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V. BizomocTi npo gucepraniio
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Tema gucepranii:
1. Anani3 ¢papmakoJI0riYHoi akTUBHOCTI Ta 6€3[1€KU HECTEPOIIHUX [IPOTU3ANAJIbHUX 3aCO0IB i €KCIIEPUMEHTAJIbHE

OOIpyHTYBaHHS ONTHMI3allii TpoTH3anasabHOi Ta 3He00101040i Teparii

2. The analysis of pharmacological activity and safety of nonsteroidal anti-inflammatory drugs and experimental
ground of anti-inflammatory and analgesic therapy improvement

Pedepar:

1. Inceprariist pUCBAYE€HA KOMIIJIEKCHOMY BUBUEHHIO (PapMaKOJIOTiYHOI aKTUBHOCTI KOMOGIHOBAHOTO JIiKapChKOTO
3acoby "[HmOoTpu", O MICTITh iHZOMETaIMH Ta TIOTpHa30JiiH Yy ciiBBinHOmeHH] 1:3. JlocigKeHHs BKIII049aloTh
eKCIIepMMEeHTaJIbHe OOI'PYHTYBaHHS pallioHaJIbHOCTI IOEAHAHHS iHAOMETalHY i TIOTpHa30JIMHY B YKa3aHOMY
CIIiBBiJHOILIEHHI Ha Pi3HUX MOJIEJISIX 3alajleHHs i 60JbOBOrO CUHIPOMY, JOCIiIKEHHS rOCTPOi i XpOHiYHOi
TOKCAYHOCTI KOMOIHOBAHOTO 3aC0O0Y, NOPIiBHSIIIBHUI aHaJli3 JOCIIiI)KYBaHOTO 3aCO0Y 3 iHIUMU €(PEKTUBHUIMU
KOMITO3MLIiSIMU HECTEPOigHUX ITpoTU3anaapHux 3aco6is (HI133) 3 aHTHOKCUIaHTaMU i XOHAPOIIPOTEKTOPOM, a
TaKOX 3 Cy4JaCHUMU IPEACTaBHMKAMU IPYIU B yMOBAaX MOJIE€JIbOBAHOI'O a/l'IOBAHTHOTO aPTPUTY i apTPO3y y TBAPMH.
BcraHoBIIEHO, 110 KOMOIHOBaHMH JliKapChKUi 3aci6 - mirysku "[HpoTpin" nepesepye iHmi nocaigkeni HI133 Ta ix
KOMOiHalii 3 aHTMOKCHUJAHTaMU i XOHJIPOIIPOTEKTOPOM IO aHAJIbTE€TUYHIN (BiCLIe/IIPHUI i COMAaTUYHUI 60JIbOBUIA

CHHJIPOM) i mpoTU3anasbHiil akTuBHOCTI. [loeHaHe 3acToCcyBaHHS iHIOMeTaluHy i Tiorprazonuny (1:3) B 4,7 paszu



MEHII TOKCUYHO,YUM CyOCTaHLisl iHIOMETalMHY [IPX OGHOPA30BOMY BBe[leHHi. Xopomuii mpodisnb 6e3rnexku
IOCJIiIPKyBaHOTO NIpenapary NpogeMOHCTPOBAHUM i B XOJi XPOHIYHOTO BBEAEHHS: "[HIOTPUI" HE BIUIMBA€E HA
TKaHWHY IJIOMEPYJISIPHOTO arapary HMPOK, He BOJIOJIi€ XOJIECTaTUYHOIO Ji€10, BUPAXKEHOI0 FéMaTOTOKCUYHOIO,
racTpo TOKCUYHOIO i XOHAPOTOKCUYHOIO aKTUBHICTIO. [IpoBeieHe BUBUEHHS crienu(iuHOi papMaKOJIOTiYHOL
aKTMBHOCTI MiATBEP/AXYeE MepeBaru npenapary "IHgoTpin’ nepes iHIIMMU JOCTIIKEHMMU 3ac06aMu B OCJIabJIeHHI
CHMIITOMIB i HasIBHOCTI Jj€sK0i IaTOreHeTUYHOi ePeKTUBHOCTI IIPY 3aMaJIbHUX i eCTPYKTUBHUX 3aXBOPIOBAHHSIX

CyIJ100iB.

2. Thesis is devoted to complex investigation of pharmacologic activity of new combined drug "Indotril" which
contains indometacin in subthreshold dose and thiotriazolin (1:3). Research includes the experimental ground of
indometacin and thiotriazolin combination rationality in conditions of different inflammatory models and pain
syndromes, acute and chronic toxicity of combined drug investigation, the comparative analysis between
investigated drug and other effective compositions of nonsteroidal anti-inflammatory drugs (NSAIDs) with
antioxidants and chondroprotectors as well as with modern representatives of NSAIDs in conditions of adjuvant
arthritis and arthrosis models in animals (rats). Combined drug - tablets "Indotril" was established to excel other
investigated NSAIDs and their combinations with antioxidants and chondroprotectors on analgesic (visceral and
somatic pain) and anti-inflammatory activity in conditions of aseptic inflammation with using of different
inflammatory agents due to synergeticaction of components: powerful indometacin's anticyclooxygenase effect
and antioxidant, membrane stabilizing, antiischemic and anti-inflammatory effect of thiotriazolin. Combined using
of indometacin and thiotriazolin (1:3) is 4,7 times less toxic than indometacin's substance after single-dose
introduction. The investigated drug demonstrated good safety profile during chronic administration: "Indotril"
doesn't influence on glomerular tissues of kidneys and less than indometacin and diclofenac sodium retains
electrolytes in the body; unlike classical NSAIDs - indometacin and diclofenac sodium - doesn't have cholestatic,
expressed hematotoxic, gastrotoxic and chondrotoxic activity. The study of specific pharmacological activity
confirms advantages of "Indotril" over other investigated drugs in symptoms reducing and some pathogenetic
effectiveness availability in inflammatory and destructive joint disease treatment.
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