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1. Posb rigpoo6Hux B3aemoniil y monyssuii NMDA penjenTop- KepoBaHUX i0HHUX KaHaJliB B HEMPOHAX rinokamIa
mypa

2. The role of hydrophobic interactions in the modulation of NMDA receptor-operated ionic channels in rat
hippocampal neurons.

Pedepar:

1. Po6oTy npucBsueHo 3'sCyBaHHIO MEXaHi3MiB B3aeMogii noxinHux imigazosn-4,5-, Ta nipaszosn-3,4-a1uKapOoOHOBUX
KUCJIOT i HOBOI 6eH3oIMipaHoBoOi criosyky aHcekyaiHa (KA-672) i3 NMDA- penentop- KepOBaHMM iOHHUM KaHAaJIOM
nipaMilHUX HEMPOHIB Lypa. Bu3HadyeHo [0 TaKMX CII0JIYK Ha IIPOBifgHICTh, KepoBaHy NMDA- penenropamu.
JocnimxeHa posab rigpodobHUX B3aeMOiN y iX MOAy ALii. BUsIBI€HO OCHOBHI XapaKTEpUCTUKHU B3aeMoii KA-672 i3
penentopom NMDA- tuna. Ha nifgcrasi JaHUX CKpAHIHTY Mipa30JbHUX i iMi1a307IbHUAX MOXiIHUX BUCJIOBJIEHO
IIpUNYIIEHHS PO iCHYBaHHS B [JIyTamaT-po3mnidHatouoMy LeHTpi NMDA- peuenropa sinodinbHoi AiSHKY, 3 KOO
MOXXE B3a€MOJiSITU JINOQinbHUI 3aMiCHUK MOJIEKYJIM NOXigHOoi. HasBHICTb Takoi B3aeMogii Besie 10 3MiHM i HaBiTb

iHBepCii arOHICTMYHUX BIACTUBOCTEN NAHOI MOXiHOL.



2. The dissertation is devoted to the investigation of the effects of the derivatives of imidazole-4,5- and pyrazole-
3,4~ dicarboxylic acids and of a new benzopyranone compound anseculine hydrochloride ( KA-672), on the NMDA
receptor-operated ionic channels. In this study the action of compounds on the NMDA receptors was examined by
applying patch clamp techniques to the enzymatically isolated rat hippocampal neurons. It has been found that
KA- 672.HCl is a new uncompetitive NMDA receptor operated channel-blocker with IC50 = 20 + 7 mM. The
screening of imidazole-4,5- and pyrazole-3,4- dicarboxylic acids derivatives allows to modernize the concept of
structure /function relationship for the glutamate receptors antagonists. It has been proposed that in the
glutamate-recognition site of NMDA receptor there is a lipophylic area near the binding point for amino group.
Liphophylic substituent of imidazole- or pyrazole- derivatives can directly interact with it. This interaction leads to
a decrease in the agonis tic properties and to the appearance of the antagonistic ones. The investigated derivatives
are a new class of excitatory amino acids receptor ligands, in which the increase in lipophily can evoke a decrease
of agonistic and increase of antagonistic NMDA activity.
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