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1. ®apmakoguHaMika Ta ¢papMaKOKiHETHKa HOBOI'O KOMOIHOBaHOIO aHTMOAKTePiaJbHOTO NIpenapaTy Ha OCHOBI
daryopdeHikony Ta QpyHIKCUHY METJIyMiHY

2. Pharmacological dynamics and pharmacological kinetics of combined antibacterial medicinal product containing

florfenicol and flunixin meglumin

Pedepar:

1. Matepianu guceprauii npucBsyeHi po3pob1Li HOBOro KOMOIHOBaHOI'O aHTMOAKTEPiaJIbHOTO IIpernapaTy Ha OCHOBI
dayopdeHikony Ta PpIyHIKCHHY METIyMiHY, a TaKO>K BUBYEHHIO OO0 papMaKogMHaMIKU i papMaKOKiHETHKHY, SIK
OJIHOTO 3 HAaIPSIMKIB [IJI51 3a1100iraHHsI PO3BUTKY aHTMOIOTUKOPE3UCTEHTHOCTI MiKpOOPraHi3MiB. BusHaueHo
YyTIUBICTh MIKPOOPTraHi3MiB [0 aHTHUOIOTHKIB Pi3HUX TPYII Ta CUHEPTIUHY Iito Ppayopdenikony i payHikcnHy
MerayMiHy. Briepiie meTooM nacakyBaHHs BCTAHOBJIEHO PiBEHb PO3BUTKY aHTHOIOTUKOPE3UCTEHTHOCTI
MIKpOOPTraHi3MiB [0 [il0uMX PEYOBUH IIpenapary. BCTaHOBIEHO ONTUMAJIbHY TEPANIEBTUYHY 03y KOMOIHOBAHOTO
aHTHUOaKTEePiaJbHOTO MpeMnapary AJis JIiKyBaHHS MOJIOGHSIKY BEJIMKOI poraToi XyJooy Ta CBUHEN 33 peClipaTOpPHUX

3aXBOPIOBaHb. 3a IepOpabHOrO BBEIEHHS PJIOPIKOIY LypaM i Mullam-caMLsIM BCTaHOBJIEHO 3HaueHHs DL50,



BinnosinHo, 3750 (2778+4722) 1 9100 (7962+10238) mr/kr M. T. dopixou, 3rinHo 3 TOCT12.1.007-76, Hanexxuts 1o IV
KJIaCy TOKCUYHOCTI, HE BUKJIMKAE NTOJIPa3HIOBAJIbHOI Ta J€PMAaTOHEKPOTUYHOI Aiii TpY HAaHECEHHI Ha LIKipy Ta
CJIM30BY 060JIOHKY OKa KpOoJisl. [ pyHTYIOYKMCh Ha aHaJIi3i reMaToJIOTiYHUX, 6i0XiIMIYHMX TOKA3HUKIB i pe3ysbTaTis
1aToMOp¢OJIOTiYHMX AOCiIPKEHb BHYTPILIHIX OPraHiB, BCTAHOBMJIY, 110 A03a ¢iopikosy 420 mr/kr m. T. (1/10 Big,
DL50) e TokcnuHo10; fo3a 210 mr/kr m. T. (1/20 Big DL50) - noporosoo; go3a 84 mr/kr M. T. (1/50 Big DL50) -
HeJlitouoro. Po3pobka MmeTony BusHaueHHs ¢iyopdeHikoay i ¢pyHiKCUHY MerjyMiHy B I1a3Mi KpoBi cBuHell BEPX e
OJIHMM i3 [IePLIMX €TaIiB JOCTiIKeHHs (apMaKOKiHETUKU aHTUbaKTepianbHoro npenapary «dyaopikos». Ilepion
HaliBBUBEEHHS (PJIYHIKCMHY MEIJIyMiHy CTAHOBUB, B CEPEHbOMY, 1,66 rof, a cepeliHiil yac nepebyBaHHS B
opraniami - 1,71 rog. CepenHe 3HaY€HHS KIHETUYHOTO 06’'eMy pO3M0oiny AopiBHIOBajo 0,52 J1, M0 BKa3ye Ha
LMPKYJISLIilo IpenapaTy B CUCTEMHOMY KpPOBOTOL Ta 0ro BUIKY 6ioTpancdopMalito. [IpoBeneHumu
KOMIIJIEKCHUMU JIOCJIiI)KEHHSIMU BCTAHOBJIEHO ITIO3UTUBHUM BILJIMB (JIOPIKOJY Y PEKOMEHIOBAHUX TEPANEBTUYHUX
II03ax Ha OpraHi3M CBUHEH, SIKUH MPOSBIISIBCSA HOPMaJi3alli€lo 3arajlbHOro CTaHy Ta reMaToJIOTiYHUX i 6i0XiMiuHNX
NIOKa3HUKIB. JloCTiI)KyBaHU [Ipernapar € 6€3MeYHUM Ta HEIIKiAJIMBAM, TOOTO TOJIEPAHTHUM JJIs1 MOJIOJHSIKY

BEJIMKOi pOraroi Xyz061 i CBUHEN.

2. The materials of the thesis are devoted to the development of new complex antimicrobial medicinal product
containing florfenicol and flunixin meglumin and the studying of its pharmacological dynamics and
pharmacological kinetics as one source of prevention of antibiotic resistance development of microorganisms. The
optimal therapeutic dose of combined medicinal product was determined for the treatment of young cattle and
pigs suffering from acute respiratory diseases (intramuscular administration): 20 mg of florfenicol and 2.2 mg of
flunixin meglumin per 1 kg of bodyweight twice with time sequence of 48 hours. The administration of flunixin
meglumin in complex antibacterial medicinal product containing florfenicol improved the clinical response that
facilitated the recovery of animals in comparison of the application of mono medicinal product containing
florfenicol. At addition of flunixin meglumin to preparation from florfenicol clinical indexes got better and recovery
of animals came quicker, by comparison to application of mono medicinal product containing florfenicol. During
the studying of pharmacological dynamics of florfenicol the primary attention is paid to hematological changes
(erythropenia, anemic phenomena etc.). It was determined that under conditions of oral administration to rats and
mice the DL50 of florfenicol is equal to 3750 (2778+4722) and 9100 (7962+10238) mg /kg of bodyweight. According
to GOST 12.1.007-76 florfenicol belongs to the 4th class of toxicity, it does not cause irritating and dermonecrotic
effect. Taking into account the analysis of hematologic, biochemical indices and the results of pathomorphological
tests of internal organs it was determined that the dose of florfenicol of 420 mg/kg (1/10 of DL50) is toxic; the
dose of 210 mg/kg (1/20 of DL50) is threshold one; the dose of 84 mg/kg (1/50 of DL50) is non-active. The
studying of pharmacological kinetics peculiarities of florfenicol and flunixin meglumin in pigs after intramuscular
administration of florfenicol showed that maximum concentration of antibiotic in blood was observed in 2,5 hours.
The therapeutic antibacterial concentration remains in organs and tissues of animals during 48 hours. The
concentration of flunixin meglumin was determined during 4 hours. The withdrawal period was equal to 1,66
hours. The average meaning of kinetic volume constituted 0,52 | that demonstrates the circulation of the medicinal
product. On the basis of conducted tests the positive influence of floricol administered in recommended
therapeutic was demonstrated. The general clinical and morphological organism condition was satisfactory. The
studied medicinal product is safe and non-toxic, namely tolerant for young cattle and pigs.
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