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1. ETaniy BUKOHAHHS

Homep eTtamy: 1

Hassa eramy: MosieKyJsipHi MeXaHi3MHU akTUBallii ayTodarii, anonTo3y Ta BiIryKy HECTPYKTYpOBAaHUX IIPOTEIHIB B OpraHax

IIJTYHKOBO-KHUIIKOBOTO TPAKTy LIypiB i3 yKPOBUAM iabeTOM 2 TUILY Ha TJli papMaKOJIOTiYHOTO BIJIUBY
IToyaToxk eramy: 01-2022
3akiHueHHs eTany: 12-2024

Bup, 3BiTHOTO ZOKyMeHTa: OCTaTOYHUH 3BiT

2. BukoHaBeupb

Hassa oprasnisanii: HanionansHuil MmeguyHuil yHiBepcuteT iMeHi O. O. Boromosbiis
Koz €IPIIOY /IITH: 02010787

MigmopsaxoBaHicTh: MiHICTEPCTBO OXOPOHU 37I0POB’st YKpaiHU

Appeca: 6ynbBap Tapaca llleBueHka, 6ya. 13, M. Kuis, 01601, Ykpaina

Tenedon: 380442349276

Tenedon: 380442344062

E-mail: kancnmu@nmu.ua

WWW: http: / /nmuofficial.com/

3. Bnacuuk peayabtatiB HIJIKP (nmpoayKiiii)

Ha3sBa opranisanii: MiHicTepCcTBO OXOPOHU 3100POB's YKpaiHu
Koz €IPIIOY /IITH: 00012925

Aznpeca: Bys. 'pymescokoro 7, M. Kuis, 01601, Ykpaina
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Tenedon: 380442536194
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4. JI>kepeJia Ta HanIpsiMu piHaHCYBaHHSA

IligcTaBa aJ1s1 IpoBeAeHHs POOIT: 34 - IOroBip (3aMOBJIEHHS) 3 LIEeHTPAJIbHUM OPIraHOM BUKOHABYOI BJIaIM, aKaieMi€lo HayK

(rO;IOBHMMU PO3IIOPSAHNKAMY OIOPKETHUX KOIITIB Ha mpoBeaeHHst HIIJIKP)
KIIKBK: 2301020

Hampsm ¢inancyBanHs: 2.1 - pyHIaMeHTasbHI JOCTiIXEHHS



J>kepesia piHaHCYBaHHS

I>xepeJio ¢piHaHCyBaHHS: 7713 - KOWITHU IePXKOIOIKETY

daxTuynui oo6car dinancyBaHHs 3a 3BiTHMH eTam: 1873.200 THC. TPH.
5. HaykoBo-TexHi4Ha poooTa

HasBa po6oTHu (YKp)

MonexyngpHi MexaHismMu akTuBauii ayrodarii, armontosy Ta BiII'yKy HECTPYKTYpPOBaHMX NDOTEiHiB B OpraHax IUIyHKOBO-

KUIIKOBOTO TPaKTy IyPiB i3 IIyKpOBUM JliabeToM 2 TUITy Ha TJii (papMaKOJIOTiYHOrO BILJIUBY

Ha3zBa po6oTH (aHrJI)

Molecular mechanisms of activation of autophagy, apoptosis and unstructured proteins response in the gastrointestinal tract of
rats with type 2 diabetes mellitus under pharmacological effects

Pedepar (yxp)

BuBYEHO CTPYKTYPHI Ta yJIbTPACTPYKTYPHi 0COOG/IMBOCTI (QyHIANbHUX 3aJ103 [HA LIJIYHKY HIypiB B €KCIIEPUMEHTAJIbHIA MOoZedi
[1J12. BusiBnieHO 306inblIe€HHS PO3MIpIB CEKPETOPHUX TpaHys i mosiBy ¢arocom (ayrodarocom) i MyJabTUJIAMEISIPHUX Tijlelpb
MYKOILIMTIB, [0 MOXKHA PO3IJIJATH SIK IIPosiB ayTodarii B KJIITMHAX BIACHMX 3aJ103 [IHA MIJIYHKY MpH Aii kombiHanii meTdopminy 3
npormioHatom. JloCimKeHo OCOGJMBOCTI MPOAYKILii MyOWHIB KIiTMHaAMU 3aj03 WIIyHKY npu LJI2 Ta micis TepaneBTUYHOTO
BIUIMBY. BcTaHOBi€HO 3MiHY HpOAYKIii CEKpeTy Yy KITHHaX-TIPOAyLeHTax Ha Tiai JiabeTy, moenHaHHS MeT(opMiHy 3
MIPOIIIOHATOM CIIPUSJIO BiJHOBJIEHHIO 6ajlaHCy KOMIIOHEHTIB MYLMHY. BHBYE€HO CTymiHb (YHKIIOHaJBHOTO HANPYKEHHS B
[JIAaHIYJIONUTAaX UUIYHKY ypiB i3 LIJI2 msxoM mociimkeHHs: BMicTy manepony BiP /GRP78, Tpancmem6panHux npoteiniB PERK,
IRE, ATF-6 B TKaHMHHOMY TrOMOreHarti. JOCHiIKeHO CTymiHb TpaHCKpumuii reHiB cknaamoBux UPR-cucrtemn 3a ymoB
(papmakosoriyHoi Kopekuii meTdopmiHOM y Kom6iHalii i3 mpomioHaTom. C¢OpPMOBaHO KOHLEMII0 aKTHUBAlli 3aXUCHOTO
MeXaHi3My B IVIAaHAYJOLMTAax UUIYHKY Ha Tii LIJJ2 Ha OCHOBI BHMBYEHHS KOpeJSILiHMX 3Bs3KiB MK UPR-ceHcopamy,
cniBcTraByieHHs BiiHOCHOro piBHA MPHK Ta nporeiniB UPR-cucremu y crani criokoro, crpecy EP Ta 3a yMOB yBeieHHS IIpenaparis.
BuBY€HO y/IBTPACTPYKTYPHI OCOOJIMBOCTI €HTEPOLUTIB ypiB mypiB i3 11JI2 Ta 3a ymMOB (phapmakosoriyHoi Kopekuii. JJociaxeHo
piBenb npoteiniB GRP78, PERK, IRE-1, ATF6 Ta cTymiHb eKcnpecii ix reHiB B eHTEpOLUMTax TOHKOrO KUIIKIBHMKA Ha 3a3HAa4YeHii
Mogei. Jloc/ligKeHO piBeHb MapKepiB amonTo3y Ta Npojidepalii B TOHKOMY KHUIIKiBHUKY wypiB i3 LJI2 micssa sikyBaHHS
MeT(OPMIHOM i TPOIiIOHOBOIO KUCI0TOW. OTPUMAHO abCOIOTHO HOBI JjaHi 00 BIJIMBY IIPOIIOHATy Ha (PpyHKUioHyBaHHS UPR y
TOHKOMY KHUIIKiBHUKY. BusiByieHa HopMaiisauis piBHiB 6inkiB GRP78, PERK i IRE1 npu kxom6iHOBaHOMY BBeJl€HHI MET(QOPMIHY Ta
nponioHary. OnucaHo MOJIEKYJISIPHUIM MeXaHi3M Jii IporioHaTy Ha TOHKMI KUIIEYHUK, 110 OIIOCEPEKOBYETLCS Y€PE3 ITOCUIIEHHS

Kacrasa-3-3ajie>xkHoro anontosdy. OTprMaHi pesyabTaTy yIbTPaCTPYKTYPHUX nTapameTpiB ER Ta Hopmarnisalii KOMIoHeH
Pedepar (aHrI)

The structural and ultrastructural features of the fundic glands of the stomach of rats in an experimental model of DM2 were
studied. An increase in the size of secretory granules and the appearance of phagosomes (autophagosomes) and multilamellar
bodies of mucocytes were found, which can be considered as a manifestation of autophagy in the cells of the fundic glands of
the stomach under the action of combination of metformin with propionate. The features of mucin production by gastric gland
cells in DM2 and after therapeutic exposure were studied. A change in secretion production in producer cells was established
against the background of diabetes, the combination of metformin with propionate contributed to the restoration of the balance
of mucin components. The degree of functional stress in gastric glandulocytes of rats with DM2 was revealed by studying the
content of the chaperone BiP/GRP78, transmembrane proteins PERK, IRE, ATF-6 in the tissue homogenate. The degree of
transcription of genes of the UPR system components under the conditions of pharmacological correction with metformin in
combination with propionate was studied. The concept of activation of the protective mechanism in gastric glandulocytes under
of DM2 was formed based on the study of correlations between UPR sensors, comparison of the relative levels of mRNA and
proteins of the UPR system in the resting state, ER stress and under the conditions of drug administration. The ultrastructural
features of rat enterocytes were studied in rats with DM2 and under the conditions of pharmacological correction. The level of
GRP78, PERK, IRE-1, ATF6 proteins and the degree of expression of their genes in enterocytes of the small intestine were studied



in the indicated models. The level of apoptosis and proliferation markers in the small intestine of rats with DM2 after treatment
with metformin and propionic acid was studied. Completely new data on the effect of propionate on the functioning of the UPR
int

Ingexc YIK: 616-092, 616.34-092:576.68:616.379-008.64:57.085

Kopu TemarnuyHux pyopuk HTI: 76.03.53
6. HaykoBo-TexHiyHa npoayKuis (HTII)

HTII 1

Ha3zBa npoaykuii (ykp): KoH1enuis BHyTPilIHbOKTITUHHOTO 3aXUCTY BiJl CTPECY €HZ0IIa3MaTUYHOTO PETUKYJIYMY B
rJIaHAYJIOUUTAX UITYHKY Ta eHTePOLMTax TOHKOTrO KUIIKiBHUKA Ha T [1JI2 Ta 3a yMOB hapmaKoJIoriyHoi Kopekuii MeT(popMiHOM

Ta IIPOIiOHATOM.

Hassa npoaykii (arru): The concept of intracellular protection against endoplasmic reticulum stress in gastric glandulocytes
and small intestinal enterocytes in type 2 diabetes and under pharmacological correction with metformin and propionate.

OuikyBaHi pe3yabraTti: MeTonu, Teopii
Tanysp 3acTocyBaHHS: MeauiyHa

Onuc npoaykuii (yKp): 3anponoHoBaHa KOHILEMILisl BHYTPilIHbOKIITUHHOTO 3aXUCTY BiJl CTPECY €HIO0MNIa3MaTUYHOTO
PETUKYJIyMY B KJIiTHHAX IJIyHKOBO-KMALIKOBOTO TPAKTY MOTJIMOJIIOE PO3YMiHHS MOJIEKYJIIPHUX MEXaHi3MiB AiabeTUYHOI
racTpoIarii i MoXXe CIIy>KUTH MiATPYHTSM [J11 MOLIYKY TePANeBTUYHMX CTPATETil 711 HopMaslidalii cTaHy QyHOAlIbHUX 337103
HIJIYHKY i JIiKyBaHHS yCKiagHeHb LIJ[2. OTpuMaHi pe3ysibTaTi ylIbTPACTPYKTYPHUX ITapaMETPiB Ta HOpMaJlizallii KOMIIOHEHTIB
CHCTEMU 3aXUCTY BiJ] CTPECY EHIOIIA3MAaTUYHOTO PETUKYJIYMY BKa3ylOTh Ha MOKJIMBY II€PCIIEKTUBHICTL 3aCTOCYBaHHS

LIyKPO3HI>KYBaJIbHOTO NpenapaTy MeT(popMiHy y Kom6iHallii 3 TPOIiOHATOM.

ConianpHO-eKOHOMIYHA cripsimoBaHicTh HTII: [TosinmeHHs IKOCTI KUTTS Ta 3[I0POB'SI HACEeJIeHHS], €(PEKTUBHOCTI IiarHOCTUKA

Ta JIiKyBaHHSI XBOPUX

Cragis 3aBepmenocti HTII: 3git mo HIJIKP

BnposazykernHsa HTII: BipoBazkeHO

Crpoku BupoBagykeHHs: 01.202312.2024

Bupo6HuK npoaykuii: : HanionanbHuit menudHuii yHiBepcuteT imeHi O. O. Boromosbus (HMY imeni O. O. BoromosbLis)
Cno>kuBayi NpoAyKIii:

IlepcneKTHUBHiI pUHKHU:

IIpaBa iHTe/IeKTyasIbHOI BJIAaCHOCTI: iHpopMallis BifCyTHS

®opmu Ta yMoBH nepegadi npogykuii: HapyaHHs nepcoHany
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