
BIA3I,IB

o ipiqi fi noro orroHeH ra Ha Arrceprallifi ny po6ory

Tonon Inru u On exc au dpieru u <<@yurqioHarsrruir craH Kr{rlrKoBo-acoqifi osaHoi

riu$oianoi manunu urypin B yMoBax coqianrnoro crpecy i upn rr,ro4yuqii

cKJraAy KLrruKoBoi vrirpo$roprlD), rroAarry e cueqiarisonarry BqeHy paxy I.

26.198.01 npu Incrzryri ipi:iororii irr,r. O.O. Eorouoluln HAH Yrpainu na

a4o6yrrr HayKoBoro cryrrerrf, KaHALrAara 6iororiqHlD( HayK

sa cnelliannricuo |4.03.04 - rraroJlori.rHa @i:iororix.

Arcrya.irrnicrr o6panoi TeMrr. Bupo4onx crorirr xpoHiunufi crpec e

nesNriHHHN{ cyrryTHr{KoM )Kr{TTr JrroA}rHrr, xrcuit, He3aJIexHo sia ctati, niry,

rrocaAr4, pinnx AoxoAy fi inrererryaJrbHoro po3Br4rKy in4uni4yyrvra BrIJIuBae Ha

$oprraynanux craHy a,qopon'r qiroro HaceJreHHlr 6yAr-xroi rpainn. 3Aarsicrr

oprauisnry [porrrcro-rrrn pisnoro poAy HecrrpnrrnrrBLrM BTIJII{BaM HaBKoJItI[IHboro

cepeAoBrrrqa i naroreHHr4M opranisuau, sri 3Haxo,{rrbct B nifi, 3HaqHo

3HrDKyerbcs B yMoBax nocrifiHoro rrcuxoJrori.rHoro Harrpyx(eHnr i 4lrcrcorvrQopry.

Ha $oui xpouiunoro coqiamnoro crpecy, coqianrno-eKoHoMi.{Hoi

necra6imnocri n Y4paini nporxroM ocraHHix 4ecaurpiv cuocrepiraeruct 3HaqHe

uiAsrd[IeHrts. 6ararbox rrarorori.rHrax crauin, BKJTIoTIaK).II4 qyKposuft AiaSer 1

TLIrry, sauanrHi 3axBoproBaHua KururisHzry, iH$enqii, nyxnuHz. Hessax IILI Ha

3HarrHe qucno HayKoBr4x ny6nircaqifi uo laHifi npo6rervri, rqo 6araro Irnrarlb

3€uu4ruarorbc.fl nenupiureHr4Mn, oco6nneo B unani BnnrIBy xponiuHoro

coqialrnoro crpecy na QynxqioHynanrur BpoA)r(eHoro ra a4:anrllBHoro JIaHoK

irraynirery B KlrruKoBo-acoqifioeaHoi rirraQoi4noi TKaHrrHkr, i qe e ToJIoBHI{M

HanprMKoM Aauoro .qocriANeHru. Torvry :'xcynauus uexanisuin, srci rexat n

ocnoei BriKJrr{KaHr4x crpecoM 3axBoproBaHb csiA.rars rrpo MeArruny ft coqialrny

sHa.ryrqict npo6neMv\ a [epcneKTusHicm ii nus.reHnr, o6yuoBJlloe eaxrllsicru

AocniAxenns i po6um po6ory Tonor I.O. neo6xi4noro, cBoeqacHorc Ta

AKTV€IIIbHOIO.



rrp03arr€IJIbHI,IX

AOCJIiAXEHIIf,

llonflsHa Aoc.rriAxeHns i orpnuaHrx pesy.nrrarin. Hayrona HoBI{3Ha

AocriAxenns 6eenocepeAHbo nIarixae 3 orpllMa'atu', y po6ori opurinalbHlax

pe3yJrbrarin. AnropoM po3po6neni uoni cyrauri cuoco6u nayroBl{x Aocni4xenr,

qo o$opMneHo y BrrrmAi uarenrin YrcpaiHu <<Cnoci6 i4eHrnQiraqii T-xennepin

17 rnrry (Th17)>, <<Cnoci6 i4enru$ircauii CD25+Foxp3+ peryntropnnx T-rnirlur

(Treg) y ricronori.{Hux apisax> ra <<Cuoci6 e4{ireHss PHK s SirconaHLIX B

pigrHi Eyena ra 3aJrr{rax n napaQiHoei 6roKu spasrin rKaH}IH)>. 3asAsrla IIboMy

BAuurocb orpr4Marrr [pr{HqurroBo Hosi 4ani, a caMe noKa3aHo, I{o po3BI4ToK

xponiunoro corlizurbHoro crpecy npH3BoALIrr Ao sNaiH posuo4irry TLR2-/TLR4'- i

Nf-kB*-nirvrsoqnrin, Auclatancy ThllTh2 i T.relThl7-tsfirus, gltitt saranrHoi

xilrxocri LMP2*- i XBPl*-nirraQoquriB, 3HriDKeHnx pinnr excnpecii MPHK Nr3c1-

ra AdrB2-peqerrropin, a raKo)K s6irulueHHfl rpaHcxpunqifinoi arrzsHocri renis

qurorinie i Nlrp3-in$narvracoMg. Anropona Al{ceprallifinoro

eKcrrepnMeHT€ulbHo o6lpynroBaHo neo6xiAnicrr o6epexuoro

CTABJIEHH-fl ,IIO nro,4yuqii cKJIaAy KrrrrrKoBoi rvrirpoQJlopucraBJreHH.fl Ao uo4ylxqii cKJraAy KrrrrrKoBol MtKpoQJIopIl 3a AorloMoroK)

anru6iorurie ra npo6ioruris ga yraoB crpecy qepe3 nipori4nicrb rlocurleHHfl

pinrx uposanalruoi curHarisarlii, Td, ni4noni4Ho, firrloripnocri po3BI4rKy

3arruurbHrrx ra ayroirrryHnux 3axBoproBaHb KrII[eqHI{Ky. Tarrau qI,IHoM, y po6oru

Aoc.iriAxeHHfl. Y 4zcepraqii

BaroMe 3HaqeHHr .qrr eupirreHHt

Bnepile scrauosreHi uenni irr,rynni N{exanisNlz amunaqii nposanarluroi

cnrnanisaqii n rnurxoBo-acoqiftoeaHifi duQoi4noi xaHuni n yvlonax xponivnoro

coqiamuoro crpecy.

Teopern.ure 3HarIeHHfl pesy.rrsrarin

HaBeAeHO TeOpeTHrIHe y3afaJIbHeHHf, tKe Mae

aKry€urbHoi nayronoi sa4aui cyracuoi naroQisionorii ra iuynonorii uloAo ollisru

BrrnlrBy xponiunoro coqianrnoro crpecy Ha $ynrcqioHyBaHHt BpoAlKeHvrx ra

aAarrrrrBHr{x KoMnonenrin inrynirery Ha ocHoBi scraHonJleHHt HoBI[x MexaHl3MlB,

.f,ri florcHrororb rrpeB€rrrrcBaHHrr uposanalrnoi curnanisallii B KI,IrrrKoBo-

acoqifioeaHoi niu$oi4noi rranuni. y 4I,rcepraqii eKcrIepI/tMeHr€rIIbHo

o6qpynroBarra y3araJrbHroroqa cxeMa, rqo nncnirmoe il,ryHni uexanigvru

xponiunoro coqianbHoro crpecy - aKTrlBaIIir epo4xeHax KoMrIoHeHrie irvrynnoi



clrcreMr4 TLR2*/TLR4*- i Nf-kB*-nirvrQoqnris si 3pocraHrrrM TpaHcKpLtrqifinoi

aKTrrBHocri renis rpo3arr€rJrbHrrx qnrorcinis ra Nlrp3-inQlarr,racoMll; 4otuinynaunr

Thl- i Th17-lil,r0oqirie; 3MeHrrrenH.s rilrrcocri CD25*-, Foxp3*- i CD25*/Foxp3*-

nirvrQoqurin, qo Moxe cnpwffu erpari ayroronepaHtrocri; grvrina pinnro

TA reHepaqlii irvryno4orvrinaurHnx enironis sHacriAor[poqecplHry aHTHfeHB Ta leHepaqrr rMyHOAOMlHaHrtt.lcx elrrruurl' l'rlauJuA\rn

ivrynouporeacoMHoro 4e$erry; ropyrreHHir siauonili Ha He rropnyri 6imu, ulo

anrHrenis

cnpure ix HaKolI4tIeHHIo ra 3Hrlx(ye eQerrunnicru

uyuunocri ruirun-r,rimesefi Ao rnroKoKopruroiAin ra rarexolauiuin qepe3

3HuxeHHr pinnx ercnpecii rraPHK ix peqenropin. Orxe pe3ynbrarla AocliAxeHHt

po3rxr{prororb reoperuuHi Qyn4arvrenramsi 3HaHHt rlpo Qarropn prl3uKy ra

N4exanisNau po3BtrrKy 3arr€rJrbHlrx ra ayroirrryunux 3axBoploBaHb KIII[eqHLIKy.

llpanru.rHe 3HaqeHHfl peryJrrraris Aoc.ltiAxeHHfl. llparruuHe 3HaqeHH-f,

oAep)KaHax pe3yJrbrarin, nonnrae B ToMy, rqo aBTopoM nornn6leni yflBJIeHHfl o

uexaHiguu po3Blrrry irvrynrux ropyrueHb B yMoBax xpouiunoro coqianrnoro

crpecy ra rrpu rvro4yuqii cKJraAy KLrrrrKoBoi rr,rixpo$nopu tK MoxJlrlnnx @arropin

prl3lrKy BrrHprKHeHna ayroivryHHrrx i uposanarbHrlx upoqecin. I{i 4anni rraoxyrr

Maru MeALrrrHe ra coqialbHo-eKoHouiqne 3HarreHHt, ToMy IrIo 3Mo)Kyrb HaAarIl

HayKoBe ui4lpyurr poepo6ru HoBr.rx niAxoAis Ao roperqii crarry irvrynnoi

cr4creMr{ y uaqienris s xponiunuMkr 3anaJrbHrIMrI 3axBopIoBaHHflMI,I KIIIIe.IHLIKy'

3 OKpeMa ( Cr4HApOMy rIOApa3HeHOf O KurueqHul Ky)).

,{lrcepranrKoro, cnilrno is cuinanropaMl{, 6yrtu onosreHi, AorroBHeni ra

BnpoBaA)Kerry y rpaKrr{Ky HLr3Ktl HayKoBr/rx na6oparopifi rr,rerogu i4enrrasiraqii n

ricrororirrHr/rx apisax Thl7-rnirun i CD25Toxp3*-T-perynflropHm nirrl6oqurie,

porpo6lenufi cnoci6 nu,{ilenns PHK s uapaQiHoBlrx 6lorin, qo po3ruklproe

cyracHrafi pineur irvrynoricroxirrai.rHax ra MoneKyJLttpHo-reHerI,IqHrIX AocnlA)KeHb.

Marepia;ru Allceprallifinoi po6oru nnpoea4xeui B HayKoBy po6ory Ta

nas.ranrHuft rpoqec ra6e4p uaro0isiororii ,{niuponerponcrroi N,reAu'IHoi

araAervrii MO3 Yrcpainu, Bru{3 <Eyronuncrrraft 4epxannufi ue4u'rnufi

yninepcrarer)>, TepnoninbcbKoro Aep)KaBHoro MeAuqHoro yninepcurery iu.

" sNaiHurx AerpaAarlll;

I.-fl. fop6aqeBcbKoro, B,SI3Y <YrpaiHcbKa MeALITIHa croMaronori'rHa arca4evrin>,



XaprcincrKoro naqiouarbHoro MeAurrHoro yHinepcnrory, xa$e4pu Qiaiororii i

naroQisiororii 3 KypcoM ue4uunoi 6iolorii MeAr4rrHoro iucruryry Cyrvrcrroro

Aepx(aBHoro yninepcurery.

Cryuiur o6rpyHrosaHocri i Aocronipnocri HayKoBrrx Aoc.niAxcenr i

Br{cHoBKin, nrci cQoprvly.rrroeaHi B Ar{cepraqii'.

,,{zcepraqir Tonor Innur Onerccan4pinHr,r BrrKoHaHa Ha cfracHoMy,

AoK€BoBoMy HayKoBo-MeroAraqHoMy pinni. lSn yupirueHH.fl HayKoBLrx 3aBAaHb

s4o6yna.rerra BVKopLrcraHo KoMrrJreKc c) racHr/rx rueroAin irvryuoricroxiuiunnx,

irr,rynoSnroopecrleHTHrrx, MoneKyJrf,pHo-reHerr{qHrD( AocniAxenr ra MeroAis

crarLIcTLIKH. Yci Hayxoni rroJro)KeHHrr, BLTcHoBKTI po6oru e

rori.ruul,lr, HayKoBo o64pynroBaHr4Mt4 i s garonouipttifi

uocri4oanocri suriratoru is pesymraris ocHoBHoro srraicry po6orra, {pyHryrorbct

na SarrnvHol{y uarepiani, orpnuaHornry Ha Aocrarnift rcilrrocri Aocni4xenr,

rlpoBeAeHr4x Ha uiAcrasi aHani:y cepifinrrx ricronoriqHr,rx apisin ra Aanux ix

vropQorvrerpl{rrHkrx i 4enciroMerpr{qHlrx xapaKTep}rcrr4K y 140 caMoK rrrypiB.

3aralrHufi Auzairn 4ocri4xennx, a4exnarHufi na6ip eKcnepr{MeHTaJrbHrrx ra

KOHTpOJIbHI4X rpy[, rrlA0lp MeTOAT{K e CrraCHr4MH) BrArrOBUarOTb TTOCTaBJIeHII{

rr,reri i 3aBAaHrrflrra AocniAxeHHr ra uosHicrro Ao3BoJrrrorb ix pearisaqii.

,{ucepranroM rrpoBe.{eHufi rnn6oxufi rouryK i ananis nayxonoi nireparypu

3a reMolo Ar,rceprarlifinoro AocniAxenns. Yci pe3ynbrarrr AocniAxeHb orprrMani s

BriIKOpLrCTaHH.rrM KTaCUqHAX UerO4in CTaTTTCTHTTHOTO anariSy TA nane4eUi y

nurnr4i ta6ru,rqr n po:4irax BJracHax .qocriANeur. Anaris ra y3araJlbHeHlrf,

pesynrrarie AocriAxenr upoae4enufi pereJrbHo, 3 [ocLrJraHH.flM Ha Aani tK

nir.IusHsurlx, TaK i saropAonHkrx AocniAnurin, arci orpnvraHi 3 onpallboBaHkIx

aBropoM A)Kepen nayrconoi nireparypu.

Tarcmu qrrHoM, cryninr o6qpynrosaHocri [oJroxeHb ra nucnonrin,

cQopnrynboBaHr.rx B Ar4 ceprauifi norvry AocniAxenni e Aocrarnina.

3ntsgorc po6our 3 HayKoBrrMH rrporpaMaMrr, nJranaMn, TeMaMI{.

[ncepraqir e QpanvreHroM nnanonoi nayrconoi po6oru rca$e4pI,r rvrirpo6iolorii,

MaTeMaTLIqHOI

4ocronipuvfr,,/IvI,

nipyconorii ra irrryHonorii 3anopisnroro AepxaBHoro MeAnqHoro yninepcllrery



<<Ponr nopyrueHE nsaenaoni4HocrrH drrasoi4uoro Ta enirerianbHoro
KoMrlaprMenris iuynnoi cucreMl{ cJrr{3oBax o6ononox B po3Br{TKy
eKcrrepLrMeHr€LrrbHoi naronorib> (4epxanHzfi peecrpar{iftnufi HoMep
0 1 1 2U00 5 642). .{zcepraHr e cnisnuKoHaBrleM reMH.

ilonnora BIlKJraAeHHfl HayKoBrrx rloJlo?r(eHb, n[cnonrcis Ta
peKoMeHaallifi n onydliKoBaHrlx rpallrx. 3a renaoro Ar4ceprarlii o.rry6riKoBaHo
40 nayrcoBl4x rlpaqb, 3 HLIX 12 crareft y Br{AaHH.f,x inoseMH1lx Aepx(aB ra y

BLIAaHH-flx YxpaiHu, sri nxnroueHi 4o uiNHapo4Hax HayKoMerpruHwx 6az, y r..r.
HayKoMerpaqHoi 6azn Scopus, oSoprvrneno 3 uareHrLr Ha KopLrcHy MoAeJrb, 25 res
y Mareplanax KoHlpecin, s'i's4in, cuvruosip,rin ra HayKonux ronQepenqifi. O6csr

ApyKoBaHnx po6it ra ix rilrrcicm nonnicrro ni4noni4alorb Br4MoraM nAK MOH
YrpaiHz IuoAo ny6liraqii ocnonuoro suicry Alrceprarlii sa s4o6yrrx HayKoBoro
cryrleHlo KaHALIAaTa 6ionoriqHlrx HayK. OuroeHi nonoxeHHr Azcepraqii gHafi[urr4

rpyHroBHe i nori'Ilre ni4o6paxeHHr n anropeQepari, sxuit nonniclo niAnoei.qae

:vricry Al4ceprauii, rraarepiatu gucepraqii nosHicuo onpvnroAHeui y HayKoBr4x
nparl-f,x s4o6yraua.

Bianosianicrr Arrceprarlii nnprorarvr {AK MoH yrcpaihu. [ucepraqifi ua
po6ora Touol I.O. no6y4oBaHa :ri4no Br.rMor AAK MOH Yrpainu i eraKnaAeHa
Ha 213 cropinrax, cKJlaAaerbc-f, si Bcryny, onricy rr,rarepiarin i vrero4in

4ocli4xeHHrl' qorl4pbox po3Ainie eracHr.rx Aocni4xenr, ananisy fi ysarzurrHeHHrr
peaynrrarin 4ocli4xenr, nucuoerin, clrrcKy BlrKopr4craHrlx Ax(epen s 310
nafiuenynanr. [zcepraqix inrocrpon ana 44 ra6rurqxu n i 25 pHcyHKaMu.

3aranrna xaparffepr{cr[Ka po6oru.

Y ncryni Ao Al4cepraqii aBropoM BLr3HaqeHa aKryanbnicrr o6panoi reMu,

[oK€u3aHa 3arallbHa xapaKTepucrulra upo6leuu BrrJrkrBy xpoHivnoro coqialbHoro

crpecy Ha QynnqiouynanH{ JIaHoK BpoAxeHoro ra a1anrprBHoro iruyuirerv i
BcraHoBJIeHHt TIeBHLTX lMyHHI4x vrexaHiglraie arrzsaqii nposaualrnoi cr.rrnanisauii

e KAJIT,'rirxo cfioprrrynboBaHo M€ry, 3aBAaHH{ AocriAxenHs. BHsHa.reHi o6'err.
rlpeAMer I MeroAlI 4ocni4xennr, BI/tKJIaAeHi nayroea HoBH3Ha ra npaKTr4qge



cTaH BpoAlr(eHrrx

rraroJrorii' (orna4i

rrepeBr4rrlye 20%

rrpoBeAeHo aHaris

3HaqeHHrr orprrMaHr4x pesymrarin, HaneAeni Aasi flpo oco6zcruft BHecoK

s,4o6ynava, ry6rircaqii ra anpo6aqiro ocHoBHr{x pesynbraris po6oru.

Y nepIuorray pos4iri po6oru <<Cy.racni ynn.uenHfl trpo QyHKltiona.nurnfi

i aAanruBHnx KoMrroHenrin KAJIT B nopui i uplr

nireparypu), srcufi, BLrKJraAeHo Ha 29 cropinxax, trIo He

o6crry ocnonnoi .uacru:nvr reKcry 4ucepmqii, aBTopoM

ocHoBHrlx cyqacHr/rx nireparypunx AaHr{x npo nropQo-

SynrqioHanssuit craH BpoAxeHux i aqarrcuBHLrx roNauonenris KLIIuKoBo-

acoqifionanoi nirrrSoi4noi rKaHurHkr, f{acrb if rcrirunnux cy6nouyuqifi y

SisionoriqHlrx i uaronoriqsux rpoqecax. llora:ano, trIo no4ii, xri ni46yB€uorbct

n KAJIT B yMoBax xponiunoro crpecy, Mox(yrb BrrKJruKarr{ aKrrrBalliro AesKrx

JraHoK ivryHnoi crrcreMr4 Ta B3araJri xaparrep?r3yrorbc.rr Hr{3Koro oco6rzsocrefi, -rri

He y3roAxryrorbcs is sacrapiryruu yrBneHHrMr4 npo ror€Lnbrry irvryHo4enpeciro sa

yMoB crpecy. Baxrunuu na6ymou orJrf,Ay e o6qpynryBaHHr roro, uo

ni4rnopeHHr xponiunoro coqiamnoro crpecy e oAHHM g Hafi6inrru

nepcneKTuBHrrx eKcrreprrMeHT€rJrbHrlx riAxoAis AJrf, BlrBqeHr{f, uexanisuin, sri

JrelKarb s ocnoei crpec-iu,qyKoBaHlrx 3axBoproBaub, y roMy .rucri fi sanamHax

3axBoproBaHb Kr{rxeqHr,rKy. Yce Bprrrle3a3HaqeHe cr€IJro niAcrasorc AaHoro

AocniAxeHHr, Brr3HarrrrJro fioro xapaKTep, M€Ty i ocnosui 3aBAaHrrfl.

3aranou rvrarepian rlboro por4iny cniA.ruru npo epiricrr 4llcepraHra .f,K

rrayKoBoro AocriAnuKa, 3HaqHufi o6'eu rpoBe,{eHoi po6ou is .niteparypHllllm

AxepenaMr.r, AocKoHaJre nMinns [parlroBarlr 3 cr{acHuMLl in$oprraaqifinurrau

cr.rcreMaMr4. ,,{Nepera rlHryrorbcr AopeqHo i o6ryynroBaHo, nircparypni

nocr,rJragHr oQoprrareui sri4no 4o icnyroqklx BuMor.

{pyrufi poa4in <<lVlarepia"rru ra rvreroAi Aoc"rri,qxeHHs> rpa4uqifino

npracrrvenufi orurcy o6'emis AocriAxennf,, nrarepiarin i uero4is, sri 6ylo

3acrocoBaHo AJlfl peanisaqii san4anr 4ocri.4xennx, Ta cKJlaAaerbct g r''flTvr

ui4po:4inin. AnropoM AoKJraAHo orLrcaHo MeroArrKr4 MoAenK)BaHrnI 3acrocoBanux

eKcnepr{MeHTarrbHLrx ruoAereft xpoHiunoro coqiamHoro crpecy rIrJItxoM

TpboxrLrxneeoi coqia-nrnoi isonaqii i rpunairoro ncvxoeMoqifinoro BrlnrrBy ra



IIIJI.flXOM yTpLIMaHH-fl TBapLIH y IIepeHaCeJIeHI4X KJIITKaX BupoAoBxt TpbOX TIIXHrB 13

uIoAeHHOTO 3MiHOrO yfpyrryBaHHf,, A TaKOX BrrnLrBy HA CKJTaA KT4TXKOBOI

Hairpo$nopvr 3a AorroMororo aHrr,r6iorlrKy ra rrpo6iorr{Ky. Onucani 3acrocoBaHi

MeTO.4I4 AOCnU{)KeHb iuynoricroxiuiuni, ivryHo$nroopeclleHrHi is

3acrocyBaHH{M MoHoKJroHurrrbHrlx aurzrir, Ao3BoJurrorb AocroBipno nisyari:ynarra

iuyuonoszrprsHi rrtirznu n pisnnx rr,rop$oQynxqionamHr.D( 3oHax ricrororirlHlD(

spisie Kr4rrrKoBo-acoqifioranoi niuSoi4Hoi TKaHrlHLl. BuropncraHHfl

MoneKyrspHo-reHerlrqHoro anarisy is [poBeAeHHf,M uorirvrepasHo-naHqrorosoi

pearqii y clrcreMi peanrnoro qacy - c1..racHufi i axryastssuit MeroA .4ocri4xennr.

!;tr. o6po6rcu pesymraria AocniAxenr 3acrocoByBurrrrcb cyracni MeroArI

crarr,rcrrrKz - peecrpaqiro AaHax rpoBoAr{nu y uporparvri EXCEL 3 rraKery

MSOffice 2010 (Microsoft Corp., CIIIA), crurucrr4vuy o6po6ry - y nporpaui

STATISTICA 6.0 (Stat-Soft, 2001). CrarucruqHuir auarig Aanr{x IIJIP rpoBoAr{nlr

3a AorroMororo rporpaMHoro sa6esreqeHHs CFX Managerrtvt (Bio-Rad, CIIIA).

Tperifi pos4in <<Mo;rercy.rrqpHo-reHernqHnfi anaris BuJrrrBy XCC Ha

encnpeciro renin NlR3Cl- I ADRB2-peqenropin, rpo3arrarrbHrrx urrorciHie

IJI-1p, IJI-l7u ra NlRP3-inQ.narvracoMu y KAJIT uypin> rpeAcraBrenufi

pe3yJrbraraMrr BJracHrlrx Aocri.4xeHr oco6wrnocrefi BlJrLrBy xponiunoro

coqiamHoro crpecy Ha pyxono-4ocni4rry Ta ervroqiftny axrunnicrr qypin, a raKolK

na pinenr ercupecii uPHK Nr3c1- i AdrB2-peqenropin, rpo3arrarrbHr.D( qutoxinis

IJI-I8, III-l7u ra Nlrp3-iH$narvracourE inryuHr{MLr uirunavu KAJIT y qypiB.

HoeuNarr pe3ynbTaTr4 Br4BqeHHr plBHf ercnpecii rr,rPHK

rnloKoKoprrnroiAnrax i a4penaJrinosux perlenropin (Nr3c1 i AdrB2). llorasano, rqo

[pII XpOHlqHoMy coqlaJlbHoMy cTpecl cnocTepllaeTbct 3HIDKeHIIf, plBIIfl eKcllpecll,

qo i uoxe o6ynaouroBarrr pe3lrcreHrnicrr Ao rnroKoKoprurcoiAis ra

KarexoJrauinin, a) g inruoro 6orcy rro.flcHro€ lpeBarrrcBaHnfl uposauamHoi

czrnanigarlii. Cril siANairvru, qo sAo6yBaq 3aBArKr4 Br{KopucraHHro niAotrrux ra

aupo6onanax MeroAr{K AoKa3aB aAeKBarHicrr BLrKopucranoi vroAeni posnurry

crpecy - TprrBolKHocri Ta Aerrpecunnocri.



Hanpurinqi pos4irry HaBeAeHo KoporKe y3ar€urbHeHrrr orpr,rMaHr{x

pe3ynbrarin. Pos4ir imocrponasuit 4 pucynraMr4rauicruru 1 ra6nzqro.

y qerBeproMy poe4iri <<Bn;run xponi.ruoro coqia.nrnoro crpecy ra

uoqy.nrqii cKIraAy rcururconoi uircpoQ;ropu Ha excnpeciro BpoA?rceHrx

KoMrloHenrin irvrynHoi crrcreMr{ KAJIT ruypin .rriHii Bicrap>> naeeAeui

pe3yJlbrarIa AocniA)KeHb oco6mrsocrefi BrrnrrBy xponi.troro coqizurbHoro crpecy

ra rvro4ymqii crna4y Kr4rrrKoBoi nrircpo$nopu Ha oco6nueocri crpyKrypHo-

Qynnqionanrnoi oprani:aqii sanosHeHnx rinaQoqzraMrr BopczuoK ra eKcrrpeciro

TLR2/4 rvrry i rpancrcpuuqifinoro @arropy Nf-kB y KrrruKoso-acoqifioeaHifi

rirvr$oi4nift rxanzni. Uefi pos4ir Bvr4aBcfl. na,qsnnvafino inSoprraaqifino

HacI4qeHnM; B pe3ynbrari 6yno BcraHoBJreHo, r{o, He3BilKarorrr{ Ha BeJrrlKy

rcilrricrr po6ir, qo cni4uarr npo rporr43anamui e$emu narcro6arcrepifi, ix

nepopanbnuit rtpufioNa e yMoBax crpecy Molre rrocuJrroButur B oKpeMax 3oH€x

KtlluKoBo-acoqifionanoi nirvrSoi4nofi TKaHlrHrr ercupeciro uarepH-

posnianaeEUIbHITX peqeuropin. Crpec raKo)r( BnJrprBaB na ulinuricrs TLR2|4 i

KoHIIeHTpaIIiro Nf-kB n iuyHouo3r4TrrBHr4x rclirr,rnax. BeeAeHH.f, ranauiqaHy, B

qilouy, rIpkI3BoAlIno Ao 3Hr,DKeHHr rcinrrocri TLR2+-, TLR4+- i Nf-kB+-ruiruu.

.{ani BJIacHr{x 4ocni4xenr o$oprvueni y 19 ra6nuqrx i rr,ricrsrr 3 plrcyuru.

y u'rtotr,ty pos4ini <<Bn"lrun xponivnoro coqia.rrsnoro crpecy ra

MoAyrsllii crc.na4y Kr{rrrKoBoi uirpoQJroprr Ha eKcrrpeciro rpaHcKpunqifiunx

pery.nnropin 4uQepeHqironaHHr T-.niuQoqurin B KrrurKoBo-acoqifionanoi

.niuQofinol rrcannni qypin> 3a raKr4M caMHM rrpr,rHrlrlrroM HaBeAeni pesyrbrurr4

AocniAxenr oco6nlmocreft erccnpecii TpaHcrqpuruIiftnrx peryrfiropin

4uQepeuqirosaHH.f, T-nirra$oqurin y KlrrrrKoBo-acoqifiosanifi nirvrfioilnifi mannni

IqypiB B yMoBax xponi.troro couianrnoro crpecy i upu Moaynqqii cKJraAy

KLIIxKoBoi uirpo$ropu. Anropoira ui4xpecJreHo, rqo eQerru npo6ioruris e yMoB€x

crpecy ei4pisnruomcx ni.q ix xracuqnnx e$ercrin i n or<peMlrx BuraArax axnanaqix

aAalrLIBHrIX xotuuoneHris KAJIT, qo BrrKJrrrKaHa upufiorvroivr naxro6arcrepifi,

Moxe rirlrrn ni4rpuuyButv i 6es roro uoczlenufi pineHr nposauamnoi

curuanisaqii n qrovry perioHi.



.{aHi BJTacHHX AocriANenr o@oprraneui y 16 ra6rrwt-ri' i nricrsrr 3 pvcymz.

Illocrufi pos4in <<Bu.nun xponi.rnoro coqia.rbHoro crpecy ra rvro4y.nrqii

cr&JraAy rcuruxonoi uircpo$"rropn Ha erccupecirc iuyuuoi

rrporeacoMrr LMP2 Tn rpaHcKpunqifinoro Sarcropy XBP1 B

acoqiftosanift "rrivrQorgHift rrcannni urypin)> npr{cB.f,Ereuuir orncy

cy6o4nnnqi

BJracHr{x AocniAxenr oco6nnsocrefi excnpecii irr,ryHnoi cy6o4unuqi nporeacoMz

L\lPz ra rpancKpr4urlifisoro Qarropa XBPl B KlrrrrKoBo-acouifioeaHifi

niu$oianifi rxanuni urypin B yMoBax xpouivnoro coqianbHoro crpecy i npu

rvro4ymqii cKJraAy Kr4rrrKoBoi rrairpo$ropn. llponeAeni AocniAxenna cni4uarb rlpo

ro, rqo euiHur ercupecii rpaHcKpr.rnqifisoro $amopy XBPl ra irvryHnoi

cy6o4ranuqi rporeacoMrr LMP2 B yMoBax crpecy Moxyrb 6yrn oAHTIMH 3

TplrfeplB po3BLrTKy 3arr€rJrbHr,rx 3axBoproBaHb KrrrrIKBH[Ky.

,{ani BJracHr4x AocniAxenr o$oprvueni y 6 ra6twlsx i irricrsrr 5 pucynrin.

Crorvrufi pos4ir <<Anaris i ysara.rrbHeHrrfl pe3yJrbrarin Aoc.niAncennq>>

Ao3BonLrB aBTopy si6parn pa3oM BenLrKy rimricrr Qaxrr.rnoro uarepiany,

HaBeAeHoro y [onepe4nix pos4irax ra spo6uru roriqni Br,rcHoBKI,[ i sl,Irnacru ix s

y3ar€LJrbHroro.rufi cxeui <Irrrynni MexanisMrr aKTuBaqii uposauanrnoi curnanisaqii

B Kr4rrrKoBo-acoqifiosaHifi rinr$oi4nifi rrcanuni n yuoaax xpoHiunoro coqialbHoro

crpecy>, .flra rori.rHo BrfrrrJrrrBae 3 pe3ynbraria po6oru. BncnoBKI{ nocJliAosHo

y3araJrbHrororb npoBeAeHi locripKeHH-rr i crua4arorrcr 3 rfflTn uynrrin,

eiAnosiAarom ueri i sasAaHH-f,vr AocniDKeHHr, ui4cynronylorb auanig oAep)KaHID(

pe3ynbrarie i :aneperreHb He Br.rKJrr{Karorb.

Helo.nircrr Anceprarlii ra anropeQepary IrIoAo ix rnricry ra oQopnrJreHHfl.

[ucepraqifina po6ora I.O. Touol <(DyHrqioHamnufi craH KLITKoBo-

acoqifionanoi niuQoianoi rKaHLrHLr urypiB B yMoBax coqianrnoro crpecy i upu

uo4yn-aqii cKJraAy KLrrrrKoBoi uirpo$Jropn>, 6es cyuniny, e aKry€ulbnoto. ,{ani,

orprauani s xoAi AocriAxeHHrr, Hocrrb xapaKTep HoBrrx HayKoBIlx pesymrarin.

fliarsepa)r(eHHfl BrlcJroBJrenoi rinore3rr BeJrprxnu i pisnouanirnr,ru Qaxtu.rHzrr,r

naarepialoivr sa6e3ueqye 4ocronipnicu nucnoercin i uparruuHux peKouenAaIlifi,

KHIIIKOBO-

pesyrlrrarie

oAep)KaHLrx aBropoM. OAHar po6ora ne nog6anJleHa AetKrlx He4onirin.



3ayea?KeHHq: .{raceprarli-r Mae Aocraruifi o6c.f,r i e 3aBeprxeHoro

AOCJIIAHIIIIbKOTO pOOOTOTO Ta 3aCnyfoBye B rIlJrOMy BT4COKO1 OTIIHKH, rrpoTe

xapaKTeprl3yerbc.fl rreBHkrMr4 ne4oriraun. Px4 saynaxeHb i nponosnqifi 6ytm

o6ronopeni s 4lrcepraHroM, sssri Ao yBani ra olparlrosaHi.

y ropsAKy nayroeoi 4ucrycii ra o6ronopeHnx noAzrJrbruoro po3Br4rKy

po6oru Mox(Ha siAlairnru raKrr 3ayBaxeHHrr rrloAo o$oprranennx ra suicry

AlrcepTarlrl.

1. Tercr nepeHaBaHraxenufi BeJrr.rKoro ximricrro cKopoqeHr (a6peniaryp),

y rolry qucri aHrJroMoBHvrMH) He nci 3 rKrirx naneAeHi y nepeniry cKopoqeHb.

2. y ornx4i nireparypra AopeqHo 6yno 6 AoAarr{ 6imur 4eramnufi

anarirr,rqnuft ouuc eKcrrepzMeHTuurbHrrx nao4enefi xponi.rnoro coqianbHoro crpecy

y rBapLrH m o6lpynryBarrr odpaHni MeroArrKu.

3. [ocni4xeHHs rrpoBeAeHo y caMrrrlb rrl]pin, zure ecrepanrnufi rIrdKJr He

6yn naarufi Ao yBarn, ro4i rrc 3ararrbHoni4ovro, qo xpoHiswufi crpec Bkr3uBae

onapiamny 4ucSymqiro 3 po3BLrrKoM rinoroHaAorpouHoi riuoecrporesii ra

rinepnpoJraKTlrHeMii, a, vroxJrr4Bo, - fi rinepan4porenerr,rii.

4. ,.{opeuHuIr,r 6yno 6 eugHaqeHH.rr pinnro y rpori rnroKoKoprarxoiais (art

II{ypiB - Koprl4KocrepoHy) ra rarexonaMinie (a4pena-rriu, uopa4pesarin i AOOA).

He BI4KJrrorreHo, rqo rpunartui1 [porflroM Tpbox ruxHin crpecopHufi BrrJrrrB

TIpH3BOAIB AO BkrCHaX(eHHr CeKpeTOpHOfO npoqecy HaAHUpHTTKOBT4X 3€rJrO3

(riuoxoprnqusrarr,r) Ta Ha MoMeHr npoBeAeHnr 4ocli4xreHb MrrJra rrricqe BupaxeHa

I'nloKoKopruroi4na He4ocrauricru. Toli 6 rpe6a 6yno K€Barrr He rrpo BrrJrI4B

xponi.troro crpecy, a rrpo BrrJrrrB HaAHLrpKosoi HeAocrarHocri na nina$oiany

TKaHrrrry Kr{ruerIHLrKy.

5. 3 inuroro 6ory JrlrruLrBcr rre BLrBrreHLrM craH KLrruKoBoi rvrirpo$nopu.

Moxluno, rlo nnacri4orc ropyrrreHHr neftpo-ryrtaopanrnoi peryrxqii rpn

xponiunorrry crpeci po3BlrBaBcfl (crrHApoM noApznHeHoro KuureqHprKy>> 3

arruni:aqiero rr,rirpoQropz, qo i BrrKJrlrK€ilrro 3aKoHornriprry arcrueaqiro ercnpecii

TLR2|4 i Nf-kB y KlrrrrKoBo-acoqifiosaHift nirratfoianifi rrcauuui, {K i iHrui

npo3an€IJlbHl 3CyBLI lMyHHol CLICTeMII.



3asnaqeHe He 3MeHnrye 3araJrbHoi uosurunHoi oqiuru 4ncepraqii, a)

HaBTIaKI{, rloKa3ye fi nucorcufi nayronzfi pineHr m QyH4arvrenranuroi po6orr,r, rna

ri4Iqpuna uoni Qarrz, mi rqe norpe6yrorb cBoro ocMrrcJreHrrfl, arre x, 6esyuoBHo,

cyrreBo AorIoBHIorcTb KJIacuqHl yflBneHrrfl rrpo rraroreHe3 crpec-in4yKoBaHrfD(

3axBoproBaHb.

llopr4 3 rIr4M Br4Hr4KJro i p"A 4racrycifiHax rrr{raHB.

1. y po6ori perenbHo onucani pe3ynbraru none4imoBr.rx recrie. y

sn'rsrcy 3 IILIM, tII4 He 6ynu sursreHi nprnri 3aJrexHocri cryueruo 3Hr.rxeHHt

4ocni4uoi ra pyxosoi arrusnocri ulypin, po3BLrrKy rpr{Bo)KHocri ra 4eupecii a

p$yJrbraraur,r rcintr<icHrax ivryuoricroxirvriqnnx ra reHerlrqHrlx,uocli.uxenr?

2. Bi4ouo, qo nopsA r 4iero aHrlrrerry B KoMnJrexci s MHC II runy, mri

Saxropu .f,K Il-18, rl-6, TGF-P, rl-23 qepe3 in4yrqiro erccnpecii 4eringa
rpaHcKprdnqifiHzx Sarcropin (RORT, STAT3, IRF4, BATF) Bn3Haqarorb

4zSepenqiroeaHHq ThO y HarpsMKy ThlT. rlovry Bz o6panLr caMe RoRy?

3. 3ri4no ,qo Baruoi 4yuru, rKe e rrof,cHeHHr BcraHoBJreHoMy Qaxry upo

CAME UC MAE HIBEJIIOBATH

3Hr4xeHHrr pinur excnpecii naPHK Nr3cl- i

xrirunax rpu xponiunorrry crpeci i uorray

irrayHocyrpecunni eQexrn rnroKoKopruxoi4in?

AdrB2-peqeuropin B irraynurrx

4. Bu BBaxaere, Iro NrexanisN,roNa po3Br,rrKy rnroKoKoprraroi4noi

pe3ucreHrnocri Mo)Ke 6yrn 3HI4x(eHHx pinnx erccupecii ix peqenropir. -flrci qe

Moxcyrb 6yrn MexanisNaz (sHlrxeuHs rcilrrocri ra aQsinnocri peqenropin, ik

nHytp iurHroruirzsne 6roryBaHHr, cLrHTe3 is ol,repnnx $opr roqo)?

5. -flr Bu craBurecf, Ao Mo)KJIrIBoro po3BlrrKy y rqypiB 3a raKoro MoAenJrro

xponivHoro crpecy (cLIHApoMy rroAp€BneHoro KlrrreqHlrKp? Bi4orr,ro ulo ftoro

KaprLIHy cKJlaA€uorr rarci crrMrrroMr4 f,K clacrlrqna 6inr y xunori, uponocu a6o

sarpinz, 4uc6anrepios ra po3Br{ToK o3HaK 3arraJreHr{fl cnr,rsonoi o6orouxra

KuruerIHlIKY, Y roMy .rlacri - fi uposanalrHi pearqii, rrci no4ery4r,r Ha6ynarorb

cllcreMHoro xapaKrepy (nnxoMaHKa, nefiroquro3 ra iHrui). [o roro x( cepeA

iHmIax pearcqifi y rBapLIH Bu ei4vriqarru s6irlrureHHs qacrorvr 4e$erauifi e 3-4

pa3n.



3arc.nroqerrHfl.

[,.26.198.01 upz IHcruryri Qisiororii iru.

:4o6yrrr HayKoBoro cryrreH.fl KaHALrAara

HayKoBoro rpaqero, y xxiir aBrop is

4ocni4xenru orpr4MaB Hosi Aani [po

O.O. Eorouonrqx HAH Vrcpainn Ha

6iorori.{Hzx HayK e 3aBeprrreHoro

Bt4KopzcraHHflM cfracHrrx ruerolin

[zcepraqifina po6ora Touon I.o. <<(Dynxqionanrnufi craH K'rrrrKoBo-
acorlifioeanoi dusoi4noi TKaHI4HLI urypiB B yMoBax coqiamnoro crpecy i upr.r
MoAyuqll cKJIaAy KLIITIKoBOI uircpoQnoPu)), rIoAaHa e cneqianisonany BlreHy paAy

SynxqioHa-nruzfi craH KurrrKoBo-
acoqiftoeanoi ninasoi4noi rKaHrrHLI B yMoBax xponiunoro coqia-rrbHoro crpecy i

ra o0opuneHHtM po6ora noeHicuo ni4noni4ae Br4MoraM AAI( MOH yrpailrz npo
[pLrcyAXeHHf, HayKoBnx cryuenin crocoBHo ALIceprarlii na s4o6yr:ra HayKoBoro
cryrreHr KaHArrAara HayK, a ii Br4KoHaBerIb,

3acnyfoBye Ha npucyAx{eHH.f, HayKoBofo cryrreH,

cneqia-*uicrro L 4.03 .04 - rraroJroriqna sisionorix.

rpa uo4ymqii cua.4y rr,rruKosoi

HayKoBt4M i lpaxruvHr{M 3HarreHHf,M.

rraircpo$ropz. 3a cBoero aKryuurbHicrro,

rnu6znoro i o6csroNa 4ocli4xenr, suicrou

Tonon InHa Olercan4pinua,

KaHAuAara 6ionoriqHnx HayK 3a

OQiqifiHnfi onoHenr:
sani4ynau ni44iny uaroQisionorii,
iuyuonorii ra rpaHclnaHrolorii
YrcpaincrKoro HayKoBo-npaKTr4qHoro
rIeHTpy eHAoKpr4 Hnoi xipyprii,
rpaHcnnaHraqii eHAoKpLrHHr,rx
opranin i rranun MO3 yrpainra,

A.MeA.H., lpo$ecop

-J4av , Z-Lc-( e e.,J. 3"-ei-2,?e_€<_

C. B. 3q6riqen
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