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V. BimomocTi npo gucepraniio
Moga guceprariii:
Koy TeMaTHYHUX PYOPHK: 34.15

Tema guceprauii:
1. TenatonpoTeKTOpHA [Iisl KOMILJIEKCY OJIiropubOHYKI€OTH B 3 D-MaHITOIOM NIpU TioaleTaMif-iHIyKOBaHii

reraTOTOKCUYHOCTI Y €EKCIIEPUMEHTAJIbHNX MO EJIAX TBAPUH

2. Hepatoprotective effect of oligoribonucleotide complex with D-mannitol in thioacetamide-induced
hepatotoxicity in experimental animal models

Pedepar:

1. Incepranifina po60Ta IpUCBsIYeHa JOCiIKEHHIO reraTolpoTEeKTOPHOI 1ii KOMIJIEKCY OJiroprOOHYKIEOTULIB 3
D-MaHiTOJIOM IIpY TioaleTaMifl-iHAyKOBaHill rernaTOTOKCUYHOCTI Y €KCIIEPUMEHTAJIbHUX MOZEJISIX TBApUH. Briepiuie
[I0Ka3aHo, o 3acTocyBaHHA npemnapary OPH-D-M 3MeHIllye ypakeHHs IapEHXiMU NE€YiHKY Ta PEKPYTUHT KIITUH
iMyHHOI cucteMu [10 Micls 3anasieHHs. BusHaueno, mo komisiekc OPH-D-M npusBoauts 1o iHribyBaHHS TAA-
iHIYKOBAaHOTO BiJIbHOPAJMKaJIbHOTO IOUIKOKEHHS 610MOJIEKYJI TelIaTOLMTIB MUIlIel 32 paxyHOK 3HM)XEHHS PiBHS
re’epauii TpoAyKTiB OKCUIATUBHOI Aerpaalii Ta NigBUIIEHHIO aKTUBHOCT] (PEPMEHTIB i BMiCTy KOMIIOHEHTIB
HepepMEHTATUBHOI JIAHKM CHCTEMU aHTUOKCUIAHTHOTO 3aXUCTy. Briepiue BusBieHo, mo BeegeHHss OPH-D-M y

1o3i 200 Mr/Kr Macu Tijla TBapyH 3HIDKY€E PiBE€Hb BiTHOCHOI eKcIpecii yHiBepcasbHOIO TPAaHCKPUIILIMHOTO GakTopy



Nfkbl, mo nepemkoaxae iHOYyKLil HUTOKIHIB, 30KpeMa, iHTepeiikiny 6 (I16) Ta paxkropy Hekposy nyxsuH 0 (Tnfo) 3a
YMOB TOCTPOi renaTOTOKCUYHOCTI. BcTaHoBs€HO, o Kommsiekc OPH-D-M BrniMBae Ha aKTUBALiIO CTEJIATHUX
KJIITVH [I€4iHKY [IPY TOCTPil reNIaTOTOKCUYHOCTI. BUSBIEHO 3HWKEHNI PiBEHb BiTHOCHOI €KCIIpeCii reHa 0-akKTUHY
rJIaJleHbKUX M's13iB (Acta 2) Ipu 3aCTOCYBaHHI IIpenapary 3 JliKyBajbHOIO MeTol. [TokasaHo, mo OPH-D-M 3Hnxkye
npoini BigHOCHOI ekcnpecii reHiB TpaHcpopmyrouoro pocrosoro ¢pakropy ol (Tgfol) ta konareny A-1(Collal) mpu
rOCTPOMY TOKCMYHOMY ypakeHHi IIe4iHKU. BcTaHOBJIEHO, 1110 NIpenapat He 3MiHI0e Ipo@diiB BinHOCHOI ekcrpecii
pocToBuX (aKTOPIB — renaroluTapHoro pocrtosoro gakropy (Hgf), pancdopmyrodoro pakropy pocry o (Tgfo) Ta
enigepmanbHOro akropy pocty (Egf), siki 6epyTh yyacTb y pereHepaTuBHUX NPOLECax IpU FOCTPOMY TOKCUYHOMY
ypaXXeHHI Ie4iHKU. Briepie okasaHo, 10 BUSIBJIEHA TeNaTONPOTEKTOPHA Iisl Komiekcy OPH-D-M y mogerni
rOCTpOi rennaToTOKCUYHOCTI 306epiraeTbcs i IpU XpOHIYHOMY TOKCUYHOMY YpakKeHHi IediHKU. BcTaHOBIIEHO, 1110
IOBroTpHuBajle JiKyBaHHS IpenapaTom epeKTUBHO 3HUKYeE MifBullleHi piBHi BifHOCHOI ekcnpecii reniB Nfkbl,
Nfkbia, npo3ananpuux uurtokiuis (116, Tnfo) Ta npodibposnux rewis (Tgfol, Collal, Acta 2) B napeHximi ne4iHky, 1o
IIPU3BOJUTH 10 3MEHIIEHHS BiIKJIaZleHb CIIOJYy4YHOI TKAHWHU Ta 3MEHIIEHHs PO3BUTKY (Pi6po3y NediHKu 3a yMOB

XpOHi‘{HOFO TOKCHUYHOI'O YPa>)K€HH.

2. The dissertation is devoted to the study of the hepatoprotective effect of the complex of oligoribonucleotides

with D-mannitol in thioacetamide-induced hepatotoxicity in experimental animal models. For the first time, it has
been shown, that the use of the drug ORN-D-M reduces damage to the liver parenchyma and the recruitment of
immune cells to the site of inflammation. It was determined that the ORH-D-M complex leads to inhibition of TAA-
induced free radical damage of mouse hepatocyte biomolecules by reducing the generation of oxidative

degradation products and increasing the activity of enzymes and the content of non-enzymatic components of the
antioxidant defense system. For the first time, it has been shown, that the ORN-D-M at a dose of 200 mg/kg body
weight of animals reduces the level of relative expression of universal transcription factor Nfkbl, which inhibits the
induction of cytokines, in particular, interleukin 6 (116) and tumor necrosis factor o (Tnfo) under acute hepatotoxicity.
Alow level of relative expression of the smooth muscle o-actin gene (Acta 2) was detected when using the drug for
therapeutic purposes. It is shown that ORH-D-M reduces the profiles of relative expression of transforming

growth factor ol (Tgfol) and collagen A-1 (Collal) genes in acute toxic liver damage. It was found that the drug does
not change the profiles of relative expression of growth factors - hepatocyte growth factor (Hgf), transforming
growth factor o (Tgfo), and epidermal growth factor (Egf), which are involved in regenerative processes in acute toxic
liver disease. For the first time, it has been shown, that the detected hepatoprotective effect of the ORH-D-M
complex in the model of acute hepatotoxicity persists in chronic toxic liver damage. It was found that long-term
treatment with the drug effectively reduces the elevated levels of relative expression of genes Nfkb1, Nfkbia,
proinflammatory cytokines (116, Tnfn), and profibrotic genes (Tgful, Collal, Acta 2) in the liver parenchyma, which
leads to a decrease in extracellular proteins under chronic liver damage.
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