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1. TToxinHi XiHOIH-2-KapbOHOBOI KUCJIOTU SIK [IOTEHLIi/Hi aHTUTiNIepTeH3MBHI 3aCO0U 3 [IiypeTUYHOIO Ji€l0

2. Quinoline-2-carboxylic acid derivatives as potential antihypertensive drugs with diuretic effect

Pedepar:

1. luceprariis npucBs4YeHa MOCHIIKEeHHIO MOXIMHUX aHiJiAiB XiHO/TiH-2-KapOOHOBOI KUCJIOTH SIK MOTEHIIHUX
aHTUTIEePTEeH3UBHUX 3aCO0iB 3 JiypeTu4-HOIo Ji€lo. SIK IpeCcTaBHUK aHimiNiB XiHO/iH-2-KapOOHOBOI KUCIOTU
BUJIiJIeHa HallaKTUBHIIIA CIIOJIyKa 2-KapboKcuaHiniz 1-rigpokcu-5-metusn-3-okco-5,6-gurigpo-3H-niposo[3,2,1-
ij]xiHOMiH-2-Kap6OHOBOI KUCI0TH (YMOBHA Ha3Ba “XiHOKap6”), sika B 1,03i 10 Mr/Kr BUsIBUJIA BUPAXKEHY [iypEeTUYHY
akTuBHiCTb (p<0,05) Ta 32 BUpa3HICTIO Aii nepeBullyBaa ripoxaopTia3us B eKBiBaseHT-Hill 103iy 1,4 pasu (p<0,05).
3'51COBaHO, 1110 MEXaHi3MU AiypeTUYHOI JIii XiHO-KapOy 06yMOBJIEHI CTUMYJIIOBAJIBHOIO [Ii€l0 HA HUPKOBi peLenTopu
nodaminy (p<0,05), migBuineHHAM Ki1y604koBoi Ppinbrpanii (p<0,05), po3cnabaeHHIM CyAUHHOI CTiHKY, 110
IIPUBOAUTD [0 [TOCUJIEHHS AiypeTUYHOTO edeKTy. XiHo-Kap0 BUSBIISIE HATPINYPETUYHNUI | iypeTnyHui epextu
HaMOi/IbII BUPa3Hi B yMOBaxX 00’eMHOI CTUMYJISIL, 1110, IMOBIpHO, € pe3y/IbTaTOM aKTMBallii HA-TPillypeTUYHOro
ropMoHy. Ha pi3Hux moesix HabpsIKOBUX CTaHiB (a4peHasi-HOBUM i XJIOpaMOHIMHNI HaOPSIKU JIET€Hb,
OCMOTHUYHUI1 HAOPSIK TOJIOBHOTO MO-3KY) XiHOKap6 y 103i 10 Mr/Kr BusiBjIsie BUPQKEHi IPOTUHAOPSKOBI

BJIACTUBOCTI, CYTTE€BO 3MEHIIy€e ab0 MONePeIKae PO3BUTOK HAOPSKY JIET€Hb 1 TOJIOBHOTO MO-3KY Ta 30iJIblLIye



BVDKMBAHHS JOCJIiIHUX TBAPUH HA PiBHI NIpenapary MOpiBHSAH-Hs TiIpoXJ0pTiasuay B 103i 50 Mr /K.
AnTUTinepTeH3uBHa Ais XiHOKapOy MigT-BepAkeHa in vivo Ha MoJeJii iHIoMeTallHOBOI apTepiayibHOI rinepTeHsii, y
SHR Ta in vitro Ha i30J1bOBaHUX KiJIbLISIX 20PTU i HUPKOBOi apTepii mypis. Ha T71i yBepeHHs XiHokapOy B #03i 10
Mr/Kr npotsiroM 7 1i6 y SHR 3HmkyBaBcs AT (p<0,05), BinHOBII0BaBCS ey1eKTpostiTHM ckiaf (p<0,05), nosin-
myBazacs ¢inbrpauiiiHa ¢pyHkuis HUPOK (p<0,05), 3MeHIIyBaacsi BUPa3HiCTh Hecnenudi-4Horo 3arnajaeHHs
(p<0,05). 3a BUpa3HiCTIO aHTUTiIepPTEeH3UBHOI Aii XiIHOKap6 He MOCTYIaBCs IIpenapaTaM IOPiBHSIHHS eHaJlallpUuiy
(0,5 mr/kr) i rigpoxno-priasuny (10 Mr/kr; 25 Mr/Kr), a 3a 31aTHICTIO BifHOBMOBaTH QinbTpaliiiHy QyHKII0 HIPOK
nepeBepIysas ix xito (p<0,05).

2. The thesis work is devoted to the research of quinoline-2-carboxylic acid ani-lide derivatives as potential
antihypertensive drugs with diuretic effect. The most active compound 2-carboxyanilide 1-hydroxy-5-methyl-3-
0x0-5,6-dihydro-3H-pyrrolo [3,2,1-ij] quinoline-2-carboxylic acid was isolated as a representative of quinoline-2-
carboxylic acid anilides acid (conditional name “quinocarb”), which at a dose of 10 mg/kg showed a pronounced
diuretic activ-ity (p <0.05) and the severity of the effect exceeded the hydrochlorothiazide in the equivalent dose
by 1.4 (p<0.05). Upon intragastric administration to rats, the ED50 of the leader substance is 10 mg/kg, the LD50
upon intraperitoneal administration to mice and rats is 4042+735 and 3708+434 mg/kg, respective-ly, when
administered intragastrically, it exceeds 5000 mg/kg (toxicity class VI). In a subchronic experiment, quinocarb
with oral daily administration at a dose of 10 ED50 (100 mg/kg) to white rats during 1 month does not have a
negative effect on the body weight of animals, does not change the functional state of the cardiovascular system,
blood system, antitoxic and metabolic func-tions of the liver and kidneys. It has been proven that changes in the
function-al activity of kidneys under the influence of the leading substance depend on the dose, duration of use
and the hydration degree of the body. With long-term (7-day) administration of quinocarb in a dose of 10 mg/kg, a
pronounced diu-retic effect persists for 7 days. It was found that the mechanisms of the diuretic effect of
quinocarb are stipulated by a stimulating effect on the kidney dopa-mine receptors (p<0.05), an increase in
glomerular filtration (p<0.05), relaxa-tion of the vascular wall, leading to an increase in the diuretic effect.
Quinocarb exposes natriuretic and diuretic effects most pronounced under the terms and conditions of volumetric
stimulation, which is probably the result of natriuretic hormone activation. On different models of edematous
conditions (adrenaline and chloramonic pulmonary edema, osmotic cerebral edema), quinocarb at a dose of 10

mg /kg exposes pronounced decongestant properties, significantly reduces or prevents the development of
pulmonary and cerebral edema, and increases the survival rate of experimental animals. According to the results of
morphological studies on the model of hemodynamic pulmonary edema in rats, quinocarb at a dose of 10 mg/kg
exposes a distinct anti-edematous effect at the level of the reference drug of hydrochlorothiazide at a dose of 50
mg/kg. The antihypertensive effect of quinocarb was confirmed in vivo in the model of in-domethacin arterial
hypertension in rats, in SHR and in vitro on isolated rings of the aorta and renal artery of rats. Upon the terms and
conditions of sponta-neous hypertension, there is a significant violation of the electrolyte composi-tion of the
blood and the filtration function of the kidneys, reflected by the ac-cumulation of urea and creatinine in the SHR
blood serum. Against the back-ground of the quinocarb administration at a dose of 10 mg/kg during 7 days in the
SHR, blood pressure decreased (p<0.05), the electrolyte composition was restored (p<0.05), the filtration function
of the kidneys improved (p<0.05), se-verity of nonspecific inflammation decreased (p<0.05). By expressiveness of
the antihypertensive effect, quinocarb was not undergone to the reference drugs of enalapril (0.5 mg/kg) and
hydrochlorothiazide (25 mg/kg), and by the ability to restore the filtration function of the kidneys, it exceeded
their effect (p<0.05).
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