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1. By 6;10kagu AT1-penentopis 103apTaHOM Ha (QYHKIIOHAJIBHAY CTaH HUPOK IIPYU €KCIIEPUMEHTAJIbHIN

CepLeBill HeLOCTAaTHOCTI.

2. The influence of blockade AT1-receptors by lozartane on renal function at experimental heart failure.

Pedepar:

1. Y.excnepumeHTax Ha 247 1lypax BCTAHOBJIEHO, 110 Y TBAPVH 3i 3BY>)KEHHSIM YEPEBHOI a0PTH (IEPIIMI BapiaHT
mogeni CH) Bin6yBaeTbCsl 3MEHIIEHHS MIBUKOCTI Kiy6oukoBoi ¢inbrpauii (IIK®D) 3 po3aBuTKOM rinepkpeaTuHiHemii
IIpU 3HWKEHHI IPOKCUMaJIbHOI peabcop6liii ioHiB HaTpilo, 1110 IPUTHiYYe HUPKOBE KUCIO0TOBUANeHHs. [lokasaHo,
110 TO3UTKUBHI €(EKTH J1I03apTaHy Ha KACJIOTOBUA/IbHY IisI/IbHICTh HUPOK PeaslizyloThCs Yepe3 30ibIIeHHS
KJIy6OUYKOBOI (PpinbTpallii i NifBUIIEHHS TPOKCMMaIBHOI peabcopolLlii i0HiB HAaTpilo0. 3BYKEHHS 3aJHbOI IIOPOKHUCTO]
BeHU (mpyruii BapianT mogzesti CH) BIpoioBXK 2 MiC. He Ma€ HEraTUBHOI'O BIUIMBY Ha (YHKIII0 HUPOK, OGHAK
6s10kazna AT1-perenTopiB J103apTaHOM ITPU3BOAUTH 1O HEKOHTPOJIOBAHUX BTPAT HATPil0 3 ceyelo, TinoHaTpilemii,
NOPYIIEHHS HAaTpili3aleXXHUX MeXaHi3MiB aunpndgikanii cedi i 3HwkenHs LK Ha Ti1i HagMipHOI iHTeHcuikaii
IpoLeciB NepoKcUIHOro okucaeHHs ainiais (ITOJI) i 6ikiB Ta MpoTeosi3y, a TAKOXK 3HAYHOTO NOCIA0IEHHS

dhepMeHTaTUBHOIO IPOTUPAMKAIBHOIO NIOTeHIiany i GiOprHOII3y B KOPTUKAJIbHINM TKaHNHI HUPOK. OfHOYacHe



3BY>KEHHS1 Y€PEBHOI A0PTH i 33[IHbOI IOPOXKHUCTOI BEHU (TPeTil BapiaHT CH) nopyuiye eKCKpeTOPHY Lisi/IbHICTb
HUPOK, 3MEHIIYe IPOKCUMAJIbHY i IiACUIIIOE IUCTalbHY peabcopbliiio ioHIB HAaTpilo Ta IPUTHiYye HATPili-BOAHEBUN
IIPOTUTPAHCNOPT. Jlo3apTaH BigHOBIIOE HOpMasbHy LIK®D, ofHaK nopyllye KaHabLeBO-KaHAJbLEBUI 6alaHC, 10
BUKJIMKAE TiMOHATPieEMIIO i 3HMKy€ IHTEHCUBHICTb HaTpil3asie>KHUX MexaHi3MiB anunudikarii cedi. 3'scoBaHo, 110 B
OCHOBI NOpyIeHHs GYHKIIOHAJILHOTO CTaHY HUPOK IIpY CE€PLEBi HEIOCTAaTHOCTI JIEXKaTh IPOLECH HAIMipHOTO
YTBOPEHHS KUCHEBUX PAAMKaJIiB y KipKOBill pe4OBMHI HUPOK, 0 BUKIMKaE nigcunenHs [10J] i nepokcuaHoi

mogugikauii 6inKiB, aKTUBY€e NPOTEOJIi3 i BMEHIIY€E IHTEHCUBHICTb (PEPMEHTATUBHOTO (PiOGPUHOII3Y.

2. . In the experiments using 247 rats the animals with dosage-dependent narrowing of abdominal aorta showed
the speed slowdown of glomerular filtration (SGF) with development of hypercreatinemia as a result of tubulo-
glomerular feedback activation (TGF) and reduction of proximal ion reabsorbtion suppressing the renal acid
secretion. The lozartane positive effect of renal fuction has been demonstrated to be realized by TGF blocking.
Narrowing of posterior cava vein within 2 months did not exert any negative influence on renal function, however
TGF suppression by lozartane led to irrepressible losses of natrium with urina, hyponatriemia, dysfunction of
natrium-dependent mechanisms of urine acidification and speed slowdown of glomerular filtration at the
background of excess intensification of lipid peroxide oxidation (POL) proteins and proteolysis, as well as a
significant tapering of enzymatic counter-radical potential and fibrinolysis in the cortical renal tissue. The parallel
narrowing of abdominal aorta and posterior cava vein disturbed the excretory renal activity resulting in the
reduction and reinforcement of proximal and distal natrium ion reabsorbtion, respectively, together with
suppression of hydro-natrium counter-transport. Lozartane has been found to restore SGF however causing the
dysfunction of tubulo-tubular balance and leading to hyponatremia and intensity cut down of natrium-dependent
mechanisms of urine acidification. The processes of excessive formation of oxygen radicals in the cortical renal
tissue have been shown to the basic factor of renal status dysfunction in cases of heart failure. These processes
caused POL and protein upsurge, activated proteolysis and reduced the intensity of enzymatic fibrinolysis.
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