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1. Incepraniina po6oTa IpUCBIYeHa AOCTiIKEeHHIO MexaHi3MiB fii iHri6itopis I[TAPII-1 (1,5-i30xiHosiHAiI0TY Ta
HiKOTHMHaMizy) Ha nnponecy nosui-AJP-pr6o3unoBaHHS Y TOJIOBHOMY MO3KY IIyPiB 332 €KCIIEPUMEHTAJIbHOTO
1ykposoro niadety (LI1) 1 tTuny. BusiBsieHO Kopuryrouy fito 3actocoBaHux iHribitopis ITAPI1-1 Ha npouecu nosi-
AI®-pr6o3UIIOBaHHS SIIEPHUX NTPOTEiHIB y MO3KyY IypiB Ha piBHi ix BMicTy, aktuBHOCTI [TAPII-1 Ta ¢pparmeHTaii
€H3UMY, a TAaKOX Ha piBHi ekcrpecii reny Parp-1. Bcranosneno, mo 3a LI 1 Tuny Bin6yBasnace inTeHcuikaris
OKCHJATVMBHOIO CTPECY, PO3BUTOK 3allaJbHUX NPOLECIB 3a SIKMX BBE€IEHHS HIKOTUHaMIiNy IPUBOLUIIO [0
IIPUTHIYEHHS PO3BUTKY OKCUATUBHOIO CTPECY Ta 3HUKEHHs piBHA iHTepselikiny-4. Ha ¢oHi iHTeHcuikari
npoueci noni-AJ®-prbo3unoBaHHs Ta 3MeHIeHHs Bmicty HAII+ 3a 1171 1 Tuny Bif6yBanocs 3poCTaHHS
¢dparmenrauii [TAPI1-1 ta 3Hw>KkeHHs piBHS HAJl-3anesxxHoi neauetunasu CIPTI, mo Moxe XxapakTepru3yBaTy CTYIIiHb
PO3BUTKY HellpojiereHepaTuBHUX 3MiH Y MO3Ky. BusiBiIeHO, 1110 IaTOJIOTIYHI NOpyIeHHs PYyHKLiA Mo3Ky 3a 11]]
BiIOyBalOTLCA Ha TJ1i nepudepryHoi 1iabeTHYHOI HelpomnarTii. JI0Ka3oM [bOTr0 € 3HMKEHHS BMICTY KOJIareHy y
TKaHVHi BeJINKOTOMIJIKOBUX Ta MaJIOTOJIIJIKOBUX KiCTOK, 110 MOXKe OYTH 3yMOBJIEHO SIK CTPYKTYPHOIO 11epeby10BOI0
KOJIareHy Tak i ioro Mogudikalisimy, sk pe3yJibTaT 3MiH 10ro aMiHOKHCJIOTHOTO CKJIafly, @ TAKOXK 3MiH BMICTy
BitamiHiB C, B3 Ta E B cupoBaTLi KpoBi TBapuH, BiTaMiHiB, fKi 3a1y4€Hi Ta BIIJIMBAIOTh HA CUHTE3 KOJIAr€Hy.
3acrocysanHs iHri6itopis ITAPII-1, sk 6ys10 BCTAaHOBJIEHO BIJINBAIOTh HA IOCiAKYBaHi Iponecy Ta 6ioxiMivdHi
MTOKa3HUKHY, SIKi 3a3HaIOTh 3MiH 3a L1]] 1 Tuny misxom NpuHaMHi 4aCTKOBOI ix Kopekuii. OTpuMaHi JaHi cBifyaTh
npo Te, mwo 3a LJ] 1 Tuny icHye 3B's130K MiX mpouiecom noJii-AJlP-prbo3usoBaHHS y FOJIOBHOTO MO3KY LIYpPiB Ta

iHIMMU METab0JIIYHMMU NIPOLIECaMU Ta TIOKa3HUKaMU B OpraHi3mi.

2. Dissertation is devoted to study of mechanisms of action of PARP-1 inhibitors (1,5-isoquinolinediol and
nicotinamide) on processes of poly-ADP-ribosylation in brain of rats in experimental type 1 diabetes mellitus (DM).
The corrective effect of the used structurally different PARP-1 inhibitors on the processes of poly-ADP-
ribosylation of nuclear proteins in the rat brain at the level of their content, PARP-1 activity and enzyme
fragmentation, as well as at the level of Parp-1 gene expression was revealed. It was found that in type 1 diabetes
there was an intensification of oxidative stress, the development of inflammatory processes. Nicotinamide
administration led to inhibition of oxidative stress and reduced the level of the interleukin-4. Against the
intensification of poly-ADP-ribosylation processes and decrease in NAD+ content in type 1 diabetes, there was an
increase in PARP-1 fragmentation and a decrease in NAD-dependent deacetylase SIRT1, which may characterize
the degree of neurodegenerative changes in the brain. It was found that pathological disorders of the brain in
diabetes occur simultaneously with peripheral diabetic neuropathy. Proof of this is the decrease in collagen
content in the tissue of the tibia and fibula, which may be due to both structural rearrangement of collagen and its
modifications, as a result of alterations in its amino acid composition and changes in vitamins C, B3 and E in animal
serum, vitamins, which are involved and affect collagen synthesis. The use of PARP-1 inhibitors has been shown to
improve, at least partially, the studied processes and biochemical parameters which were impaired by type 1
diabetes. The data obtained indicate that in type 1 diabetes there is a relationship between the processes of poly-
ADP-ribosylation in the rat brain and other metabolic processes and parameters in the body.
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