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1. 3acrocyBanns PHK-inTepdepeHuii nenbra-isopopmu npoteinkinazu C as Kopekuii cyguHHOI qucdyHKLii npu
apTepianbHil rineprexsii

2. Application of RNA-interference therapy targeted to protein kinase C for correction of vascular dysfunction
under arterial hypertension

Pedepar:

1. Incepraniiina po60Ta IPUCBIYEHA EKCIIEPMMEHTATILHOMY BUBUEHHIO POJIi AesbTa-i30¢opmu nporeinkinasu C
(TTIKC-penbTa) y pO3BUTKY apTepiasibHOI rinepreHsii(Al’) y mypis Ta ZoCIiIkeHHIO (papMaKoTepaneBTUYHO]
edexruBHocTi PHK-inTepdepentii 3a nonomoroio manux intepdepytounx PHK (MiPHK) Ta MiPHK Ha ocHOBI
nnasmigHoro Bekropy (m1PHK). BctanosseHo, 1m0 3actocyBaHHs MeTony PHK-inTepdepeHL1ii y mypiB 3 reHETUYHO
IetepMiHoBaHolo rineprensiero ([T nys npurHideHHs ekcnpecii rena [IKC-nesbTa BUKJIMKAae TPUBAJINI Ta
cTabinpHui iHTepdepeHiiiHui eeKT, o IPOSIBISEThCS B icTOTHOMY 3MeHIIeHHi piBHS exkcrpecii MPHK TTKC-
nenbra. Beenenns MiPHK ta ninPHK npusBoguTh 10 36isblIeHHS LiIbHOCTI TpaHcMeMbpaHHuX K+-ctpymis B 'MK
a0pTH 3a PaXyHOK BilHOBJIEHHS NIPOBiTHOCTI 4yepe3 BKCa KaHanu. BcTaHOBIEHO TPaH3UTOPHE 3HMKEHHS
apTepiasbHOTO TUCKY Y JOCJIIHUX WYPIiB BIIPOLOBXK 2-X TWXKHIB Miciia cansnieHcuHry reny [IKC-genbra. Takum

YUHOM, 0710KyBaHHs reHy [IKC-pesnbTa Npy3BOLUTS 4O BUPaXKeHOI HOpMastizallii BA30AnIaTaTOPHOTO [TOTEHLIiay



CYIVHHOI CTiHKM 1pu Al', 0 [ae NifCTaByu BBAKATU IEPCIIEKTUBHUM 3aCTOCYBAHHS JAHOTO METONY [JIs1 KOPEKLIi
CY[IMHHUX IUCHYHKII.

2. The dissertation is devoted to the efficacy of PKC-delta gene silencing in the experimental therapy of vascular
abnormalities related to ionic channelopathy, vascular hypercontactility and high blood pressure in spontaneously
hypertensive rats (SHRs) using RNA-interference (RNAi) technique: small interfering RNA (siRNAs) and plasmid-
based siRNAs (pIRNAs). The expression profile of PKC-delta mRNA transcripts and protein level in SHRs aorta were
significantly decreased after PKC-delta RNAi using both siRNAs and pIRNAs. The repairing effects of RNAi therapy
on BKCa channels activity and vascular relaxant responses were studied. It may be likely that PKC-delta gene
suppression by RNA-interference appears to be a good approach to inactivate unwanted gene encoding function
and to normalize vascular tone damaged in arterial hypertension.
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