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1. Po3po6ka MeTO[IiB MOZEII0BAaHHS €KCIIEPUMEHTAIbHOI (PapMAKOKIHETUKY NPOJIIKiB (MeNTUaaMifo6eH30(peHOHY i
L[MHa3enamy) i Jiikis - noxigHux 1,4-6exH3ziaseniny

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

Pedepar:

1. Inceprauis npucBgYeHa OOIPyHTYBAHHIO HOBUX MiJXO/iB 10 MOPiBHSJILHOTO MOZEIOBAHHS i pO3POOKU METOIB
aHasizy rpouecis GpapMaKoKiHETHKY B OpraHi3Mi HOCIiHUX TBAPUH NPOJIIKiB 3 pi3HUM TUIIOM GioTpaHCdOpMallii:
nenrugoaminobensopenony (ITAB®D) i nuHasenamy i ix akTUBHUX MEeTabO0iTiB-JIiKiB - crioyiyku i 3-
okcudeHasenamy. Po3po6seHo MaTeMaTUYHUI arnapaT KaMmepHOro (pa3oBoro) BapiaHTy Iudy3HOTO MOJEIIOBAHHS
KiHETUKHU 3BOPOTHBOI'O MacolepeMilieHHs JIiKkapCchKUx 3aco06iB (JI3) MK KpOB'I0, OpraHaMy i TKaHWHAMU TBapHH,
MpUIaTHUH [1J151 OLIIHKY MapaMeTpiB 6i0KiHeTUKY JOCTiIKeHUX JIiKiB i mpoutikiB. [TokazaHo, 10 BigHOmEHHS

KBaJIpaTiB cepelHbOro yacy nepebysanns (MRT2) no pucnepcii yacy nepebysaHHs (VAR) TOCTiI>)KEHUX PEUYOBUH Y



KPOBI i BCiX TKAHMHAX HAGIKAIOTECS IO OOUHULL, IO € XapaKTEPUCTUYHOIO OCOOIMBICTIO KIHETUKY 1X
MacoriepeMillleHHs yepe3 CTPYKTYPH BHYTPILIHbOTO cepenoBuiia 6iocuctem. [IokazaHo, 0 KiHETHKa eKCKpeLii 3
opranizmy mueit 14C-nyHasenamy Npu pisHUX cxeMax MOro BBEJEHHs MOKe OyTH ONMCaHa JIiHiHOI0 KiHeTUYHOIO

CXEMOIO.

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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