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V. BizomocTi npo gucepraniio
MoBga guceprariii:
Koau TeMaTHYHHX PYOPHK: 34.45

Tema gucepranii:
1. 3paTHicTh NOXiTHUX iMina3o[1,2-a]aseniHilo 40 MPEeKOHAULiII0OBaHHS MioKapaa

2. The ability of imidazo[1,2-a]Jazepine derivatives for myocardium preconditioning

Pedepar:

1. Incepranifina po60Ta IPUCBIYEHA BUSBIEHHIO HOBUX CIIOJIYK 3 BUPa’K€HOIO KapAiONPOTEKTOPHOIO aKTHUBHICTIO i
3/1aTHICTIO [0 IPEKOHMILIIOBAaHHS MiOKapja cepe], oxinHux iMifazo[l,2-a]aseniniio. B pesysbpraTi npoBegeHnx
IocaigxeHb 9-TH NoXinHUX iMifgaso[l,2-a] aseniHilo Ha MOAeJ i3071bOBAHOTO CepLs Lypa Oy/M BUAINIEH] 2 CIIOJIyKU -
nipgepu nig mudppamu IGT_000280 ta IGT_000281. JaHi criosyku miiBULILYBald TUCK B JIiBOMY IUIYHOYKY Ha 78 Ta
43% BinnoBinHO, 30ibIIYBaM IBUIKICTE KOPOHAPHOT0 KPOBOOOLIry Ha 511 38% Ta 11ofoBXXyBaIl 4ac CKOPOYEHHS
i30JIbOBaHUX CEPAELD 32 YMOB TOTAJIbHOI imemii Ha 39 Ta 32% BinIoBigHO, He 3MiHI0104M 3HaYyHO YCC. [l criosyku
IOT_000281 6yna eKCnepUMEHTAILHO JOBEIeHa, BUKOPUCTOBYIOUM IiGeHKIaMig, Aig Ha ATO-3anesxHi kasniesi
KaHaJy, 1o i 3yMOBJIIO€ HaBeneHi papmakosoriyHi edpexT. 3a nepopasbHOro BBEIEHHS, IIPU MOJIe/II0OBaHHI
roctporo iHdapkTy miokappa in vivo, cnosyka-yizep, noxigHe iminaso[1,2-ajJazeninito IOT_000281, Buknukana
3MEHILIEHHS IJI0Ii 30HU HEKPO3Y Ha 21%, IOPIBHSAHO 3 KOHTPOJIEM.

2. This work is based on experimental research of cardioprotective compounds among 9 imidazo[1,2-a]azepine
derivatives. After screening experiments on isolated rat heart model we had chosen 2 the most active compounds



in sense of preconditioning. Chosen compounds, namely IFT_000280 and IFT_000281 increased LVDP on 78 and
43% respectively and do not affect heart rate. Besides they increased coronary flow (on 51 and 38% respectively)
and time of isolated heart contractions (on 39 and 32% respectively). Using ATP-dependent potassium channels
blocker, glibenclamide, we have proved that imidazo[1,2-a]azepine derivative IFT_000281 acts on this type of
channels what may induce its pharmacological effects. Selected compounds decreased creatine kinase and lactate
dehydrogenase activity in heart effluent upon ischemia and reperfusion (on 10 and 15% for IFT_000280 and on
34% and 24% for IFT_000281 respectively).Compound IFT_000281 had decreased area of necrosis in experimental

rats in vivo on 21% compared to control animals.
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