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1. KiniTHHI Ta ryMOpasibHi MEXaHi3MU PO3BUTKY TOJIEPAHTHOCTI 10 OPraHiYHUX HITPATiB Y XBOPHUX Ha ilIEMIYHY
XBOpOOyY ceplis

2. Cellular and humoral mechanisms of development of tolerance to organic nitrates in patients with ischemic
heart disease.

Pedepar:

1. O6'eKT BOCIIIKEHHSL: XBOPIi Ha illleMiYHy XBOPOOY cepLs 3i CTabiIbHOIO CTeHOKapieto Hanpy>keHHs [1]
dyHKUIioHaNMBHOTO Kacy. MeTa nocinkenHss. IlinsumenHs epeKTHBHOCTI aHTUAHTIiHAJIBHOI Tepartii XBopux Ha
ilmemiyHy XBOpOOY ceplisl IIJISIXOM BU3HAUEHHS! KJIITUHHUX Ta TyMOpaJbHUX MapKepiB PO3BUTKY TOJIEPAHTHOCTI 1O
OpraHiuyHUX HITpaTiB Ta ii NO0IaHHA 32 JOIIOMOT0I0 BUKOPUCTAHHS aIbTEPHATUBHUX CXEM JIiKyBaHHs. MeToau
nocnimxkeHHs: Pazoy no3y ICIIH - nonomororo IIBEM ( BesoepromeTtp ¢ipmu "Seca - Cardiotest"). BusHaueHHs
iHguBigyanpHOI 4yTIMBOCTI 0 aHTHAarperauniitHoro egekry ICIJH Ha TpoMbonuTapHiil Mogesi - aHasi3aTop
arperatiii "YHiBepcanbHuUii arperomeTp”, a3MOBuUii Ta TPpOMOOoUUTapHUIT piBeHb TAM® Ta nI'M®; nina3zmoBuii
piBeHb eHJoTeNiHy-1 - iMyHO(pEepMEHTHUI MeTO, (IpUOOP 111 iMyHO(EPMEHTHOro aHanisy "Multiscan"). JlinigHui
CIIEKTP KPOBi - Npubop 114 iMyHOPEPMEHTHOTO aHai3y "Multiscan"); IHTEHCUMBHICTb IEPEKUCHOTO OKUCJIEHHS

sinizis - 3a 3mictoM TBK-akTUBHUX IIPOAYKTIB - ClieKTpoMeTpruYHUi MeTos, (potomep PpoTtoenexTpuynuilt KOK-3),



piBenb HiTputiB (NO2) - cieKTpOMeTPpUIHUM MEeTO/I0M 3a peakuieio 'picca (cnektpodotomerp CO-26),
Cy/brigpubHi TPyINY Y LiIbHIN KPOBi - KaJIOpUMETPUYHUM METO]I, 3 peakThBoM EsimMaHa (6araTokaHaibHUI
Mmikpodorometp "Flow"). Exokapuiorpadiune obcTexkeHHs IpoBoauIocs Ha anaparti "Aloka SSD-280" (SInonis).
MarematryHu aHasi3 OTPMMAaHUX Pe3yJbTaTiB poBeaeHnit Ha EOM tuny "Pentium-II". TeopeTnyHa HOBU3HA:
BusHavyeHi MOXKJIMBI MexaHi3MU PO3BUTKY ToJiepaHTHOCTI 0 OH Ha mifcTaBi ocobamBoCTel 3MiH
Ba30KOHCTPUKTOPHUX Ta Ba30AUJIATOPHUX CUCTEM Y XBOPHUX 3 PO3BMHYTOIO TOJIEPAHTHICTIO Ta OCTaTHLOIO
YYTJIMBICTIO IO T€pallii OpraHiYHMMMU HiTpaTamu. BcTaHOBJIEH] F'yMOpAasbHi Ta KJIITUHHI YMHHUKH, 4Ki [I0B'A3aHi 3
YyTJIMBICTIO O 3aMiCHOI Teparlii OpraHiYyHMMU HiTpatamu. JJoBeAeHO, 0 PYHKLIOHAJIbHA aKTUBHICTb €HIOTEJII0
Br3Hauae epexTuBHICTh Tepanii OH Ta pu3uk po3BUTKY GeHOMEHY TOJIEPAHTHOCTI. [[pakTiHa HOBU3HA:
Po3po6s1€HO NPOrHOCTUYHI KPUTEPii PO3BUTKY TOJIEPAHTHOCTI 10 IIPOJIOHTOBAaHUX HIiTpaTiB Ha MiiCTaBi aHai3y
(PYHKLiOHAJIBHOTO CTAHYy €HJIOTEJII0, aKTUBHOCTi TPOMOOLIUTAPHOIO F€eMOCTa3Yy,sKi 103BOJISIIOTh JOCTOBIPHO
IIPOBOJUTH OLIIHKY €(PEKTUBHOCTI 3aMicHOI Tepanii OH, Ta cBoedacHo ii koperysatu. OnpanboBaHi pi3Hi cxemu
npusHayeHHst OH Ta npoBeeHOo NOPiBHSJIbHY OLiHKY iX e(eKTUBHOCTI 111070 BifjBepHEeHHSI PeHOMEHY
TosIepaHTHOCTI. CTyIiHb BIPOBaKE€HHS: PO3p0o6eHi METOANYHI peKOMEH ALl 110 A0 ONTUMI3allii aHTUaHTiHAIbHOI
Teparii IpoJIOHrOBaHMMU HITpaTaMu 3 ypaxyBaHHAM iHIMBiAyaIbHOI YyTIMBOCTI JO Tepallil., SKi migTBepakKeHi 2-a
naTeHTamu YKpainy Ha BuHaxonu. Cdepa BUKOPUCTAHHS: poOOTa BiTHOCUTHCS IO rayysi MegULMHY, 30KpeMa 10
KappioJiorii, pe3yJabTaTy MOXYTb OyTU BIPOBaIpKeHi pu TpuBaiiil teparnii xBopux Ha IXC 3 Bukopucranasm OH, Ha
BCixX piBHSIX HaJJaHHSI MEIUYHOI JOTIOMOTH - CiJIbCbKUX, palOHHUX, MiCbKUX, 00JIACHUX 3aKJ1aJaX OXOPOHU 3[I0POB'S,

a TaKOXX BMKOPHUCTAHI B HAYKOBO-IOCJIJHULIBKINA NisITIBHOCTI.

2. Object of investigation: patients with ischaemic heart disease and stable angina of effort of the III functional
class. Methods of investigation. Determination of the effective single ISDN dose - with pair veloergometry (bicycle
ergometer "Seca - Cardiotest"). Evaluation of individual sensitivity to antiaggregatory effect on the platelet model
in vitro - aggregation analyzer "Universal aggregometer”. Plasma and platelet cAMP and cGMP levels and plasma
endothelin-1level - immune-enzyme assay (device for immune-enzyme analysis "Multiscan"); blood lipid spectra
investigation - device for immune-enzyme analysis "Multiscan"; lipid peroxidation intensity according to the TBA-
active products level - spectrophotometric analysis (photoelectric photometer KOK-3); NO2 level -
spectrophotometric analysis with Griss reaction (spectrophotometer C®-26); whole blood SH-groups -
calorimetric method with Ellman reagent (multichannel microphotometer "Flow"). Echocardiographic investigation
- apparatus "Aloka SSD-280" (Japan). The obtained data mathematical analysis - PC of "Pentium-II" type.
Theoretical novelty: On the basis of peculiarities of vasoconstrictor and vasodilator systems' changes in patients
with the progressive tolerance and sufficient sensitivity to the organic nitrates therapy, possible mechanisms of
tolerance development are identified. Humoral and cellular indices, associated with the organic nitrates
substitutive therapy sensitivity, are revealed. It is proved, that endothelial functional activity determines both
organic nitrates therapy effectiveness and risk of the tolerance phenomenon development. Practical novelty:
Predictive criteria of organic nitrate tolerance development are worked out on the basis of analysis of endothelial
functional state and platelet haemostasis activity, enabling the reliable evaluation of ON substitutive therapy
effectiveness and its timely correction. On the basis of the revealed humoral changes, promoting the nitrates
tolerance development, different schemes of ONadministration are studied, and comparative assessment of their
effectiveness in relation to the tolerance phenomenon prevention is carried out. The degree of introduction:
Methodical recommendations for optimization of antianginal therapy with prolonged nitrates with account of
individual sensitivity to therapy are worked out, which are supported with 2 patents for invention of Ukraine.
Utilization field: The work relates to the field of cardiology; the results can be introduced, with the aim of increase
of organic nitrates antianginal therapy effectiveness in patients with IHD, on all levels of medical care provision -
rural, regional, municipal health care institutions, as well as they can be used in the and scientific researches.
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