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VII. BizomocrTi npo IiP
Ha3sBa po6oTH yKpaiHCBHKOIO:

KiiTMHHO-MOJIEKYJIIPHI MEXaHI3MU KOPUTYBaJIbHOI il BiTamiHy D3 3a HEIPOTOKCHUYHOCTI, iHlyKOBaHOI TPUBAJIOIO

Ilieto TJIIOKOKOPTHUKOIIB.

Ha3sBa po60oTH aHIJIiHCBHKOIO:

Cellular and molecular mechanisms of the corrective action of vitamin D3 in neurotoxicity induced by prolonged
action of glucocorticoids.

Pedepat yKpaiHCBKOIO:

BcTaHOBJI€HO 3pOCTaHHS BMICTY 3-HITPOTUPO3UHY, NT0Ji-(ADP)-pr6o3uiboBaHNX IPOTEiHIB Ta aKTUBHO]
cy6onuHuLi pl7 kacnasu-3 y roJI0BHOMY MO3KY LIypiB 3a TPUBAJIO] Aii mpeHi30/I0Hy, 10 BKa3ye Ha PO3BUTOK
OKCUJATMBHO-HITPO3aTUBHOI'O CTPECY Ta IOCUJIEHHS allONTUYHOI 3arubeJi KiiTuH. [Ioka3aHo, o MOJIEKYJISIPHI
MeXaHi3MU IVIIOKOKOPTHUKOI-1HIyKOBaHOI HEMPOTOKCUYHOCTI peaslizyloThCsl Yepe3 3pOCTaHHs eKcIpecii (BMicTy
IIpoTeiny) peLenTopis roKoKopTUKoiniB (GR) Ta spepHoro ¢pakropy NF-0B, SIKUii € NOTY>KHUM PeLOKC-UyTIUBUM
TPaHCKPUNLiHHUM PpakTopoM. OfHOYACHO 3i 36inbmenHsM piBHst MPHK NF-oB (MPHK Nf-ob) ninBumyBascst BMicT
IIPOTEiHy TPAaHCKPUIILIHO aKTUBHOI ioro cybonuuuii p65 NF-o0B, pocdopunvosanoi 3a Ser 311. E¢pekTuBHiCTh
TpaHCKpuUILiiHOoi akTuBHOCTI NF-0B nnocusmoBanachk BHAC/IiOK 3HUKEHHS piBH4 iHribitopa 0B (IoB), sikuil, 3HaXoAs14MCh
y komMIuiekci 3 NF-0B, 6710Kye 0oro akTuBHICTb. [IpofieMOHCTPOBAaHO HENPONIPOTEKTOPHI BIaCTUBOCTI BiTaminy D3 3a
TJIIOKOKOPTUKOIJ -1HIYKOBaHOI HEIIPOTOKCUYHOCTI. 30KpeMa TprBaJje BBEIEHHS X0oJeKaabLudeposry Ha TJIi
IIpeHi30JI0HY rajbMyBajlo PO3BUTOK OKCHUIATHBHO-HITPO3aTUBHOTO CTPECY (3HUKYBaBCsI PiBeHb 3-HITPOTUPO3UHY,
noJi-(ADP)-pr603uaboBaHuX NPOTEiHIB) Ta iIHTEHCUBHICTb arlONTUYHOI 3arubesii KJIiTHH (32 piBHeM Kacnasu-3). Y
cucremi GR-NF-0B /InB rosnoBHOro Mo3ky BiTamin D3 BUSIBJISIB 4aCTKOBO HOPMaJIi3ylo4dy [il0 Ha BMiCT IIPOTEiHy Ta
MPHK NF-0B, 1m0 cBiguuTh Npo 30aTHICTD X0JeKanbuudeposy perymoBaty NF-oB-acouiitoBaHi npoiecu Ta

3HVKYBAaTU €KCIIPECIIO ITIIOKOKOPTUKOITHUX PELENTOPIB Y TOJIOBHOMY MO3KY.

Pedepar aHIJ1iHCBKOIO:

An increase in the content of 3-nitrotyrosine, poly- (ADP) -ribosylated proteins and the active subunit of p17
caspase-3 in the brain of rats with prolonged action of prednisolone was shown, which indicates the development

of oxidative-nitrosative stress and increased apoptotic cell death. It has been shown that the molecular

mechanisms of glucocorticoid-induced neurotoxicity are realized through increased expression (protein content)

of glucocorticoid (GR) receptors and nuclear factor NF-oB, which is a potent redox-sensitive transcription factor.
Simultaneously with the increase in the level of NF-0B mRNA (Nf-ob mRNA), the protein content of its
transcriptionally active subunit p65 NF-oB, phosphorylated by Ser 311, increased. The efficiency of transcriptional
activity of NF-oB was enhanced due to a decrease in the level of oB inhibitor (IoB), which, when combined with NF-oB,
blocks its activity. The neuroprotective properties of vitamin D3 in glucocorticoid-induced neurotoxicity have

been demonstrated. In particular, prolonged administration of cholecalciferol on prednisolone inhibited the
development of oxidative-nitrosative stress (decreased levels of 3-nitrotyrosine, poly- (ADP) -ribosylated proteins)
and the intensity of apoptotic cell death (caspase-3). In the brain's GR-NF-oB / IoB system, vitamin D3 had a partially
normalizing effect on NF-oB protein and mRNA content, indicating the ability of cholecalciferol to regulate NF-oB-
associated processes and reduce glucocorticoid receptor expression in holocorticoid receptors.
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