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1. EKCHepI/IMeHTaI[bHe ILOC]ILH)KCHHH (‘1)OCCl)OpI/IJIbOBaHI/IX HOXiﬂHI/IX OKCa30J1y 4K HOTCHHiﬁHI/IX aHTI/II‘iHepTeHBI/IBHI/IX

3aco0iB

2. Experimental study of phosphorylated oxazole derivatives as potential antihypertensive agents

Pedepar:

1. lnceprarnist NpUCBsAY€Ha €KCIIEPUMEHTATILHOMY OOIPYHTYBAHHIO IOLIIBHOCTI pO3pOOKH JIiKapChKUX 3aCO0iB 3
AQHTUTINEPTEH3UBHOIO Ji€l0 Ha OCHOBI POC(OPUIbOBAHYX NOXiIHUX OKCa30y. Y nUCcepTaliliHiil po6oTi Bliepiie
BCTaHOBJIEHI HAyKOBI JIaHi 00 Ba30AWIATALiIIHOI aKTUBHOCTI psifly OpUTiHa/NIbHUX (HOCHOPUIbOBAHNX OXITHUX
OKCa30J1y in vitro Ha i30JIbOBAHMX CETMEHTAX aOPTH IIYPIiB, sIKa POSBISETHCS K OKPEMO, TaK i TP OGHOYACHIN
nep@ysii 3 6;10KaTOPOM NOBIILHUX [IOTEHLiaJI3aJIEXKHUX KalbllieBUX KaHasliB L-Tuny, Bepanamisiom. [lJoBeneHo, Mo
criosiyka-Jjifep — noxigHe 1,3-okcazosn-4-in-¢pocdonosoi kucnotu (OBI1-1) BigHOCHTbCS 1,0 V K1aCy TOKCUYHOCTI
«IIPAKTUYHO HETOKCHYHI CIIOJIYKM» [PV BHYTPIIIHBOLLIYHKOBOMY BBEII€HHI Ta 10 VI K1aCy TOKCUYHOCTI «BiTHOCHO
HEIIKiJJIVMBi CIIOJIyKW» IIPY BHYTPIIHbOOYEPEBUHHOMY BBEIEHHI. 32 YMOBHU TPUBAJIOro 3acTocyBaHHs OBII-1
IIPOTATOM 6 MiCA1iB BU3HAYEHO BiICYTHICTb IOr0 TOKCMYHOIO BILIMBY Y LIyPiB Ha 30BHIlIHINA BUTJIAL, GizionoriyHnii
CTaH, MOBEeJIiHKY, Macy Tijla Ta BHYTPIIIHIX OpraHiB, TOKa3HUKU (PYHKI[iOHAJILHOTO CTaHY MEYiHKU Ta CepLsL.

OTpumaHni HayKOBi JaHi 1010 BIVIUBY IOXiTHOTO OKCA30J1y Ha (PYHKLIOHAJIbHI [I0Ka3HUKY CEPLIeBO-CYAUHHO]



CHCTEMU Y HAPKOTM30BAHUX KPOJIiB [IPY MOJEJIOBAHHI FOCTPOi apTepiasbHOI rinepreHsii, 30Kpema 3HMKEHHS
cepenHbOro apTepiaIbHOrO TUCKY, 10 MOXKe OYTH OlloCepeiKOBAaHO 3MEHIIEHHSIM 3arajabHoro rnepudepuyHoro
OIIOpY CYJMH Ta pob60Yoro iHAeKCy JiBoro uIyHo4ka nif gieo OBII-1. EkcriepuMeHTanbHO foBeseHa e(eKTUBHICTb
anrurinepreH3usHoi Aii OBII-1 Ha ¢poHi cHpopMOBaHOI CTINKOI apTepianbHOI rineprexsii Ta npu ii GopmyBaHHi y
1IypiB 3 METOIO NONEPEIKEHHS PO3BUTKY IAaHOI 1aTOJIOrIi. Briepie nociaigkeHo MexaHi3MU aHTUTINIEPTEH3UBHOI Ail
IIOXiIHOT'O OKCa30J1y, OIIOCEPEIKOBaHI CUCTEMOIO OKCULY a30Ty, BIUIMBOM Ha aKTUBHICTb pocdopiecTepasu, BMiCT

iOHIB KaJIbLil0 Ta JKUPHOKUCJIOTHUH CIIEKTP JIiMiJiB CUPOBATKM KPOBi, TKAHWH aOPTHU Ta CEPL.

2. The thesis is dedicated to the experimental substantiation of an expediency of development of medicines with
antihypertensive action on the basis of phosphorylated oxazole derivatives. In the dissertation for the first time the
scientific data on vasodilatory activity of a number of original phosphorylated oxazole derivatives in vitro on
isolated segments of rat aorta is established, which manifests itself as well as with simultaneous perfusion with a
blocker of slow potential dependent calcium channels of L-type, verapamil. It has been proved that the leader
compound 1,3-oxazole-4-yl-phosphonic acid (OVP-1) derivative belongs to the V class of "practically non-toxic
compounds" at intragastric administration and to the VI class of toxicity "relatively harmless compounds" at
intraperitoneal administration. With long-term use of OVP-1 for 6 months the absence of its toxic effects in rats on
appearance, physiological state, behavior, body and internal organs weight, indicators of functional state of liver
and heart were determined. Scientific data on the effect of oxazole derivative on cardiovascular function in
anesthetized rabbits were obtained when modeling acute arterial hypertension, in particular a decrease in mean
blood pressure, which may be mediated by a decrease in total peripheral vascular resistance and left ventricular
working index. The effectiveness of the antihypertensive action of OVP-1 against the background of the formed
stable arterial hypertension and at its formation in rats with the purpose of preventing the development of this
pathology was experimentally proved. Mechanisms of antihypertensive action of oxazole derivative mediated by
nitric oxide system, influence on phosphodiesterase activity, content of calcium ions and fatty acid spectrum of
serum, aortic and cardiac tissues were investigated for the first time.
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