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I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iKOBHI HOMep: 0213U002187
Jep>kaBHUH peecTpauiliHuil HOMeP: 0110U006123
Oco06J1uBi TO3HAYKHU: Binkpura

JaTa peecrpamnii: 17-01-2013

II. Etran BukoHnauus JiP
Homep erany: 3

Ha3sBa eramy: Po3poGka ekcriepiuMeHTaIbHOI MOJiesli KOMGIHOBaHOI [1aTOJIOrii - aTepOCKIEPOTHYHIX yPAKEHb
CyJIMH Ha TJIi CTPENTO30TOLMHIHIYKOBAHOTO AiabeTy y KpoJliB. ONTHMIi3allis yMOB apeCHOI IOCTaBKU CTBOPEHUX

reHoTepaneBTUYHUX BeKTOpHUX JTHK y KIiTuHY NediHKu MOAEIbHUX TBAPUH in Vivo
IToyaTok eramy: 04.2012
3akiH4YeHHs eTamy: 12.2012

Bup, 3BiTHOr0 JOKYMEHTA: [IpoMiXHMIA 3BiT

I11. BinomocTi npo BukoHaBus JIiP

IloBHe HaliMeHYBaHHS IOpUAUYHOI 0co0H (260 ITIB ¢izuyHOi 0c00H): IHCTUTYT MOSIEKYIAPHOI

6iosorii i renetuku HAH Ykpainu

Kopg 3a €IPIIOY: 05417101

Micue3Haxoa KEeHHSI:

dopma ByracHOCTI:

Cdepa ynpaBiiHHS: HaujonanbHa akazemis HayK YKpainu
InenTudikarop ROR: He zacrocosyerscs

Poamip opranisanii:

Tene(bou: 044 5260798, 5260759

IV. BizomocrTi npo cniBBUKOHaBLiB JIiP



V. BimomocrTi npo 3amoBHHKa [IiP

IloBHe HaliMeHyBaHHS IOPHAHYHOI 0coou (a6o ITIB PpizuuHO0i 0c06H): HaujoHanbHa akasemis Hayk

Ykpainu

Kopg 3a €EIPIIOY: 00019270

Micue3HaxoaKeHHS: ByJI. Bononumupceka, 54, M. Kuis, KuiBcbka 061, 01030, Ykpaina
dopma BaacHOCTI:

Cdepa ynpaBiriHHS: HaujoHanbHa akazemist HayK YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs

Poamip opranisanii:

Tenedon: 380442396594

VI. I>kepeJia, HanpsiMHu Ta oocsiru pinaHcyBaHHs JIiP

IlincraBa ojist npoBeaeHHs [iP: 34 - norosip (3aMOBJIEHHS) 3 IEHTPaTbHUM OPraHOM BUKOHABYOI BIajy,

akazemielo HaykK (TOJIOBHUMM PO3NOPSIHUKAMU OI0pKETHUX KOWITIB Ha TposefeHHs HIIJIKP)

Hampsam (l)iHchyBaHHﬂ: 2.1 - pyHIaMeHTabHI JOCIIIPKEHHS
I>kepesia piHaHCYBaHHS

7713 - KOWTH ep>KO0I0A KeTy

Kopg, nporpamuoi kinacudikanii BupaTkis i KpegurysaHHs (KITKBK): 6541030

dakTuuHui 00car ¢piHaHCYyBaHHS (THC. IPH.): 60.8




VII. BizomocrTi npo IiP
Ha3sBa po6oTH yKpaiHCBHKOIO:

dyHpaMeHTaIbHI OCHOBY MYJIbTUTEHHO] T€parlii MaCOBUX IIATOJIOTii 3 YCKJIaHEHHIMU

Ha3sBa po6oTH aHIJIilICbKOIO:

Fundamental foundations multigene therapy for mass pathology with complications

Pedepar yKpaiHCBKOIO:

3 MEeTOI0 OLiHKM €(PEKTUBHOCTI €KCIIEPMMEHTAJILHOI T€HHOI Tepallii aTepOCKIepPOo3y 32 YMOB [1iabeTy y KpOJIiB
IIPOBEJIEHO MOJEJIOBAHHS [TOPYLIEHb BYIJIEBOGHOTO Ta JiMiHOr0 OOMiHYy B €KCIIEPUMEHTI. 3a pe3yJibTaTaMu
IOCJIIKEHHS BIUIMBY [IO3M Ta KPAaTHOCTI BBEJIEHHS CTPENTO30TOLVHY KPOJISIM J1s1 OZlep>KaHHs IIOMIpHOTO
XPOHIYHOTrO fiabeTy po3pobieHa cxeMa mogeHHoro BeefieHHs CTL y no3i 50 Mr/Kr macu Tijia TBapUHU [IPOTIroM 3
Ii6. EKClepuMEHTaJIbHY TillepX0JIeCTEPUHEMIIO Y KPOJIiB 32 YMOB IIOMipHOI XpOHIYHOI rinepriikemii ( 7o 12
MMOJIb/J1 ) MOZEJII0OBAJIM IOHABAaHHSIM y XapYOBUH pallioH X0JjleCTepPUHY (2%) y COHSHUKOBBIH 0J1ii (15%) BIpogoBX
5 TkHiB. Po3pobsieHa KoMb6iHOBaHa MOJIeJ1b X0JIECTEPUHOBOI JUCinifgeMil Ha T/l XpOHIUHOI rinepriikeMii y KpoJiB
€ BUCOKOATEPOTE€HHOIO, NP0 10 CBiTYUTD 30i/bLIIEHHS TOKAa3HUKIB KOoeillieHTa aTEpPOTreHHOCTI B CEpegHbOMY 110 13
BXXe 4epe3 5 TYKHIB BiJl IOYaTKy X0J€CTEPUHOBOTO HAaBAaHTAXKEHHSI. AHAJII3 JiMiHOTO CIEKTPY KPOBi AiabeTUYHUX
TBapVH IIPOTSTOM IEPiOLy MOJEIIOBAHHS JO3BOJIUB KOHCTATYBaTU MIBUAKO IIPOTPECYIOYMI XapaKTeP 3MiH,
[IPUTAMaHHUX JjabeTUYHIN auciinigemii. EKCiepuMeHTasbHa MOZEb XapaKTE€PU3YETbCSI 3pOCTAHHSM PiBHS
Tpurauuepupis y 1.8 pas, XC npoaTeporeHHux JNonpoTeifiB HU3bKOI WibHOCTI y 4.7 pa3, XC yinonporeinis gyxe
HU3BKOI IiJIbHOCTI y 2.2 pa3 Ta 3HaYHUM 3HIKEHHAM PiBHA XC aHTUATEPOreHHUX JIIMONPOTEiliB BUCOKO]I WIiIbHOCTI
y 1.9 pas. OpnepskaHa MOZeJIb BUSIBUJIACS 3PYYHOIO [1J18 JOCiIKeHHSs e(PeKTUBHOCTI HOBUX METOJIiB Teparlii
aTepoCKIIepo3y, a caMe FeHOTepaNeBTUYHNX aHTUaTeporeHHUx npemnapariB JHK, ockinbku norpedye yTpudi MeHIIe
4acy AJ1sl MOJeJII0BaHHS [1aTOJIOT], HiX iHIi eKCIIepUMEHTaIbHI MOZEJi ajliMeHTapHoi rinepxosiecTepuHeMii, i 6yze
BUKOPMCTaHa aBTOPAMU B €KCIIEPUMEHTAX 3 FEHHOI Teparlii aTepockyiepo3y. ONTUMI30BaHO HEBIPYCHY CUCTEMY
IIOCTaBKU I'€HiB y OpraHi3M MOZEeJIbHUX TBapMH. MeTo[OM resib-peTapjalii nifgiépaHi MOJISIpHI CIiBBiAHOIEHHS
JHK / nonikatioH, HeoO6XinHi 17151 GOpMyBaHHS KOMILTIEKCIB. PO3p06JieHi Noinnekcu 3 MapKepHUMU Ta LiIbOBUMU
BekTopHUMU [JHK 17151 anpecHOro rnepeHocy reHis y KJIiTUHY [T€YiHKY CCaBLiB in vivo Ha 0CHOBI MOZM(}iKOBaHOTO
nosieruneximiny (L-TIEI), mo micTuTs ri1iko3uHi jgiranay. BctanosseHo, o riioko3uatoBanHs [1E] ameHmye fioro
LIUTOTOKCUYHY [Iil0 IPY JOCUTb BUCOKMX KOHLEHTpALisIX MOJIiNjeKciB y 1.8 pazis. BusHayeHa e(peKTUBHICTb
yTBOPEHHS KOMILIEKCiB L-T1EM 3 BekTopHOI0 nasmigHoo JJTHK 3a yMOB pi3HUX CIiBBigHOIIEHD

JHK /TpaHcdeKkuiiHuil peareHr.

Pedepar aHIJ1iiCBKOIO:

For the estimation of effectivity of experimental gene therapy for atherosclerosis against diabetes in rabbits we
have carried out simulations disorders of carbohydrate and lipid metabolism in the experiment. Studying the
influence of dose and administration multiplicity streptozotoucin (STC) in rabbits to produce moderate chronic
diabetes results in development of the STC scheme daily administration at a dose of 50 mg / kg of animal body
mass for 3 days. Experimental hypercholesterolemia in intact animal (model of alimentary cholesterol
atherosclerosis) and in mild diabetic rabbits (hyperglycemia - up to 12 mmol /1 glucose) was generated by
supplementary daily feeding of pure cholesterol ( 2% ) in sunflower seed oil (15% ) for 5 weeks. Developed
combined model of cholesterol dyslipidemia on a background of chronic hyperglycemia in rabbits is the high
atherogenic, as evidenced by the increase atherogenicity index on average, to 13 in 5 weeks of cholesterol load.
Analysis of the lipid profile of diabetic animals for modeling allowed to diagnose rapidly progressive changes
characteristic of diabetic dyslipidemia. The latter is characterized by rising levels of triglycerides 1.8 times,
atherogenic low-density lipoprotein cholesterol in 4.7 times, very low density lipoproteins cholesterol in 2.2 times
and a significant reduction in antiatherogenic HDL in 1.9 times. The resulting model was suitable to study the



effectiveness of new therapies atherosclerosis, namely antiatherogenic therapeutic DNA, since it requires three
times less time to simulate pathology than other experimental models of alimentary hypercholesterolemia, and will
be used by the authors in experiments with gene therapy for atherosclerosis. The transfection experiment with
use nonviral gene delivery system on basis of lactosilated polyethylenimine have been performed, The non-viral
gene delivery system have been optimized in vivo. The molar ratio of DNA / polycation required for the formation
of epy complexes have been selected by method of gel retardation. The polyplexes with marker and target vector
DNA for targeted gene transfer in mammalian liver cells in vivo based on modified poly (L-PEI) containing
glycoside ligands were designed. It was found that glycosylation of PEI reduces its cytotoxic effects at rather high
concentrations polyplex 1.8 times. Efficiency of formation complexes L-PEI with vector plasmid DNA formation
under different ratios of DNA / transfection reagent have been identified.

Impexc YIK: 577.2, 577.213, 577.215, 577.217

Koau TeMaTHYHHUX PYyOPHK: 34.15

KepiBHHUKH po6OTH

BiacHe IlIpizBume Im's I10-6aTbKOBI: Kopaiom Biras iit ApHob10BUY
HaykoBuii CTymIiHb: 1. 6. H.

BueHe 3BaHHSI: nmpodecop, akaj,

InenTudikarop ORCID ID:

JoparkoBa inHdpopmamnist:



VIII. HaykoBa (HayKoBo-TexHiuHa) npoaykuist (HTII)

Ha3zga HTII yKpaiHCBKOIO: MeToy anpecHoi OCTaBKU reHOTepaneBTHIHnx BeKTopHux JIHK y kiitnHu

[I€4iHKY €KCIIEPUMEHTAJIbHUX TBAPUH in vivo

Ha3zpa HTII aHri#icbKo¥0: Method of target delivery of gene therapy vector DNAs to the liver cells of

experimental animals in vivo

HTII, sixy nepen6a4asiocsi CTBOPUTH:
IIpuunnn, yepe3s aki HTII He Gysi0 cTBOpeHO:
OTpumaHi pe3yJIbTaTH:

l'asy3s 3aCTOCYyBaHHS: BiomenuunHa
PeecTpanifiHuii HOMep KapTKH TE€XHOJIOTIi:

Omnuc HTII: OnrumizoBanuit MeTO[ aipeCHOI J0CTaBKY r€eHOTEPaNeBTUYHNUX BeKTOPHUX JHK y KIIiTUHY nediHKY

€KCIIEPUMEHTAJIBHUX TBAPWH in vivo
ConiannbHO-eKOHOMIYHA cripsimoBaHicTs HTII:
Bnyius HTII Ha moBKiJjs:
Bnposags>keHHs1 HTII: He snpoBamxeHo
ITpakTnyHa peasnisanis HTII
IToyaTok eramy: -
3aKiHYeHHs eTamy:
Crnio>KuBavi NPOAYKIIii: MequyHi ycTaHOBY
IlepcneKTHBHI PUHKH: VkpaiHa, CBiT
XapakTep cniBpOoOiTHHIITBA 3 iHBECTOPOM
IloTpiOHMI 00GCAT iHBECTHILiM, THC. TPH.:
IIpaBa, 0 HaAIOTHCS iIHBECTOPY MiCJIsA 3aBEpPLIEHHsT POOOTH:
HasaBHicTb Oi3Hec-IJIaHY:
TexHiKO-€eKOHOMiYHe OOrpyHTYBaHHSI:
IToTeH1iaILHUE 00OCAT IIPOJASKY, THUC. TPH..
OuiKkyBaHHI TepMiH OKYIHOCTI (POKiB):

HoparkoBa iHdopmamist:

IX. Bi6siorpadiuHuii onuc



X. 3aKJIlI0YHi BiTOMOCTI

KepiBHHK 0pHU AH‘{HO'I' ocoou €nbcoka ['aHHa BaneHTUHIBHA
I. 6. H.

IlepeJtik 0CiO-BHKOHaBILiB
Iponos IMmutpo Muxamnnosuy
I'ynpko Tamapa I1aByibiBHA
Moprynos I1aByo BikropoBud
[Toxosnenko flHina OnekcanapiBHa
Py6an T.II.

Cyxopaga O.M.

Tonoposa OneHa KapnesniiBHa

BignoBigasibHUI 3a MiATOTOBKY

00JIIKOBHX JOKYMEHTIB
Tenedpon

Peectparop

KepiBHuKk Bigginy YKpIHTEI, mo €
BiZIIOBiZaJIbHUM 32 peecTpallilo HayKOBOi

OisIIBHOCTI




