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HACTABHO… HAyЧHO]Ⅵ[BE■y MiEДИЦИHCКO「 ΦAКyЛTETA B:MA

yHИBEP3ИTETA OДБPAHE

O4rryrorra 6p.35lll3 ol04.12,2023. roAI,IHe na 113. ceAHI{II}I HacrasHo-Hayr{Hor neha MeAuqI,IHcIor

SarcyrreraBojnorrae4uquHcKgaKaAeMujeVHueep:urerao46paneyEeorpa4yoApxaHe 30.1l.2023.roArIHe
nureHoeaua je Kovuclrja 3a orreHy 3aBpueHe AoKropcKe Aucepraquje Ior HacJloBoM:

JOBE3AHOCT rrOJrr4MOpOI/[lAMA y rEHr4MA 3A rrEKOru{PAJIThE PHK CA KIIIIHITUCO.

IIATOJIOUKh{ IIAPAMETPI{MAII PITI3UKOM 3A. IIACTAHAK I KAPIItrIOMA

Krur&lAarKr4rLe Ap MeA: Jerene Kap{gulafi, Sr* 3ir eHroKpr.rHolonajy BojnoMelpriqrrcxe axa4eu4je y Beorpary

Merrrop: npo@. ap fopaana I[yrprh, Me4almcxu $arrryrrer Bojnonrerorurrcre axa,qem.rje Yrumepsrrrera o46paHe

y Eeorpary

Kouncuja :a oqeny 3,rBprrHe Aoxropcne gucepraquje r.rnaenonana je y cacraBy:

1. nc.qorr, lp Henrama Pauunh, MO BMA yG, [pe4ceAnrrr xoullcuje

2. nu loq.lp Eoxcnaap Konavernh, MO BMA YG .uran xoruuu{e

3. nc npor{. ap $nmqa Koao*rapa, MO BMA, yG uran r<onaucuje

4. nxgoq. Ap llerap Pucmh, MO tsMA YG.uan rconrucuje

5. aou. lp Mupjana Cmjrconuh, MeAurluncrcu Qary.nrer Yuueepsrmera y Beorpary- v.nau mouucuje

Ha ocuony aHarmse npuJroxeHe AorcropcKe ro{ceprar{4je, Kao r4 ragejHor npojeKra AorcropcKe reee, Kouuo{a:a oqeny

3aBprxeHor AoKropcKor paAa je.ryrornacno noprocu Hacrannouaymonr nehy

Meruu+nrcxor $ar,yrrera Bojuoueron-urrcre axagerr,ro{e Yrumepaurera o46paue y Eeorpalry cneAehra

I,BBEIIITAJ

A) flpurca: c44pmaja aoKmpcne Arraepraude

florropcxa 4lceprargaj a Haru{caHa je rual 4 crpaHe r{ rroAeJbeHa Ha creAeha nomasJba : yeoa Q6 crpaHa) )ernore€r ra

IEJbeBu ucrpa{flBarLa Q ctpane),ucrurariltru r,r MeroAe HcrpiDrfl{Barba (9 crpana), pesynrarz (12 crpana), ptct<ycuja

(9 crpana) 3itlLtsytru (1 crpaHa) I,I Jmreparypa (11 crpaHa). Ynoa je r,urycrpoBaH ca6 uuxauy rbeMy cy HaBeAese 2

ra6ere. Peeyrnarlr cy loryMer{roBaHr4 ca6 rafurrau6 ouxa- Y rozcepraluajr cy ryrfl4pa}M noAar[4 r43 146 pefiepemga.

Pa4 no urpyrrypra r{Ma cBe eJreMer{re AorcopcKe roacepraruje.

Y npraloxeuoM AorffopcKoM paA/ Hcrpaxr.rBarbe je $orcycup€llro Ha npoqerry suauaja norrnrop$usarvra y reHHMa 3ir

HOTAIR, TERC, MIR155HG,rniF.-196a2, miR-155 ra miR-146a xojr 6u nonm 6lrru uaprceprE prEsma o6oleeama

oA rIaIIuJIapHor KapII4rIoMa IIITLITacTe xJrBAe u/wm tp,p,rxrvrswt MapKepr.r xoju ycasyjy ua arpeomr*rjn m
KapryrHoMa H rounEjy rpornosy.
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Y norumnmy Ynog, .qp Kap{oruh ΠpeI｀JIC,l ДCCaД aI:U千もИX Ca3HaII過 0■aΠИЛapHИ lヽ KapЦИHOヽIIIMa

I『IrmCTe ЖЛC3Д e.

ocraJrHx KapuuoHo\,ra. PTC za5zurraji I {. }.rcc'Itr. ror\ L', rrJ 5. .lecr1 HajveurhnY KapuHHo\{a KoA )KeHa.

HaЖ iaЛ ocT oКo 10%6oЛ eCHИ Ka Ca P17● `llMa a『pCCИBHy фOpMy TyM()pa Ca HeΠ OBOJЪ HИ M KЛИHИ ЧКИM

ИCXOДOM

y ΠpOTCKЛИX 15-aK「OДИlla pa3BOB MOЛ CKyЛapHC 6И OЛ OFИJC 3HaЧ alHO Je ДOl]pИHe0 60JЪ CM pa3yMeBaIЬ y

KapЦИHO「CHC3c cBИ x OpΓ aHa,Π a И Ш TИ TaCrC ЖЛC3Д c.CBCjC BИ Ш C ⅡOД ttaKa KOjИ ΠOTBpうyjy ΠOBC3鉗OCT

「
eHCTИ ЧKИX И CΠИFeHTИЧKИX ΠpO:MCHa Ca HaCTaHKOM И 6ИOJ101」 KИ {ヽΠOHaⅡIaIもeM naΠ ИЛapHИ X KapЦ ИHOMa.

yKJЬyЧИBabC MOЛ CК yЛ apHИ X ΠapaMCTapa~)`1laTOXИ C10JIOuJ卜y aHaJlИ 3y T)MOpa 3HaЧaiHO ДOΠpИ HOCИ

60几CM CaⅢ CДaBaby ΠpOΓ HOCTИ Ч:KИX nOK器訂 C∫Ьa 14′К l)aHttCКeCфИKhCH00■ 4

::I     
・

    _    ―   ―

Ha ocuony HaBeAeHor. ap Kapajoni.rh je nocrariana c:teflehe rllrtore3e:

1. llo,rr.uraop$a3Mrr y TERC, F101AIR, N{lR155LlG. miR-155, miR-196a2 u miR-146a reHrMa Mory

6urn y Be3I{ ca eTho.to[tK]{N,r al)aKT(,[)r1Ma, ]toJIoM ri ro4]lHai[4a. Ir;rrt nocrojamena XaruptMoToBol

Tupeor4.qr4Tr4ca Kor 6oreuuirrca ca K,r.lcr4rrHrrM rratlu:Iap;rilNi ItlpuI{HoNIoM txrnTacre xre3Ae (PTC).

2. flo:ruuoprlr.r3MH v r.icrpaxuraHr.rn,r r'eHrrMa c"y y tse3t{ ca ileiloBorrbHaM tcrt{H}iqKo-[aror'toIrIKI,IM

fiapaMerpaMa. cra4i.ijynlou 6o:recru, BerfiqfirioM ryMopa. np]teycrBoNt Meracrira y :rilnr$nuru

riBopoBr4Ma ullr nojaeout peur.r/ll{Ha So.lrecru Oolecur.rrca ca flanxrapnl4M KapuHHoMoM IrITLITacre

xne3ne.

3. f{ocrojepa3nr4Keyyqecrarocrr4 no.ruMopSu:avay HcrpaxHBaHHM reHI{Mau:uefy rpyne6o,recHurca

ca PTC u KoHrpone rpyne^ ruro yrcaryje Aa 6u uo:ruuop$ra:ulr y TERC, I{OTAIR, MIRl55HG, miR-

155, miR-196a2 u miR-1 46areuuvaMorJlrr 6uri.r naaprcepu pu3lrKa:a nojasy nanunapHt4x KapI{IrHoMa

r-rrTfiTacTe xne3le.

3a nponepy xunoresa 4eQnHl4callr{ cy c,renehu IMJ'berl.I I4crpzDxuBuula:

1. Yrnp4uru yqecrarrocr rroJri.iMnt)p$ir3aMli y IIOT,\iR, N{il{l.j5HG. miR-155, TERC, miR-196a2

r.r miR-146a Real-Time Merolaltr Ko.U tiorlirrHltriit ca. r(J'r&i:r4rrr{lr&1 nauunitpHllM KapIIHHoMoM lxrl{Tacre

x,'re3Ae. Kao H KoA oco6a KoHrpilrrHe r trr),[e. JilpaBrrx tJCoCr;r. 6e: u.:'ropl.ie Mair]trHl4x o6o,rerua.
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2. Yrnp4rzru noBe3aHocr uonuuopifu3aMa Hcrrr{T:arlalaux reHa ca npeAl4cno3l4qujovr sa uojany

narrr4Jrapur,rx Kapr{trHoMa rrrrr{racre xJre3Ae nopelerrervr ca KoHrpoJIHoM rp},rIoM 3ApaBI,Ix oco6a.

3. Ympguru noBe3aHocr r{clr{TrrBaHr{x teHerllqxr.rx [poMeHa ca KJII4HUlIKo-[aroJIourKI{M

napaMerpr.rMa, yrcryuyjyhu cra4ujyu 6otecru, BeJrr{qr{Hy ryMopa, rpucycrBo Meracra3a y malt$uuu

qBopoBuMa ra nojary peqr{AI.IBa 6o:recru xo4 6o:recruxa ca PTC.

4. Yrep4uru noBe3aHocr norurrrop$rz3aMa y uctrktr:t,BaHrtM reHr4Ma ca npexl4BJbanarreN4 6es

per{}rAr{Ba 6olecrra (uurepna.n BpeMeHa 4o nojane peur4Ar4Ba - eHrJI. Progression-free survival, PF}.

5. Yrap4uua noBesaHocr nonuuropSu3aMa vcilkru4BaHr{x reHa ca $axropraua pil3fira, IIoJIoM,

roArrHaMa Kao H rrpucycrBoM )(6rrrTuoroeor rprpeoHAL{TI,Ica KoA 6orecrura ca PTC.

Y flomanny Marepuja.ir rr MeroAe KaHAr4AarKrtra je Ha rrpeql,I3aH HaqI{H rIpeAcraBIaJIa 4usajn

ucrpaxlrBarba.Llcrpaxunane je 6u:ro cnpoeeAeHo no rr,rly perpocneKrrarne cry4uje cryraj-xottrpoJla, y

rojoj cy 6n.iru nopefeHu pe3yJrraru reHerr{rrKrrrxaHaJrlaga ca KJrr4HI4rIKo-IIaroJIoIrIKI{M napaMerpurr,ra. ,{pyrn

geo cry4raje 6u:ra je cryAuja acoqujaquje norurr,ropSu3aJua y vol.v'tvBaukrM reHIrMa xoja je ocI{M aHaJIpI3e

reHorr{rroBa y rpyfir4 6orecnura yKJ6yr{r4ra v aHaJtH3y yqecraJrocrr.r npoMeHa oBI{x reHa y xonrponuoj

rpynrr 3ApaBrrx oco6a, o4rorapajyhe rIoiIHe I,I crapocHe 4ucrpra6yqIEje.

lllro ce Cenexqnje Oo.necnurta rr{qe y orBr{py r43pa.qe AoKropcKe rese pa$eHIE cy roJlrlMop$usuu ue

nocrojehrax uapa$uucnux y3opaKa nanr{JrapHux KapulrHoMa [rruracre xnesAe. Y ctyl.lzJlu cy 6utm

yKJbf{eHH 6olecslrqu o6a nola, uapuju oa 18 u rvrnalu oA 80 roAuua xo4 xojIEx je naroxucroJlollrKl{

4r{aruocrlrxoBaH Kracr4trHr{ noArran PTC. Cspr\rt 6o:recruquua je yvursena roraJlHa r}Ipeol{AeKrotutuja, ca

urlr 6es ruru$a4euenrouuje, y Kruuuqu 3a onrrrry xrapyprujy BMA u nocroreparlrBHo cy lpahenu y

K:rururqlr 3a eHAoKpuHororujy BMA.

flaroxracrolorrrKa KJracr4$raxaqraja rp,ropa 6ulaje r.r3BprueHa rrpeMa rreroM r.{3Aarby xlacuQnxaqlEje rp,ropa

C3O, a cra4rzjyrr,ru 6olecru o4pefeHu cy Ha ocHoBy VIII usaarba AJCC (eaar American Joint Committee

on Cancer 8th Edition)TNM sa cra4njyne 6orecru PTC us 2018. roaune. Ana.nusup aHil cy KrIpIHuqKo-

naroJrorrrKrr $axropu xoju ce noresyjy ca KrxHr.rrrKrzM noHurrnamerra PTC Kao lxro cy: crapocr 6olecuuxa,

rroJr, npucycrBo Meracra3a y BpeMe onepaquje, llymu$orcaruocr, eKcrparplpou,{Ho Iul{pelbe,

rulru$onacrcyrapna unnasuja, BeJrr4qr,rHa rpopa r4 rrprrcycrBo XaruprruoroBor rl4peollAutrilca. Y cryanjy

rucy 1utuyKJbyrreHr,r 6orecuuqu HaKoH no6exrouuje rrrrrrracre xJre3Ae, xao u 6oreclr,ulrJu ca[perxoAHoM

ucroplrj orvr Milrrnrur{x 6o:recru.

Konrpony rpyny 3a aHaJrr,r3y norunaop$u3aMa LrrdHr4Jur cy 3ApaBra ucnI4TaHI,IIII4, o4rorapajyhe crapocHe I{

loJrHe 4ucrplr6yquje, roju lr,urcy vMarrur HeKo MaJrurHo rrJrr{ cr.rcreucxo o6o.uerse.
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lonopehz o rraroxrrcro.nourrcoj n renercnoj aHaJrrr3rr npefiapara, 3a oBy glacepraqujy naroxl4croJlolrlKa

a:aar{kt3a rrpenapara cnpoBe,qeHa je y l4ncrraryry sa naro:rorujy u cyAcKy MeAIrqI,IHy BMA, AoK cy

reHerr.rLrKe aHzurr43e 6ule cuponeAeHe y Oacexy 3a MoJreKyJrcKy rcHerr,IKy llucrraryra sa MeA[IIlIHcKa

HcrpalltuBaH,a BMA.

AHa,rHsa naroxlrcroJrorxKr,rx napaMerapa frruLena je Ha raceqlll{Ma rKHBa KapII}IHoMa Ia: napa$uncrux

6:roroaa Ae6:uane 4pm 6ojenux craHAapAHoM xeMaroKcI,IJII,IH-eo3I4H MeroAoM.

leuoucra AHK je pr3oJroBaHa r{3 y3opaKa rKIrBa KaprIHHoMa $nxcupaHux y Sopl,raruuy u }'I€JIyrJbeHI4x y

napaQuuy (FFPE) uoiuohy xouepqujanHor Kr4ra Extract me,flotscxa. Iloruavrop$I,I3Mrl y uyxleoru4noj

ceKBeHqH rena 6ulu cy o4peluraHra Real-Time PCR MeroAoM, xoparuherreru Real-Time PCR 7500

afiapura r,r KoMeprlujaJrHr{x eceja sa arialr;r4sy nonulrop$u3aMa HyKJreorr,IAHrIx ceKBeHqI{ (etrn. Single

Nucleotide Polymorphisn, SNP) (Applied Biosystems, Fosters city, CA, USA). flpttcycrro o4pelene

reHerratrKe rapujanre, oAHocHo o4peleHor aJreJra noirr4rvropSrasanaa AereKoBaH je ntero4ou aJIeJIcKe

4Iacxpul,luHaIlnje.

3a analrasy nomruoptpu3aMa KoHrpoJrHe rpyne ucnr{raHuxa reHoMcKa AHK je 6nra u:oros aHa vsy3opKa

uepu$epue xpnu, 3ml rpnu, ca .4oAarraM aHrr{KoaryiraHcoM. 3a u:olaqujy Afil( xopnurhen je

rolrepqlrjalHr{ Krrr ca KoJroHaMa:a usonaqrajy reHoMcKe ffiK us t<pzw, PurelinkTM Genomic DNA Kit.

3a uspagy oBe Auceprarluje xopuuheHe cy cJregehe napuja6.ne:

IlesanrcHe napuja6;re rrJru y3poK: nollrruop$u3Mr{ y reHI,IMa sa TERC, HOTAIR, MIl55HG, miR-196a-

2 u miR-146. 3anuure rapnja6,,re: cragujyu 6orecru (TNM, AJCC), nplEcycmo/o4cycrBo Meracra3a y

ruauSuuu qBopoBuMa, nojana perlrdAr{Ba, uynrlrQoxanuocr, eKcrparrrpor,rAHo IIrHpeIbe, ruEu$oracrylapna

uueasuja, BeJrurrr/rHa ryMopa, npr4cycrBo XaruuNrorosor rlrpeou.qvrvca ,r36ymyjyhe napuja6re" lrnu

AoAarHu tfcxropra roju yruuy ua nojany [anr{JrapHor Kaprlr{HoMa rr]rr{racre xJIe3Ae: crapocr I{ tIoJI

6oreururta.

Kannall-MajepoBa MeroAa u log rang rec'r cy ropuurheHu 3a Lr3parIyHaBaILe flpexllB,'baealLa 6eg

lporpecuje 6olecru (PFS). flpexzarsararse 6eg uporpecuje 6orecru je,4e$r.trzcano Kao BpeMe oA Aar)'r{a

4rajaruose Ao npBor Aoxa3a o peqr{.4r,rBy ryMopa unrr locJre.qr]er rro3Haror craryca [pexuBJbaBalLa.

flpoqena o.{Hoca oracHocrr{ (eurn. Hazard ratio, HR) ca 95Yo uurepnaJloM lloBepe}ra oA 95% (enu.

Confidence interval, CI) je ananu3upa*a xopuurhemeM Koxcoee perpecuoHe aHaJI[I3e (ennr. Cox hazard

regression analysis). fia 6ru ce rraroxr4croJrorrrKe KapaKrepr{crr,IKe H reHercKe eaplrjanre noBe3aJle ca

nporleHoM Hr.rBoa pr43r,rKa npno je ypaleHa KoxcoBa yHr{Bapr{antra nponopIII4oHaJIHaperpecuoHe aHiIJII43a.

Bapuja6ne sa roje je yrapleuo 4a cy snauajue y yHr.rBaplljantroj aHall.utsr\ yuby.Iyjyhu oHe ca HI,IBoITMa

:uauajnocru ucrroA l0o/o, uarctagHo cy aHaJrr43r.rpaHe y vryrrusapr{aHTHoM KoxcoeoM npolopql{oHaJlHoM
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petpecrroHoM Moleiry Aa 6r,r ce vcToBpeMeHo nporleHr4o yrr4rlaj Br4rxe oaKTopa Ha npexr.rBJbasarsa 6e3

rporpecprje 6orecru. Jlorrzcrraqxa perpecrroHa alanil3a npr.rnarofeua noJry r,r crapocrr.r je ropuruhena 4a

ce recrr.{pa rroBe3arrocr rzsrvlefy aHarfi43npanr{x noiruMop$usanra H pr,r3r,rxa oA [anunapHor KapIu,IHoMa

rrrrr.rracre xJre3.{e. Jaquua roeesanocrlr je npoqe}beHa xopuurhemeM oAHoca rraHce (euru. Odds ratio, OF.)

u 95%o r.rHrepBaJra noBepeEa (eur:r. Confidence interval, CI). 3a npoqeHy pLI3I,IKa xopuurherur cy

reHoTr.rrrcKpr, aALlTrIBHLl, peuecl{BHl{, AoMI4HaHTHI,I H IIpeKOMepHO AOMLTHaHTIII4 MOAeJIH. flpeUa aAI{TI{BHOM

MoAeJry, cBrr reHorprrrorn (wild type xoMo3t4roru, wt), xerepo3rrroru (ht) u MyrI4paHI,I xouosuroru (mt)

no4ie4naxo Aonpr{Hoce $enorrnny. PeuecusHu MoAeJr rrperrrocraBrba Aa Myrl4paHu xoMo3lrrorHl{ reHorl{rl

unra uajnehra yru\ajua Seuoruu (nope4e ce mt ca wt*ht). Ca 4pyre crpaHe, AoMrrHaHrHr{ (wt) xouo:rarot

uma najjawr yrul\aj na $euouEu (y nopeleny wt uacnpanr ht+mt) npeMa AoMrrHaHrHoM MoAeJry.

flpexouepno AoMlrHaHrHrr rvroAen npernocraB Jba ra xerepo3liror urvra laajjatu yrurlaj ua $euouan (y

nopeferry ht ca wt+mt). Bpe4Hocu4 p MarLe ol 0,05 cy cMarpaHe ruauajuuut.

Buoun$opuaruqKe uar$opivra cy rcopumheue je sa rrcrpaxr,rBarLe rIoBe3aHocrI.I eKcrlpecuje 41rux

ner<o.{upajyhux PHK ca KruHHqKr{M KapaKrepucruKaMa uJrH rroAarlraMa o flpexr{BJbaBarby xoju cy

Aocr)rrrHr,r y uo6a:ururu 6azattaca rroAaqr,rMa o Kaprlr{HoMy rnruracre xJre3Ae.

Cryguja je ogo6peHa oA Erraqxor o46opa MO BMA lr Eruqxor o46opa BMA u crpoBeAeHa y cailIacHocrl,I

ca XercrrHrxKoM AeKJrapaaqujorra H cMepHr,ruaua,{o6pe KJrrdHrrr{Ke rrpaKce.

Csu ucuuraHr{rlu cy AaJrH nr{cMeHy carJracHocr:a yreuhe y cry4rEju.

Y uoruaary P*y.nraru, ayropxa nprarasyje AeruubHo o6palene rroAarKe u jacro rpeAcraBJba cBe

4o6rajene pe3yJrrare.

,{ncrcycuja je uanucanajacuo lE [perJreAHo, ys ylopeAHr{ [pr{Ka3 noAaraKa I43 Jll{reparype ra 4o6lrjeurax

pe3yJrrara r{3 AoKropcKe 4lrcepraquje.

3ar,ryuqu czDKero npura:yjy najeaxnuje r{aJra3e roju cy npoucreKJur rr3 pe3yJrrar apa1a.

Jlureparyp a caAp)KLt 1 46 peipepeHrir,r.

E) Kparar orrrc rocrrrruyrrrx pe:yJrrara

Kau4u4arxulba y oBoM rrorJraBJby AeraJbHo rrpeAcraBJba ra onracyje 4o6ujene pesynrare xoju

noxa-eyjy Aa noJrr4MopSuer',ru y reHr4Ma 3a Ayre nexo4rapajyhe PHK n Mr4Kpo PFIK uory iltparv sua.rajuy

yJlory y npe.qlrcno3lrqlrju nojaee naruJrapHor KapqlrHoMa rrrruracre xJre3Ae efc) u uporpecujr{ oBor

ryr,ropa. Y oeoj cryauju r4crpa{&rBaHr.r cy rroJrr.rMop$usruu HOTAIR rs920778, MIR155HG rsl893650,

TERC rs10936599, miR-155 rs767649,miR-196a2 rs1l6l49l3 ra miR-146a rs2970164. Yo.{eHe cy pasJruKe

y 4ucrpu6yquju renorunoea HOTAIR rs920778 u MIR155HG rs1893650 ronrauop$usataansvetly PTC
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6orecnnra H roHrpoJrHe rpyle. AnalusaolHoca pr43r.{Ka (OR) npularoleuor 3a IIoJI u ro4uue je noKuEaJIa

aa je HOTAIR rs920778 rroBe3aH ca losehaHr,rM pr43r,IKoM sa uojany PZC (OR = 1,497), npu veuy je TT

napujanuru reHorr4rr uosehasao plr3uK.y nopelemy ca r4sBopnuu CC reIIorI4tIoM (OR : 2,466) u

Hocr{orlr4Ma C-ale:ra (CC+CT), (OR: 1,585). lenorr.rn HOTAIR rs92A778'IlT 6uo je IIoBe3aH ca nojanou

Meracra3a y runl$urau r{BopoBhMa, peur4AuBoM rwopa fl IIpexHB,'baBaH,eM 6e: npor-pecnje 6onecru y

topelerry ca HocrroquMa C-ale.na. Mynrurapujasttra Koxcora perpecuja je norcasala Aa cy ce AIA pusur<

(HR : 14,210) u HOTAIR rs920778 (HR -.2,811) raa4nojunu kao uesaBncHpr nporHocruqKll $axropu sa

PTC. llotnruop$ra:au MIR155HG ffi1893650, roju je no npBI4 nyr I{crpaxlrBaH KoA PTC, 6uo je y

uerarusaoj xopelaquju ca rpeALrcrosuqujonr nojaee PTC, rryu qeMy cy TC xerepo:plrorl{ IIoIIoJrI4JILI

nporeKrr{BHu e$exar (OR: 0,268).Hamu p$ynrarl4 cyrepumy Aa6unorrrturop$Ll3Ml4 HOTAIR rs920778

u MIR155HG rs1893650 noreuqujaJrHo Morrrr{ Aa 6yAy nporHocrr..Iqxu il 6pIoMapKepI,I prBIrKa KoA

flaflr.rJrapHprx Kaprlr,rHoMa rxruracTe xJIe3Ae.

B) Ynopegua aHaJrrr3a p$yJrrara AoKTopcKe 4ucepraquje ca p$yJrrarl{Ma rr3 Jrrrreparype

Y nouar,ry flucrycuja, KaHArr,{arKr4ma ca4pNajHo ra Kpr.{rrrrrKr.r carJreAaBa p*ynrare y cKJIaAy ca

locrojehuu ca3Harsr{Ma 4o6ujeuuu aHaJrr{3oM Jrnrepar}pHllx IIoAaraKa uz o6vacrl{ nanuJlapHlax

Kaprlr.rHoMa rrrrr.rTacre xJre3Ae, erlrreHerr{trKuu l,ro4rz$uxaqujaua u uexo4Iapajyhuu PFIK. Haqun fiucal+,a

4ucrycuje rr aprryeHraquja nor<asyjy Aa Ap Kapajonuh BJraAa npo- 6reuaruxou reMe AorropcKe re3e.

Oeuu ucrpaxr.rBarbeM cy 4o6ujenra nosi uolarlz o nonlrnropSll3Ml{Ma Ayrl{x nexopupajyhux PHK, c uau

Aa noJrr,rMop$usaru MRl55HG Ao caAa Hr,rKa4a unje ucrrr{rr{BaH y PTC. Pesylraru ore cryAuje cy noKa3aJIpI

norenqujarHo HoBe nporHocrurlre u 6uouapKepe pI{3I{Ka xol PTC.

「
)06jaBJЬ eHИ paД OBИ И3 ДOКTOpCКe ДИCepTaЦHje

Jelena Karajovic, Bozidar Kovacevic, Bojana Uzelac, Debora Stefik, Bojana Jovanovic, Petar

Ristic, Snezana Cerovic Gordana Supic. Association of HOTAIR, MIR155HG, TERC, miR-155,

-196a2 and -I46a Genes Polymorphisms with Papillary Thyroid Cancer Susceptibilrty and

Prognosis. Cancers, 15, x., 2023., doi.org/10.3390/xxxxx, IF:5.2, .li421. (Ilpmealteu pad ca

usdamuu cepmu$urcamou).

.Q llpe4;ror Kouucnje

Kouucxja HeMa KopeKuuja pyxonuca AoKropcKe glrcepraquje Ap Jeneue Kapajoanh.

B) 3antryram

Kaulr.rlar lp Jenena Kapajoenh vrctrytuaBacBe ycJroBe xojra o6yxrarajy nanucany AoKropcKy gucepraqlEjy

n o6janmen paA y KoM je rpen ayrop, a r<ojra je npoucrexao r{3 oBe re3e I{ xoju je rplrxnaheu y qaconucy

M2 1 (racraxHyr rraelyuapoAHu traconu c) ca B -5,2.
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florcropcxa 4racepraquja ,IOBE3AHOCT IIOJIIIMOPOI{iAMA y IEHI4MA 3A ImKOro{PAJyhE

PHK CA KI,IHI{III(}TIATOJIOIIIKI4M IIAPAMETPI4MA VI PI43I{KOM 3A HACTAIIAK

IIAIII4IIAPHOI KAPIItrIOMA IIITIilACTE ]KIIE3ru" npeAcr:rBrba opur]IHarlaH I4 alcyeffIa paA H3

eflureHer[rKe r{ K]rr{Hprqre Me4{r[rre. llcrpaNrmame je cupone4eno npeMa HalIeJIHMa erl{tlKor npuffyrta LI Hay{HG

uffpiDrma.a<or WA4 area HarrucaHa ffyAllo3Ho r4 crrsreMzrrr{ryo. ,{o64ier*r peyJrrdrrl 4ajy snauajan Aotrpul{oc

cmneAaBary $arropa prasrrta 3a HacraHaK narrr4JrapHrD( Kapr+trroMa Irrrl4racre xJIesIe, Kao II npolleHe arpctmHocrl,I

Kapr+tr{oMa r{ reparn{cxor ttcxo4a.

Ha ouroey cBera HaBeAenor Kouucuja earuryuyje 4a AoKropcKa 4ucepraqraja Ap JereHe

Kapajonnh r4crrpaBa cne npe4nzlene rcpurepujp,re xoje 3axreBa aKaAeMcKa npaKca u la laJe snauajau

Aonpr{Hoc flpoyr{aBarLy y 4aroj o6lacru. C o6suporra .{a KaHAHAaTKLIILa HcnymaBa cBe saKoHoM

npe4euleue ycJroBe sa o46paHy AoKropcKe 4ucepraquje, xouucnja je4nouauro ilpeAJlaxe O46opy sa

.qoKropcKe crpyAr.rje rr Ha) {Ho-ucrpo{ruBar{Ky AeJrarHocr MeAuIluncxor $axyrtera Bojnorr,re4Lrql{HcKe

arca4err.ruje Yuueepslrrera og6paue 4a u:neunaj npr4xBarr{ r{ ilpeAJroxr4 Hay+ro-nacraBHoM rehy M(D

BMA yO .ua oeaj paA npr.rxBarr{ Kao 3aBprxeHy AoKropcry 4ucepraqrEjy KaHAI{AarKI.Irre Ap Jenese

Kapajoexh u oao6pujanuy o46pany.

Y Eeorrpa4y 08.12.2023

l. Bc Iloll, rp Pauuuh, MO BMA, YO- ΠpCДCeДHИK KOM:И C11,C

2. nn.qou. BoxrE4ap MΦ BMA,yO

3. nc npo$. lp Kosonrapa, MO BMA, YO

4. rrx aoq. llp

5. Aou. ,1p Qaxynrer YHnrepsurera y
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