mosga aguceprarii:
Koau TemaTHYHHUX PYOPHK: 76.29.29

Tema gucepranii:
1. Po3po6ka Ta oLiHKa e()eKTUBHOCTI 3aCTOCYBaHHS M€PCOHI(PIKOBAHOI IATOr€HETUYHO OOIPYHTOBAHOI

rinoJsinigeMivyHoi Teparii y XBOpUX Ha CiMEIHY TilepX0JIeCTEPUHEMIIO i3 HEAJIKOTOJILBHUM CTE€aTOrenaTuTOM

2. Development and evaluation of the effectiveness of the use of personalized pathogenetically based
hypolipidemic therapy in patients with familial hypercholesterolemia and non-alcoholic steatohepatitis

Pedepar:

1. Bnepie po3pobsieHa eKCIiepuMeHTalIbHa MOJeJib HeaskoroabpHoro crearorenatuty (HACT) Ta
rinepxosyiecTepuHeMii, sIka J03B0OJIMIa CKOPOTUTH TEPMIH MOJIe/II0BaHHS I1aTOJIOTiYHOrO cTaHy Ha 28-30 1ib i
BUSIBUJIACH NTPOCTIIIOI0 Y BUKOHAHHI. 3a po3po6seHoto cxeMolo Ha 90-y o6y 6yso chopmoano HACT i3 I'X. Ha 45-
y 000y eKCIIepUMEHTAJIbHO] TinoJlinifeMiyHoi Tepanii po3yBacTaTUHOM, €3€TUMIO0OM Ta KOMILTIEKCHUM
renaTonpoTEeKTOPOM OioXiMiuHe IOCIiIKeHHSI CHPOBATKY KPOBi BUSIBUJIO IOCTOBIpHUI TinosinigeMivyHuii edexr
BCiX IIOKa3HUKIB Jiinigorpamu (p<0,04) Ta BUpa)keHe 3MEHIIEHHSs aKTUBHOCTI NeyiHKoBuX ¢pepmeHTiB (p<0,02); B

TKAQHVHI [IeYiHKY - MOKpallleHHsI MiKPOCTPYKTYPHU: BiICYTHICTb OCEpPEIKIB 3alajl€HHs, MOCTOIIOLiOHMX



($i6po30yTBOPEHD, XXUPOBUI renaro3 0-1 cryneHs. Pe3yibTaTy MOJIEKYISIPHO-TEHETUYHOTO JOCJIiIPKEHHS
IiATBEpAUIY JOLIbHICTh BUBHAYEHHS 6ioMapKepy, IK1i acoliiioBaHui 3i 3MiHOI0 papmaKko0riyHOi BifIOBi i
inriditropis 'MK-KoA-penykrasu. [IpoBeneHe ¢papmakoreHeTUYHe TeCTyBaHHS MoJliMop@iamy rs4149056

(Valll74 /Ala, c.521T>C) rena SLCO1B1BusiBUIO, 1110 3 73 XBOPUX Ha CiMeliHy rinepxosecrepunemiio CI'X ra HACT, 42
(57,5%) nauientn manu HociiictBo gukoro tumy (Val/Val, ¢.521TT), 26 xBopux (36%) - reTepo3uroTHe HOCICTBO
(Val/Ala, ¢.521TC) i 7 naujieHTiB (6,5%) - romo3uroTHe HociiicTso (Ala/Ala, ¢.521CC), nasni Bci nauieHTH OTpUMYyBaJIU
CTaTHUH BiANOBITHO O aJIrOPUTMY J03yBaHH:. [IpoBenieHa ouiHKa KJIiHiYHOI €(peKTUBHOCT] po3p06sI€HO1
[IaTOT€HETUYHO OOI'PYHTOBAHOI rinosinigeMivyHoi Teparmii. JlogaTkoBe 10 PO3yBAaCTaTUHY Ta €3€TUMiOy IPU3HAYEHHS
KOMIIJIEKCHOTO renatornpoTekropa rnpotsrom 90 ni6 xsopum Ha CI'X i3 HACT, npu3Boausio 1o JOCTOBIpHOI perpecii
piBus JITTHII Ha 52% (p=0,001) Ta nizpumeHHs piBHs JITIBI Ha 78% (p=0,001) nopiBHSAHO 3 BUXiAHUMU JAHUMHU.
AKTHBHICTb N1e4iHKOBUX (PepMEHTIB 6ysia MEHIIO NMOPiBHSHO 3 BuxinHuMu ganumu: AJIT Ha 55% (p=0,001), ACT Ha
66% (p=0,001), konuenTpauis 1J1-6 suusnnace Ha 41% (p=0,001), koHueHTpauis ¢pparmenTis LIK-18 6ysa meHIa Ha
53% (p=0,001). LIK-18 mae cTaTUCTUYHO JAOCTOBIPHUI, IPSMUI, TICHUI KOPEJSILiHNI 3B'930K 3 JAHUMU aKTUBHOCTI
nevyiHkoBuX TpaHcaMinaz (3 AJIT r=0,76, p=0,01; ACT r=0,77, p=0,01), pisaem JIITHI] (r=0,81,p=0,01), pe3ynbratamu
Y31 nevinku (r=0,59, p=0,01). Kopensauirinuii aHamni3 koHneHTpauii [JI-6 BUSBUB JOCTOBIPHUI, TIO3UTUBHUH, TiCHUN
KOpeJIaLifiHUH 3B'5130K 3 neyinkoBumu pepmentramu (AJIT r=0,95, p=0,01; ACT r=0,97, p=0,01), pisaem JITTHII]
(r=0,96, p=0,01). [Iporuos 3acTocyBaHHs po3p00JIeHOI MeJuKaMeHTO3HOi Teparii y xBopux Ha CI'X i3 HACT, msixom
nobynosu ¢yHKLii S-kpuBoi ['oMnepTia NpoJeMOHCTPYBaB, 110 3alIPOIIOHOBAHA KOMILJIEKCHA TEPaIlisl 103BOJIIE
nocsirnytu pisHs JIITHIL 2,5 mmosb /71 3a 3 mic, a KoHLeHTpalist pparmeHTiB LIK-18 3a 6 Mic BiJ 104aTKy JiKyBaHHS
cxiagatume 98,02 On /1. Briepiie 6yB po3po6JieHUI Ta 3aCTOCOBAaHUI ONUTYBAJIbHUK /171 Cy6' €KTUBHOI,
CKPUHIHTOBOI OLIHKU KOCTi XXUTT4 y nauieHTiB 3 CI'X Ta HACT (Modified Questionary Quality of Life in Patients
with Familial Hypercholesterolemia and Nonalcoholic Steatohepatitis). [IpoBeieHui CTATUCTUYHUN aHAJIi3 BUSIBUB
IOCTOBIpHUM TiCHUI KOpessauiiHuii 38’130k MQLFS 3i cTaHZapTHUMU ONUTYBaJIbHUKAMU, JIa00PaTOPHO-
iHCTpYMEHTaJIbHUMU pe3yJibTaTaMy OOCTEXXKEHHSI XOPOIlly Ta BiIMiHHY SIKiCTb NTOKa3HUKIB - nioma AUC 6yna 0,63-
1,0 (p<0,04).

2. An experimental model of non-alcoholic steatohepatitis (NASH) and hypercholesterolemia was developed for the
first time, which reduced the duration of the pathological condition modeling by 28-30 days and proved to be
simpler in performance. According to the developed scheme NASH with HC was formed on the 90th day. The
biochemical study of the blood serum showed a significant hypolipidemic effect in all indices of the lipidogram
(p<0.04) and a marked decrease in the activity of liver enzymes (p<0.02) on the 45th day of experimental lipid-
lowering therapy with rosuvastatin, ezetimibe and complex hepatoprotector; there was improvement of
microstructure: absence of cells inflammation, bridge-like fibroids, fatty hepatosis of 0-1 degree in the liver tissue.
The results of molecular genetic study confirmed the expediency of identifying a biomarker that was associated
with a change of pharmacological response of HMG-CoA reductase inhibitors. Conducted pharmacogenetic
testing of rs4149056 polymorphism (Vall174 /Ala, c.521T > C) of the SLCO1B1 gene found that of 73 patients with
familial hypercholesterolemia (FHC) and NASH, 42 (57.5%) patients had wild-type carriers (Val /Val, c.521TT), 26
patients (36%) - heterozygous carrier (Val /Ala, ¢.521TC) and 7 patients (6.5%) - homozygous carrier (Ala/Ala,
¢.521CC); then all patients received a statin according to the dosing algorithm. The evaluation of clinical efficacy of
the developed pathogenetically reasonable hypolipidemic therapy was made. Additionally to rosuvastatin and
ezetimibe, administration of a complex hepatoprotector given to the patients with FHC and NASH for 90 days, had
led to a significant regression of LDL levels by 52% (p=0.001) and increase in HDL by 78% (p=0.001) compared to a
baseline. The activity of liver enzymes was lower compared to a baseline: ALT by 55% (p=0.001), ACT by 66%
(p=0.001), the concentration of IL-6 decreased by 41% (p=0.001), the concentration of CK-18 fragments was lower
by 53% (p=0.001). CK-18 has a statistically significant, direct, close correlation with the data on the activity of
hepatic transaminases (with ALT r=0.76, p=0.01; ACT r=0.77, p=0.01), LDL levels (r=0.81, p=0.01), liver ultrasound
results (r=0.59, p=0.01). The correlation analysis of the concentration of IL-6 revealed a reliable, positive, close
correlation with liver enzymes (ALT r=0.95, p=0.01; AST r=0.97, p=0.01), LDL level (r=0.96, p=0.01). The prognosis of
application of the developed drug therapy in patients with FHC and NASH, by constructing the function of the



Gompertz S-curve demonstrated that the proposed complex therapy allowed achieving a level of LDL 2.5 mmol /1
for 3 months, and the concentration of CK-18 fragments was 98.02 IU /1 for 6 months from the beginning of the
treatment. A questionnaire was first developed and applied to subjective, screening assessment of a quality of life
in the patients with FHC and NASH (Modified Questionary Quality of Life in Patients with Familial
Hypercholesterolemia and Nonalcoholic Steatohepatitis). The conducted statistical analysis revealed a significant
close correlation between MQLFS and standard questionnaires, laboratory and instrumental examination results,
good and excellent quality of indices - AUC area was 0.63-1.0 (p<0.04).

Jep>kaBHHHM peecTpaniiiHuii Homep [iP:

IIpiopuTeTHHH HANIPSIM PO3BHTKY HayKH i TEXHIKH:
CrpareriyHu# NpiopHTETHHUI HAIIPSIM iHHOBaLiMHOI AigJILHOCTI:
ITizcyMKH JOCTiI>KEeHHS:

Iyo6sikaii:

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

OxopoHHi gokymeHTH Ha OIIIB:

BrnpoBaaKeHHS pe3yJIbTaTiB AHCEpPTalii:

3B's130K 3 HAYKOBUMH T€MaMH:

VI. BizomocTi Npo HayKOBOr0 KepiBHHKA /KEPiBHUKIB (KOHCYJIbTaHTA)

Baacue IlpizBumie Im's Ilo-6aTbKOBI:
1. SlkumeHko OsieHa OJieKcaHapiBHA

2. Yakimenko Olena Oleksandrivna

KBasigikamis: 14.01.33

Imentudikarop ORCHID ID: He zactocosyeTbcs
JonaTkoBa iHdopmarist:

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

Micue3Haxoa KeHHS:

dopma ByracHOCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

VII. BizomocTi npo odiliiHuX OTIOHEHTIB Ta pelleH3€eHTiB

OdiuiiiHi OIOHEHTH



Baacwue IlpizBumie Im's Ilo-6aTbKOBI:
1. IliBTOpak Karepuna BomogumupisHa

2. Pivtorak Katerina Volodimirovna

KBasi¢ikamis: 14.01.36

Inentudikarop ORCHID ID: He zactocosyetbcs
JoparkoBa iHdopmamist:

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

Micue3Haxoa KeHHS:

dopma ByTacHOCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

Baacue IlpizBuuie Im's Ilo-6aTbKOBI:
1. flpema Hagia IBaniBHa

2. Yarema Nadiya I.

KBasigikamis: 14.01.11

Imentudikarop ORCHID ID: He zacrocosyerscs
JoparkoBa iHdpopmamist:

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

Micue3HaxoaKeHHS:

dopma BaacHoOCTI:

Cdepa ynpasiriHHS:

InenTudgikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

Penensentu

Baacue IlpizBumie Im's Ilo-6aTbKOBI:
1. BonoraproBa Hartamis ApremiBHa

2. Zolotarova Nataliia Artemivna
KBasiikamis: 14.01.12
ImenTudikarop ORCHID ID: He zactocosyetbcs

JonaTkoBa iHdopmalist:



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

Micue3HaxoaKeHHS:

dopma ByracHOCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

BiacHe IIpi3Buie Im'sa I1o-6aTbKOBI:
1. IrnatbeB Onekcanap MuxanuioBud

2. Ignatiev Olexandr Mychailovych

KBasigikamis: 14.01.33

InenTudirkarop ORCHID ID: He 3actocoyerbcs
HoparkoBa indopmamnist:

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

Micue3HaxoaKeHHS:

dopma BaacHOCTI:

Cdepa ynpasstiHHS:

ImentTudikarop ROR: He zacrocoyerbcs

CeKTop HayKH: He 3aCTOCOBYETHCS

VIII. 3ak/1104Hi BiZOMOCTI

BaacHe IlpizBuiie Im's ITo-6aTbKOBI

TOJIOBH pajgu

BiiacHe IIpizBuie Im'sa Ilo-6aTbKOBi

TOJIOBYIOYOTO Ha 3acCiiaHHi

BignoBigasibHUI 3a HiATOTOBKY

00JIiIKOBHX JOKYMEHTIB

PeecTpaTtop

Benuuyko BaneHntuHa IBaHiBHA

Bennuko BasentuHa IBaHiBHA



KepiBHuk Bigginy YKpIHTEI, mpo €
BiZITIOBiZAIBHUM 3a peecTpallilo HayKoBoi IOpuenko T.A.

IisiIbHOCTI




