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KaHAHAara 6noro rHqecKHX HayK Kapuyures a Ane Kcefl B ar epreBprqa Ha Avccepraqr{ oHHyro

pa6ory Tonrn"ur.rua Bnrcropa flnrcoJraeBrrqa <<Ka.urqrreBbre KaHaJrbr TRPV5 u TRPV6 n

"rrurvr$oqrlTax rleJroBeKa: rrAeHTuQurcaukrfl, rt MexaHu3Mbr peryJrflrlnr{)>, npeAcraBneHHyro Ha

coucKaHue yrleHofi creneHr{ KaHAvrrura 6nororuqecKr{x HayK no ctrequ€LrrbHocru 03.03.04 -
Krero.IH ag. 6uottolr9., ul4Tonof Ltfl,, lvrcronorllfl.

Anrya"ubHocrb reMbr.

flucceprarluoHHa.rr pa6ora TorvrurHna B.H. rocB.srleHa u4eurH$r.rKaur.rn pr

rlccneAoBaHrlro MexaHr{3MoB peryrrflrJur4 Kanbrll,IeBbrx KaHiLrroB TRPV5 u TRPV6, oruocflrrlr4xcfl

r 6olrruoMy cyilepceueficrBy r{oHHbrx KaHaJroB TRP (transient receptor potential), n KJrerKax

ruarra$o6lacrHofi refixerrzu Jurkat vr B HopManbHbrx nuna$oqr4Tax, BbrAeneHHbrx pr3

uepuSeprrecxofi KpoBr{ r{erroBeKa.

ArryanrHocrb Aauuofi pa6orrr olpeAenrercfl TeM, r{To BHyrpnKreroqurrfi Caz*

.lBJlflercs oAHHM H3 BaxHefiruux pefyntropoB MHorr,rx $u:nolofrrqecKnx Lr rrarororlrrrecKr.rx

npoqeccoB, lrpoucxoA.alrlnx B KJIerKax KpoBrI, BKrroqaq AerpaHyn-flrlnrc v uponu$eparluro

KJIeTOK, tIpOAyKUI{rO UIITOKT.THOB, pefynsqXrc 6erxon ulrTocKeJrera, aKTrrBarIHro KrreToqHbrx

KLIHa3 Ia SocSara3, TpaHcxpl,Irllldousrtfi KoHTponb LI MoAynflrlr{rc rroBepxHocrrrbrx peqenropoB.

,{o cnx ttop rlpltH.f,To crII,ITarb, rrro ocHoBHofi nxraA B [ocryrrJreHze r{oHoB Caz* B KJrerKr{ KpoBH

BHOCST KanbIIUeBbIe KaHaIIbI, aKTI4BI{pyeMbIe OnyCTOrleHHeM BHyTpt4KneTOrrHbrX Kanbrlr{eBbrx

Ae[o. O4uaxo, KaHiuIbI cylepceMeficrsa TRP raKxe rrpr4Hr4Maror yrracrr4e Bo BXoAe Caz* B

KiIerKy, Ho pIX ponb B xu3HeAesrenbHocrr{ mana$oqrlToB ocraerc.s cla6o usyueHuofi.

Crpynrypa H o6reu Ar{cceprarlvvr.

Crpyxrypa Anccepraullu coorBercrByer o6uleupr4HrroMy nnaFry H BKJrroqaer B ce6s.

BBeAeHI{e, o6sop nl{Teparypbl, otrucaHkre MeroAoB r,rccneAoBanr4fl, pe3ynbrarbr co6creeHHbrx

gKc[epI4MeHToB, o6cyNgeuue nonytIeHHbIX pe3ynbraroB. B KoHUe Alrccepra\r4u nprrBeAeHo

o6ruee 3aKnIoqeHLIe, BbIBoAbI 14 cnLIcoK llcloJlb3onassoft nr4Teparypbr. [ucceprarlr4oHHafl

pa6ora Ia3JIo)KeH a Ha 104 crpaHlluax MarlrplHorlrlcHoro reKcra, r{Jrrrrocrpr,rpoBaH a 35 p[cyHKaMr4.

Bu6nuorpaSux BKJrroqaer 1 87 HcrorrHr{KoB.

flpegcrasneHurtfi o6sop nl,ITeparypbl iloArrepKr.rBaer aKTyanbHocrb nsyraeuofi

upo6lervrsl. B HeM Aaercq o6tr1afl,xapaKreplrcrl4Ka poxu r4oHoB C** B aKrr{BaL\Hvr rrarMsoqnron

14 OIIuCaHLIe KaJIIIII{eBbIX KaHaJIOB, OTBeTcTBeHHbIX 3a BXOA C** B nranr$oquTax. Oco6Oe

BHHMaHI{e yAeneHo paccMorpeHr{ro KaHaJroB cynepcevreficrna TRP. B qenoM nlrreparypurrfi

o6:op ALIccepraIIHoHHofi pa6orbl sBl,IAerenbcrByer o xopoueM 3HaHr{rz aBTopoM coBpeMeHHoro

cocroflHvrfl r4ecIreAoBaHufi s AaHuofi o6nagrr4, rrro [o3BoJrl{no rofr.rqecxu o6ocHoBarb rlenu r4



3AAALIJ''I Ilt C CneAO BaHI4fl,.

B rJIaBe Marepl4anbl vr MeroAbI I,IccneAoBanug. [aercfl rroApo6Hoe orrncaHue

MeroAIIrrecKHX [pI{eMoB, Iro3BoJrr4BIrrI{x rageuru$rruprpoBarb Kanbrl[eBbre HoHHbre KaH€urbr Lr

I{CCneAOBaTb MeXaHI{3Mbr HX pefynsulr,:n, vrsy.r^lrTb r{x sKclpeccr4ro Lr cTpyKTypHbre oco6eHsocTrr.

Pa6ota BbItIoJIHeHa Ha BbrcoKoM MeroAr.rqecKoM ypoBHe. B nponeAeHHoM r4ccneAoBantrv aBTop

[po.qeMoucrpl,IpoB€ul KB€L[[SraqupoBaHHoe BnaAeHr,re coBpeMeHHbrMr{ BbrcoKorexHorrorr,rrrHbrMr{

3KcneppIMeHT€uIbHbIMI4 MeroAaMLI: MeroA JroK€ulbHoft Surcar\krkr noreHrluma (patch clamp) e

rou$urypaullflx whole-cell vr outside-out, IaMMyHoSnyopecrleHrHoe oKparrrrdBaHr{e KJreroK.

flpuvrenseMble MeroAI{KId aAeKBarHbI rlocraBJreHHbrM 3aAarraM prccneroBanvrfl, o6lenr

IIpOBeAeHHbIX SKClepuMeHTOB AOCTaTOTIeH Anfl nonyqeHl,I.s CTaTI{CTLIqeCKI,I AOCTOBepHbIX

pe3ynbraroB. llolyueuHble aBropoM sKcleplrMeHTaJrbHbre AaHHbre xopotuo AoKyMeHrr4poBaHbr.

,{ocronepHocrb [onyr{eHHbrx pe3ynbraroB He Bbr3brBaer couseuufi.

Creuerrn rrayvHofi HoBI{3HrI pe3yJrbraroB vr ocHoBrrbrx rroJror(eruuit

Ar{ccepTaIIrIrI, BbIHo cI{MbIX IIa 3 alrlrrTy.

llpe4craBrleHHble pe3ynbrarbl llccneAor,antrs,, 6es coMHeHrrr.fl, r{Me}or HayrrHyro

HoBI,I3Hy 14 Ba)KHbI rnfl roHI,rMaHHq KaK [pr.rKnaAHbrx, TaK v $yn4anaeHTaJrbHbrx BotrpocoB

KaJIbUI{eeofi curuanl{3alluu. B npoBeAessofi HayrrHo-IlccneAoBareJrbcKofi pa6ore BlepBtre 6rrln
3aperucrpllpoBaHbl v n4enru$uqr{poBaHbr Karrbrlr4eBbre KaHaJrbr TRPV5 kr TRPV6 B

HopManbHbIX nurra$oql{Tax qeJIoBeKa v B KJIerKax rrr4Huu Jurkat. C rroMorrlbro MeroAa

I,IMMyHoSnyopecqeHuLIu 6ltla noArBep)KAeHa oKcrpeccrr{ KaHurnos TRPV5 u TRPV6 s KJrerKax

Jurkat u m.rrrr$oqr.rrax qenoBeKa. lloxagaHo, rrro KaHanu TRPV5 u TRPV6 e KrerKax Jurkat

cuoco6Hrr o6pasoBblBarb KaK roMo- TaK I,I rereporerpaMeprr. BuepBbre [potr3BeAeHo cpaBHeHrre

xapaKrepl{crl.IK 14 sKcrpeccul4 KaJIbIIUeBbIX KaH€LIIoB TRPV5 v TRPV6 B KJrerKax Jurkat kr

HopMurnbHbIX nuvrSoql{Tax ueprnSepuqecxofi KpoBH rrenoBeKa. BrLseJreH rroBbrrrreHHbrfi yponeur

aKTLIBHocTII KaH€LIroB I,I 3Kclp eccw TRPV6 B KIIeTKaX Jurkat tro cpaBHeHHIo c HopManbHbrMr4

nuuQoqvraMvr, tITo roBopI,IT o rloreHllllamuofi ponu orrirx KaHuuroB B 3JroKaqecreeHuofi

rpanc$opMaul,Iu nurraQoqldroB. lloxasauo, rrro BHeKJreroqutrfi pH nor4eficrnyer rra aKTrzBHocrb

KaHanoB TRPV5 u TRPV6 B KJIerKax Jurkat. Bnepnrre, rroKa3aHa KoJroK ant3awrfl KaH€rJroB

TRPV5 u TRPV6 c xrarpllHoM a raK)Ke c 6erxoM, MapKepoM paHHero sHAorluro3a - EEAI.

Bnepnrte flonyrreHbl pe3ynbrarbr [o3BoJr.rrrcrlr4e cAenarb BbrBoA o perynrapyrorqefi pont,t

sHAoIIHTo3a B aKTI{BHocrlr KaJrbrlr4eBbrx KaHzLrroB TRPV5 v TRPV6 B rrJra3Marnqecxofi

ueu6pane KneroK Jurkat. llonyveuHbre AaHHbre cyulecrBeHHbr Anr troHvvralkrfl. ponr4 KaHaJroB

TRPV5 u TRPV6 B HopMzrnbHbIX Lr [arorlorllr{ecKr{x [poqeccax B runr$oqr{rax rreroBeKa.

(Dyn4al,reHTuLIIbHoe 3HarreHne r{Meer anaJrus B3arrMocnssefi gHAorlr4To3a r{ KauuurbHrrx 6erxon,

KaK KTIIOT{eBO|O 3BeHa B KOHTpOne ypOBHs BHyrpr{KJIerOrrHOro Kanbrlr{s KrreroK KpoBr4.



SxcuepuMeHTuulbHble ,{aHHbre o6cyxgeHbr aBTopoM c [puBneqeHr{eM coBpeMesnofi

nl4Teparypbl. Hayuuste flofloxteHlrs Lr BbIBoAbr [onHocrbro BbrreKaror H3 pe3ynbraroB

co6crsenHblx 3KcnepHMeHToB, coorBercrByror rIocraBJreHHbIM 3aAarraM r.r xoporuo corJracyrorc.f,

C pe3ynbTaTaMH, [OnyqeHHbIMH ApyrLIMLI UCcIIeAOB aTeJIfl MI,I.

MarepzaJlbl Auccepra\krr4 AocrarorlHo [onHo orpaxeHbr B BocbMH rreqarHbrx

pa6orax, BKJIIotI€u .4Be crarbvr, ony6maxoBaHHbre B orerrecrBeHHbrx kr sapy6exHbrx

perIeH3I,IpyeMbIX Lr3aaHlflx, H rrrecrb re3lrcoB AoKnaAoB. Marepualu uayuuofi pa6oru

AonolKeHbl kr o6cyN4eurt Ha AByx poccuficxux kr AByx Melr(AyHapoAHbrx xousepeHrlusx.

AnropeSepar Aucceprar\krtr coorBercrByer rpe6onaHprsM BAK PO u rroirHocrbro orpalxaer

coAepxaHlde 4nccepTarlnu .

flpuuqurrr{aJrbHbrx 3aMeqa:uuit x pa6ore Her.

3aK,rrro.reHLre.

flo arryarlbuocrlt, HoBLI3He I{ o6relay rrpoBeAeHHbrx uccneAosarruia Alrccepra\vfl,

Burropa HuronaeBurra Toruurnua <KarbrlrleBbre KaHanbr TRPV5 n TRPV6 B nr.rrvrsoqurax

qeiloBeKa: HAeHTIaSrExaqvfl. Lr MexaHI43MbI perynqquu) qBflrercr Hayr{Hofi rnzulnszq[posaHHofi

pa6orofi 14 coorBercrByer rpe6onanprflM u. 9 <lloro)KeHlrs o [pucy)KAeHr4r yrreubrx creneHefi>

or 24 cenrr6p x 2013 r. l\b 842, yrBepxAeHHoro rrocraHoBJreHr{eM llpanurerrbcrBa Poccprficxofi

@elepaulll{, [peAbflBJI.f,eMbIM K Ar4cceprarrkrflM, BbrABr.rraeMbrM Ha corlcKauue yueHoft crerreHr{

KaHAlIIara 6uonoruqecKl{x HayK, a aBTop 3acnyxraBaer rrpucBoeHrar ucrouofi creneHkr rro

cle{uanbnocrl,I 03.03 .04 - Kleroquax 6uonorr4fl., uLrronorvrfl,. rucroJroru{.
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