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Pedepar/anoTanis:

1. luceprarnist npuCcBA4Y€Ha BUPIIIEHHIO aKTyaJbHOIO HAyKOBOTO 3aBLAHHS Cy4YaCHOI MEAUIIMHMY, IO T10JISTaE B
€KCIIEPMMEHTAIbHOMY OOI'PYHTYBaHHI HOBUX MigXOAiB N0 papMaKOKOPEKLii AiabeTH4HOi Hedpomartii Ha OCHOBI
IOCHiIXeHHs poJi rigporeH cynbdiny (H2S) B MosieKyssipHUX MeXaHi3Max HE(POIIPOTEKTOPHOI Aiii MET(POPMIHY.
3acTocyBaHHS MeT(POPMiHY 3a €KCIIEPMMEHTAJILHOTO LIyKPOBOTO /1iabeTy BUKJIMKAJIO 3MeHIIeHHs nediuuty H2S B
HUpKax (piBeHb H2S 3pocTas Ha 27,9 % nopiBHSIHO 3 HeslikoBaHMMU TBapuHamy, po0,001), 36iybI1eHHsT aKTUBHOCTI
H2S-cunresyounx (pepMeHTiB IUCTATIOHIH-0-J1ia3y, [UCTAaTIOHIH-0-CUHTa3u Ta HUCcTeiHamiHOTpaHcdepasu / 3-
MepKanronipysarcyiabdypTpancdepasu (Ha 18,6-60,0 %, pn0,001), akTuBHOCTI TiopeioKCUHpenyKTasu (Ha 15,2 %,

po0,05), 3MeHImeHHs WBKUIKOCTI yruiizanii H2S (Ha 32,7 %, pn0,001), 36inpmeHHs Yy TAMBOCTI HUPKOBUX apTepii 10



BazoauATytoyoi aii H2S (nokasuuk EC50 (H2S) smeHmyBaBcs Ha 22,8 %, po0,01). BukopuctanHs MmeTdOpMiHy Ha Tii
CTPENTO30TOLMH-iHAYKOBAHOTO LIyKPOBOTO /1iabeTy BUKJIMKAJIO 3MEHIIEHHS IJIOMEPYJISIPHUX Ta TyOYJISIPHUX
NOpYLIE€Hb. 32 €KCIIEPUMEHTAIbHOTO LIyKPOBOTO iabeTy BBEEHHS MET(MOPMIHY BUSBIISAIO AaHTUOKCUAHTHHUI,
[IPOTU3AMNAJIbHUN, aHTUATIONTOTUYHUI T aHTUCKJIEPOTUYHUN €(PEKTU B HUPKaX. 3aCTOCYBaHHS MET(POPMiHY
3MEHIIYBAaJIO iHilili0BaHi LIyKPOBUM /1iabeTOM yJIbTPACTPYKTYPHi 3MiHU B HUPKax - HePPOCKIIEepO3, rineprpodito
KJIyOOUKIB, IECTPYKIIi10 eHNIOTeJIIOLUTIB CYy1H, 3aNlaJieHHs, AUCTPOdilo eniTenionuTiB MIPOKCUMabHUX KaHablliB
HedpoHa. BBeneHHs meTdopMiHy B KombiHanii 3 NaHS 6inbi1 e(peKTUBHO HXXK MOHOTEpaIlisli KOPUTYBaio
IOIIKOKEHHS KaHAJIbL[€BOTO Ta KJIyOOYKOBOTO allapariB HUPOK. B TOM ke 4ac 3a yMOB IIO€IHAHHS MET(POPMiHy Ta
[IPOTAPTiNIIiLKMHY YIbTPACTPYKTYPHI 3MiHM B HUPKaX HAGIMKAIMCh 10 TaKUX Y HEJIIKOBAaHMX TBAPUH 3 IIyKPOBUM

niaGeToM.

2. The dissertation is devoted to the solution of the relevant problem, which consists in the experimental
substantiation of new approaches to the pharmacological correction of diabetic nephropathy based on the study of
the role of hydrogen sulfide (H2S) in the molecular mechanisms of the nephroprotective effect of metformin.The
use of metformin in experimental diabetes caused a decrease in H2S deficiency in the kidneys (the level of H2S
increased by 27.9% compared to untreated animals, po0.001), an increase in the activity of H2S-synthesizing
enzymes cystathionine o-lyase, cystathionine o-synthase and cysteine aminotransferase / 3-mercaptopyruvate
sulfurtransferase (by 18.6-60.0%, pn0.001), thioredoxin reductase activity (by 15.2%, po0.05), decrease in the rate of
H2S utilization (by 32.7 %, pn0.001), increased sensitivity of renal arteries to the vasodilatory effect of H2S (EC50
(H2S) decreased by 22.8%, po0.01). The use of metformin against the background of streptozotocin-induced
diabetes caused a decrease in glomerular and tubular disorders. In experimental diabetes, administration of
metformin showed antioxidant, anti-inflammatory, antiapoptotic and antisclerotic effects in the kidneys. The use
of metformin reduced diabetes-induced ultrastructural changes in the kidneys - nephrosclerosis, glomerular
hypertrophy, destruction of vascular endotheliocytes, inflammation, dystrophy of epitheliocytes of the proximal
tubules of the nephron. The introduction of metformin in combination with NaHS more effectively than
monotherapy corrected damage to the tubular and glomerular apparatus of the kidneys. At the same time, under
the conditions of the combination of metformin and propargylglycine, the ultrastructural changes in the kidneys
approached those in untreated animals with diabetes.
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