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Crc ganoeeA J\lb P-rcg-217117.05.2021r. Ha Perropa Ha MY,,llpoo' 4-p flapacren

CTO{HOB" Bapna CbM BKJIIO\ISHa B HayqHO }Irypu 14 CneA peIIIeHIIe Ha H9fOBOTO IIbpBO

3aceliafluecsMo[peAeJleHaAaI{3|oTB'cTaHoBIIIqe3a|opellocolleHl4'AI{cepTaIIuoHeHTpyA.
flpe4cranenure AoKyMeHTLT CborBercrBar Ha flpaeramrura 3a pa3Bkrrl'Iero Ha aKaAeMlrrlHvtfl'

cbcraB na MY - BaPua.

1. Buorpa$urlHrr AaHHrr ra npoQecnoHaJrHo pa3Brrrlre

Aoq. a-p Anronnq Aranacoea, A.M., npes 1980 r 3aBbpIIrBa c orJII'Ique IV Ef "@p'

Xolr.Io-Kropu", rpe3 1986 r. 3aBbpIIIBa c orJll{que BMI4 - Bapna' Cne4 npzAo6zeaHe Ha

Marr{crtpcKa cTeneH rro MeAIrrIr4Ha, or 0I.12.1986 lo 16.06.1987 roAusa pa6orra KarO neKap-

opArrHarop BbB BbrpenHo orAeneHlre HaIIOKE - Illyvreu. Cle4 ycnellrHo noJloxeH I43rIIltr' Tq

e rocneAoBareJrHo acrrcreHr (1987 r.), crapIIII{ acllcreHr (1994 r.) u rlaneH acl4creHr (1997

r.) n KInHIIKaTa IIo facrpoeHTeponorvfl, Ha yMBAJI "Ce. MapuHa", MV Bapna' I'Irvra

npu4o6uru ABe KII,IHI4TIHq CIIeqLIaJIHocTLI B6TpSIIIHII fionecru (1994 r') vr

racTpoeHTepoJrofr.rs (1996 r.). Bna4ee $pencrz, aHrlzficru r pycKpl e3I{K'

Cnel ycnerrrHa 3arrrr4Ta Ha Ar{ceprarlr4oHeH TpyA Ha reMa: "KrzHu'rHa oIIeHKa Ha

flauyerrrl,ITe c t3BeH KoJII{T - cbBpeMeHeH rIoAXo4", [pe3 2014 r' flonfraBa OHC ,,Aorcrop"

ro HayqHaTa c[eqIIaJIHocT ,rlacrpoentepoJtottlfltt. Or 2015 I. Ao cela 3aeMa

aKa.[eM[qHaTa AnbX611OCt 
tt4oqeUTtt nO C[eUI4anHOCt "fagtpoeHTeponglnfl" K1.;191 Kare4pa nO

aHaroMr4.rr 14 KJrerbrlHa 6nolorns KbM My - Bapna. [oq. AraHacoBa e yqacrBala B

MHO)r(ecTBo KypcoBe 3a cneAAr'rrrJroMHo O$yueHue B pa3II,rr{HU o6lacru Ha

racTpoeHTepoJlorl4tTa, IIpoBeAeHu n Bslrapt4f,, HeXLrg', fiauut, frpUul, Ynrapu'l, Ancrpral,

Crp6ut, Vlcnanut, Eelru s u B eluxo6 pvr aHVfl .

Hayunure r4HTepecrr Ha AorI. Aranacona ca ocHoBHo n o6lacrra Ha Bs3rIaJII'ITeJIHzre

rrpeBHn za6orssalvrs. B r:azu o6lacr e u no-roJl-sMara qacr or HayrIHI'ITe u ny6turcaryuu,

BKJrroqr.rreJrHo r4 rrpeAcraBeHr4r 3a pelleu3lrfl AI4ceprauLIoHeH TpyA. P:bKoBoArr rIpoeKT IIo Oottl

,,HayKa" nru MY-B apua. Tt yqacTBa u B Me)r(AyHapoAeH HayqeH npoeKr sa I-{so:ruarur n

KpafiAyHaBcKI4Te AbplKaBI{. AoU. Aranacona e HayqeH pbKoBoAl{ren Ha 2 pe4onuz

AoKTopaHTu. B MY Bapna vs]Flac . ua 6urapcKrr 14 aHrJllrficxu egux JIeKuIlu ut rpaKT[qecKLI

ynpaxHeHr,Is Ha ary1eHTr,r, craxaHT JleKaprr, cleUuanl,I3aHTtr rl o6rqonparrirKyBarq[ neKapI'I'

Aoq. AranacoBa e yrBbpAeH crreUpraJrr4cr n obnacrra Ha racrpoeHTeponorll.f,Ta.



2. Arcrya.nnocr Ha uPobleua

Xponuunure Bb3rraJrrrTeJrHpr rrpeBHr,r sa6oDxea1us, (xBrI3) ca za6orssaEufl. C

HapaCTBalIa qecToTa B CBeTOBeH MaIIIa6 V y HAC. Te Ca cBbp3aHI4 c TOJIeMI'I [peKI'I II KOoBeHII

Qunaucoen pa3XoALI 3a AI,IarHoCTr4KAv JIeqeHIIe, a B Hayr{eH nnaH Ce sBf,BaT eAHO oT Hafi

roJreMLITe rIpeAI,I3BktKaTeJIcTBa B cbBpeMeHHaTa facTpoeHTeponorl'It' Brnperu MHoxecTBoTo

r{3cneABaHr4s npe3 rrocJreAHr4Te 4Bai4cerurHa roAI,IHIr, Bce oue erl'IonoFl'Itra u rlarofeHe3ara Ha

xBq3 ocTaBar He Ao6pe xapaKTepr{silpaLrI4. crnpeuenuoro IeqeHI''Ie e cB6p3aHo c

HeAocrarbrrHo eOeKTr.rBeH orroBop, 3ary6a Ha orroBop I,I peAIrIIa crpaHI4qHI'I He6narollpuflTlHkr

cr6urus,. flpoclegxeaHero Ha rraqr{eHTrrre e cBsp3aHo c ITHBa3LIBHI4 eHAOcKOIICKU npolleAypl4

V H9AOCTaTBTIHO e$exrunnz CypOraTHI{ 6uOrrlaprepu. Toea HaJIafa TbpceHe Ha HOBI4

HSr4HBa3I{BHII M9ToAI,I 3a oUeHKa u MoHI4TopI4paHe. HanOCleArx Ce yTBbpXAaBa

lpunoxeHrrero Ha miRNAs npv [arlueHTr4 c oHKoJIoil4qHI4 3a6onsBa:a:as 3a crparlr$uqvpaBe

Ha plrcKa oT rrorBa, [pofpecr4s rr oTfoBop Ha IerIeHI.IeTo. KaTo ce IIMIA IIpeABUA Bps3KaTa

MexAy Bb3rraJreHr.rero I4 rrorBara Ha MHoxecrBo oHKoJIofrIqHI'I 3a6ongBaHl{t, JIof}IqeH ce tBIIBa

r4 rrHrepecbT Ha AoII. Aranacoea Aa ycTaHoBI'I Bb3MoxHo JII4 e qpe3 cepyMHa eKcllpecvfl Ha

orrpeAeneHz miRNAs Aa ce Ar{arHocrr4rlr.rpar v rlpocneAflBur nar\kreHTl4 c I,IMyHoMeIvilpaIJu

3a6orrBaHr4s Karo 6olecr na Kpon (BK) z s3BeH KoJIIrr (tK). lly6luxaqulrre B cBeroBHzre

6aza nattsu e o6racrra Ha XBr{3 u miRNAs ca orpaHlrlleHl{, a AaHHI'ITe rBbpAe

rrporr{Bope,tusu r1r;ir Karo r43ToqHr.rqure na miRNAs ca pa3JIIrqHIr rbKaHIr I4 ceKperLr, a

Lr3CneABaHI4Te IIaUIISHTII ca c pa3IutIHI4 XapaKT9pI'ICTIIKI4 L npunafaHo neqeHlle' Tona

3Haqr,rreJrHo 3arpyAH-sBa cblocraBtHero Ha AaHHI4Te 14 ero 3alrlo I436opbr Ha rIaHeJI or

miRNAS, c KoIITo Aa ce xapaKTepI,I3I4paT Te3It [aIII{eHTI4 u la ce BaJIuAupaT AaHHI'ITe cpeA

6rmapcr<ara rronynallrrfl., ce flBflBa BaxHa 3ilaqa, tr4gnorssaHero Ha Bb3MoxHocrI4Te, KoI{To

lpeAocraBqr r43cneABaHvrflTaB o6lacma Ha eKcrlpeclrflTalna miRNAs, nplrJraraHero I'IM cpeA

6inrapcrure [arlr4eHTrr c BK ra -f,K npeAcraBnflBa eilv." HoB cbBpeMeHeH II9AX6A, Kofro

AaBa pa3naqeH no;.;reA u aKTyanHo peilreHr4e s o6racrra Ha Al4aruocrrrKa, IIpocJIe.4tBaHe I1

JreqeHr4e rrpz IIaqueHTIl C xBrI3.

Ilpe4craneflvrflT IVcepTaUr{OHeH TpyA Ce tBtBa IIbpBOTO CI,ICTeMHo aHaJII'ITI'IIIHO

rrpoflBaHe IIo B:bnpoca B HaIIIaTa cTpaHa cpe4 6rmapcKl'I IaIILIeHTI'I c XBII3 '

3. Crpyrcrypa I{ cbAbp}ItaHrre Ha ArcepralluoHurq rpyA

[zcepraqu flra e s o6ela 179 qasaaprHl,I crpaHVIIu (6ez 6u6ttuorpa0l4{ra)' Ts e

KJracrrqecKll npaBI4nHO CTpyKTypI{paHa KaTO CsAbpxa cJIeAHI4Te qacTI'I: BBBeAeHI4e;

nlrreparypeu o6sop; rler, 3aAatrrr v xurrore3a; MeroAonofru; pe3ynrarl4; I.vrcKycvrfll I'I3BoAI'I,

cruc;K na ny6nurar\vrkrre BbB Bpb3Ka c Ar{cepralluonltrfl.rpyl u 6u6tmorpa$un.

JlureparypHuqr o6sop e z3r{epnareJreH 14 :narrLrcal Ha rlpaBr4neu 6urapcKll e3I'IK Ir ce

qere JrecHo. ilap;a sa4u6oueH aHaJrr43 Ha pa3fnex1a:n:afl. npo6lena B cBerJII{Hara Ha Hafi,'

HoBr4Te npoyrrBaHur. Cr4spxaHr,rero My e u3IIsJIo HacoqeHo B:Epxy qenra I4 3aAaqI'ITe Ha

Arrceprarl[qra. -flcuo ca oqepraHu c:bBpeMeHHI4Te reHAeHIII4I,I, TpyAHocrtr u ilporl{Bopeql'IBl'I

AaHHr{, Kolrro ca sBsBar ocHoBeH MorrrB :a paspa6orBaHero Ha AI4cepraIIIroHHI{t rpyA.

Ilelra e fcHo Qoprrtynr.rpaEa: Ia ce rr3cJreABa I4 oUeHI,I cepyMHara eKcrlpeczfl Ha H.uKoI4

miRNAs npr4 rrarlraeHTrr c xpoH]rtrHr4 Bb3naJII,ITeJIHu 6onecrl,I Ha qepBara. Or He;{ cJIeABar

rofuqHo u o6ocHoBano 5 KoHKperHr.r Lr JroflrtIHLI 3aAaqrr, rrptKo cBt'p3aHlr c [ocrl{faHero Ha

TIOCTABEHATA UEJI.

PasAe6r ,rMarepual MeroAoJtorr,rfl" e npeAcraBeH MHoro roqHo. llpoyueHz ca

o6qo 100 nuqa - 30 s4panrz 4o6pononUu u l0 raIIrIeHrLI c B93. Eoluzre ca I{3cJIeABaHII

rpocrreKrlreuo. Pa3AeJreHr.r ca B ABe rpynu: c BK - 35 nautlenr:,l, (20 c aKTI4BHa BK u 15 s

perr,rncux) ra -f,K - 35 6onnu (20 c aKTr.rBeH flK u 15 e pel,rracut). I4znspureHo e roqHo



oxapaKTepr43r{paHe Ha IIaIIIIeHTLITe IIOCpeAcTBoM KJIaC[qecKIr 14 Hair-cTBpeMeHHI4 MeToAI{ 3a

rr3cJreABaHe - KJrr.rgrrqH v, na6opaTopHl4' gHAOCKOTICKI4' MOpsoJIOfI4rIHI',I 1a o6pa3gl4' llo'qpo6no

ca orpa3eHr,r cTbrrKl,rTe Ha [3CneABaHe Ha cepyMHaTa eKollpecl4q Ha miRNAs' KaTo ca onvcaH'r4

B'I/IaHapI3IIoJBBaHIITeKuToBe,KaTaJIoxHI4HoMepa]l|[poqecbTlF.aIIonrIaBaHeHa
pe3ynrarrrTe. 3a o6pa6oTKa Ha AaHHI4re e rpunoxeH InIIpoK Ha6op or HaAexAHI'I U

cbBpeMeHH Lr cTaIvIcTLrqecKII AHaJrvI3I4z fapaHTUpaqII AOCTOBepHocT Ha IIonyqeHI4Te pe3ynTaTI'I

Ir HanpaBeHure 3 aKrrotl eHkrfl"

Perynrarure or co6crBegzTe rrpoytrB aHvfl ca AerafinHo npeAcraBeHI'I I4 rloAxoAsuro

oHarneAeHr.r c 59 1;a6twtv n 55 $Zrypra. Anroprara 3aIIoqBa c I43r{t{cJ1-sBaHe Ha IIpaIoBI4Te

croftnocru na usopau fis. flaHeI Or miRNAs [pr4 3,ipaBv KoHTponI4 rIOpaAIr Irr4rtcura HA

BurvPtrpa}Iu crofinocrra ra c6[ocTaBq eKcnpecuqTa I4M c Ta3n npu 6omrure c XB93'

Ycranoneull ca rro3r4TI'IBHI4Te II HefaTIIBHIITe npeAcKa3BaIIII4 crofinocru Ha ro3l',I naHen oT

miRNAs. ,{ou. AranacoBa yCTaHoBtB A, qe eKcllpecfltTa Ha pa3lnexAaHrare miRNAs ce

pa3n[qaBa,,p" ,,u*.,,'"," . BK ra .flK. |Ipu BK e Han[qe cB bXeKcIIpeckIA, AoKaTo npra -flK

eKcrrpecr4rTa a ,*ru""MO Ilo-Hll0rca. llpra ABeTe fpyIII4 IIaIIueHTI'I He caMo e ycTaHoBeHa

pa3nr{Ka B eKcrrpecrr fl"ra Ha oTAenHIITe miRNAs clopeA aKTIIBHOCTTa sa za6otflBaHeTo' HO e

il.p* 
".rr"qi6"qeH 

3a KoHKperHoro ga6orseane miRNA rroArrr4c. cnope4 roKarl43aul'Iqra

ra Soprrlara u na 6olecrr a ca l41ie1ruQraqupani4 pa3nl4qHra miRNAs 3a ABeTe

zafuorgsarrus. e' qe rpl4 TIaIII4eHTI'ITe c BK u flK IrHTecrI{HaJIHIzTe ycnoxuerlnfl' kr

eKcrparrHrec1' o{BI4 Kopenupar c pa3nl4tlHn miRNAs' llpu EK lanuocTra Ha

ga6orssarieTo e cBbp3aHa c IIOBIIIIIeHaTa eKonpecl4s na miR-28 ra miR-96' A npv 'flK e

yBenuqeHa.n.rrp."""raHamiR-144umiR-l55.IlpvrIeqeHI4eCKOprlIKOCrepoI'IAI4e
uaoruo4aeana rroBr{rrreHa eKcllpecl4s ua miR-96 (BK), anpll'flK - ua miR-142-3p u miR-l55'

Ycranoneno e, qe Tepanvfl'tac 5-ASA npz -flK e CBbp3aHa c IIOHI'IXeHa eKcIIpecIIs na miR-16

n miR-142-5p, 4oraro rpu BK nua IIOBIIIIIeHa eKcnpecl4t ua miR-144' tlpu rIeqeHIIe c

a3arvonp!fir Ha BK e orr{ereHa noHI4XeHa eKcllpecus Ha cnequol4qHl'ITe miRNAs (miR-28'

miR-142-3p u miR-l228-3p), AoKaro npu -flK eKcrpecusra Ha miR-96 e noA llparoBara

crofinocr, olpeAeneH A npv 3l{paB.f- ^nl^u^ar' 
Bzo:roruqnuta Tepanv'u IIbK Kopenl4pa c

rroBr{rrreHa eKcrrpec[{ na miR-28 flprl [arrr4euTr4Te c BK, Aor<aro flpu -flK croftnocrl4re na miR-

1228-3p ce Ao6MxaBilT AO Te3lI Ha KOHTponIITe' ,{ou' Aranacosa noKa3Ba' rle IIoBIIlIIeHara

.n."p.."" na miR-28 npu EK e cuequ(fnqeH MapKep 3a 1locrl4fHara peMucus I'I Kopenupa c

rroHrrxeHrr Hr4Ba Ha'cRP, FcP, QDAI, uoprua-nno HI4BO Ha CepyMHO Fe' BIITaMITH BI2 u

Br.rTaMr4H D. OceeH ToBa AOKa3Ba 3aBvIcvIMOCT Mex(Ay cepyMHaTa eKcllpecl4s Ha miR-142'5p'

miR-96, miR-199a tLHvBaraHa BVTaMIIU D npr'r raIII4eHrI4re C XBH3'

Bpa3AeJI,,!.llcnycul6.pe3ynTaTl4Tecao6clAerrzno,4po6rroltrcbIIocTaBeHI{
crrcTeMaTl,ItrHo c HaJII,I1IHI{T9 B MSAI4III4HSKaTa nirTepaTypa AaHHI4' [oq' AranacoBa rIoKa3Ba' qe

IIMa 3HaaII{Ma ocBeAOMeHocT I',I KOMIIeTeHTHOCT' KOIITO V AABAT Bb3MOXHOCT Aa HaIIpaBI4

cbIIocTaBKaHaAaHHI,ITeoTnl4TeputypilacIIO0TII|HaTI,ITepe3ynTaTl4.

!,racepraquoHHr,rrT TpyA IIpeAcTaBfl eAIIHaAeceT Ir3BoAa' orrpornar ce 3HaqIIMI4

TIpI4HOCI4 3a MeAI4IIIrHcKara HayKa 14 rIpaKTI4Ka:

. flpnnocrr c TeopeTrrqeH xapaKTep: 3a IIpsB IIbT B Eurapur saAbJI-6oqeHO e npoyrleHo

rrpr4noxeHr,reTo Ha miRNAs IIpu Bb3pacTHLI TIaIIIIeHTI',I c BI{3; t43BbpllreHo e

AOCTOBepHO, TOqHO r.r no4po6uo o[?ICaHI',Ie Ha eKcIIpecvATA na miRNAs IIpn 6omru c

Bq3 e c1ia/Iuir Ha aKT]IBHO0T; u3rIepIIaTeJIHO e oTpa3eHa eKclpec[qTa Ha miRNAs

cIIopeAXapaKTepVcTIIKaTaHaIIaIIIleHTkITevI[poBeXAaHoToIeI{eHI,Ie'

o Ilpunocra c [pr.rJIo]I(eH xapaKTep: onpeAeneHl4 ca IIparoBI'I croftnocru 3A

pa3rpaHr.rqaBaHe Ha eKcrpe " 
iu na miRNAs; Ir3rorBeH e cnelll4$rzuen npoStu ua

naqIIeHTI4TecBKn.fKBs3ocHoBaHaeKcIIpecI4sTarramiRNAS;ycTaHoBeHI4ca
cneqr,rQuuura miRNAs 3a peMrrcur rr aKTr,rBHoCr na 6olecrra, JIOK€UILrgar\lrfl" $OpUa na



[pOTr.Ir{aHe I4 IIpOBeAeHO neqeHue; I'I3BbpIIIeH e 3aAbn6oqeH aHUII43 Ha eKCnpeCI4flTAHa

miRNAs cnopeA HlrBurana suraNduH D'

o flpunocla c oprrfuHaJreH xapaKTep-(ra nprn IIrT B Br.lrapun): npu Bs3paCrHI'I

larlrreHTr4 e rr3cneABag [aHeJr or miRNAs 3a oueHra Ha Br{3; IIpI4 Bb3pacrHl{

larlrreHTr4 C BI{3 e r43CneABaHa ponqTa na miRNAs' rouro ca AoKa3aJIII CBOtTa

esepunHocT 3a xapaKTepv3vpaHe 6oluu c oHKoIIoru'{HI{ ga6oJl-f,Ba14fl (miR-16' miR-

28, miR-96, miR-isS, miR-199, miR-363 ra miR-451); onucaua e eKcrlpecl'nra Ha

r43CJreABaHr4Te miRNAs clpsMo rIpI4nafaHaTA Tepantrl rlpu [aurIeHTI4 c' B93;

noKa3aHa e 3aBr4crrMocT MexAy eKcIIpecIItTa Ha o[IpeAeneHu miRNAs u Aesuqura na

BLITaMI{H D nPr'r 6olsu c BH3'

Btn nprsra c AI'IcepraIrI4oHHI'Iq rpy.4 c

6rnlapcru e3IrK Ir 2 sa alnttuilcxpr esnK'

LIHAeKcvpauo r'r pe$epupaHo s Web of S

Bte eclr'Ixure 10 cra"Iwvl AoIr' AranacoBa

aBTOp. Tona noragea 6escnopsatafi BOAexIa pons B Hayr{H[Te paspa6orrcu n nonrleHvTe

pe3ynrarl'I, KOpITO Ca Aeno Ha AIrCepraHTKara'

Aerope$epaTbT e HaIII4caH Ha 80 cTpaHI4UII u [peAcTaBt BspHo 14 ToqHo AI4cepTaUI4oHHII'f,

TPYA.

4. 3arcnro'renue

,{ucepraquoHHlrsT TpyA Ha Aou. Anrouras Aranacoea e [ocBeTeH Ha eAI4H

r43KJrrorrrrrenHo aKTyanar, ,rpt6naM B racrpoeHTepoJrorl4nra. llpoyue.o." ca 4ocrar:r'uen 6poft

rraUr4eHTLI. tr4s1o;1gsaHla CA CL,Bp9M9HHI4 aAeKBaTHI4 Ha II9JITa V 3Ag.arI14Te MeTOAII Ha

r43cneABaHe. flolyueHuTe pe3ynTarra ca lo6pe o6o6rqenu u aHaIlu3vlpalr^:rr LI BoA'f,r Ao BaxHI4

rr3BOAI{ Ir 3HaqI4MIr rIpr4HOCIr.

,{ucepraqraoHHl4qT TpyA OTIOBapfl Ha v3vrCKBaII;ZlflTa 34 npU4O6unaHe Ha Ha) {Ha

cTerreH ,,AOKTOp Ha HayKI4Te", 3anelHanl4 n 3PACPB vI flpanulnrzxA 3a pa3BId"IIde Ha

aKaAeMI4rIHI,Ifl ctcraB ua MV - Bapua.

Y6eleHO AaBaM cBOtTa II6JIOXI4TSJIHa OII9HKa II ilpe11opbrlBaM Ha yBaXaeMI{Te r{IeHOBe

Ha HayrrHoro xyplr Ia npvcr,I.f,T Ha Aou. A-p AnroHus I'Iop4anona Aranacoea, A'M', Hayr{Hara

cTerreH ,,AOKTOp Ha HayKI'ITe" IIO HaygHa cneul4anHoct "factpoeHTeponon'It".
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