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1. Inceprariist npucBsYeHa AOCHIIKeHHI0 GapMaKoKiHeTHKY 3-aJkocinoxinuux 1,4-6enspiaszemniny. 1711 ganux
MOXiZJHAX BCTAHOBJIEHO BUCOKY LIBUIKICTh Ta CTYIiHb BCMOKTYBaHHS 3 IIIJTyHKOBO-KUILIKOBOI'O TPAKTy, PIBHOMIpHUMN
PO3I0Ain MK BHYTpIIIHIMUA OpraHaMy Ta TKAHMHAMU, Ta eJliMiHalilo y BUIJISIAI HU3KU MeTabosiTiB. [Ipouecu
MeTabo0i3My aJIKOKCIMOXiJHUX BKJIIOYAIOTh SIK KJIACUYHI WIJISIXU (TiIPOKCUIIOBAHHS Ta METUJIIOBAHHSI), TaK 1
€JIiMiHaIIiI0 AJIKOKCUJIBHOTO PaiuKaly 3 yTBOPEHHSIM 3-TiIPOKCUIIOXiIIHOrO0. PO3IOIi IponoKcasenamy rno
BHYTPIIIHIX OpraHax Ta TKaHMHax B iHTepBasi 103 10-45 Mr/Kr Mo>ke 6yTH BU3HAYEHUH, SIK JIiHITHUI rTpoliec
MacCOIEPEHOCY i3 MBUAKUM I1€PEPO3NOAITOM CIIOTYKH MiXK OpraHamu Ta Kpos'1o. CTyIiHb BCMOKTYBaHHS csirae ~ 85
%, TOHKA KUIIKa OyJia BUBHAUEHA, SIK HecrenudiyHe «BiKHO BCMOKTYBaHHS». [HIyK1is peHobapbitasom izodpopm
yuroxpomy P450 (CYP3A4), npu3BoguTh 0 CTATUCTUYHO HEBIPOTiNHOIO MiIBULLIEHHS KiJIbKOCTI 3arajlbHAX
PanioaKTUBHUX IIPOJYKTIB Ta CHiBBiIHOIIEHHS OKPEMUX I'PYIl META0O0JIITIB y €KCKpeTax MUMLIEH MicIs
iHTparactpanbHOro BBefieHHs 14C-noxigHoro. TpuBase BBEEHHS MIPOIIOKCAa3enaMy He 3MiHIOE ITapaMeTpiB 10T0

exckpeLii. Huspknii BrisivB Ha GpepMeHTHI cucTeMy, sIKi 3IiMCHIOIOTH 1oro 6ioTpancdopMalliio, i TBEPAKYETbCS



BiJICYTHICTIO CTATUCTUYHO 3HAYYLIMX 3MiH KOHCTAHTH €JIiMiHalil 10 Ta MiCJIsl KypCOBOI'O BBEIECHHSI.

2. The thesis is dedicated to the study of the pharmacokinetics of 3-alkoxyderivatives of 1,4-benzodiazepine. For
these derivatives, a high rate and extent of absorption from the gastrointestinal tract, a rapid distribution between
the internal organs and tissues, and elimination in the form of a number of metabolites were found. The
alkoxyderivatives metabolism processes include both classical pathways (hydroxylation and methylation) and the
elimination of the alkoxy radical forming a 3-hydroxyderivative. The distribution of propoxazepam in the internal
organs and tissues in the dose range of 10-45 mg/kg can be determined as a linear process of mass transfer with a
rapid redistribution of the compound between the organs and the blood. The absorption degree reaches ~ 85%,
the small intestine was defined as a nonspecific «absorption window». Induction of cytochrome P450 (CYP3A4) by
phenobarbital leads to a statistically insignificant increase in the total radioactive products amount and the ratio of
individual groups of metabolites in mouse excretions upon intragastric administration of a 14C-derivative.
Prolonged propoxazepam administration does not change the parameters of its excretion. The low impact on the
enzyme systems that carry out its biotransformation is confirmed by the absence of statistically significant
changes in the elimination constant before and after the course administration.

Jep>kaBHH peecTpaniiiHuii Homep JiP:

IIpiopuTeTHHI HanIpsIM PO3BUTKY HayKH i TEXHIKH:
CrpareriyHui NpiopUTETHUI HAIIPSIM iHHOBaLiHOI AiSJIBHOCTI!
ITiZCcyMKH JOCIiI>KEeHHS:

Iyosikarrii:

HaykoBa (HayKOBO-TE€XHiYHa) IPOAYKILis:
ComiasibHO-eKOHOMIYHA CIIPSIMOBaHiCTh:

OxopoHHi gokymeHTH Ha OIIIB:

BrnipoBaakeHHs pe3yJIbTaTiB AHCepTalii:

3B'SI30K 3 HAYKOBHMH TEMaMH:

VI. BizomocCTi Ipo HayKOBOr0 KEPiBHHKA /KEPiBHHUKIB (KOHCYJIbTAaHTA)

BaacHe IlpizBume Im's I10-6aTbKOBI:
1. Jlapionos Biramniii bopucosuy

2. Larionov Vitalii B.

KBasmigikamis: 1. 6. 1., 14.03.05
InenTudikarop ORCID ID: He 3acrocosyetses
JoparkoBa indpopmamnis:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Kopg 3a €1PIIOY:

Micue3HaxoaKeHHS:

dopma ByracHoCTI:

Cdepa ynpasiriHHS:



InenTudikarop ROR: He zacrocosyerscs

VII. BizomocTi npo odiliiHUX OTIOHEHTIB Ta pelleH3€eHTiB

OdiuiiiHi OIOHEHTH
Baacue IlpizBume Im'a Ilo-6aTbKOBI:

1. KpaBueHko Iprna AHaTosiiBHa

2. Kravchenko Iryna A.

KBasigikanis: 1. 6. 1., 14.03.05
InenTudikarop ORCID ID: He 3acrocosyerbcs
JoparkoBa iHdpopmamist:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Kopg 3a €1PIIOY:

Micue3HaxoaKeHHs:

dopma ByracHoCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

Baacwue IlpizBumie Im's Ilo-6aTbKOBI:

1. Jlyk'aHuyk Biktop IMUTpOBMY

2. Lukianchuk Viktor D.

KBasigikamis: 1. mepn. H., 14.03.05
Imentudikarop ORCID ID: He zacrocoyerbcs
JoparkoBa iHdpopmamist:

IloBHe HaliMeHYBaHHSI IOPHUAHUYHOI OCOOH:
Kopg 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma ByTacHOCTI:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

Penensentu

VIII. 3ak1104Hi BiZoMOCTi

BsiacHe IIpi3Buie Im'sa ITo-6aTbKOBi

TOJIOBH pajgu

Kpecton BanienTtun Mocunosud



BaacHe IlpizBumie Im's ITo-6aTbKOBI
TOJIOBYIOYOTO Ha 3acCiiaHHi
BignoBigasibHUMH 3a HiATOTOBKY

00JIiKOBUX JOKYMEHTIB

PeecTpaTop

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiZIIOBiZaJIbHUM 32 peEeCTpallilo HAayKOBOIi

OisSIIBHOCTI

Kpecton BanenTtun Mocunosud

IOpuenko T.A.



