O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHHH 00J1iKOBHI HOMep: 0406U000220
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peecrtpamnii: 19-01-2006

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. [TaBnoBa Onekcangpa OsekcaHpiBHA

2. Pavlova Oleksandra Oleksandrivna
KBasmigikamis:

InenTudikarop ORCID ID: He 3acrocosyerbcs
Bup, pucepranii: kanguzaar Hayk
AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIIndp HayKoBOi crieniajIbHOCTI: 14.03.05
HasBa HayKoBOi crieniaJIbHOCTI: Papmaxosorisa

T'anyss / ramysi 3HaHB. He 3aCTOCOBYETHCS

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs

Jlara 3axHcCTy: 21-12-2005

CreniaJbHICTh 32 OCBITOO: 7.070401

Micue po6oTH 34,00yBaya: Inctutyt GpapMakosorii Ta TOKCUKOIOTi

Kopg 3a €IPIIOY: 02011901

Micue3HaxoaKeHH: 03057 m. Kuis, ByJ1. Exxena IloTee, 14

dopma BaacHOCTI:

C(l)epa praBJIiHHﬂ: Axanemiss MeIMYHUX HayK YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT

Indp cneuniasnizoBaHoi BY€HOI paau (pa3oBoi creniaiizoBaHoi BY€HO1 pasu): /1 26.550.01
IloBHe HaiMeHYBaHHSI IOPHUAHUYHOI 0COOH: [V "lucTuTyT Ppapmaxosorii Ta Tokcukosnorii HAMH Vkpainn"
Kopg 3a €IPIIOY: 02011901

Micue3HaxoaKeHHS: ByJ1. AHTOHa llenika, 14, M. Kui, KuiBcbka 06:1., 03057, Ykpaina

dopma ByracHoCTI:

Cdepa ynpaBiriHHS: MiHiCTEPCTBO OXOPOHH 3710POB ' YKpaiHu

InenTudikarop ROR: He zacrocosyerscs

IV. BimomocTi Ipo niznpueMcTBO, YCTaHOBY, OpraHi3alliio, B sIKi# 0yJ10
BHKOHAHO JHCEPTaIlilo

IloBHEe HaliMEeHYBaHHS IOPUAHYHOL 0COOH: THCTUTYT papMaKoJIOTii Ta TOKCUKOJIOTIi

Kog, 3a €EIPTIOY: 02011901

Micue3Haxoa KeHHs: 03057 m. Kuis, Bys1. Exxena [ToTbe, 14

dopma ByracHOCTI:

Cq)epa yIIpaBJIiHHﬂ: Axazemis MeIMYHMX HayK YKpaiHu

InenTudikarop ROR: He zacrocosyerscs
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1. 3minu Ca2+-4yTIMBOCTI CKOPOTJIMBOTO aNapary rJlafeHbKUX M's13iB CyIUH B YMOBax 6J10Kagu nporeinkiasu C

IIPY Ba30CMNACTUYHNX CTAHAX Pi3HOTO reHe3y (€KCIEPUMEHTANIbHE NOCTiIPKEHHS])

2. The alterations of vascular smooth muscles contractile machinery Ca2+-sensitivity with protein kinase C
blockade at different genesis vasospastic conditions (experimental study)

Pedepar:

1. luceprauio IpuCBsIYEHO AOCIIIKEHHIO 3MiH PEAaKTUBHOCTI CKOPOT/IMBOrO arapary rj1ageHbKOM d30BUX KIIITUH
apTepii Npu Ba3oCNacTUYHUX CTaHax Pi3HOI eTiosorii Ta posi nporeinkinasu Cy nux npouecax. BctaHoBjeHO, o
3POCTaHHS PEaKTUBHOCTI [TIaleHbKUX M'SI3iB apTepill Ipu rinokKcii Ta reHETUYHO IeTepMiHOBaHil rinepTeHsii
00yMOBJI€HO MiaBuleHHs Ca2+-4yTJIMBOCTI CKOPOT/IMBOTO anapaTy LuX CyAuH. TakoxX NpoJeMOHCTPOBAHO
3POCTaHHA KaJbLi€BOi 4yTIIMBOCTI CKOPOTJIMBOIO arapary M'a30BOi CTIHKY apTepiii Mif, A€o g-OnpOMiHEHHS, IIPU
YoMy 3 YacOM IIi e(peKTH CTaloTh OibLI BUPa)keHUMH. Y poOOTi ITO0Ka3aHo, o 6;10kazaa nporeinkinazu C npu
BUIIECHABEIEHNUX Ba30CIACTUYHUX CTaHaX HOpMaJlidye Ca2+-4yTJIMBICTbh CKOPOTJIMBOTO anapary rj1aZeHbKOM S30BUAX

KJIITUH KPOBOHOCHUX CYIUH.

2. The aim of present study was to investigate the possibility of protein kinase C (PKC) participation in mechanisms
of different vasospastic conditions development via its influences on vascular smooth muscle contractility



properties. It is known that one of possible mechanism of vasospasm development is increasing of contractile
machinery sensitivity to Ca2+ in vascular smooth muscle cells (SMC). We investigate the alterations in PKC-
mediated Ca2+-sensitivity of contractile machinery in vascular SMC at models of different aetiology hypertensive
and vasospastic conditions including pulmonary vasoconstriction elicited by hypoxic influence, genetically
determinated hypertension, and hypertension elicited by action of whole body ionizing irradiation. Investigations
were made on chemically permeabylized (skinned) isolated rat pulmonary artery and rat aorta segments. In b-
escin skinned rat pulmonary artery segments hypoxia (pO2=10-20 mmHg) elicited shift in pCa-tension curve to the
left that suggest about increasing of SMC myofilament Ca2+-sensitivity. Application of chelerythrine (10-6 M) and
staurosporine (10-7 M), the potent PKC inhibitors, at normoxic condition (pO2=135-145 mmHg) had no effect on
Ca2+-sensitivity of contractile machinery in rat pulmonary artery SMC. However, at hypoxic condition
chelerythrine and staurosporine elicited shift of pCa-tension curve to value registries at normal oxygenation.
Hypoxia elicited shift in pCa-tension curve to the right in b-escin skinned rat aorta segments that suggest about
SMC myofilament Ca2+-sensitivity decreasing. Chelerythrine (10-6 M) or staurosporine (10-7 M) application had no
effect on pCa-tension curve neither at normoxic no at hypoxic conditions. In experiments on skinned segments of
rat aorta taken from spontaneously hypertensive animals was observe shift in pCa-tension curve to the left
compared with rat aorta of normotensive animals suggesting that SMC myofilament Ca2+-sensitivity is increased.
PKC inhibitors chelerythrine (10-6 M) and staurosporine (10-7 M) significantly increased the pCa50 value for pCa-
tension relation. Similar results were obtained on rat aorta radiation treated animals (9th and 30th days after
whole body exposure to radiation, dose 6 Gy, source Co60) where registers increasing of pCa50 to compared with
rat aorta of control normotensive animals. The additions of chelerythrine (10-6 M) or staurosporine (10-7 M) in
bath solution decrease the Ca2+-sensitivity of contractile machinery in rat aorta SMC. To summarise, we have
shown that contractile machinery Ca2+-sensitivity of vascular SMC is increased at different vasospastic conditions
via PKC activity increasing. We conclude that PKC-mediated increase of calcium sensitivity of contractile
machinery in vascular SMC is one of the common mechanisms that can contribute to different genesis vasospastic
conditions development. Our date also suggests that PKC inhibitors can normalised the hyperreactivity of vascular
smooth muscle at hypertensions elicited by different reasons.
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