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Ta UIJIIXU METab0IiYHOI KOPEeKLii

2. Mechanisms of liver and kidney tissue damage in experimental acute alcohol injury and ways of metabolic
correction

Pedepar:

1. B pe3ysbTaTi AUCepTaLiitHOTO AOCTiIKEeHH oLjiHeHO posb IGF-1Ta H2S B MexaHi3Max rOCTPOro ajaKOroJbHOTrO
ypaXeHHS TKAaHUH NI€4iHKM Ta HUPOK i Ha 11ii1 OCHOBI OOI'PYHTYBATH HOBI LIJIIXA META00JIiYHOI renaTo- Ta
Hedpornporekii. B puceprauiiiHiil po6oTi norsinbsieHi ysBaeHHs Moo poJli curHanbHUX Mosiekyn IGF-1Ta H2S B
peastisanii TOKCAYHOI [Iii €TaHOJIy Ha TKAaHWHU [1€4iHKK 1 HUPOK, a TAKOX B ME€XaHi3Max rernaro- Ta

He(PONPOTEKTOPHUX €(PEKTiB KBEPLETUHY ! IOHOPY rilporeH cyabdiny. Briepiie BCTaHOBIEHO, MO TOCTPE



aJIKOTOJIbHE YPaKE€HHH IT€YiHKU Ta HUPOK CYIIPOBOIKYETHCS BipOTiZHMM 3POCTaHHAM B CUPOBaTLi KpoBi piBHA IGF-1
Ta nneprypoéauismu metabosizmy H2S B TkKaHMHaxX. 3'ICOBaHO, 10 HA TJIi FOCTPOTO aJIKOTOJIbHOTO YPAKEHHS
BiIMiualOThCS MOPYIIEHHS KJIITUHHOIO LIUKJIY B I1€YiHIlli Ta HUPKax: 3pOCTa€ aKTUBHICTb alloITO3Y, 30i/IbIIyEeThCSI
4acTKa KJITUH y CHHTETUYHIN (a3i Ta BiporigHO He 3MiHIOETbCS KiJIbKiCTh KJIITUH Y IOCTCUHTETUYHIN (Pa3zi Ta MiTO3i,
PO3BUBA€ETHCS OJI0K npostideparii, mo cynpskeHo 3i 3MeHIeHHIM BMicTy H2S B TkaHnHaxX Ta 36i/1b1IeHHIM
cupoBaTKoBoro piBHA IGF-1. BusiBieHo, 1110 aKOroJb-iHIyKOBaHi NaTOXIMIYHi Ta FiCTOJIOTIYHI IOPYIIEHHS B MEYiHII
Ta HUPKax, a CaMe BUPA3HICTb LIUTOJIi3y FeNaTOLUTIB, X0JIeCTa3y, KUPOBOTO renaTo3y, MOIKOIPKEHHS KaHaJIbLEBOrO
arnaparty HUPOK, 3allaJIeHHs Ta OKCULATMBHUI CTPEC, aCOLOI0ThLCA 3i 3MiHaMu piBHIB IGF-1 B cupoBarii KpoBi Ta
H2S B TkaHuHax. Briepie rnokasaso, 110 BAKOPUCTaHHS KBEPLIETUHY y NoeHaHHi 3 NaHS 3a rocTporo askorojabHOTro
yPpaKeHHs 3abe3Ieuye 6iblll e(PeKTUBHY KOPEKIIil0 LIUTOJ1i3y reNaToLUTIB, X0J1ecTasy, TyOyJIipHUX PO3JIaLiB,
3anajieHHs, OKCUATUBHOTO CTPECY, allONTO3Y Ta PEreHepaTOPHUX NPOLECIB B MIE€YiHIIi Ta HUPKAX, M0 TiCHO

ACOLIETHCS 31 CTUMYJIIOIOYMM BIJIMBOM Ha curHaibHi cucremu IGF-1ta H2S.

2. As a result of the dissertation study, the role of IGF-1and H2S in the mechanisms of acute alcoholic damage to
liver and kidney tissues was evaluated and, on this basis, new ways of metabolic hepato- and nephroprotection
were substantiated. In the dissertation work, insights into the role of signaling molecules IGF-1and H2S in the
implementation of the toxic effect of ethanol on liver and kidney tissues, as well as in the mechanisms of the
hepato- and nephroprotective effects of quercetin and the hydrogen sulfide donor, are deepened. For the first
time, it was established that acute alcoholic damage to the liver and kidneys is accompanied by a probable increase
in the level of IGF-1in blood serum and perturbations of H2S metabolism in tissues. It was found that against the
background of acute alcoholic damage, cell cycle disorders are noted in the liver and kidneys: the activity of
apoptosis increases, the proportion of cells in the synthetic phase increases, and the number of cells in the
postsynthetic phase and mitosis probably does not change, a proliferation block develops, which is associated with
a decrease in the content H2S in tissues and increased serum IGF-1 levels. It was found that alcohol-induced
pathochemical and histological disorders in the liver and kidneys, namely the expression of cytolysis of
hepatocytes, cholestasis, fatty hepatosis, damage to the renal tubular apparatus, inflammation and oxidative stress,
are associated with changes in the levels of IGF-1in blood serum and H2S in tissues. It was shown for the first time
that the use of quercetin in combination with NaHS during acute alcoholic injury provides a more effective
correction of hepatocyte cytolysis, cholestasis, tubular disorders, inflammation, oxidative stress, apoptosis and
regenerative processes in the liver and kidneys, which is closely associated with a stimulating effect on IGF
signaling systems -1 and H2S.
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