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Tenedon: 380444893981
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VII. BizomocrTi npo IiP
Ha3sBa po6oTH yKpaiHCBHKOIO:

[30¢opmu nuToxpomy P-450 B MexaHi3Max B3aeMOZii JiKapCbKUX 3aC00iB 17151 KOPEKLii METab0iYHOTO CUHAPOMY Y

my6epTaTHUX Ta JOPOCJIUX CaMIIiB LIypiB

Ha3sBa po60oTH aHIJIiHCBHKOIO:

Cytochrome P-450 isoforms in mechanisms of interactions of drugs for metabolic syndrome correction at pubertal
and adult male rats

Pedepar yKpaiHCBKOIO:

PE®EPAT 3sit npo HJIP: 164 c., 49 puc., 20 Tab., 2 gogaTtky, 142 mxepesna. O6'eKT JOCITiIKEHHS - BiKOBi
0C06JIMBOCTI MeTabo01i3My JliKapchbKux 3aco6iB 3a y4acTi nuroxpomy P-450 (CYP450). MeTta po60TH - JOCTigUTH
¢yukuionyBanHs CYP450 (CYP3A, CYP2C ta CYP2E]) y ny6epTaTHUX Ta JOPOCIMX CAMLIiB 1ypiB Ha TJi
MeTaboJIiYHOTO0 CUHAPOMY IJ1s1 IPOrHO3YBAHHSI 0COOJIMBOCTEN B3aeMOJI JIiKiB, 1110 3aCTOCOBYIOTHCS 3a AAHO]
naToJIorii y MifiTKiB Ta OpoCcauX. MeToau NOCiI>KeHHs - TOKCHUKOJIOTIuHI, (papMaKosIoriuHi, 6ioximiuHi,
MOJIEKYJISIPHO-0i0710Ti4Hi, MOP(OJIOTiYHi, CTATUCTUYHI. Briepie BCTaHOBJIEHO, 11J0 PO3BUTOK META00JIiYHOTO
CHUHPOMY CYIIPOBOJXYETbCSI 3MEHIIEHHIM iHTeHCUBHOCTI ekcrpecii MPHK CYP2C23 (opTosnor CYP2C9 Ta
CYP2C19) y nediH1i y JOpOC/MX LIypiB Ta TBAPUH Iy6epTaTHOTrO BiKy. Ha BinMiHy Bif 1OpOCIUX y TBapyH
nybepraTrHoro Biky 3poctae piBeHb ekcrpecii MPHK CYP2E1 ta MPHK CYP3A2 (optosior CYP3A4) BinnosinHo Ha 80
% Ta 40 % NOpiBHSHO 3 KOHTPOJeM. JIo3apTaH Ta MeT(OpPMiH, yBeeHi lypam Iy6epTaTHOTO BiKy 3 METa60IiYHUM
CHHJIIPOMOM, MIPU3BEJIH 10 3pOCTaHH4 Yy 2,5 pa3u ekcripecii reny CYP2C23 nopiBHSIHO 3 TBapUHaMMU, SIKUM YBOLWJIN
Jiauie jIo3apTaH. Y JOPOCIKX IyPiB OJJHOYACHE YBEIEHHs IIperaparis He CIIPAaBUJIO BIUIUBY HA €KCIIPeCito i30popm
CYP450. TTokasaHo, 1110 B opraHiami my6epTartiB 3a MeTaboJIiYHOTO CUHIPOMY MAIOTh Miclie GisbII IITMOOKi
IIOPIBHSIHO 3 TOPOCJIMMU IIOPYLIEHHS PO/ aHTUOKCUAAHTHOTO CcTaTycy. [IopiBHAIbHUI aHAJI3 CIiBBiAHOMIEHHS
JITTHII /JITIBII cupoBaTKy KPOBi i BiTHOCHOI Macu abOMiHa/IbLHOTO KUPY 32 YMOB METab0JIiYHOT'O CUHIIPOMY
CBiZJUMTb IIPO BUIL aaNTallilHO-KOMIIEHCATOPHI BJIACTMBOCTI OPraHi3my 1ypiB My6epTaTHOTO BiKy MO0 JIMiIHOro
0OMiHY Y IOpPiBHSHHI 3 JOPOCANMU TBaprHaMHU. [laHi o0 0co6IrMBOCTeN OPYIIEHHS eKCIIPecii TeHiB IIUTOXPOMIB,
3aJly4yeHux 1o 6ioTpancdopmaliii 6isbIocTi sikapcbkux 3aco6iB (oprosnor CYP2C9 ta CYP2C19, CYP2EL, oprosnor
CYP3A4) y neyiHli TBapyH Iy6ePTaTHOTrO BiKy 32 yMOB METab0JIiYHOrO CUHIPOMY i 3aCTOCYBaHHS MOZEIIbHUX
npenaparisB (MeTQOPMIH Ta J103apTaH) MalOTh BPAaXOBYBATUCH ITpU PpapMaxkoTeparii MifjiTKiB 3 MeTabomiyHUM
CHUHPOMOM, 32 YMOB BUKOPUCTAHHSI JIIKapChKUX 3aCO0iB, 110 METa60J1i3yI0Th i3 3aJly4eHHSIM BiIOBITHUX i30popM
CYP450, 3 or;siiy Ha py3MK 301bIIE€HHS X TOKCUYHOCTI Ta 3MeHIIeHHs edeKTUBHOCTI. Pesynbraty HIIP
BIIPOBa>KeHi y Burisi IndpopmauiiiHoro samucra N231, 2014 "KpurepiaibHi IOKa3HUKU PO3BUTKY
€KCIIEPUMEHTAJIbHOTO CUHAPOMY Y ITy6epTaTHOMY Billi". [[pOrHO3HI NPUMYLIEHHS 00 PO3BUTKY 00'€KTa
IOCJIiIKeHHS - BifJiasieHi HacIinKy BiKOBUX 0COOIMBOCTEN MeTabo1i3My Jikapchkux 3aco6iB. CYP2EL CYP3A2,
CYP2C23.

Pedepar aHIJIiHCBKOIO:

ABSTRACT Report: 164 pp., 49 fig., 20 tab., 2 app 142 sources. Object of research - age specificity of drugs
metabolizm with the participation of cytochrome P-450 (CYP450). Purpose - to explore the functioning of the
CYP450 (CYP3A, CYP2S and CYP2EI) in pubertal and adult male rats with the metabolic syndrome for predicting
the interactions of drugs used in this disease in adolescents and adults. Research Methods - toxicological,
pharmacological, biochemical, molecular biological, morphological, statistical. For the first time it was found that
the development of the metabolic syndrome is accompanied by a decrease of mRNA expression intensity of
CYP2S23 (CYP2C9 and CYP2C19 ortholog) in the liver of adult rats and pubertal animals. Unlike adult animals
pubertals had increased levels of CYP2E1 and CYP3A2 (ortholog of CYP3A4) mRNA expression, respectively 80%
and 40% compared with the control. Losartan and metformin administered to pubertal rats with metabolic



syndrome, caused a 2.5-fold increase in expression of the gene CYP2C23 compared to animals treated with
losartan alone. In adult rats, the simultaneous administration of drugs had no effect on the expression of isoforms
of CYP450. It was shown that in puberty the organism with metabolic syndrome had a more profound violations of
pro / antioxidant status (compared with adult animals). Comparative analysis of serum ratio LDL / HDL and the
relative weight of abdominal fat with metabolic syndrome indicated higher adaptation and compensatory
possibilities of pubertal rats (relative to the lipid metabolism) compared to adult animals. Data on the
characteristics of violations of gene expression of cytochromes involved in the biotransformation of the majority of
drugs (ortholog of CYP2C9 and CYP2C19, CYP2EIL, ortholog of CYP3A4) in the liver of the pubertal rat with
metabolic syndrome and the use of model drugs (metformin and losartan) should be taken into account in
pharmacotherapy of adolescents with metabolic syndrome , when using drugs which are metabolized with the
relevant CYP450 isoforms, due to the risk of increasing toxicity and reducing efficacy. Results of the research are
introduced in the form of the Information letter N¢31, 2014 "Criteria indicators of experimental metabolic
syndrome in puberty." Forward-looking assumptions on object of the study - long-term consequences of age-
related characteristics of drug metabolism. CYP2E1, CYP3A2, CYP2C23.
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VIII. HaykoBa (HayKoBo-TexHiuHa) npoaykuist (HTII)

Haszsa HTII ykpaiHCBKOIO: [ndopmaniiinmii mct "KputepianbHi OKa3HUKYM PO3BUTKY €KCIIEPUMEHTAIBHOTO
MeTaboiYHOTO CUHAPOMY Y ITybepTaTHOMYy Billi" N231 -2014, Bun.2 3 npobaemu "®apmakosoris”,
"Vkpmepnarentindpopm" MO3 Ykpainu, Kuis, 2014

Hazpa HTII anrsiicbKoI0: Informing letter "Criterion indicators of experimental metabolic syndrome in

puberty" N231 -2014, issue.2 on problem "Pharmacology”, "Ukrmedpatentinform" Ministry of Health of Ukraine,
Kyiv, 2014

HTII, aKy nepenba4asiocss CTBOPHTH:

IIpuunnu, yepe3s saki HTII ne 6ysio cTBOpeHoO:

OTrpumaHi pe3yJIbTATH: NOiNueHHs €(PEKTUBHOCTI JIIKyBaHHS XBOPUX
l'asmy3b 3aCTOCYBaHHS: MeuiHa

PeectpanifiHuii HOMep KapTKH TEXHOJIOTIi:

Omnuc HTII: BcranosneHo, mo y mypiB myGepTaTHOro BiKy PO3BUTOK IIFOKO30TOJIEPAHTHOCTI BifIGyBaBCS MIBU/ILIE,
HIK Y JOPOCJIMX TBAapUH: PiBEHb JOCTOBIPHOTO 3pOCTaHHSI JaHOTO II0Ka3HMKA METab0JIiYHOTO CUHAPOMY BiZTHOCHO
KOHTPOJIIO PEECTPYETHCS BXKE Yepe3 3 rofMHYU eKCIIEPUMEHTY I1iCJIsl BBE,E€HHS I[JIIOKO3U, TO[li SIK Y IOPOCJIMX TBAapUH
3MiHM Oy7IM Bii3HAUeHi Jiuiie yepes 4 roguHy, 110, 04EBUIHO, TIOB'SI3aHE i3 Gi/IbIIOI0 MBUAKICTIO META00JIIYHAX
IIPOLIECiB y Opraxizmi MoJioaux 1ypiB. Y opocux mypiB 3aMmiHa NUTHOI Bogu Ha 20% po3unH PppyKTO3U
IIPU3BOJMJIA 1O 3pOCTaHHS PiBHS TaKMX MapKepiB MeTaboJIiYHOIO CUHIIPOMY, K BMICT JIiONpoTeiniB HU3bKOI
iNBHOCTI (Y 2 pasu), BMICT 3arajbHOro 6inipy6iny (Ha 45,6%) Ta xosnectepuny (Ha 32%) B cCUpOBaTLi KpPOBi. Y mypiB
IyOepTaTHOrO BiKy 32 YMOB META00JIiYHOTO CUHAPOMY 306iJIbLITyBaBCs BMICT JIMLIe JINOMNPOTEiNiB HU3bKOI MiTbHOCTI.
J1J11 HOpMaJIbHOTO MIPOTiKaHHS IPOLIECIB POCTY Ta PO3BUTKY MOJIOZOTO OPraHi3My IIPUHLUIIOBE 3HAYEHHS Mae
MigTPUMaHHS NeBHUX CIiBBiAHOIIEHb M'30BOi Ta XMPOBOI TKaHUH. JKHpoBa TKaHWHA, SIK eHAOKPUHHUIN OpTaH,

CEKpETYyE II€I1
ConiasibHO-eKOHOMIYHA cipsimoBaHicTe HTII:
Brnius HTII Ha moBKiJjs:
BnpoBaaskennss HTII: He snposamxeno
IIpakTuyHa peasnisanis HTII

IToyaTok eramy: He BusHaueHi

3aKiHYeHHs eTamy:

Cno>kuBaui npo,uyKuii': BUIIi HaBYaJIbHI 3aKJIa[IA Ta HAYKOBO-[OCJIiIHI YCTAaHOBUA MEIMYHOTO Ta 6i0JI0TiYHOrO

npodiio
IlepcneKTHBHI PHHKHU. -
XapakTep criBpoGiTHHIITBA 3 iHBECTOPOM
IToTpiGHMI 0GCAT iIHBECTHILiH, THC. TPH.:
IIpaBa, 0 HaJAI0ThCS iHBECTOPY MiCJIsA 3aBEPIIEHHSI POOOTH:
HagaBHicTb 6i3Hec-IJIaHY:
TexHiKO-eKOHOMiYHe OOrpyHTYBaHHS:

IloTeH1iaIbHUE O0OCST IIPOJAIKY, THC. TPH..
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