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Pedepar:

1. Y puceprauiiiHiil po60Ti HaBeJleHO HAayKOBE OOI'PYHTYBAHHS i IPE/ICTaBI€HO Pe3yJIbTaTU BUPIIIEHHS aKTyaJIbHOI'O
3aBJaHHS - 3'ACyBaHHs e(PEKTUBHOCTI L-opHiTuHy L-acnaprary (LOLA) npu rocTpoMy renartuTi Ta LUpo3i neviHky i
BCTAHOBJIEHHSI HITPOT€H OKCHJ, Ta N0JIiaMiH-3aJIe)KHUX MEXaHi3MiB Aiii mpenapaty. BcTaHOBJIE€HO, 1[0 IPOTEKTOPHA
Iist LOLA npu renaTuti Ta 1upo3si 3a6e31e4yeThCsl CKIaIHUM i 6araTOKOMIIOHEHTHUM MEXaHi3MOM, SIKUM
IIOB'SI3aHUM 3i 3[ATHICTIO ITpenapaTy BIUIMBAaTH Ha CUHTE3 HITPUT aHiOHY Ta nosiamiHis. [TokazaHo, o npenapar
aMiHOKMCJIOTHOTO NoxokeHHsa LOLA, B ckiiaf 1Koro BXo4ATh L-OpHiTUH Ta L-acnapTrart, 3a yMOB renaTuTy Ta pu

LIMPO3i IIe4iHKU CIIPUSIE BilHOBJIEHHIO MOP(OQPYHKIIOHAJIPHOTO CTaHY [1€4iHKY Ta BUSIBJISIE IPOTEKTHBHI



BJIACTUBOCTI MIO/I0 TeNaTOLUTIB 3a106iralod pO3BUTKY CUHIIPOMIB LIUTOJII3Y Ta X0JIeCTa3dy, CTUMYJIIO€ CUHTE3 OifKa,
CEYOBHMHU Ta I10J1iaMiHiB, 3MeHIIye SBUIIA €HI0TOKCUKO3Y, [I0Kpally€e NeTOKCUKYIOUi Ta MeTaboJIiuHi npouecu y
neyvinii, BifHOBII0€ QYHKIiOHYBaHHS CUCTEMU IPOOKCUIAHTU-aHTUOKCUAAHTH, L-aprinin-NO Ta
MiTOXOHpianbHOrO nuxaHH4. [Tokazano, o LOLA peanidye MexaHi3Mu IPUTHIYEHHS LIUTOJII3Y, XOJI€CTa3y Ta
€H0TOKCUKO3Y, aKTUBaLlil MITOXOHIPiaJIbHOTO NUXAHHS IIPY TOKCUYHOMY renatuti yepe3 NO-3a1eXHUI MEXaHi3M.
[llono BI/IMBY Ha IIpoLecH JiinonepoKkcualii Ta cTaH aHTUOKCUAAHTHOI CUCTEMU, BCTAHOBJIEHO 1O 1ii e(peKTH
LOLA peanizoBani He e cuctemoro L-aprinin-NO. BusBieHo 3a1€KHICTh MiX piBHeM Nponykuii NO Ta
cunte3om ['TLJI, BMicTom GSH Ta akTUBHICTIO KaTasasu. biokyBanHa cuHTe3y NO He BIUIMBae Ha 3aaTHicTe LOLA
HiATPpUMYBaTH BUCOKUI IIOTEHIIial aHTUOKCUAAHTHOIO 3aXUCTY IIPU renaTuTi, akTuBHicTh i3odpopm COJl, piBeHb
TBK-akTuBHUX NPOJYKTiB. BcTaHOBNEHO, 0 31aTHICTE LOLA 6yTH MOIy/ISTOPOM CUHTE3Y HITPOT€H OKCUIY HE €
BM3HAYAJILHOIO B MIOTO TeNaTONpOTEKTOPHIN Aii mpu uuposi, anxe 610KyBanHs NOS 3a gonomoroto L-NAME nHe
3abesneuysaso pesepcito edexTiB LOLA mono akTUBHOCTI (pEPMEHTIB €J1eKTPOH-TPAaHCIIOPTHOI CUCTEMU
MITOXOHIpil, TOKa3HUKIB LIUTOJIi3y Ta X0JIeCTasy, [I0Ka3HUKIB Jiinonepoxkcualiii, a came NpoayKTiB Tio6ap6iTypoBoi
kucaotu ta GSH. Ha Mopesi 1Mpo3y Ne4iHKU MU BIleplIe BCTAHOBUJIM B3a€MO3B'sI30K B MexaHi3Mi 1iii LOLA Mix
3[ATHICTIO BILJIMBATU HA CMHTE3 HITPOT€H OKCUIY Ta eKcripecieto uuTokiHiB TNF-o i pocty TGF-0, KOHLIEHTpalieo
MCM, axrusHicTio I'ST, katanasu ta CO/l. [lokasano, mo 3natHicTs LOLA BIJIMBATU HAa CUHTE3 I0JIiaMiHiB Biflirpae
KPUTUYHY POJIb y IPOTEKTOPHOMY BIUIMBI IPENAapaTy Mpy renaTuTi Ta UUpo3i. BBeneHHs 610KaTopa CUHTE3Y
nosiiaminiB DFMO 3meHIye BUPasHiCThb GibIIOCTi gociKyBanux epekriB LOLA gK nipy renarturi, Tak i 4uposi, a
mopdoJioriyHa 6ynoBa nediHky 3a BBegeHHs1 LOLA B komb6iHalii 3 DFMO xapakTepusyeTbcs IIMO0KUMU
IUCTPOMPIYHO-HEKPOTUYHUMU 3MiHaMHU, TiM(O-TiCTIOLUTAPHOIO Ta JIEMKOLUTAPHOIO iHdiNbTpaliero.

2. The dissertation provides scientific justification and presents the results of addressing the urgent task of
clarifying the effectiveness of L-ornithine L-aspartate (LOLA) in acute hepatitis and liver cirrhosis, as well as
establishing the nitrogen oxide and polyamine-dependent mechanisms of the drug's action. It was established that
that the protective action of LOLA in hepatitis and cirrhosis has a complex and multifaceted mechanism that is
associated with the drug's ability to influence the synthesis of nitrite anions and polyamines. It is shown that the
LOLA drug, which is of amino acid origin and contains L-ornithine and L-aspartate, promotes the restoration of
the morphofunctional state of the liver and exhibits protective properties against hepatocyte damage, preventing
the development of cytolytic and cholestatic syndromes. It stimulates the synthesis of protein, urea, and
polyamines, reduces endotoxicosis, improves detoxifying and metabolic processes in the liver, and restores the
functioning of the pro-oxidant-antioxidant system, L-arginine-NO, and mitochondrial respiration. It is shown for
the first time that LOLA implements mechanisms of cytolytic and cholestatic suppression, and endotoxicosis
inhibition, as well as the activation of mitochondrial respiration in toxic hepatitis via an NO-dependent
mechanism. Regarding the impact on lipid peroxidation processes and the state of the antioxidant system, it is
established that LOLA achieves these effects not only through the L-arginine-NO system. A correlation between
NO production levels and the synthesis of HPL, GSH content, and catalase activity has been found. Blocking the
synthesis of NO did not affect the ability of LOLA to maintain a high potential of antioxidant protection in hepatitis,
the activity of SOD isozymes, or the level of TBA-active products. It was established in this study that the ability of
LOLA to modulate the synthesis of nitrogen oxide is not the determining factor in the hepatoprotective action of
the drug in cirrhosis. This is because blocking NOS with L-NAME did not reverse the effects of LOLA on the
activity of mitochondrial electron transport system enzymes, cytolysis and cholestasis indicators, lipid
peroxidation indicators, namely thiobarbituric acid and GSH products. In the liver cirrhosis model, we first
established a relationship in the mechanism of action of LOLA between the ability to influence nitrogen oxide
synthesis and the expression of cytokines TNF-o and TGF-o, MAM concentration, GST, catalase, and SOD activity. It
was shown that the ability of LOLA to influence polyamine synthesis plays a critical role in the protective effect of
the drug in hepatitis and cirrhosis. Blocking polyamine synthesis with DFMO reverses most of the investigated
effects of LOLA in both hepatitis and cirrhosis, and the morphological structure of the liver after administration of
LOLA in combination with DFMO is characterized by deep dystrophic-necrotic changes, lymphohistiocytic and
leukocytic infiltration.
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