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llgrornena or: rpoab. flrauen To4opon, A6n, sae. ceKrlt4, ,,Penpo4yxrI4BHI,I 6uotexuorotnt4 14

Kpl4o6uonotvtfl,Ha raMerrrTeo'KbM I4Hcrr.rryr rlo 6uototus. rr r,rMyHonorufl.Ha pa3MHoxaBaHero -
EAH

Ornocno: .{ucepraqu, Ha reMa ,,I43cre4eaue Ha MexaH[3Mure Ha KJlertrtHa cMbpr H ponrra Ha

eiperropa Gasdermin D npu raHAyKrlns Ha r,rH$naMa3oMara NLRP3. 3uaqeHue 3a HapyueHr,re Ha

M:sxKrr.f, $eprururer", [pe4craBeHa or Irhra IJnerauona l-{nerxona-I4sauona,3a npl4cbxAaHe Ha

o6pasonareJrHara vr HayqHa crerreH,,goKTop", n upoSeclroHaJlHo HarIpaBJIeHpIe 4.3.
Buororfi.recxr,r HayKr,r, clerlr4anHocr,,?lnaynororur", runtfrp 01.06.23.

I{u{opnaaurrfl rro rporleAypara: .{raceprarlr{oHHr4f,r rpya e o6crAes r,r HacpoqeH 3a 3alrlura no
rrpeAnoxeHr.re Ha cerur,rf, ,,Penpo4yrrr,rBHr.r OMI4KC - rexuororuu" KBM I4BI4P-BAH.
llpoqe4ypara e nprrera lr xypr4ro e yrBbpAeHo na Hayueu c6Ber ya LABI4P. flpe4craneHrl ca
Bc[r{Kr,r Heo6xoAr,rMr4 AoKyMeHTr{, cBbp3aHr,r c AoKTopaHTypara. Cuuraru, qe ca cruBeHlt BcIaqKIr

r,r3r{cxBaHr,rs Ha 3PACPB u llparrlJrHr,rKa 3a HeroBoro npprnoxeHlle.

Kparrn 6uorpaQurrHr AaHHr Ha KaHArrAaraz l4t:;rca [nerauona I{nerxora-Irlnanosa e poAeHa

upe: 1994r. s r. Jloeev. florryuaBa Brrc[rero cu o6pa:oBaur,re s EuororuqecKus $axymer xrlr
Co$lrficxuq yHr.{Bepcurer,,CBeru KJr}rMeHT Oxpu4cxra", Kbgero npes 2017r. ce Ar.rnnoM}rpa Karo
6arzuranrp rro cneuuanHocr ,,MonexynrpHa 6uororuq", a [pe3 2019r. Karo MaruIcrbp tlo
cleqlranuocr ,,Brlorotv.s, Ha pa3Br,rrrrero". Or 2019r. e 3arrprcreHa Karo peAoBeH AoKTopaHT B

I4EI4P-BAH, pa6orr4 r,r Ha AonbJrHr4reneH rpyAoB AoroBop Karo acr4creHr B kftruuryra.
Ourxena.

Jluqnure Mrl BrreqarJreHr{f, or KaHAprAara ca rroJroxureJrHLr. Cues Aa rBbpAfl, .re I4ma I{rerxona
e BlrcoxoKBanraipraqrapau MnaA yqeH, BnaAeeu cr,BpeMeHHu MeroAlr 3a ,I3cJIe.(BaHe I4 pa6ora c
KJrerr,qHr4 Kynrypr4 u reHerr,rrrHu a]F.aJwlJ,u. flo.nssa ce c yBaxeHr,re or KoJrerr,rre, c Ko[To pa6oru.

Arcryaruocr Ha AuceprarlroHHara reMa: BesnroAraero (crepranurerrr) e BaxeH MeAI{Ko-

coqraneH upo6reu, 3acflraru 10-12% or AeofiKure B perpoAyKTt4BHa Bb3pacr, Karo B roJr.f,Ma rracr

or cJryqataTe [plFrr4Hara e noHr4xeHo KaqecrBo Ha ceMeHHara reqHocr. B uoseqero cJryqal4 ToBa

ce .{bnxr{ B HapyureH[q B [polleca Ha cnepMaroreHe3a. B rosu npoqec BaxHa ponfl Lrrpasr
Cepromaeu4Te KJrerKr,r. Te yuacrnar B KpbBHo-TecrraxynapHara 6apuepa, QopuupafiKr4 r4MyHHo-

rrpt4BlIner[poBaHa cpe,{a, a qpe3 cJroxHa xopMoHaJrHa perynallkrs ocvryprBaT HopMaJIHoTo

$yurqnonrzpaHe Ha recrr4cr4Te. Irlurepec [peAcraBnqBa r,r3cneABaHe Ha $arropure,ilHulq:avpalgtul
KJrerbqHa cMbpr B Krerrr4Te ua Cepro.rru. fiuceptaur4oHur.rrr rpyl e nocBereu Ha ll3cne.{BaHe Ha

MOneKynHI,I MeXaH[3Mrr Ha aIrOrITO3a rr ru,IpOrITO3a ]I CBbp3aHI,ITe C T.'IX CI{|HaJIHII TIbTI,IUIa B TO3]I

Br,rA KJrerKr4. B rosu acleKT cr{prraM, qe reMara e aKTyanHa ra noAo6eu poA rtpoyqBa:anfl, ca BaxHu
He caMo B MoneKynxpuo-6nolorrrqeH Ir rlMyHonorrrqeH ac[eKT, Ho r,r 3a pelpoAyKTr4BHara
6uororuq rr MeArrur,IHa.

Ana;rur u oqerrxa Ha AlrceprarllroHrrrrfl TpyA

Cmpyxmypa.' luceprarlrroHHr4flr rpyA e HarrrrcaH na 136 reqarHr4 crpaHr,rqu I,r crpyrrypvtpau,
KaKro cneABa: Yeol - 3 crp., Jlureparypeu o6:op - 25 crp.,I{en ra 3aAaqra - 2 crp., Marepua-n ra

MeroArr- 15 crp., Pesy.nrarra-50 crp., lucxycur,-12crp.,I4sso1u- 1 .rp.,llpuuocu- 1 crp.,
Bu6maorpabr, - 17 crp. u Cuprcrx ua ny6mara\uu Lt yqacrkrs B Hayqur4 Sopyirau BbB Bp63Ka c

Ar4ceprarlr4flTa - 1 crp. Crpyxrypara Ha [vceprarllrrra cborBercrBa Ha oOrqonpuerure
n3ucKBaHvt.f, r,r e oHarJreAeHa c 40 Suryptr,l guarpatnra n 3 cxeuu.
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Vood: B yBoAa KaHApIAarbr pa3rnexAa aKTyiurHocrra Ha npo6rerua, Karo o6ocuosasa
neo6xoglluocrra or [poBexAaHero Ha [poyqBaHr4rra, 3uurerHanu B ocHoBara Ha

Ar,rcepTarl[oHHr{, TpyA.

Jlumepamypeu odsop: O6soprr e o6urupen, Karo u3qeplaremro o6xrarqa Bcr4rrKlr acrreKTpr Ha
upo6neua v AaBa rau$opuaql4{, Korro o6cryxna nr6pauara HayqHa reMa r{ r4Ma trpuHoceH
xapaKrep. B ua.Iaroro My ce gana uHQopMarlr4.s 3a crpyKTyparar4 $ynrcqr,rnre Ha MbxKr.rre roHaAlr
u perynallrrsraHa clepMaroreHe3ara. Jloruuuo, c orneA TeMarr,rKara Ha.ryrceprarluoHHku rpyA,
roJIrMa qacr or o6:opa e [ocBereHa Ha CeproJrueBr,rre KJrerKr,r - TrxHara cbrrlHocr u Syurquu,
cuHTe3[paHlrre or rrx flporeNxu. flpe4craBeHa e uu(loprvrawrfl, 3a nerre ocHoBHLr KJraca
peuelropll 3a cr,IrHiIJIu 3a orlacHocr (PRRs) u ocurypqBaHfiTe or rflx MexaHr3Mlr 3a ctflpor]rBa,
3a ronep[paHe Ha IrIerI,I 14 Bb3craHoBqBaHe Ha HopMirnHoro cbcrorrHrre. Ouucauu ca $yuxqurare
lI MexaHIr3MI,ITe Ha Aeftcrnue Ha pa3nl4qHr,r aAarrropHl4 flporer,rHl{, IIuroKxtHyI, Kacla3rr rr
ra3AepMI,IHra. lorqilaa qacr or o6topa e [ocBereHa Ha prunr{qHl,rre rr,rrroBe KrertqHa cMbpr -
anroSarur, afloflro3a, HeKpo3a, rruporrro3a, Karo rro-roJlrMo BHr4MaHI,re e orAeJreHo Ha
lplponro3ar a u Ha MexaHl,t3Mtrre Ha npeBKJIIoqBaHe Ha BU Aa KrerbqHa CMbpr.

O6soprr e oHarneAen c 3 roAxoA.f,rlu cxeMr,r, Koero ro flpaBr{ no-pa^r6rapaeM 14 neK 3a
Bb3npI,IeMaHe. Bts ocHoBa na na6els:aHlrre n o6:opa upo6leun, aBTopET o6ocnosasa UeJrra l,r

3aAaqr4Te H a Hacrofl rrlufl Aucepr arl r4 o HeH TpyA.

4en u sadaqu: I-{enra Ha A}IceprallrroHHr4, tpya e Aa ce r43cneABar MexaHr,r3Mr,rre Ha KJrerbqHa
cMbpr B KJIeTKI,I ua Ceprolu u cBbp3aH[Te c rflx crlrHiulHtr rrbrlllqa, BKJIIoqBarrI[ ocHoBHr,rre
KacIIa3LI u Gasdermin D. 3a lr3rrbJrueHr,re Ha rocraBeHara uen aBTopbr paspa6orna 7 zagatu,
Kor,rro ca Aocrarbr{Ho ,cHo u rorrHo SopvrynnpaHra.

Mamepuuttt u Memodu: kTtctegBaHtflra ca npoBeAeHr{ Ha 6azara sa klBVlP-EAH. Karo
I'I3CneAOBaTeJICKII MaTepI'Ian Ca I43IIOJI3BaHI,I CepTOnUeBI,I KIeTKLI OT KJIeTbqHaTA IWIHptfl. 15P-1,
u3onllpaHa or recrlrKynapHu KJrerKr,r Ha rparrcrenHu 6-uecetrHr,r Murrrrlr or American Type
Culture Collection (ATCC).

B exclepuueHTllTe ca I43non3BaHlI rxrrpoKa raMa MeroAr4 3a r,r3cneABaHe: KJrerbrrHo Kyrrr4Br,rpaHe,
MI'IKpocKonur (rxlrcuI,ITeJIHo (fnyopecqenrua), [pororrHa Slorqurouerpus., Real-time qPCR,
HaHorlopoBo ceKBeHI,Ipaue, ELISA ra 4p. MeroAr,rKlrre ca olucaHr4 Aocrbqrro ,cHo rr no4po6uo,
Koero flo3BotlflBa Bb3[poI,I3BexAaHe Ha eKcrrepuMeHTlrre. ZsuorgnaHero Ha cbBpeMeHHa
anaparypa h cpeAlz kt KoHcyMarI.tBr{ Ha BoAerrlr4 Qraprrara-npor.r3BoAr4Ten}r rapaHTr4pa
AOCTOBepHOCTTa Ha [OJryqeHr,rTe pe3ynTaTr,r.

He 6yau cbMHeHI,Ie JII,I.IHI,ITo yqacrr,re u nplrHoc Ha aBTopa B eKcnepl,rMeHTr,rre. B rona orHorrreHl,Ie
flcHo Jrrrqr4, r{e AoKTopaHTAT e yCBOLrn r4 ycneuHo flpr4nafa peAr{rla MeroAr.{.

Petynmamu u ductgcun: flolyueHr,rre or aBropa pe3ynrarn naft-o6rqo Morar Aa ce pa3.qeJrflr B
H.f, KOJTKO fpyflu, cboTBeTcTBar.qr,r Ha rrocTaBeHr,rTe 3aAaqr4.

[ucepranr"rr ycraHoB.f,Ba, qe rperr4paHero Ha KJrerxrrre c LPS v ATP BoAr{ Ao arTr,rBilpaHe KaKTo
Ha Kacrla3a- l, taxa I,I Ha Kacrla3a-3, n pe3ynrar Ha Koero KJrerKlrre ce HacoqBar K6M arlotrr o3avnv
nuporrTo3a, c nper,rMyrqecTBeHo HaCOqBaHe KbM arronTo3a.

Haft-neporrHo aKTI,IBLIpaHero Ha Kacrra3a-1 ce Auxn Ha $yHxrlrzoHilpaHero Ha rroBer{e or eAHa
uu$lauaeonau, trft Karo KJlerxr,rre, Korrro rrperbprrrBar KJrerbqHa cMbpr,3arr4Bar upra Nlrp3-Asc
3aBI'IcIaM IIET Ha aKTI4BaIII,Ifl Ha Kac[a3a-l , anpu xlrBr,rre KJIerKrr aKTI,tBHocrra e rro He3aB[rcLrM or
TZL3r,r OC nrr:. Axrunarlurra Ha Kacrra3a-3 e usrlcJro 3aBr,rcr4Ma or ocra Nlrp3-Asc.
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CD300a e ABy[ocoqeH perynarop Ha axTrrBarluqra Ha Kacrra3a-1, xaro HaJrr4rrr4ero My orpaHr,rqaBa
HacrblrBaHero Ha [[porlTo3a rro Kacnira-l sasrlcrzNa rrbr, a ryfftcara My BoArd Ao orpaHr,rrraBaHe
cvrHara Kacrlir:Ha aKTuBHocr B xr.rBr,rre KJrerK[r. leficruuero My Btpxy aKTr{BHocrra Ha Kacla3a-
3 e ctruo ABy[ocotlHo - crl4Mynvpa atTlar,upaHero Ha Kac[ira-3 e xurure KJrerKr,r n orpaHr4qaBa
aKTI,IBHocrra fi e Haco.reHrzre KIM rrr,rponro3a KnerKI,I.

Arrunupanero Ha nuSlarraasoMur,r, nrr Nlrp3-Asc uoreHur.rupa eKclpecurra Ha rorurneH
GSDMD (neaxrunen rerparuep), Ho He [r [oBr,r[raBaHe Ha aKTprBHara My cpr3aHa r[oprvra (C-
repMI,IHaJIeH Qparvrenr). Excupecvflra Ha peqerropbr CD300a e HyxHa 3a HopManHara
eKctrpecrl, Ha roriIJIH]Is GSDMD (uearrunen rerparraep) r,r 3a aKTrlBarrr4rra My.

GSDMD BIwIfle Bbpxy xacnasa-1 u Kacrra3a-3 no pasnuqeH Haqr.rH - c usxu6uropeH e{er<r Bbpxy
aKTHBHocrra Ha Kacrra3a-1 u axrusfipaut Bbpxy xacna:a-3.

I4n4yqupanoro or LPS cnnra:rrr:prpaHe, HaMaJrrBa cuequQuuuara nazroQ arvrfr B rron3a Ha
necnequQraqHara MaKpoaBToSarur, B crpecoBrz ycnoBr,r, c HaMaJreHV Hyrpr,reHTr4 (rnrorco:a).

Pe:ylrarure ca rIoAKperIeHI{ c aAeKBarHo no46pau u npeAcraBeH AoKa3areJrcrBeH Marepr,ran.
Cuuuxrare ca c MHoro BItcoKo KaqecrBo. flpurruo BneqarJIeHI4e npaBl,r orlrrqHara crarl,Icrl,Iqecra
o6pa6oxa u npeAcraBcHero uu n rpatpuru. Kangu4arbr e noKa3iur yMeulre He caMo Aa rbnKyBa
co6crnesure pe3yJrrarr{, Ho r.r Aa ru cbnocraBq c AaHHr4Te, flonyr{eHr4 or Apyru aBTopr,r, Koero
cB[AeTencTBa 3a oTJII,IqHO rrO3HaBaHe Ha MaTepuana.

KareropuuHo cbM y6e4eH, qe pe3ynrarr.rre ca opurlrHanHutrHeMoxe Aa craBa h ryMa3a KaKBaro
u Ia 6utto Soprvra Ha rlnaruIarcrBo. Krrvl 1oryMeHTure vrMa v rrp[noxeHa clpaBKa, qe

AI{cepraIII4oHHI,Irr rpyA e rrpoBepeH 3a [Jrarr4arcBo c rroMorrlTa Ha crequanr,r3prpaH co$ryep n
TaKOBa He e ycTaHoBeHo.

Ilseodu u npuHocu.' Or usnrp[reHr4Te n3cre4BaHilfl cau3Bere.nz 6 flssoAa, Kor,rro rrpueMirM, r,r ca

Soprvrylnpa:r,u 3 flpltHoca. I,Isnognre KopeKTHo orpa3flBar rronyqeHlrre pe3ynraru.

Jlumepamypa.' flplrloxen e 6u6nuorpa$cxu ctrucbK ot 213 3auralutfl,, Bcr.rqKr.{Te Ha Jrarr,rH}rrla.
47 or I,I3To.IHI4III,ITe ca or rrocneAHure 5 roAunu. Te ca qr,rrr4paHr.r KopeKTHo raM, KbAero rpx6na,
cro6pasuo 3aAaqr,rre Ha Ar,rcepraur,roHHr.r, TpyA.

Ily6luxaqrrr BbB Bpb3Ka cArrcepraunouHus rpyA: KaHgu4arrr e rrpeAcrasult2 uy6rzraquu,
lI ABere B crIrIcaHlL,I c uMrIaKT $axrop ra KBaprr.rJr, c Koero [oKpLrBa Mr,rHr,rMaJrHI,ITe HauuorrrlJrHr,r
I,t3I4cKBaHI4r 3a rIpI,IAo1usane ua o6pa:osareJrHara 14 HayqHa creneH AoKTop cburacHo 3PACPB n
flpanwnura 3a HeroBoro npr,rJroxenue.I4 B ABere crarvturl4trcal{nerxona e BoAerrI aBTop, Koero
e pIHAIIKaUI{fl 3a aKTHBHoro rr yqacrue B npoBeAeHrare lr:cJreABamlas,. Pesylrarure ca npeIcraBeHrl
I,I Ha H.f,KorKo HayqHr,r Sopyrr,ra no4 tfoprvrara Ha flocrepr,r 14 AoKnaArl.

Anrope{epar: Anrope$eparbr (42 crparuuqu) e usrorBeH cbrnacHo rr3r,rcKBa*uflra r,r orpiBrBa
BCr,rqK[r ocHoBHr,r pe3ynTaTr,l u [plrHocr4 Ha Al{cepTarl[oHHr,r.f, TpyA.

3a6e.nexrrl KbM ArlceprarllronH[rfl TpyA: Ouronnara Mu sa6erexKa e KbM 3arnaBrrero Ha

AuceprauLIoHHI,Is rpyA. IrlsrpruHa e Qpasara ,,3Ha!reHue 3a MBxKru un$eprnlurer".
ZscreAsauvflTa v nonyqeHl4Te pe3ynrarv vMar qr4cro tpyu4avrenraneH xapaKTep, npoBe \eHu ca
Bbpxy l,IMopranu3upana JtvtHufl, KnerKI,I or MrrrrrKtl. He ce 3Hae B KaKBa crerleH 6uxa ce
norBbp,{unvilpur [bpBI,IrrHa Jtuuvrs. qoBerrrKr,r Ceprolueur KJrerK[r r,r KaKBa crofinocr 6uxa uuama
3a Ar{arHocrvna v reqeHlre Ha Mb)KKLrc unQeprumarer.
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Irluau I,I HrKoI{ t{Hcro rexHr,rqecKu sa6erexru. Hanp. [oHrrrdqra ,,AI,IarpaMa" ra ,,cxeMa" B

AI,IcepraqlIoHHIds rpyA clopeA MeH ca ca rr3JrllrrrH[, 6ra cleAnalo Aa ce [3rroJr3Ba repMr,rHbr

,,$urypa" B orlucaHl{ero uM.

CleAna Aa ce ot6elexu, tle HalpaBeHprre or MeH KprrTprrrurr 6enexrr He ca clrrlecrBeHvr rr B
HI4KaKbB cnyvafi He oMrIJIoBaxaBar Aocrofrucrnara Ha npeAcraBeHr,rq Mra 3a perleH3r,r,

Ar,rceprarlroHeH rpyA.

3ar.nroqenne: flpegcraBeHr,rrr Ar,rceprarl[oHeH TpyA na Irlmra I{nerxona-klnanosae aKTyaneH or
HayqHa rl npaKTrlqecKa rne,{Ha roqra. Hzurnqe e 4o6rp 6a-uanc B crpyKTypara MexAy orAeJrH[rre
qacrl,I Ha Hayr{HI,L TpyA, c flpeBanupaHe Ha o6eua Ha HayrrHure pe3ynrarr.r r,r rqxHoro o6crxAane.
B rasrr Bpb3ra, gocrofiucrBara Ha ArrceprarluoHH]r, TpyL u r,I3rrbJrneHr4Te I,I3I,IcKBaHVfl, 3a
neo6xoArul,ITe KoJII,IqecrBeHlr lr KarrecrBeH[ Kplrrepr,r]r cbrnacno 3PACPE, llfl3PACPE n
flpanurunxa 3a pa3Blnrile Ha aKaAeMr,rr{Hr,r, ctcraB na LIEI,IP-EAH - Corfu fl, MU 1alar ocHoBaHr.re

Aa flpeAnoxa Ha yBaxaeMrrre qreHoBe Ha HayrrHoro xypr Aa rpucbryr na lllra I{nerrona-
I4nanosa HayqHara v o6pa:onarerua creleH,,AOKTOP" rlo crequiurHocr 01.06.23.
,rHMyHororu.f,".

fiara:09.01.2024r. I4srorer,ur perleH3 Hcra:

/upo$., a6u Ihauen
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