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4. JI>xkepeJia Ta HanpsiMu piHaHCYBaHHSA

IligcTaBa aJ1s1 IpoBeAeHHs POOIT: 34 - IOTroBip (3aMOBJIEHHS) 3 LIEHTPAJIbHUM OPraHOM BUKOHABYOI BJIaIM, aKaleMi€lo HayK

(rO;IOBHMMU PO3IIOPSIAHUKAMY OIOPKETHUX KOIITIB HA mpoBeaeHHst HIIJIKP)
KIIKBK: 2301020

Hanpsm ¢inancyBanHs: 2.1 - pyHIaMeHTaNbHi TOCTiIKEHHS

J>kepesia piHaHCYBaHHS



IkepeJio diHaHcyBaHHS: 7713 - KOWITHU IEePKOIOIKETY

dakTuunmii o6csr pinaHcyBaHHs 3a 3BiTHHE eTan: 792.400 THC. TPH.
5. HaykoBo-TexHiYHa po6oTa

Hasga po6oTH (YKp)

Ponp Tion-pgucynbdinHOi cuctemum B peanidanii MexaHi3MiB HeHpOneCTpYyKIii/Helponporekuii Ta po3pobka MIISXiB

(papmakosoriyHoi Momy ALl MicsIsl MpeHaTaabHOI TinoKCii
Ha3sBa po6oTH (aHrJ1)

The role of the thiol-disulfide system in the implementation of neurodestruction/neuroprotection mechanisms and the
development of pharmacological modulation pathways after prenatal hypoxia

Pedepar (ykp)

OG6’eKT HOCiAXEHHS — TINOKCUYHI NOPYIIEHHS IPEHATAIbHOTO PO3BUTKY OJIOBHOTO MO3KY. MeTa po60TH — €KCIIEPUMEHTAIbLHO
OOIPYHTYBaTA 3aCTOCYBaHHSI 3aCO0iB-MOIYJSTOPIB Tioa-AUCYNbPUAHOI cucTemu (IJIyTapemoKCiHy, TioasoTaTy, L-iisuHy
Tioa30TaTy, PELENTOPHOrO aHTaroHicta iHrepinelkiny-1o (IL-1ra), Ta cucrem, siki 3 Heto cnpspbkeHHi — HSP70 (L-misiny Tioasoraty,
(axropa 1 rennosoro moky [HSF-1], tamokcudeny, nepebposnisiny) tTa cuctremu NO (L-aprininy, Tioasortary, L-mi3iHy TioazoTary,
MiJIIpOHATY) B JiKyBaHHI HACJiKiB npeHarasnbHoi rinokcii HHC Ha migcTaBi ekciepruMeHTaNIbHUX JaHUX, 10 PO3KPUBAIOTh POJIb
Tiosn-pucynbdigHoi cucrtemu y nepepusanHi NO-, IL-1b, AQK-3anexxHUx MexaHi3MiB HEMPOAECTPYKLIi i €KCalTOTOKCUYHICTI Ta
SH/HSP70 - omnocepenxoBaHUX MEXaHi3MIiB peryJslii eHJoreHHoi HelponpoTeKuii. MeTonu mociigKeHHs: — (papMaKosorivHi,
6ioximiyHi, ricrosioriuHi, imyHoricToxiMiuHi, iMmyHOodepmeHTHI, MosiMepa3Ha JjaHuorora peakuis ([IJIP) B peanbHOMy yaci,
imyHo6n0TuHr, cratuctuyHi. Pesynbratn HJIP Ta ix HoBM3Ha. B po06OTi i3 3a7y4aHHSAM Cy4acHUX 6iOXiMiUHMX, MOJIEKYJISPHUX,
iIMYHOTrICTOXIMIYHAX METOMIB [OCIiIXEHHs, a TakoxX I[IJIP Brnepme BCTaHOBJIEHO, WO IIpEHATalbHA TillOKCiS IIPUTHIYye
TpaHCKpUINLiNHi npouecu Ta cunte3 HIFla, HSP70 Ta c-fos B HellpoHax rojloBHOro Mo3Ky TBapuH micys [l mo CBig4uTh mpo
MOPYIIEHHS MEXaHi3MiB €HJIOr€HHOi HeHpOomnpoTeKlii. Brepme BcTaHOBIEHO, moO XpoHiyHa I1II' IpU3BOAUTL O MPUTHIYEHH
TPaHCKPUIILIMHUX IIpOLECiB y HeHpoHax Ta raspmyBaHHs cuHTe3y HIF-1o, HSP70 Tta c-fos, mo cBiguuTe mpo MOpyLIEHHS
MEXaHi3MiB €HJOT€HHOI HeWpONpOTeKuii. BCTaHOBJIEHO, WO HITpOKCHUAEpPriYyHAa CUCTEMA, a CaMe Ta il JIaHKa, IO PEryJioe
excripecito MPHK nNOS, eNOS iNOS, € BaXxIMBOIO JIaHKOIO — MilleHHI0 15 HelponpoTekuii npu XIII'. XpoHiyHa npeHaTasbHa

TiMoKCisi TPU3BOANTS [I0 3HIDKEHHS CKOPOYyBaJIbHOI aKTUBHOCTI MioKapza Ta fuCc(yHKIii CHHyCOBOro By3a.
Pedepar (aHra)

Object of study - hypoxic disorders of prenatal brain development. The aim of the study is to experimentally substantiate the
use of thiol-disulfide system modulators (glutaredoxin, thioazotate, L-lysine thioazotate, interleukin-1o receptor antagonist (IL-
Ira), and systems that are conjugated to it - HSP70 (L-lysine thioazotate, heat shock factor 1 [HSF-1], tamoxifen, cerebrolysin)
and NO system (L-arginine thioazotate, L-lysine thioazotate, mildronate) in the treatment of prenatal CNS hypoxia effects based
on experimental data revealing the role of thiol-disulfide system in interrupting NO-, IL-1b-, ROS-dependent mechanisms of
neurodegradation and excitotoxicity and SH/HSP70-mediated mechanisms of endogenous neuroprotection regulation.
Research methods - pharmacological, biochemical, histological, immunohistochemical, immunoenzymatic, real-time polymerase
chain reaction (PCR), immunoblotting, statistical. Research results and their novelty. Using modern biochemical, molecular,
immunohistochemical methods of research, as well as PCR, it was first established that prenatal hypoxia inhibits transcriptional
processes and synthesis of HIFla, HSP70 and c-fos in the brain neurons of animals after PG, indicating a violation of the
mechanisms of endogenous neuroprotection. For the first time, it was found that chronic PG leads to inhibition of
transcriptional processes in neurons and inhibition of HIF-1o, HSP70 and c-fos synthesis, which indicates a violation of
endogenous neuroprotection mechanisms. It has been established that the nitric oxide synthase system, namely the part that
regulates the expression of nNOS, eNOS, and iNOS mRNA, is an important target for neuroprotection in chronic prenatal
hypertension. Chronic prenatal hypoxia leads to a decrease in myocardial contractility and sinus node dysfunction.

Ingexc YIK: 615, 615.21: [616.831-018-02:618.33- 005.4]-08

Kozau temaruynux pyopuk HTI: 34.45



6. HaykoBo-TexHiyHa nponykuis (HTII)

HTII 1

Hassa npoaykii (yKp): MeTonu po3po6ky IUIsIxiB papMaKoIOTridyHOI MOy ALl MTicyst mpeHaTanbHOi TiloKcii
Hassa npoaykuii (arrJi): Methods of developing ways of pharmacological modulation after prenatal hypoxia
OuikyBaHi pe3ysbTaTi: MeTonu, Teopii

T'anyss 3acrocyBaHHs: apmariis

Omnmuc npozykuii (ykp): ExcriepuMeHTanbHe 06T PYHTYBAaHHS 3aCTOCYBaHHS (GapMaKOJIOTiYHUX 3aC06iB-MOZYJISTOPIB TioJ-
nucynbduIHOI cCUCTeMH (T/TyTaTioHy, TIyTapeJoKCiHa Ta MOXiJHUX CeJIeHy, Tioa3oTary, JUCTEIHy), a TakoxX (axTopa 1 TensoBoro
moky (HSF-1), peuentopHoro aHTaronicra inrepserikina-1o (IL-1ra), mo AifoTh Ha pi3Hi JaHKU peHaTaIbHOI rinokcii, 3a ix
3[IaTHICTIO BIUIMBATH Ha MOJIEKYJISIPHi, 6ioximMiuHi Ta MOp¢o-TricToNOriYHI 3MiHM B TKAHMHAX TOJIOBHOTO MO3KY, & TAKOXX Ha
KOTHITMBHO-MHECTUYHUH fepilnT y TBAPUH ITiCJIsI TPEHATANIBHO] TilOKCii Ta BU3HAUYEHHS IIPIOPUTETHOTO 3HAYEHHS LIUX JIAHOK B

aKTHBallii MEXaHI3MiB €HIOreHHOI HEMPOIIPOTEKIII TiCIA ITPEHATAIbHO] MiMOKCii.

ConjianbpHO-eKOHOMIYHA cripsimoBaHicTe HTII: [TostinieHHs IKOCTi XUTTS Ta 3[I0POB'st HacCeJIeHHs], €PEKTUBHOCTI [iarHOCTHUKU

Ta JIIKyBaHHS XBOPUX

Cragisa 3aBepmenocri HTII: 3git o HIJKP
Bnposazykennsa HTII: BipoBazkeHO

Crpoxku BrnpoBagykeHHs: 01.202312.2023
Bupo6HuK npoaykuii: 3IMOY

CnoskuBayi NpogyKuii:

IlepcneKTHBHI pUHKH:

IIpaBa iHTeJIeKTyasIbHOI BjIacHOCTI: B VkpaiHi

dopmu Ta ymoBH nepepavi npogykiii: HapdaHHs nepcoHany
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