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V. BimomocTi npo gucepraniio
Moga guceprariii:
Koy TeMaTHYHUX PYOPHK: 61.45.31

Tema guceprauii:
1. llinecripssmoBaHu# NomyK 6i0JI0TiYHO aKTUBHUX PEYOBUH HA OCHOBI ITSITUYJIEHHUX [€TEPOLMKIIIB Ta CIIOPiTHEHUX

I‘eTepOHI/IKHi‘-IHI/IX CUCTEM 1JIs HiKyBaHHH CEpPUEBO-CYINMHHNUX 3aXBOPIOBAHb

2. Purposeful search for biologically active substances based on five-membered heterocycles and related
heterocyclic systems for the treatment of cardiovascular disease

Pedepar:

1. Inceprauiiina po60Ta € KOMIIJIEKCHUM (QyHIIAMEHTAJIbHUM JJOCJIiIPKEHHSM [IPUCBIYEHE LiJIECIIPSIMOBAaHOMY
IIOIIYKY HAa OCHOBI BipTyaJIbHOTO CKPUHIHTY Ta paljiOHaJIbHOTO AU3aiiHy, CUHTE3Y, BUBUYEHHIO (Pi3NKO-XiMIUHUX,
(papMaKoJIOriYHUX BJIACTUBOCTE 6i0JIOTIYHO aKTUBHUX PEYOBMH HA OCHOBI ITSITU4JIEHUX T€TePOLMKIIIB Ta
CHOPiJHEHUX F€TEPOLUKIIIYHMX CUCTEM 3 METOIO MOJAJIbUIOTO BIIPOBA/KEHHS B IPOMUCJIOBE BUPDOOHULITBO Ta
MEJMYHY [TPAKTMKy HOBUX PEYOBUH JIJIsl JIIKyBaHHS CEPLIEBO-CYAMHHYMX 3aXBOPIOBaHb. Ha OCHOBI IpOTrHO3yBaHHS
AKTUBHOCTI, TOKCUYHOCTI, MOJIEKYJIIPHUX I€CKPUIITOPIB, OLiHKU adpdiHHOCTI, QSAR-aHanidy, papmakodopHOTro
MOJIE€JIIOBAaHHS MOXIJHUX II'STUYIEHHUX FeTePOLMKIIiB 06PaHO NEePCHEeKTUBHI 00'€KTU 118 LiNeCIPSIMOBAHOTO

CHHTe3y Ta PapMaKOJIOTIYHUX OCTIiIKEHD SIK TOTEHLINHI cCepleBO-CyJMHHI areHTU. [neHTn}iKOBaHO CIIOTyKN~



aigepu: [3-anin-4-(41-merokcudenin)-3H-riazon-2-inigeH]-(32-Tpudayopomeruin-peHin)aminy rizpodbpomin
(Kapgiazou) ta N-(5-metuin-[1,3,4]riagiazon-2-in)-nponioHamiz, (Ypokap6). Ins Kapaiasosy BcTaHOBJI€HA
KapZioNpOTEKTOPHA, aHAJIbIeTUYHA, [IPOTU3AIIaJIbHA, TiIlOJiNiIeMiYHa, aHTUTIIIOKCUYHA Ta aHTUOKCHUIAHTHA
aKTUMBHOCTI. YPOKap6 peKOMEH0BaHNU SIK IOTEHLINHUI [iypeTuk. IIpoBeieHO NOCTiIKeHHSs o0
macmtabyBaHHs cuHTe3y Kapauiazony Ta Ypokap6y B npomucioBux ymoBax I[TAT «Dapmak». Po3pobiaeHo Ta

BaJIilOBaHO aHAJITUYHI Ta 6ioaHaITUYHI MeTOAUKY BU3HaYeHHs Kapziazony Ta Ypokapoy.

2. The dissertation is a comprehensive fundamental research, dedicated to purposeful research on the virtual
screening and rational design, synthesis, study of physicochemical properties and pharmacological activity of
biologically active substances based on five-membered heterocycles and related heterocyclic systems for the
treatment of cardiovascular diseases. On the basis of preliminary calculations and according to the stages of the
study design, the pharmacological activity of the synthesized compounds was screened. Screening studies
included an analysis of the effects of drug-specific drugs for the treatment of cardiovascular diseases: the active
compounds were identified and the basic patterns of structure- activity (cardioprotective, antihypertensive,
antioxidant, and diuretic) that were used for purposeful search for compounds were identified. On the basis of
calculated molecular descriptors and values of pharmacological activity, the analysis of the quantitative
dependence of structure - activity was performed. The resulting QSAR models were used to predict the
corresponding activity of the molecules. Conducted pharmacophore modeling allowed to obtain pharmacophore
models of cardioprotective, diuretic, antihypertensive activity. The obtained pharmacophore models are used for
in silico screening and purposeful search for potential cardioprotectors, diuretics, and antihypertensive agents.
Pharmacophore modeling has made it possible to select structures of promising molecules for synthetic studies.
Research on the scaling of the synthesis methods of Cardiazole and Urocarb has been carried out; the optimal
technological parameters have been established. The block diagram of industrial synthesis has been developed.
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