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or upoQ. A6n Pocuua Konarqnena

EnoJrorx.recrcu eaxy.nreT Ha Cy rCn. K.lrnnenr Oxpugcxn,

Blpxy Al'IcepraulloHeH TpyA ua lllrca Ilneranooa llnerrcona-IlBanoBa 3a rprrc3x,qage Ha

o6pasouatennara u HayqHa creneH <<!orrop> a upoQecuoHrurHo HanpaBJreHr.r e 4.3.

Euonorrl'recKr,r Haycr, HayrrHa cfiequaJrHocr ,,Iru1moroflifr", uru$rp 01.06.23, Ha reMa:

,rllsc"ire.qnaHrrfl Ha Mexau[3Mlrre Ha rc.Irerrrrua cMbpr rr ponflTa na eeexropa Gasdermin
D, npu uHAyKl{rrfl Ha nHQlarvra3oMara NLRP3. 3Ha.reHrle 3a HapyueHrre Ha MbxKrrr

Qeprrurnrer"

Hay.reH pbroBoArrrel: flpoe. q6n Copeu Xafipadegtn

I'lgrotssHero Ha pel{eH3l{f, B6pxy Hacrorru}rf, .{Hcepraur,roHeH Tpyr ce ocHoBaBa Ha

I{3I{cKBilHI{rra Ha 3arosa 3a pa3Bil'rue Ha axaAeMuqHr.r, ctcraB n Perry6m,rxa Ernrapar,
flpanumtuql{re 3a HeroBoro rlplrJroxeHr{e, ua 3auonea Ns 108/ 17.10.2023 r. Ha [upexropa
sa [4BI4P- EAH sa Ha3HaqaBaHe ua Hayrno xyptl, r.r e cro6paseHo c rperopbrrErerHure
H3LcKBttHI{r, flpl{erH or HC ua I{EI4P-EAH ga npu4o6znane Ha HafrHr.r cre[eHr{ r.r 3aeMaHe Ha

aKaAeMHqHr.r .qJr6xHOCTH.

,{oxropanrrara e EpeAcraBHna oop,rr,{Ha.JreH A}rceprarlnoueH TpyA H BcHqK,o

neo6xo4t'tuH AoKyMeHrI'I 3a K)pca na o6yrenue. flpnnoxeua e Cupanra or cr{creMara 3a

rlJlarHarcrBo ua I4NIL[-EAH, 'tuifio aHaJIH3 noKtBBa orcbcrBne Ha 3HaqHMr4 cxoAcrBa 11o

oTIeJIHI'ITe [apaMeTpl{ HaA AonycTI'IMLITe pa3[o3HaBaHI{ oT cr{cTeMaTa or MeTaAaHHr.r.

flpunoxeHara Cupanra 3a Ir3IrbJIHeHue Ha Mr,r,r,rMrurHrrre Harlr{oHaJrHr.r r{3r{cKBaHr.r, cb,racHo
TI3ACPE .uoKa3Ba Harr.rq[e na neo6xolt$Mua Mr.rHr.rMyM or 30 r. 3a AoKropaHr B

npoQecuonanHo HurnpaBJreHr{e 4.3 Euoloruqecru HayKH.

,(ernapupau, qe HrMaM rouQnuxr Ha HHTepecu, BKJr. caaBTopcrBo r ny6rnraquilTe11a
KAHAI,IAATKATA.
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,Quce p m o qu n zo O H C,,rQ,ox m o p,,
Ho UnKo lteemxoea, UEUq-EAH

Peqeueun om npo$. d6x Pocu4o Konoxqueea

llpoQecuonaleH o6nrm Ha Aor$opaHTKara

Bucruero o6pasonanu :aaLlrrxa I{neranona I{aerrora-ZBa}roBa BKrrorrBa AHlJroMa 3a

6axa-nartp no MoreKyrrpna 6uo.norut2}lTr,MarucTbp no Euororu, Hapa3BuTraero 2019 r.
npaAo6urn n Ezonoruqecxra Sarynrer Ha CY Cs. Knuuenr Oxpugcxu". HenocpegcrBego

cJIeA 3aBaplrBaHero cI,I rpoAbJrxaBa Karo .[oKropaHr ( 2019 - 2023 ) n Jla6oparopr{f, ro
perIpoAyI{TI'IBHlr OMHKO Texuolornn, Vncruryn no Euolorns t4 r{Mygonor[ a Ha

pa3MHoxaBaHero Araa. Kupun EparauoB", BAH. Or 2019 e acncreHr a Jla6oparopfisra 11oA

plKoBoAcrBoro Ha npo$. Copen Xafipa6e.{qH H rpo{. Kpacrar.aupa To4opona. B xparxara cn

HayqHa KapHepa I'Inxa I{nerroBa e orJIHrIaBaHa c [pecrr.rxHr{ Ha)^rHH Harpa.q}r, qacr or KoI,ITo

[oJD IeHII B CKI{[I{ oT IVTJIaAI{ yqeHI,I Karo KpbxoqHLIK KbM Kare4pa lenetHxa, Eno:roruqecru

$axyrrer, cY ce. K-uprrrresr oxpu4crn", coQu.r : r/Bropa HarpaAa 3a ycreH AoKJraA, 2ol9 sa

6th Black Sea International Immunology School, Tereaen, Ernrapna; 2/Or6oper cpe6rpeu

MeAiIrI, 2017 International Genetically Engineered Machine (iGEM) competition, EocrGH,

CAIII; 3/ Or6opeu 6pouson MeA{uI, 2016 Intemational Genetically Engineered Machine

(iGEM) competition, EocrEH, CAIII.B nepuo4a 2018-2023 e ny6nuxynarra B cBaBropcrBo ner
ny6luxaquu B c\uaHilfl, c r{MnaKT Sarrop u uwa Hf,KoJrKo yuacrux, B Ha)AHrr c}rMlo3uyMr.r.

Arrya;rnocr na paspa6orBanns npo6.ueu

Lls6paaarareMa e MHoro aKryaurHa or o6nacr, a Ha pelpoAyrrr.rBHara MeAr,rqr{Ha r,r 11o-

cnequirJlHo pe[poAyKrLIBHa I,IMyHoJrorrr.f,. Tpernpa uper QylraaMeuraJreu Hayqen rroAxoA

upo6neua 3a I'IMyHoJIorHqHo o6ycnoneua yBpera Ha cnepMaroreHHara $yrrqua BcJreAcrBr.re

Ha rIpexI'IBrHa un0exul4t, vtLt r.Hap. LlAuonarr{qHra HapyrrreHvrr c :aeugfl,cHeH xapaKTep.

flpoxaa Ha aBToI'IMyHHa peaKIIIry KbM aHTrareHlr Ha [oJroBr{Te KJrerKr,r ca eAHa or Bb3MoxHr,rre

flpilquHu 3a crepl'IJII'ITer. IIpu HopMiLJIHn ycJIoBHfl, KpbBHo-recrr{KyJrapHara 6aprepa c63.qaBa

r,rMyHoJroruqHo-ToirepaHTHa CpeAa, [oAxoArrqa 3a 3peequre crrepMaruaw llpu pa3n[qHr,r

ycJroBl'r, Karo rpaBMI,I rrrrlr xpoHl,tquo Bb3nzrJrr.rrenuo (nuSnauaropuo) yBpexAaHe Ha eH,{oreJra

uenocrra Ha ra3H 6apuepa Moxe Aa 6r4e rouupoMerr,rpaHa. B cle4crBrae, KJreTKa Ha

I'IMyHHara cl{creMa Morar Aa AocrurHar r.r araKyBar eJreMeHTr.I or co6crseHara [oJroBa cr,rcreMa

B Tecrrrcl{Te, B pe3yJlTar or Koero 4a ce $oprra}rpar aHTr,rreJra cpeqy nefinr,r KoMnoHeHTr{.

Cepro-nr'rennre KJrerKI{ ca cpeA ocHoBHr4Te )AracrHr.rq[, cbxparrrBarq[ H [peArra3Baru[

noJroBr{Te KJICTKI{. Hanuqrngro Ha Kac[r[3r{ H Bb3Mo)I(Hocrra 3a orAeJUIHe Ha Bb3rraJrr{TeJrHH

IIHTOKpIHLI, [poBoKl'rpaHo oT [poABnxLITeJIHI,l Bb3II{UIIaTeJIHH peaKrluu,f,ttxaMorurg Aa AoBe.qaT
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,Quce p m o qu n so O H C,,,Qoxmo p"
no hnxo Lleemxoeo, l,15UP-6AH

Pe4eneua om npo$. d6u Pocu4o Kouaxqueeo

Ao HapylxeHlre Ha rexHHTe Qyaxquu, 3ac.f,ratrIu B rolsMa crerreH Bb3MoxHocrra 3a rrpaBr,rnHo

nporuqaHe Ha crlepMaroreHe3ara. Axrnrupanero Ha anonrorr.rqHuTe nbrHrrla e no-UaArrrlrrf,T

IIbT 3A KJIETBqHA CMbPT, BOAEIIIA AO IIPEAIA3BAHE HA CbCEAH}I KIIETKI{, HO CI,IJIHI{ Bb3ItIJII,ITEJIHI{

[Pouecu H HeBs3MoxHocrra Ha KJIerKara Aa ce c[paBu c r{HQeKrIHo3eH ar.egT, BoArr Ao

aKTI'IBaIIILf,Ta Ha rlupotlTorlrqlrl4 TaKHBa, npoBoKlrpaqu cBceAHr.r r,rJIH rrMyHHU KJIerKr{.

Me4uupana or ra3AepMIrHLI m,Ipo[To3a aKTuBr{pa H3qr,rcrBaHero Ha flaroreHrrre r.r Moxe Aa

loArloMorHe Bb3craHoBf,BaHero Ha XoMeOCTA}ATA, HO HeperyJrnpa*ara [Hponro3a e B

ocHoBara Ha MHoro IlaroJlorPlqHvlcT,croflP^vlfl,,Me,^ililpai,jlr or Bb3[aJIeHNe. OcnonagafiKfi ce Ha

rasr{ x]InoTe3a aBTopKaTa ce HacoqBa KbM [pocJreA.f,BaHero H 4erafinuo na6lrruenue ua

KOHKpeTHHfl BEI XrerBqHa cMbpr, HacranBarqa B cJIeACTBr,re or aKTuBr.rpaHe rra [po-
aIIOIITOTHqHI'I [l IIpO-IIHpOIITOTHIIHLI KaC[a3LI, TflxHaTa B3aHMOBpb3Ka r{ nt,Tr,rula Ha aKTr{BaIIpLf,.

O6rqa xaparoepucTrrKa Ha ArrceprarlronHrs rpyA

flpe4cranenara Ancepra\ilfl. e crpyKrypupaHa u o$oprvrena cnopeA r{3qcKBarr[.f,ra.

flltcepraquoHHllt r rpyA e HarIHcaH Bbpxy 136 crpaunqpr, ctAbpxa rpr.r cxeMu B Jrr,rrepaqpHr4.f,

o6:op, eAHa AaarpaMa BI{3I'Ipaqa pa6orua xflrrore3a u 40 rounneKcHr{ SurypN, c5,qeraBarq11

oHI{MKoB MI'IKpocKo[cKI,I Marepua:l u:,r,t4 xucrorpaMu c rpaQuunu (furypu orpa3rBaru]r

KoJrI'IqecrBeHHTe noKzBareJrl{ cneA H3B}prrreHa crarucr[qecra o6pa6orxa. Yao4tr BbBexAa B

reMara rr cbAbpxa MorHBure sa parpa6orBaue Ha Allceprarlprrra. Cnegnar ftasa Jl[reparypeH
o6sop or 35 crp. 3aBlprrlRaroa c o6o6qenue , L{en H 3aryarrv - 2 crp., Marepraang r.r MeroAr.r

- 13 crp. Hafi-rolrua qacr or rpyAa 3aeMa raara Perynraril - 50 crp., cJreABaHa or o6crofiua

lrcxyctlx Bbpxy I I crp. ?Isnogu - I .rp., flpuuocr.r - I crp. ?IsuorssaHu ca2l3nrrreparypHu
u3ToqHlIKa, BKrIoqBauIu cbBpeMeHHlI ny6nuxaquu rlo reMara rxn. uafi-soBr{ - cneA 2015r.
Tosa e cBuAereJrcrBo 3a aKTyanHocrra Ha [peAcraBeHru rpyA , crpeMexa Ha KaHAr,rAar1ara

,qa AorrbJrBa r,r yclBbprueHcrBa npo$ecuouaJrn:ar cr{ o[HT.

lre:rra Ha .qucepraur,roHHr,r, t1rya e KparKo r{ scHo Qopuyllrpaua: .(a ce rr3cneABar

MexaH[3Mlrre Ha IcJIerbrIHa cMbpr B KJlerrtll xa Ceprolx Ir cBbp3anlre c rsx c[rHaJrHH
rrbrrrrqa BKrrorrBa[I[ ocHoBHr{Te Kacna3rr n Gasdermin D.

rlocranegn ca ocHoBHI{ TeMar}IqHH 3aAaqr,r, }rcqepflBanln [peAMera Ha Ar,rceprarlr{rra.
Haluupau qe 3aAaqa 3. se e nocraBeHa Aocrar'qno KoHKperHo r,r npeAcraBf, flo-cKopo

MeTOAEqHa 3aAarla [oArIIaHeHa Ha ocTaHuuII{Te.

I4enoagsaHu ca nafi-crrpeMeHHl.I MeroAx or apceHaJra Ha KrerbqHara rr MoJreKyJrf,pHa

6uo-norzx ,a LrMyI{oJIorHf,, Ko}rro rro3BoJrffBar 4a 6r4ar aHaJrlr3HpaHH rr t43BeAeH]r opHrr.rHrIJrHH
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,Quce p mo qu a ao OH C,,fioxm op "
no l4nxo UeemKoeo, h6np-6AH

Peqensun om npo$. d6n Pocu4o Konoxqueeo

pe3yJrrarl'I c5c cTarl{crr{qecKa AocroBepHocr I.r QyHIaMeHraJreH flpr,rnoc. Hapeg c pyrr,rHgure

MeroAH Ha Kp[OKOHCepBaIII{f, I4 KJIertqHO KyJrrlrBr..rpaHe, BneqarJreHr,re [paBlr H ]r3[OJI3BaHerO

Ha BI{coKo HHOopMarI'rBHI'I aH,IrrurI,IqHrI MeroAH Karo nporoqna Qnoylurorra erpktfl,

KoJII{qecrBeH IIHK aHI}JILI3 (RT-qPCR), HoBoreHepaqproHuo HaHonopoBo ceKBeHr.rpaHe Ha

Cepronraenu KJIeTKL I5P-1, ELISA MeroAu, 0ayopecqenreH Mr.rKpocKoncKr,r aHaJrr.B Ha

Kacn'BHa aKTHBHocr I'I KIIerBqHa cMlpr, I,I Apyru. I4glorgsanlr ca ercnepprMeHTaJrHrr Krerbqur.r

MoAenI'I 3a aKTI'IBI'IpaHe Ha uarpoarroQarnr v uu'roQarur a Cepronuenu KJrerKH.

crarncru'rec*I,-f,T aHaJIu3 e IrpoBe.{eH Lr orpa3eH KoMrrereHTHo, Koero ,qaBa Bb3MoxHocr Aa

6tgar rr3BeAeHH opr.rrr.rHaJrHr{ AocroBepHu 3aBrrcr,rMocrr,r orpa3eHx r rr. I4sao4u.

Mero4nre ca oru'IcaHl go6poctnecrHo r{ AocrarbrrHo ranQoprr,ratr,rBHo 693 u3Jr}rrrrHn

no4po6noctll, Ilpunoxen[ ca ouxcaHug, Ha aflaparypara, xllMuKiurure v KI{ToBere, Kouro
roBoptr 3a BHcoK rnac o6opy4BaHe Ir cbBpeMeHHo npo0ecuonilrrHo HHBo. Cao6o4uoro u ,cHo
6opaneue c repMI'IHoJIorHrITa lI a,qeKBarHoro o[]rcaHrrre Ha MeroA]rre roBopsr 3a ,,,rpwa,ilfl.
or AucepraHra 6orar eKcrrepr.rMeHTilrreH r.r MeroAr.rqen ortur.

Onucannero Ha ro3l{ piBAen AaBa KparKa [pe,qcraBa 3a rcB]pueHara orpoMHa no o6err
I'I TpyAoeMKocr pa6ora, B pe3ynrar Ha Korro ca noJryrreHu y6e.qarerHr,r AaHHr{ rro3Bon BarrIH

la 6t4ar QoprrrynupaHr{ op}rrr,rH{urHu r,r3BoAr.r.

Pesynrarure or AI'IcepraIIlIoHHIu rpyl ca upeAcraBeHr,r Bbpxy 50 crpanuqu 1a cneABar

[ocraBeHHre 3aAaqu. I4sutegtaxa e aKTI{BaII[rrra na TLR4 u uuQlauaaoMara Nlrp3 a
KOHTeKCTa Ha [ilpo[ToruqHa KJIersqHa cMrpr; aKTrrBHOCrrA Ha macuasa-l Bbpxy
HacrsrlBarlero Ha [Hponror[qHa KJrerbrrHa cMspr cJre,{ crlrMyJlaq[, Ha peqe[Topa TLR4 c
LPS n aKrI'IBaIITI na Nlrp3 c ATP. flpoyuenx ca rr{roBere KJrerbqHa cMbpr, Korro ce

naonroAasa cJIe,4 aKTuBawara Ha uuSraua3oMHr,r, rrbr npocJrepaaiawr excrrpec6lTa Ha

uu$lauasorraara Nlrp3 rI cBbp3aHaTa c Hef, aKTHBarIr{f, Ha KacnuBa-l u xacnaga-3; npoyreno e

BJrlLHIrero Ha eKcllpecwlTa Ha aAaflropHu, [porer{H ASC n KJrerKn na CepronrE Bbpxy
aKrHBaUr{f,Ta Ha KacIIEBa-l u xacnasa-3 cJreA crr{MyJra\us. Ha peqerropa TLR4 c LpS
vaKTilBa\ut c ATP; H3cJreABaHo e BJII,If,HI,Ieroo sa Asc Bbpxy eKcrrpecrrrra Ha rpaHcKp1111T1aTe

ua Nlrp3; AI{HaMrIqHo e [pocneAe,a aKTI{BarI[, Ha Kac,,rBHTe B pa3rr,rrr,r,r BpeMeBrr roqKr{ B,"8

Bp63Ka c aKTHBI'IpaHe Ha a[o[To3a B KJrerKLr xa Cepronra. I,Isurpruexo e HaHorropoBo

ceKBeHI'IpaHe na Cepro-nrreBr'I KJIeTKI4 or ltuuttzrs 15P-l xoero AonplrHacr 3a ycraHoBega Bpb3Ka

Ha peqerlropa Cd300a c uu0lauasoMHll ur,r Ha Nlrp3 xaxro l-l Ha u3rrbJrHt4reJrr Ha

[uponroTl'IqHara KrerlqHa cMlpr GSDMD c racuasa-l u xacnasa-3, HacoqBarrlpr KJrerKara
KBM pa3rr,rqeH THII KJreTrrrHa cMbpT.
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ffucepmoqua aa OHC,,fioxmop"
no hnxa UeemKoao, UEWP-6AH

Peqeusun om npo$. d6x Pocutqo Konoxqueao

,{ucrycxxra ctAr,pxa o6croeH aHzlrlr3 Ha r{3cneABaHHTe cprrHiurHr{ Qaxropu u

KrerBqHI,I npoqecll B CeprorueBl{ KJIeTKI{ npu pa3ruqHr,r eKcnepuMeHTaJrHr,r MoAeirr,r cBbp3aHH

c upo-un$laMaropeH craryc npu 6o:afinilt\tt tr qoBer. Petynrarure ca Ar,rcKyrHpaHH B

cBerJII,IHara Ha Haft-nosfi oTKpHTLIJI cBbp3aHr,r c eKcrrpeca.f,Ta Ha r,rH$JraMa3oMr.rre aKT[rBHparrIH

KacnzBa-3aBucllMw curHzuIHL nbrullla I,r HacoqBaHero KbM ptBrHrIHa KJIerbqHa cbA6a Ha

Cepro.nr.rennre KJrerKlr.

Brg ocnosa Ha aHaJIu3 Ha rIoJD reHr{Te AaHHr.r rro orAeJrHr{Te 3aAaqu ca OopMynupaHr,r

Ilrecr rI3BoAa, KoI4To orpa3rBar KopeKTHo r{3cJreAoBareJrcKara pa6ora l,r rroJryqeur,r peyJrrarr.r

H nplleMaM IIo cbulecrBo. flpnnocare orpa3f,Bar rro cbrrlecrBo opr4rr.{H{raHuTe HixoAr114 B

AI'IcepraIIEoHHlrfi TpyA H [ppIeMaM r,r3rlr,ro. B crrrynnocr, [oJr)AreHr.rre pesyJrrarn AaBar

ocHoBaHue AI'IcepraIIuoHHIfi TpyA Aa 65Ae B63[pIreMaH xaro o6croeu $yHgarr,renraJreH TpyA

clc crofiHocrH[ Ha)AHH pe3yJITaT[ rron1^{eHu B op}rrr.rHiureHr{ eKcleprdMeHTaJrH}r MoAenu u

nepc[eKTHBLT 3a flpunoxeHr{e B pe[poAyKTlrBHara EMyHOJTOTT{f, n MeAr{rI}rHa.

3arclroqexue

Hacroarqurr AI{cepraIII{oHeH TpyA orpa3ena u4rr6oqera caMocrorreJrHa Ha) rHa

paspa6orra, peiIJII,I3I,IpaHa c IIrHpoK apceHaJr or MeroAr.r Ha cbBpeMeHHara rrMyHonorrry H

MoJIeKyJIrpHa 6uonorux, KoI{To ca rlo3BoJrrrn[ ycraHoBrBauero Ha op[rrxHaJrH14 Ha) {Hr{

pe3ynrarl'I qpe3 [orflaBaHero na nuQoprvrallu.r Ha cbBpeMeHHo Ha) rHo nilso. I,lMafixu

[pe,qBrrA npoSecuoaiIJIHI,ITe KaqecrBa Ha AoKTopaHTKara, Korro r.rMaM yAoBoJrcrBr{ero Aa

no3HaBaM olue or uefinure cryAeHTcKI{Te ToAI,IHH n E@ na CY ,,Cn. K.nruenr OxpngcKr.t",

KaKTO lI HayrIHI4Te IIOCTI{)KeHI{]fl B HaCTOrrrIr4' TpyA, [3pa3f,BaM cBoflTa noJroxl,rreJrHa oqeHKa

3a npeAcraBeH[fl Ar4gepraqr,roHeH TpyA.

Y6e.qeno [pernaraM na YsaxaeMure tlrenose na Hayvnoro x)pl,r Ha3HaqeHo cbc

3anoaeg Ha,{uperro pa ua I,I.BLIP-EAH Aa rlpucrryr na Zara I{aeranona I{aerxoaa-I4BaHoBa

o6pa:onareJlHara u Ha) rHa crerreH ",{oKTop" n npoQecuoHaJrHo HalpaBJreHHe 4.3.

,,Euo:roruvecKr{ Ha)m}l", Ha) rHa cleqpralrHocr l4uyuoror ut (m. 0 1 . 06.23 ).

03.02.2024 rot. Peqen:eur:

5

npoQ. .q6n Pocuqa Konarqzesa


