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V. BizomocTi npo gucepraniio
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1. Po3po6ka MeToziB MOJeJII0BaHHS €KCIIepUMEHTAIbHOI (PapMaKOKiHETHKUY MPOJIiKiB (MenTuaamifgoden3opeHony i
L1Ha3enamy) i sikiB - noxigHux 1,4-6eH3niazeniny

2. Working out of methods modeling an experimental pharmacokinetics of prodrugs (peptydoamidobenzophenone
and cynazepam) and drugs - derivatives of 1,4-benzodiazepine

Pedepar:

1. Inceprarnis npucBsYeHa OOIPYHTYBAHHIO HOBHUX MiXOMiB 4O MOPiBHAIBHOIO MOJEJIIOBAHHS i PO3POOKU METOIB
aHazi3y npouecis papMaKOKiHETUKY B OpPraHi3aMi JOCIiJHUX TBAPMH NPOJIIKiB 3 Pi3HUM TUIIOM 6ioTpaHcdopMaliii:
nentugoamiHo6eH3opeHony (ITAB®D) i unHasenamy i ix akTUBHUX METa60JIITiB-JIiKiB - crionyku I i 3-
okcudeHasenamy. Po3pobseHo maTeMaTHYHUI anlapaT KamepHoro (pa3zoBoro) BapiaHTy Ju@y3HOro MOAEII0BaHHS
KiHETUKU 3BOPOTHBOTO MacoIepeMillleHH JIiIKapChKUX 3ac006iB (JI3) MK KpPOB'I0, OPTaHaMHU i TKAHUHAMU TBapHH,
MPUIATHUH [1J1s51 OL[iHKY MTapaMeTpiB 6i0OKiHeTHKY NOCTiIKEeHUX JIiKiB i mpoutikiB. [TokazaHo, 0 BimHOMEHHS
KBaJlpaTiB cepenHboro yacy nepebysanss (MRT2) no nsucnepcii yacy nepebysaHHs (VAR) ocCii>keHUX peuyoBUH Y
KPOBI i BCiX TKAHMHAX HaGIMXAIOTHCS 1O OAUHULL, 10 € XapaKTEePUCTUYHOIO OCOOJIUBICTIO KiIHETUKY iX
MaconepeMillleHHs1 Yyepe3 CTPYKTYPU BHYTPILIHbOTO cepenoBuila 6iocucrem. [IokasaHo, M0 KiHeTUKA eKCKpelii 3

opranizmy muueit 14C-npHazenamy npu pizHUX cxeMax Moro BBeJEeHHs MOKe OyTH OIMCaHa JiHIMHO0 KiHEeTUYHOIO



CXeMOI0.

2. The dissertation is devoted to a substantiation of novel approaches to comparative modeling and development
the methods of analysis of pharmacokinetics processes of prodrugs (PABF and cynazepam) and drugs, their active
metabolites (compound I and 3-oxyphenazepam) with various type of a biotransformation in organism of the
experimental animal. It may be successfully employed to analyze biokinetics of investigated drugs and prodrugs. It
is shown, that the relation of squares of medial residence time (MRT2) to a dispersion of residence time (VAR) the
investigated substances in blood and all tissues to aspire to unit that is characteristic properties of the kinetics of
mass transfer of a xenobiotics through structures of biosystem. It have been investigated the processes and
estimated parameters of a kinetics excretions with urine and feces of mice 14C-cynazepam after various schemes
of single and multiple administration an animal 14C-prodrug ware estimated. It is shown, that kinetics excretion of
14C-cinazepam from organism of mice after various schemes of it's administration can be described by linear
kinetic schemes.
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