O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHUH 00J1iKOBHI HOMeP: 0523U100005
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peectpauii: 16-01-2023

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. CipmaH fIHa BagumiBHa

2. Sirman Yana Vadimivna

KBasigikanis: k. men, 1., 14.01.18
InenTudikarop ORCID ID: He 3acrocosyerbcs
Bup, pucepranii: nokrop Hayk
AcnipaHTypa//IOKTOpPaHTypa: Hi

IIIndp HayKoBOi crIeniaIbHOCTI: 14.03.04

Ha3zBa HayKoBoi creniaIbHOCTi: [Tatonoriyna ¢isiomnoris

T'anyss / ramysi 3HaHB. He 3aCTOCOBYETHCS

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs

Jara 3axucTy: 13-01-2023

CrneniaJbHICTh 3a OCBITOIO: JlikyBasibHa CripaBa

Micue po6oTH 3400yBayva: [pusatHuii BUIKil HABYAIbHMI 3aK71az "MiXKHApOIHA aka/iemisl eKoJIorii Ta

MenuiuHn"

Kopg 3a €IPIIOY: 37857335

Micue3Haxoa KeHHS: XapkiBchbke moce, 121, m. Kuis, 02091, Ykpaina

dopma ByracHOCTI:

Cdepa ynpaBiriHHS: MiHicTepcTBO OCBiTH i HayKu YKpaiHu

InenTudgikarop ROR: He zacrocosyerscs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
Iudp cnenianizoBaHoi BYEHOI pagH (pa30Boi CIeliaai30BaHOi BY€HOI pagH): [ 58.601.01

IloBHe HaliIMeHYBaHHS IOPUAHYHOL 0COOH: TepHOMiNbChKUIT HAI[IOHATBHUI MEIUYHMT yHIBEPCUTET iMeHi
I. 5. Top6avyeBcbKOro MiHicTepcTBa OXOPOHU 3[,0POB'St YKpaiHu

Kog, 3a €IPIIOY: 02010830

Micue3HaxoaKeHH: MaiinaH Boi, 6yz. 1, m. Tepromisne, TepHOMiNBCHKUI P-H., TepHOMiNbChKA 0671., 46001,
Ykpaina

dopma ByracHOCTI:

Cdepa yIIpaBJIiHHﬂ: MiHicTepCTBO OXOPOHU 3/10POB sl YKpaiHu

InenTudikarop ROR: He zacrocosyerscs

IV. BizomocTi nIpo niznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

IToBHEe HaﬁMeHyBaHHH lopn,rmquoi ocoou: Jlep>kaBHe MiANIPUEMCTBO "YKpaiHCbKUI HayKOBO-IOCJiIHUN
IHCTUTYT MEIULMHY TPAHCIIOPTY"

Kog, 3a EJIPIIOY: 01898233

Micue3HaxoaKeHHS: ByJ. KanatHa, 92, M. Ogeca, Onecbka 061., 65039, Ykpaina

dopma ByracHOCTI:

Cdepa yIIpaBJ'IiHHﬂ: MiHiCcTepCTBO OXOPOHU 310POB'S YKpaiHu

InenTudgikarop ROR: He zacrocosyerscs

V. BimoMocTi npo guceprariio
MoBga guceprariii:
Koau TemaTHYHHUX PYOPHK: 76.03.53

Tema gucepranii:
1. TlaTorenes fia6eTMYHOI peTUHONATIi Ta OOGrPYHTYBAaHHS IIJISAXIB ii KOPEKILii (EKCIIEpUMEHTAaJIbHE TOCIiIKEHHST)

2. Pathogenesis of diabetic retinopathy and justification of ways of its correction (experimental research)

Pedepar:

1. Y puceprauiiiHiii po60Ti HaBeI€HO y3araJbHEHHS i 3aIIPOIIOHOBAHO HOBE BUPIIIEHHS aKTya/IbHOI HAyKOBOi
Ipo6JIeMU NIATOT€HE3y YCKIIaAHEHb €KCIIEPUMEHTAJIBHOTO CTPENTO30TOLIMHOBOTO LyKPOBOTO JliabeTy, 30KpeMa
IiabetnyHoi peTHHONATIi i AUchyHKLii eHJoTesio cyanH, Ta ix Kopekuii. HaiaHo KOMIIJIEKCHY OL[iHKY PO3BUTKY
eHJIoTeIiaNbHOI AUCOYHKII TPU €KCIIEPUMEHTAJIbHIN 1ia0eTUYHINA PETUHONATI Ta OGIPYHTOBAHO CIIOCIO i
Kopekii. EkcriepuMeHTaIbHO MiATBEepIKeHO NOLiIbHICTh 00paHNX 6i0OXIMIYHNX [TOKa3HUKIB SIK MapKePiB TSKKOCTI
IOCJiIKyBaHOi narosorii. BcTaHoBIeHO MocsabieHHs Ba3oAUISITALiliHOTO [IPOLeCy Ha TJli PO3BUTKY
€KCIIEPMMEHTAJIBHOI 1iabeTUYHOI pETUHONATII, TPO IO CBiAYMUTh 3MEHIIEHHS BMiCTy S-HiTpo30TioJiB. [IoKa3aHo,
IO B ATOT€HE3i CTPENTO30TOLMHOBOI 1iaO€TUYHOI PETUHONATII 3HAYHO MiABUILY€ETHCSI BA3OKOHCTPUKTOPHUI

MOTEHIIiaJl CYAMH, NIPO 110 CBiTYUTh 3HAYHE MMiIBUILIEHHS €HI0TeNiHy-1y TBapuH. [JoBeIeHO, 110 PO3BUTOK



€KCIIEPMMEHTAJIBHOI 1ia0€TMYHOI pETUHONATIi HEraTUBHO BILIMBA€ Ha (QDYHKLIOHAJIIBHUN CTAH CyJMH HA KOKHOMY i3
eTalliB JOoCiIpKeHHs. BusBieHo 3Ha4Hi 3MiHM piBHA (akTopa BinsebpaHia Ta aCUMETPUYHOIO AUMETUIIAPTiHiHY SIK
MapKepiB enpoTesnianbHoi AUCPYHKLII y JUHAMILi pO3BUTKY aTOJIOTiYHOrO nipouecy. [IpoBeeHo nocinKeHHs
LIJISIXiB CMHTE3Yy OKCUIY HITpOreHy Npy eKCIIepMMEHTaIbHiN fiabeTU4Hill peTrHonarii Ta poJs inaynubdensHoi NO
CUHTa31 y LiboMy Ipoueci. [loetartHo nmpoanasnizoBaHO PO3BUTOK TillOKCii HA OCHOBI IMHAMIKU piBHSA 2,3
nidocdorminepaTy epUTOLUTIB Y KPOBI IyPiB IPU MOJeJII0BaHHI iabeTU4HOI peTuHomNaTii. BusHaueHo gucbanaHc
MIiX IIPO- Ta aHTUOKCUJAHTHOIO CUCTEMOIO 32 YMOB PO3BUTKY €KCIIEPUMEHTAJIbHOI CTPENTO30TOLIMHOBOI
niabetnyHoi peTHOMNATIi. JOCHiIKeHO IMHAMIKY Ta POJib AKTOPY POCTY CYAUH IJ1s1 BU3HAYEHHS CTYIEHS TSDKKOCTI
3MOJ€JIbOBAHOTO MATOJIOTIYHOTO Mpouecy. JJoBeAEHO POJIb IIPO- Ta NPOTU3ANAIbHUX iIHTEPJIEHKIHIB y PO3BUTKY
IVCQYHKIIi eHI0Teil0 IPU CTPENTO30TOLMHOBIN AiabeTUUHii peTUHOMNATIi. 3alpOIIOHOBO [1aTOr€HETUYHO
OOrpyHTOBAHMUM CIIOCIO KOPEKLii, & €KCIIEPMMEHTA/ILHUM LUIJIIXOM MifibpaHo ONTHMaJbHE NO€HAHHS BBEIEHHS
MeTdopMiny, apibepuenTa, po3uuHy L-aprininy Ta HMTUKOJIiHY. PO3p0671€HO MaTeMAaTU4HYy IIPOTHOCTUYHY
MOZieJIb PO3BUTKY CTPENTO30TOLIMHOBOI 1iabeTUYHOI peTUHOIIATI], sIKa IPYHTYETbCS Ha aHali3i 6ioxiMiuHKuX
IIOKa3HMKIB KPOBi Ha PaHHIX eTanax eKCIIepUMEHTY. BCTaHOBJIEHO pe3ysIbTaTUBHICTh KOMIIJIEKCHOTO aHali3y pPiBHS
2,3 nidbocdormninepaty epUTPOLUTIB pa3oM i3 MapKepamu (QYHKIIIOHATIbHOTO CTaHy €HAO0TEIionUTIB (hakTopom
Binnebpanpa ta enporesinom-1) Ha 30~y 106y 17151 IPOrHO3YBaHHS [10JAJbIIOrO Mepebiry JoCaiIpKyBaHOTO

[IaTOJIOTIYHOTO IIPOLIECY.

2. The thesis summarizes and proposes a new solution to the current scientific problem of the complications
pathogenesis of experimental streptozotocin diabetes, in particular diabetic retinopathy and vascular endothelium
dysfunction and their correction. A comprehensive assessment of the development of endothelial dysfunction in
experimental diabetic retinopathy was provided and the method of its correction was substantiated. The
expediency of the selected biochemical indicators as markers of the severity of the studied pathology was
confirmed experimentally. It was established a weakening of the vasodilation process against the background of
the development of experimental diabetic, as evidenced by a decrease in the content of S-nitrosothiols. It was
shown that in the pathogenesis of streptozotocin diabetic retinopathy, the vasoconstrictor potential of blood
vessels significantly increases, as evidenced by a significant increase in endothelin-1in animals. It has been proven
that the development of experimental diabetic retinopathy negatively affects the functional state of blood vessels
at each of the stages of the study. The significant changes in the level of Willebrand factor and asymmetric
dimethylarginine as markers of endothelial dysfunction in the dynamics of the development of the pathological
process were revealed. A study of the pathways of nitric oxide synthesis in experimental diabetic retinopathy and
the role of inducible NO synthase in this process was conducted. The development of hypoxia was analyzed based
on the dynamics of the level of erythrocytes’ 2,3-diphosphoglycerate in the blood of rats with simulation of
diabetic retinopathy. It was determined the imbalance between the pro- and antioxidant system under the
conditions of the experimental streptozotocin diabetic retinopathy development. The dynamics and role of the
vascular growth factor were investigated to determine the degree of severity of the simulated pathological
process. The role of pro- and anti-inflammatory interleukins in the development of endothelial dysfunction in
streptozotocin diabetic retinopathy has been proven. A pathogenetically justified method of correction was
proposed, where the optimal combination of metformin, aflibercept, L-arginine solution and citicoline was
selected experimentally. A mathematical prognostic model of the development of streptozotocin diabetic
retinopathy was developed, which is based on the analysis of biochemical indicators of blood in the early stages of
the experiment. It was established the effectiveness of a complex analysis of the level of erythrocyte 2,3-
diphosphoglycerate with markers of the functional state of endothelial cells (Willebrand factor and endothelin-1)
on the 30th day for predicting the course of the pathological process under study.
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