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I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT

Iudp cnenianizoBaHOi BYEHOI pagH (pa30Boi CIeliaJai30BaHOi BYE€HOI pazu): [l 41.600.01
IloBHe HaiMeHYBaHHSI IOPHUAHUYHOI 0COOHM: OfieChKuii HAL[iOHAIbHWI MEIMYHUI YHIBEPCUTET
Kopg 3a € IPIIOY: 02010801

Micue3HaxoaKeHHS: BanixoBChbKuii IPOBYJIOK, 2, M. Ofeca, Opecbka 0611., 65082, YkpaiHna

dopma ByracHoCTI:

Cdepa ynpaBiriHHS: MiHiCTEPCTBO OXOPOHH 3710POB ' YKpaiHu

InenTudikarop ROR: He zacrocosyerscs

IV. BimomocTi Ipo niznpueMcTBO, YCTaHOBY, OpraHi3alliio, B sIKi# 0yJ10

BHKOHAHO JHCEPTaIlilo

IIoBHe HaﬁMeHyBaHHﬂ lOpI/I,ZLH‘IHO'l' OCOOM: BiHHMIbKUMIT HAI[IOHATbHUI MEeIUIHUI yHiBepcurerT iM. M.I.

[Tuporosa

Kopg, 3a €IPIIOY: 02010669

MicuesnaxomerHﬂ: ByJL. [luporosa, 56, M. Binnug, BinHunbkuil p-H., BinHunpeka 06:1., 21018, Ykpaina
dopma By1acHoCTI:

Cdepa praBJIiHHﬂZ MiHicTepCTBO OXOPOHU 310POB 51 YKpaiHu

InenTudikarop ROR: He zacrocosyerscs

V. BimomocTi npo guceprauiio

Mosga guceprarii:

KO,EI/I TEMATHYHHUX pyﬁpl/lK 76.31.29

Tema gucepranii:

1. KapgionporexkTopHi edekrtu cnipo[ingon-3,1'-nipon[3,4-c]niponal-5'-(4-metundenin)-3'-[2-(MeTunTio)eTnu] -
3a',6a'-purinpo-2'H-cnipo [ingon-3,1'-nipono[3,4-c]uipon]-2,4',6'(1H,3'H,5'H)-TpioHa B ymoBax roctpoi imemii
cepls Ta CTPeCOBOi Kapiomionarii (eKcrepruMeHTaIbHe AOCIiIPKEHHS)

2. Cardioprotective effects of spiro [indole-3,1'-pyrol[3,4-c]pyrol]-5'-(4-methylphenyl)-3'-[2-(methylthio)etyl]-
3a',6a'-dihydro-2'H-spiro[indole-3,1'-pyrolo[ 3,4-c]pyrol]-2,4',6'(1H,3'H,5'H)-trion in front of acute cardiac ischemia
and stress cardiomyopathy (experimental study)

Pedepar:

1. Incepraniiina po60Ta IpUCBSIY€HA BUPIIEHHIO aKTyaJIbHOTO 3aBJaHHs (papMaKOJIOTi, 110 MoJIsirae y niABUILEHHI
epeKTUBHOCTI KapAioNpoTeKLii Mpu rocTpiii MiokapzianpHil imemii, masxom 3aCTOCyBaHHS NOXigHOTO 3,2'-CcNipo-
niposio-2-okcinpony - cripo[ingosn-3,1'-nipon[3,4-c]niponal-5'-(4-metundenin)-3'-[2-(meTusnrio)etnn]-3a’',6a'-
nurinpo-2'H-cnipo [inpon-3,1'-niposo[3,4-c]nipon]-2,4',6'(1H,3'H,5'H)-Tpiony (cnosmyka R-86), skomy npuramaHHa
6JI0KyBaJIbHA Jisl BiTHOCHO ¢epMeHTY 11-0-TifpoKCHUCTepOiAeriaporeHasy epuoro TUIy Ta OOIPyHTOBAHO
JOLiNIbHICTD i MOKJIMBICTb CTBOPEHHS Ha IOr0 OCHOBI HOBOTO JIIKAPCHKOTO 3aC00Y. I3 BUKOPUCTaHHSIM

KOMIIJIEKCHOTO Mifxony 1o ¢apMakoJIoriYHOro CKpUHIHTY BCTaHOBJIEHO, 1O crioyka R-86 mosoto 10 mr/xr



BHYTPILIHHOIITYHKOBO BUABJISIE BUCOKY KapIiONMPOTEKTOPHY aKTUBHICTh B YMOBAX [liaT€pMOKOATyJIALIMHOTO
HEKpOo3y MioKap[ia, afipeHaniHoBoi Kapiomionarii, KapziouepebpanbHoi gucdyHKLil Ta iHdapKTy Miokapza.
BusBiieHo 6araToBeKTOPHI MeXaHi3MU 3aXUCHOI [iii criosyku R-86, siki nmop’s3aHo 3 ii aHTUCTEPOiTHUM edEeKTOM,
KOPUTYBaJIBHOIO Ji€l0 Ha 0OMiH MOHOOKCHUAY a30TYy, CTUMYJIIOBAJILHUM BIIMBOM HA BiHLI€BUI KPOBOOOIT,
YCYHEHHSIM eHepronediluTy Ta JlakTaT-alu03y, o BiidyBaeThCs HA TJIi 3BMEHIIEHHS IIPOLECiB IEPOKCUIHOTO

OKHMCHEHHS JIinifiB, okucHOi Monudikariii menTuiB i akTuBallii BTaCHOI aHTUOKCUIAHTHOI CUCTEMU.

2. The thesis is devoted to solving the actual problem of pharmacology, for increase of efficacy of cardioprotective
action in acute coronary syndrome by using 3,2'-spiro-pyrolo-2-oxindole derivate, particularly spiro[indole-3,1'-
pyrol[3,4-c]pyrol]-5'-(4-methylphenyl)-3'-[2-(methylthio)etyl]-3a',6a'-dihydro-2'H-spiro[indole-3,1'-pyrolo[ 3,4~
c]pyrol]-2,4',6'(1H,3'H,5'H)-trion, which has a laboratory code compound R-86 and which has a blocking effect on
the enzyme 11-o-hydroxysteroid dehydrogenase of the first type and justified the feasibility and possibility of
creating a new drug based on it. Using the comprehensive approach for pharmacological screening, it was
determined that the compound R-86 in dose of 10 mg/kg administered intragastrically shows the highest
cardioprotective activity in the conditions of diathermocoagulatory myocardial necrosis, and adrenaline
cardiomyopathy, cardiocerebral dysfunction and myocardial infarction. The multi-vector mechanisms of
compound R-86 protective action which is associated with its anti-steroid effect, corrective action on the
exchange of nitric oxide, stimulatory effect on coronary blood circulation, elimination of energy deficit and lactate
acidosis, which takes place against the background of reduction of lipid peroxidation processes, peptide oxidation
modification and activation of its own antioxidant system.
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VIII. 3akr04Hi BimoMocTi
BiiacHe IIpi3Buie Im'sa I1o-6aTbKOBI
TOJIOBH pagu

BaacHe IlpizBuiie Im's ITo-6aTbKOBI
rOJIOBYIOYOTO Ha 3acCifiaHHi
BigmoBigasbHUH 32 MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

PeecTpartop

KepiBHuk Bigginy YKpIHTEI, mpo €
BiZITIOBiZaJIbHUM 3a PEECTpalLilo HayKoBOi
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Kpecton Banentun Mocunosuy

Kpecton BanienTtun Mocunosud

FOpuenko T.A.



