O6J1ikoBa KapTKa [IiP

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iKOBHI HOMep: 0211U009109

Jep>kaBHUH peecTpauiliHUII HOMeP: 0107U000895

Oco06J1uBi TO3HAYKHU: Binkpura

JaTa peecrpamnii: 29-06-2011

II. Etran BukoHnauus JiP

Homep erany: 4

Ha3Ba €Tamy. JlocmimKeHHs 30aTHOCTI MONEePENHUKIB €HI0TeiaNbHUX KITUH BiIHOBJIIOBATY apTePiabHUM TUCK
IToyaTok eramy: 01.2010

3akiHyeHHs eTamy: 12.2010

Bupz 3BiTHOTO AOKYMEHTA: OCTaTOYHUM 3BIT

I11. BizomocTi npo BuKoHaBus JIiP

IloBHe HaliIMeHYBaHHS IOpUAHUYHOI 0cooH (abo ITIB ¢pizuuHOi 0c00m): 1Y "THCTUTYT Dapmakosorii Ta

tokcukosorii HAMH Ykpainn"

Kopg 3a €IPIIOY: 02011901

Micue3HaxoaKeHHS:

dopma ByracHoOCTI:

Cdepa ynpaBiiHHS: HaujonasnbHa akaziemis MEOUYHNX HAyK YKpaiHU
Inentudikarop ROR: He zacrocosyerbcs

Po3mip opranisamii:

Tenedon: 456 42 56



IV. BizomocrTi npo cniBBuUKOHaBLiB JIiP

IloBHe HaliMeHyBaHHs IOPHAHYHOI 0coou (a6o ITIB PpizuuHO0i 0cO6H): lepkasHa ycraHoBa "[HCTUTYT

repontoJorii im. JI. . Ye6oTraproBa HAMH Ykpainn"

Kog, 3a €EJPIIOY: 01897908

Micuesnaxo,szeHHa: ByJI. Bumropopceka, 67, M. Kuis, KuiBcbka 061., 04114, Ykpaina
dopma BaacHOCTI:

Cdepa ynpaBiriHHS: HaujoHanbHa akazieMis MEAUYHUX HAyK YKpaiHu
ImenTudikarop ROR: He zacrocoyerbcs

Poamip opranisanii:

Tenedon: 38444304068

BHeCOK CIiBBUKOHABIIS Y 3BiTHHH €TaIl

IloBHe HaliMeHYBaHHSI IOPUAHUYHOI 0co0H (a60 ITIB ¢izmyHOi 0c00H): [HcTUTYT disiosorii imeni O.
O. boromoubus HAH Ykpainu

Kopg 3a €IPIIOY: 05417093

Micuesnaxo;pxeunﬂ: ByJI. Boromosbi, 4, M. Kuis, Kuicbka 0611., 01024, Vkpaina
dopma ByracHoCTI:

Cdepa ynpaBiriHHS: HaujoHanbHa akazemist HayK YKpaiHu

Inentudikarop ROR: He zacrocosyerscs

Po3mip opranisarii:

TenedoH: 380442562034

BHeCOK CIiBBUKOHABIIS y 3BiTHHH €TaIl

V. BimomocTi npo 3amoBHuKa [IiP

IloBHe HaliMeHYBaHHSI IOPUAHUYHOI 0co0H (a6o ITIB ¢izmyHOi 0c00H): HauioHanbHa akazeMmis

MeJIUYHUX HayK YKpaiHu

Kopg 3a €IPIIOY: 00061125

Micue3HaxoaKeHHS: ByJ. ['epuena, 12, M. Kuis, KuiBcbka 061., 04050, Ykpaina
dopma ByracHoCTI:

Cdepa praBJIiHHﬂZ HanjonanbHa akageMisd HayK YKpaiHu

InenTudikarop ROR: He zacrocosyerscs

Po3mip opranisaiii:

Tenedon: 380444893981



VI. JI>kepeJsia, HanpsiMu Ta o6csaru piHaHcyBauHs JIiP

IlincraBa pjist npoBeaeHHs [IiP: 34 - norosip (3aMOBJIEHHS) 3 LEHTPAILHUM OPraHOM BUKOHABYOI BIajy,

aKkaZieMiero HayK (TOJIOBHUMHU PO3NOPSIHUKAMU O010P)KETHUX KOWITIiB Ha npoBeneHHs: HIIKP)

Hanpsam Q)iHchyBaHHH: 2.3 - BUKOHaHHS pOO0iIT 3a I€P>KaBHUMHU 11iIbOBUMU [IPOrpaMaMu
Jxkepesna (l)iHaHCYBaHHﬂ

7713 - KOIITH AEP>KOIOAKETY

Kog, nporpamuoi kinacudikarnii BugaTKiB i KpeauryBaHHs (KIIKBK): 6561040

dakTHyHHu 00cAT QpiHaHCYBaHHS (THC. IPH.). 725




VII. BizomocrTi npo IiP
Ha3sBa po6oTH yKpaiHCBHKOIO:

Mopgynaropu akTUBHOCTI ITpoTeiHKiHa3u C - HOBI LISXU JIiIKyBaHHS apTepiasbHO] rinepreHsii

Ha3sBa po6oTH aHIJIilICbKOIO:

Modulators of activity of the protein kinase C as the new ways of treatment of arterial hypertension

PedepaT ykpaiHCbKOIO:

1. CuHTe30BaHi HOBI XiMiYHi CIIOJIYKH 1110 MAlOTh BIACTUBICTb PO3CA0JISATH II1afeHbKi MSI3U CyIUH 6€e3 BiAnoBiIHOTro
3HIDKEHHS] BHYTPIIIHBKJIITUHHOI KOHLIEHTpalii i0HiB KasbLio; 2. PO3po61eHO0 METOINKY OfepKaHHs
Me3eHXiMaJIbHUX CTOBOYPOBUX KJIITUH JIIOOWHY i BUBUMTH MO>KJIMBICTb IX BUKOPUCTAHHS [1J181 JIiIKyBaHHS
aprepianbHOi rinepreHnsii; 3. BuB4eHo 3minu ekcripecii nporeinkinasu C B CyAMHHIN CTiHLI IIPY apTepiabHii
rinepTensii i BUBYMTU MOXXIMBOCTI peHoMeHa PHK-inTepdepeHLii 1151 KopekLii nopyuenb CyguHHOI QyHKLIi 1pu
aprepianbHil rineprensii. BctaHoBeHO, o 3 i3 71 CMHTE30BaHUX CyOCTaHIIil MalOTh BiacTuBOCTi Ca2+ -
IleceHcuTansepiB. Me3eHxiMasbHi CTOBOYPOBI KJIITUHU JIIOIMHY, BBEJI€Hi OIIPOMIHEHUM IfypaM, e(peKTUBHO
BiZJHOBJIIOIOTb €HMIOTEIN 3ayie>kKHe po3ciabaeHHs CyIuH, PYHKILI0 KaJieBUX KaHaJliB BEJIUKOI IIPOBiTHOCTI.
BubipkoBe 3aryylieHHs reHa, o KOoJy€e eKCIpecito aesbTa-isopopmu nporeinkinasu C NpusBOIUTh 10
BiJHOBJIEHHSI AWJIATaTOPHOTO ITOTEHLiaNy CyJUHHOI CTiHKU i MOXKe 6yTU e(eKTUBHOIO TepalleBTUYHOIO JIi€lo IIPU

JIIKyBaHHI apTepiasbHOI rinepreHsii

Pedepar aHIJIiHCBKOIO:

i) to synthesize new chemical compounds that are able to relax vascular smooth muscle (VSM) in Ca2+-
independent manner, i.e. so called Ca2+-desesithyzres; ii) to work out the method of human mesenchymal stem
cells isolation and cultivation and to provide an experimental evidence for its ability to normalize vascular function
in arterial hypertension; iii) to study protein kinase C (PKC) isozymes expression in VSM obtained from rats with
arterial hypertension and to use phenomenon of RNA interference for silencing of PKC encoding genes. It was
established i) that 3 out of 71 synthesized compounds demonstrated clearly expressed dissociation between
relaxation of VSM in corresponding intracellular calcium concentration trasnsient; ii) that human mesenchymal
stem cells hMSC demonstrate a clearly expressed ability to normalize vascular function damaged following
irradiation, i.e. to decrease an elevated arterial blood pressure and myofilament Ca2+ sensitivity, and to repair
BKCa function and endothelium-dependent relaxation in vascular tissues obtained from irradiated animals. Thus,
hMSC in prospect appear to be worthwhile therapeutic approach in case of ionizing irradiation accident or
radiation beam therapy; iii) PKC-?-isoform gene deletion using RNA interference effectively normalized vascular
function damaged in arterial hypertension. To the best of our knowledge this is first experience that siRNA-
induced PKC-?-isoform gene silencing appears to be a good therapeutic approach to suppress PKC gene encoding
function, to inhibit abnormally increased PKC activity, and this way to restore vascular contractility in
hypertensive rats.

Inpexkc YIK: 615.03; 615.1/.3, 612.13; 612.73; 611.143; 616-003.725
Koau TemaTHYHHUX PyOpPHK: 76.31

KepiBHHKH po060TH

BiacHe IlpizBume Im's I10-6aTbKOBI: Cososiios A. 1.
HaykoBu# CTyIiHb:

BueHe 3BaHHS:

InenTudikarop ORCID ID:



JoparkoBa iHdpopmamnist:

VIII. HaykoBa (HayKoBO-TexHiuyHa) npoayKuist (HTII)

Ha3zsa HTII yKpaiHCBKOIO: Metoy siRNA-iHIyKOBaHOTO cailjleciury reHiB nporeikiHasu C s JIiKyBaHHS

apTepiasnbHOi rineprexsii

HaszBa HTII aHrJificbKoI0: siRNA-induced PKC gene silencing for arterial hypertension therapy.
HTII, sxy nepezn6ayasiocsi CTBOPUTH:

IIpuunnu, yepe3s saki HTII e 6ysi0 cTBOpeHoO:

OTpHuMmaHi pe3yJIbTaTH:

l'asy3s 3aCTOCyBaHHS:

PeecTrpaniliHuil HOMep KapTKH TE€XHOJIOTii:

Omuc HTII: Pospo6ieno reHHoiHXeHEePHMIT MeTOI, 3 BUKOpUCTaHHAM PHK-iHTepdepeHilii, 3naTHuil 3HU3UTH
piBEHb I'eHiB, KOAYIO4YMX NpoTeinkiHnaly C, 1o BiANOBifae 3a PO3BUTOK apTepianbHOi rineprexsii. BctaHoBeHO, 10
110ro BUKOPUCTAHHS [403BOJIS€ BiTHOBUTH OIS TATOPHUI [TOTEHIial ITIaJeHbKUX M'S131B LIyPiB 3 apTepiajbHOIO
rinepreHsielo, TO6TO eHOTeNi-3a/1e’KHE PO3CIabIeHHs CYIUH, iOHHI CTPYMU KPi3b KaJli€Bi KaHAJIN BEJIMKOI

IIPOBIIHOCTI Ta 3HAYHO 3MEHBUINTHU PiBEHb APTEPIAJIBHOIO TUCKY Y LIYPIB 3 apTePiasibHOO rinepTeHsielo.
ConiasibHO-eKOHOMIYHA cipsimoBaHicTe HTII:
Bnyins HTII Ha moBKiJjLs:
Bnposaaykennss HTII: He snposamxeno
ITpakTuyHa peasnisanis HTTI
IToyaToOK eTamny: He Bu3HayeHi
3aKiHYeHHs eTamy:
Cno>kuBayi leO,I[yKI.li'l': HAyKOBO-JOCJiJHi iHCTUTYTA MEIUYHOTIO Ta 6i0JI0TIYHOTO MPOII0
IlepcrieKTHBHI PUHKH: HayKOBi yCTaHOBH
XapakTep cniBpOOIiTHHIITBA 3 iIHBECTOPOM
IToTpiOHMUI 00CAT iHBECTHILiH, THC. TPH.: 1500
IIpaBa, 0 HaAAIOThCS iHBECTOPY MiCJIsA 3aBEPLIEHHSI POOOTH:
HasiBHicTB Gi3Hec-myIaHy: Hi
TexHiKO-€eKOHOMiYHE OOrpyHTYBaHHSI. Hi
IToTeH1iaIbHU 00OCST POZAIKY, THC. TPH.: 0
OuikyBaHHI TepMiH OKYIHOCTI (POKiB): He Bu3HaueHO

JonmaTkoBa iHGOpMaILisi: Ha yMOBax JOrOBOPY

IX. Bi6siorpadiuyHuii onuc
Kizub I, Pavlova A., Johnson, Soloviev A, Zholos A. Rho kinase and protein kinase C involvement in vascular smooth
muscle myofilament calcium sensitization in arteries from diabetic rats. Br. J. Pharmacol, 2010, 159, 1724-1731,



Soloviev A., Tishkin S., Ivanova ., Zelensky S, Dosenko V, Kyrychenko S, Moreland RS.. Functional and molecular
consequences of ionizing irradiation on large conductance Ca2+ activated K+ channels in rat aorta smooth muscle
cells // Life Science - 2009. - N 84. - P. 164-171; Kizub I., PavlovaA., Ivanova I., Soloviev A. Protein kinase C-
dependent inhibition of BKCa current in rat aorta smooth muscle cells following -irradiation. Int. J. Radiat. Biol.,
2010, 86, 291-299; Soloviev A., Prudnikov 1., Tsyvkin V. Tishkin S., Kyrychenko S., Zelensky S, Ivanova L;
Electrophysiological and contractile evidence the ability of human mesenchymal stromal stem cells to correct
vascular malfunction in rats after ionizing irradiation. The J. of Physiol. Sci. (Japan), 2010, 60, 2, 161-172; Soloviev A.,
Tishkin S., Kyrychenko S..Kizub I., Ivanova 1., Novokhatska T., Dosenko V. siRNA-targeted to C-kinase gene
expression restores BKCa activity and endothelium-dependent relaxation in rats with arterial hypertension
Proced. of The Main Meeting of the Physiol. Soc., PHYSIOLOGY 2010, 30 June - 2 July, University of Manchester,
UK, p. 57; Soloviev A., Kyrychenko S., Novokhatska T. et al. The role of protein kinase C in vascular dysfunction
following vascular dysfunction following ionized irradiation and essential hypertension development:
pharmacological correction with a target-specific siRNA. Abstr. of the 5th Annual Protein Kinases in Drug Dicovery
conf., May 27-28, 2010, Boston, USA; Soloviev A., Prudnikov I, Tsyvkin V., Tishkin S., Kyrychenko S., Zelensky S.,
Ivanova I. Human mesenchimal stem cells as a novel approach for radiation-induced vascular malfunction therapy
J Physiol (2009) Proc Physiol Soc 15, C142; Soloviev A., Tishkin S., Kyrychenko S., Kizub 1., Ivanova I., Novokhatska T.,
Dosenko V. siRNA targeted to C-kinase gene expression restores BKCa activity and endothelium-dependent
relaxation in rats with arterial hypertension J Physiol (2010) Proc Physiol Soc 19, C90; Kyrychenko S., Dosenko V.,
Ivanova 1., Tishkin S., Soloviev A.. Is the BKCa channelopathy the main reason for radiation-induced arterial
hypertension? J Physiol (2008) Proc Physiol Soc 13 PC42; Kizub 1. V., Johnson C. D., Soloviev A. I., Zholos A. V.
Vascular contractility in streptozotocin diabetic rats: the role of protein kinase C in adrenergic agonist and calcium
sensitivity J Physiol (2008) Proc Physiol Soc 11 PC141; Kizub I. V., Pavlova O. O., Ivanova L. V., Soloviev A. 1. Ionizing
irradiation inhibits large conductance Ca2+-activated K+ current in rat aorta smooth muscle cells via protein
kinase C J Physiol (2008) Proc Physiol Soc 10 PC2



X. 3aKJIlI0YHi BiTOMOCTI
KepiBHHK I0pHAHYHOI 0COOH

IlepeJtik 0Cci0O-BHKOHABIIiB
IBanoBa Ipuna BomogumupisHa
Boriinosa JlromMmuna BacuiiBHa
Janosa IpuHa BiagucnasiBHa
JlemuyeHko AHaToi MixaitioBu4
Jobpenst Hatanis BononumupiBHa
3enencbkui Ceprii Mukosanosud
Kupuyenko Cepriit BacuiboBud
Ki3y6 Irop Bononumuposuy

[IpypHikoB Irop Muxainosny
(k. 6. H., 03.00.04)

ConosiioB AHatoJii IBaHOBUY
Tumkin Cepriit Muxannosuy
XanpyJliH AHnpii Pamunosuy

Xpomos Osiekcanap CraHici1aBOBUY

BignoBigasbHUMH 3a HiATOTOBKY

00JIiKOBUX JOKYMEHTIB
Tenedon

PeecTpartop

KepiBHuKk Bigginy YKpIHTEI, mpo €

BiZNOBiZaJIbHUM 32 pe€eCTpallilo HayKOBOi

OisIIBHOCTI

ByxtiapoBa TeTsHa AHaToJiiBHa




