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Korraracuja 3a oueHy u o.46pany AoKropcre Anceprauuje

rraar. $aprr,r. Jelene UYAosuh

OЦeHa ДolcrOpCKe ДИcepTaЦ tte,И 3BeШ T可
,

Cerperapuj ary Hacranuo-Hayuuor neha

MeAuuuncror tparynrera BMA yO MOAOCTaBlEa,-

Ha ocHoBy o,ulyre 6poj 37lloo Hacr:asHo-HayqHo1 seha Me.uuquncror $axyltera

BojuorraegrarlprHcKe araAerranje YHlanepsureta O46pane MO o1,29.09'2022' rolu*te xojorr,r cy

r,rMeHoBaHr.r qJraHoBH Korraucuje 3a oIIeHy u o46pany AoKropcKe 4ucepT aqraje Mar' Qapru' JeleHe

IIy.qosuh ca HacJIoBoM: ,,PalfluKe y aKTIIBHocru Qaxropa KoaryaaqfioHe KacKaAe I{

KoHueHTpaqujaua Qu6puuoreua il ,{-aurvrepa KOA uaqujenara ca nlyhnou

rporvr6oervr6o.nrajou Ha Tepanuju quperrHllM opaJIHI{M aHTIIKoaryiIaHcoM'6, gocTaBJbaMo

nau cle4ehu

T43BEUITAJ O OUEHI{ AOKTOPCKE AI4CEPTAUI4JE

1. Ilpurar cagpxaja AoKropcKe gllceprauuje

,{orropcra 4zceprauuja ,,Pa3ll.rKe y aKTpIBHOC'ru {artopa KoarynaquoHe KacKaAe I4

KoHrleHrpaUujaura (lra6pranoreua u [';iuMepa KoA uaqujeuata ca n'uyhuorr,r rpou6oerr,r6onujoN'r

Ha repanujra .4r{perffHr4M OpanHr4M aHTr4KoarynaHcoM" HaIII4CaHa je Ha 86 cTpaHa cTaHAap'qHoI

sopna'ra, cTr{nc1r4 yje4raveuo r4 nperneAHo. Term je a,uexnarHo cTpyKTypvcaH Ha flornaBJba:

yBoA, xu[oTe3e, r],trJ6eB,/- ,1r}np?f)KktBa1ba, MeTOAOJIO|Uja, peeylraTl/., LHCKyCUja' sarrryqqll 14

nr{TepaTypa. Ha cauoM noqeTKy TeKCT4 HaKOH HaCJIOBHe cTpaHe LIcTaKHyTI',I cy IIoAaIIU O

MeHTopy rI rIJIaHoBI4ua rouncuje. Haron Tora, AaT je jacan ca4pNaj 4racepmUuje, cJIeAu

cTpyKTypucaH caxeTar, noToM cnucaK crpaheuuqa, CItvIKa csux ra$elta n rpa(puroua rcoju Ce

HaJIa:ie y TeKcTy.

ysog je ctpyrrypprcaH Ha qerr4pr4 cerMeHTa. Y nproir,r cy o6jarumeHll ocHoBHI'I rpoqecu

Be3aHr,r 3a oApxaBarLe xeMocTa3e. y ApyroM cerMeHTy no4po6Hujeje onucau npoqec HacTaHKa

rpou6ose I{ aKTI4BaUuje Koaryna{uoHe KacKa4e. Onaj Aeo TeKcTa caApxI'I I'I ABe cluxe xoje

rrreMaTcKn npurasyjy u nojegnoc'ranryjy Ha[I4caHo' Tarofe, HoMeHKnaTypa cBI{x (parropa

KoaryJrarlr4oHe KacKaAe [pr,rKa3aHa je ra6elapuo ca A6AaTHI,IM unsopiraaqujarraa xoje

ynomynyjy ca.[pNaj. floce6an aKrleHar je 4ar Ha rpoqece perynaqxje KoaryrlaqploHe KacKaAe

Kao yBoA y m6oparopnjcxe rapaMerpe xojn cy npaheHll roKoM cnponoferra oBe cryAl4je. y

HaCTaBKy TeKcTa, nucaHo je o eru'IAeMlIOJIoruju, ([axropzrraa pI{3I4Ka, upeseuraquju,

MopTanvTeTy V neqemy nlyhne rporra6oerra6onuje. y rpehervr Aeny yBoAa AeTiIJbHo cy
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o6jarunenu JreKoBr4 rojra ce Kopl,Icre y repannjn nlyhne tporrl6oeu6onnje' floce6an arqeua'r je

Aar Ha AeraJbHoM rrpgKa3y aHTprKoaryJrauTHrrx JIeKoBa rojn ce Kopl4cre y repanuju, 1awpaiyhu

ce nperexHo Ha opanHe aHTrdKoarynauace. Onaj cerrraenrrarole caApxH crpyKTypl'IcaH rIpLKa3

MexaHr.r3Ma 4ejC'rna, $aprr,raxorraHeTllKe V HartvHA Ao3l4palba 3a cBaKI{ AI'IpeKTHrI OpaJIHI'I

aHTr4KoaryJraHc ropumheu y onoj cty.uujra ca cnI4KaMa xeunjcrux cTpyKTypa JIeKOBa'

flocle4r+u, qeTBpTH CerMeHT yBoAHor AeJIa TeKcTa,6aeu ce la6oparopHjcxorta 4ujarHoCruxorra

AHpeKTHLTX OpaJrHr4x aHTr4Koaryn aHacapa3nl4quTuM aHaJILITI4qKI4M MeTOAaua' Ha oaaj nauuu ce

Kpo3 yBoAHr4 Aeo norupfyje 6ygyhra KIuHI'IuKI4 suauaj 4o6njeuux pe3ynrara I'I I'BBeAeHI{x

3aKJbyqaKa oBe AIlcePTaqIaj e.

Xrnorese cy $oprranpaHe Ha ocHoBy oqeKrIBaHI,Ix pe3ynTaTa cTyAuje [I AOCaAaIIIIbTIX

no3Harr4x rrurLeHuqa orrucaHux y yBoAHoM Aeny. Ilpuxa3aHe cy Kpo3 ABe HyJITe xl4llore3e rAe je

norpe6uo AoKa3aru rBpArby Aa He noc'roju pa3nr{Ka y e([ercrrannocua usuely vrcttt4T[BaHa rpl4

IOAK-a y oAHocy Ha aKT]rBHoc'ru noje4unzx (pamopa Koarynalll4oHe KacKaAe (t[ar<rop II,

(faxtop VII, $arrop VIII ra t[ra6pnHoreu), u aHrrKoaryJlaUroHl4x rporel'IHa (anr:r'rtporra6vtna Lr

npOTeI4Ha L{) uarou Meceq Aaua cralunne repanuje AIIpeKTHI'IM opanHI4M a}ITI4KoarynaHcI'IMa

(4a6urar:pauou, plrBapoKca6asou 14 aurarcca6anorra) KoA naqraienar:a aa nlyhnona

rpor*a6oervr6olujorra, Taxole, y Apyroj xl4noTe3v Ha TecT I'ICTI{HI4TOCTI'I cTaBJbeHa jeT npAEa Aa ue

uoc:roju pa3n[Ka y eQexruruocru usrraely ucnl'ITI'IBaHa TpIl AOAK-a y oAHocy Ha

rouqenrpaqrajy !,-4urraepa vuy auua-Xa aKTI'IBHogT (carrao 3a uaqujenrc Ha repanrajn

praraporca6aHoM I4 anuxca6auou) uarou Meceq Aaua cralunne tepanuje AI'Ip9KTHI'IM opanHI{M

agrr,rgoarynaHcl4Ma xO4 naquj eHaTa ca nlyhuola rpona6oerra6onnj orvr'

I{u6enu cy jaqro 4e(pnnucaH1 u y cKnaAy ca rocraBJbeHI4M xulore3aMa. Y Brzrraa cy

4e(punzcanv cBig- HeOnxoAHr4 napaMeTpll roje je uorpe6uo [pIaKyIII'ITLI TOKOM I/.SIpA>KUBAI+,A Lt

cTaTr,rcTr4qKn o6pa4uu,r KaKo 6u ce Aorxno .{o pe3ynTaTa Ha OCHOBy rOjux je rraoryhe nsnyhra

3aKJbyr{Ke ca rpajrruvr qpIJbeM [poBepe u0TI''IHHTOCTI'I noCTaBJEeHI4x HyJIT[x xHnoTe3a'

Merogoloruja: crylnja je cnponeleHa Kao KJII,IHLIqKa peTpoc[eKTI4BHa 14 AenoM

npocneKrr.rBHa cryAuja upeceKa r4e je HaKoH o6es6efunalra AoBoJBHor 6poja naqujeuara u

npa:rehux napaMerapa yqr4rLeHa aAeKBarHa crarucrlarIKa a:ealtv3a. Kopuruhena crarl4crl'ItlKa

aHanr{3a AeTaJbHo je onucaua y uoce6uoM cefMeHTy MeToAoJloruje, a Kao cotprnepcrl{ rIaKeT

xopuurheu je CilCC eepsnja 20.0. Csu go6zjenu uapaMerpx cy rperxo.(Ho recrilpaHn Q-Q

,qrajarpauurraa n Shapiro-Wilk TecroM HopManHocru paAt4 rlpaBunHor o4a6rapa crarllcrl4tlKor

Tecra re je y ry cBpxy o4a6up napaMerapc(or I4JII4 HenapaMerapcKor recra 6uo aAersatas. Y

MeroAonorlrju je AerilbHo onucaH Har{r.rH yKJbyrlrBalba naqujenata y cryanjY. Y numny cy

KoHceKyrqBura uaqnjenrr.r Ko.( xojrax je craH.4apAHldrra glajaruocrvr{KuM npolleAypaMa uotnp}eHa

nryhua rpou6oerr,r6 otuja.I,Icrryuyjyhn rprrrerujywr 3a yna3aK y cryAujy cy jacno HaBeAeHH.

Tar<ole je 4e.ra"nHo u npeqnsno o6jarurLeH nocrylrar rpI{KynJbaILa ocHoBHux noAaraKa o

naqujeu.ry r{ Haqr,rH y3opKoBarba KpBLr sa la6opatoprajcxy a*altu3y Kao u rclacutfraraquja

uaqzjeuam y rpq rpyre rpeMa Bpcrr4 ireKa xojra rcluiaiy y 'r:epanuju. y HacraBKy

MeroAoJroruje onncyje ce HaquH Ao3r4par6a naqujeuata 3a cBa rpI,I Kopl4llrheua 4uperrHa opanHa
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aHTr{KoalynaHca Kao u na6opa'ropnjcxu napaMeTppl xoju cy upaheun y 4eQlauucauon't

BpeMeHcKoM nepHoAy'

Pesynraru cy rpHKa:laHr4 Kpo3 rpatbHrlKy I,I Ta6enapaHy (bopMy I',I rporparHl4 reKcr y

KOM Cy r4cTaKHyTr4 caMo cTaTprcTr4qKr4 3HarrajHr,I u najnaNuuju Haila3v y vcrpilKuBalby. BoAulo

ce parryHa o npaBr.rnHoM o6erexaBarby jeAuHr4qa Mepe Kao I4 crar[Icrl4tlKl4x napaMerapa, na je y

cearoj Talerrr vt rpalprarouy rocTl4rHyTa pa3yMJbI4BocT vt 6es AoAaTHor TeKcTyaJIHor

nojarrrberLa. OsnN,r je Ha r4crrpaBaH Haqr4H I,B6erHyro rIoHaBJEaILe go6ujennx pffiyJlTara y

TeKcry, a roju cy neh Bvtp:svlr;ply ra1ewrulrvHa rpat[urouy'

flpno cy npplKa3aHe ocHoBHe gerraorpa$cxe KapaKTepHcTuKe uaqnjenata, IIoToM

(farropra pr43r4Ka 3a Kap.4r,roBacKynapHa o6orerra, ocHoBHe KJIUHpIqKe KapaKrepl4crHKe vr

KoHarrHo ocHoBHu ra6opa.ropujcKr4 napaMe'rpra naqujeuara. CeI4 oBI4 napaMerpu cy ta6elapuo

rplrra3aHu ca yropeAularra nopelelLeM usrraely TpI4 rpyre naqujeuara $opn'rnpaue npeMa

aHrHKoaryJraHcy xojn cy y3r4MaJrr4 y repanr4jH. osur\d je jacuo noKa3aHa ynopeAl4Bocr rpyna

s6or o4cycrBa crarucrr,rrrKe pa3n[re usiraely rLux tro nuralby ocHoBHpIx [apaMerapa xoju 6u

MOrJrr,r yruqaru na 4o6ujene MepHe BpeAHocrI4.

,{a ce BoAuno paqyHa o npaBr4JrHorra ns6opy crarl4crl4qKol recra roBopu I4 AeraJLaH

npr{Ka3 r,rc[pruI,rBarba HopManHocTrr pacfloAene IsMepeH[Ix BpeAHOCTI'I aKIUBHOCTI4 VI

KoHueHTp alluj a Samop a Koarynal{v oHe KacKaAe.

Kouauno, rpoe rpa$raKoHe 14 o6ereNasarbeM crarl4crl4qKe suauajuocru upeue,4no je

Epr4K,13aHa pa3Jrr,rKa rasnaefy rpyna naqujeuata y oAHocy Ha cpeAlbe BpeAHocI4 MepeHI'Ix

napaMerapa KoarynallzoHe KacKaAe urro je u KJByqHpI Aeo pe3ynraTa oBe AoKTopcKe

Aucepraur4je.

flucrycuja je rrurca:aa nourryjyhu rvrero4ororujy nvcarua 4ucrycnje Haf{Hor

r4crpaxr{Barra Kpo3 [pr4Hur4n ,,oA floje.u,rHaqHor Ka oEIIrreM". HaLIMe y yBoAHoM AeJIy

grzcxycuje najnpe cy ucraKHyrr4 HajBaxunjra pesy.urarl,I llcrpaxltBauba, a roroM cy Atube

paapafunaru4 Kpo3 nopefeme ca Beh o6jan.nenuM pe3yJITarpIMa I{3 AocryrlHe ill4Teparype.

O6snpovr Ae ce paAr.r o Bpno opurr,rHaJrHoM HayqHoM LlcrpaxrlBalby, Te noctoju .(ocra

He[o3HaHr4rla yB o6lacrN xojorra ce 6asu oBa .ql,Icepraryuja, HeAocraraK ny6ruKoBaHLIx

ucrpaxr,rBarra rojuur 6w ce o6jacrrure noje4une go6ujeHe Bpe.4HocrI.'I y onoj 4ucepraquju,

BeIrITo je uaAonaerrrreH JIorI4qHuM [perlocraBKaMa 3acHoBaHIaM Ha Iro3HarHM rIIrILeHIIqaMa.

flucrycuja je .rurr,re Ao6ula Ha Ar4HaMrrrrHocrl4 u ogaje yrl4caK 3aBI4AHor no3HaBaILa o6lacuE

racrpaxr.rBarra. flucxycuja gane BoAH Ka yolIIITaBaby reMe HaBoAehI4 Ha rpolleHy suauaja

.qo6ujenux p$yirrara 3a 6yayhy KaKo KnI4HI,IrIKy ynorpe6y raKo vt Kao yBoA y HoBa

r4crpaxuBarra. OuHN4 je yupano pr 3aAoBoJben qrar je4ne AoKTopcKe Al4cepralrzje yonrute.

Ha ocuoey 4o6rajenrax pe3yJrrara n 4racrycuje I,I3BeAeHI4 cy I4 3alsbytrllu rpHKa3aHH

KpO3 neT TarIaKa. I4sseAeHIa 3axJbyt{qu Cy KoHIII,I3HII u ilpanlz:rHg I43BeAeHI4.
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Y uorrraerby PeQepeulle HaBeAeHo je yrynno 126 pe<[epeuUu qI'Ir[IpaHI4x y oKBI'Ipy

AoKropcKe AI,ICepTaUuj e.

2. Kparax onuc flocrlrrHyrlrx peryJlTara

[4s pesylra'ra oBe AoKTopcKe AI'IcepTaIIIIje Moxe ce ca3HaTI'I Aa je ro4 naqujenara xoju

cy HaKoH Jreqer6a ulyhue rpoM6oeM6onprje y3I,IManI4 y repanujl4 arI'IKca6aH, HaKoH Meceu AaHa

cra6umte rcpannje, auauajno seha arrl4sHocT TpoM6uua, (farropa VII u npoTel{Ha U y

uopelerry ca naqnjeuTr.rMa Ha pHBapoKca'auy utu.qa6urarpany 3a HCTI'I BpeMeHcKI'I repl4oA.

floce6no ce rrcrr{lre sua.raj pasnr,rKe y aKTI,IBHocrI,I TpoM6I4na usuely ABe rpyne naqujeuara Ha

repanr.rjra anuxca6auoM r4 prrBaporca6anou, jep cy oBo JIeKoBH ca I{crlIM MexaHu3Morra ,4ejctna

(unxu6uropv atTptBkrpauor (paKropa X). Tuue je 4orasana MaKap 14 cyrrunHa prBJII4Ka y

$apnralcoguHaMulll4 Iasrraefy oBa ABa aHTplKoarynaHca [ITo AoBoAI4 Ao Mep;rl4Bor Bum6a y

crBapa6y rporra6una KoA naqujeHara Ha arr,IKca6aHy. To 6u nor:euqnjalHo MorJIo o1iacuvnu u

npnnaeheue pa3nuKe y KruHr4qKou e([erry oBa ABa JIeKa, npe cBera y AoMeHy 6es6eguoctr'l tj.

xeMocra3Hl4x Kaparepucrvlta. Pesyl'rarv cryAl4je raKobe ynyhyjy na uorpe6y 3a H6BI'IM

K.[I4HI,II{KUM CTYE}1IJA}irAI,I THME AAJY AONPUHOC HAYqHOM PA3BOJY'

3. Ynopegna aHaJIII3a AoKTopcKe AIIcepTaIIuje ca pesy.nTaTIIMa H3 JIIITepaType

YnuAoru y rpr4Ka3aHy nr4reparypy ycraHoBJbeHo je [a Ao ca&a Hilcy pabena

r4crpifxr,rBarra y xojurraa cy Ar{peKruo rraelyco6Ho [opebeHa oBa rpI'I JIeKa I'I3 rpyne IOAK rpos

rLrrxoB yrurlaj Ha napaMerpe xeMocra3He KacKaAe. 36or rora pe3yJITarI'I oBe Al4cepralluje

rpeAcraBJLajy nonnny y yxoj uayuuoj o6lac'ru xojovr ce 6asu u rpeAcraBJra opurl{HanHo

HaIrHo gelo. ,{ocrylHa nuTeparypa, uaro ocKyAHa, AeriubHo je racrpaxeua v npaBunHo

r{r{TprpaHa. klz tryrrupaHe Jrureparype Kopl4cre ce HoBa ca3HarLa sa nojautrreme 4o6ujeunx

pgyJrrara 14 r6r.rxoBe eBeHTyairHe KJTHHI,IqKe urr,rnlnraquje. Beonaa je Kopl{craH noAaraK.4o6rajen

ras o6janrseHr4x paAoBa o pa3nlrquroj 6psraull Be3I{BaIba LBa IOAK-a ca ucrptM MexaHI{3MoM

4ejcma, anurca6ana H pr4Baporccalaua, ruro je AoKropaHA Beturo I4cKopI'IcrI'Io Kao jeaan o,u

BepoBarHlrx pa3nora sa 4o6ujeue pasJrr4Ke y aKTI4BHocru r:povr6uua. Tarole je xpos Aocry[He

noAarKe us o6janreHe nr4Teparype, a y Be3LI ca rrlelyco6suna tecsl4M oAHocl'Irraa i[arropa

Koarynarlr4oge KacKaAe, AoAarHo uojaurreuo nocrojame pa3n[IKa y aKTHBHocrI4 .Apyrl{x

t[arropa KoarynarruoHe KacKaAe rropeA tpou6una (([arrop VII 14 nporellH tD usllely

uc[r.rrr,rBaHux [OAK-a. OsHN{ je saoxpyNeHa Al,IcKycnja u norKperJbeHa q}IIbeHI4IIaMa I43

AocrynHe nr4Teparype, He ocranrajyhu MHoro HepasjarureHl,Ix pesyJlTara. Ha xpajy ce

ocHoBaHo npeAnaxe u norpe6a 3a AoAarHrrM LIcrpaxHBaBI4Ma mto je AoKas cnojenpuror

AOnpHHOca Hayqu.
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4. O6jaureHlr paAoBIr Ir3 oBe AoKTopcKe rere

l. Dzudovic J., Dzudovic B., Subota V. et al. Differences between activities of

coagulation factors after one month of therapy with different direct oral anticoagulant in

pulmonary embolism patients. J Clin Pharm Ther.20l9;l-:l.M23,lF 2.14

2. Dzudovic J., Crevar - Sakac M., Antunovic M., et al. Development and validation of

LC-MS/MS method for determination of plasma apixaban. Acta Chromatographica 2022; 332-

337 M23,IF 2.01

5. 3arusy.laK I.I [peAJror

,{or<ropcra gracep.raqnja rroA Ha3r4BoM ,,Pa3Jr[re y aKTI,IBHocru (par<topa Koarynaql{oHe

KacKaAe u KoHr{eHTpaqujaura $u6pnnorena v ,{-guN,Iepa KoA naqujeuara ca ulyhnorra

rporrl6oeryr6onujOrra .Ha rcpanraju AIapeIcrHuM opiInHHM aHTI4KOarynaHcoM" [peAcTaBJba

opr4rraHanHo HayqHo 4eno xoje je npurrlepeHo 3a npl4Ktl3l4Barbe u mrapoj uayuuoj januomu.

pearugosaHo je noruryjyhn cne rplrHur,rfle MeroAoJloruje nracarra HayqHor paAa Kao I'I HaqeJIa

err4Ke y HayrrHoucrpaxr4BarrKoM paAy. flucepraunja je nauncaHa cHcreMarI'IrIHo' jacno ys

AeTaJbHy a*alru3y 4o6njeHnx pe3yJITaTa rpl4MepeHo HayqHoM paAy y rareropnju AoKTopcKe

4ucepraqnje. [o6ujeHLI p$yJIrarI,I npeAcraBrajy Honr'lHy Ha roJLy yxe HayqHe o6nacru ua

rojy ce 4ucepmqnja o.{Hocr.r u npr4MeHJbHBu cy KaKo 3a teopnjcry raro I4 aa 6yayhy npaKrl{9Hy

npprMeHy y KTI4HI,I[IKOM paAy.

Kouracuja saxrsyryje Aa AoKropcKa Ar4cepraqzja rraar. Qaprnr. Jelese Uyaosuh ucnytLaBa

ycnoBe 4e$r,rnucaue flpanulurrKoM o tpujatu, aspaltu Ia o46pauu AoKTopcKe 4Iacepmquje n

upor'ror-1rajn Aolcropa HayKa (,,CayN6euu eojHIa Incr'., 6p. 20112; 25113; u 12116) xoju

roApr6yMeyajy uanucaHy AoKTopcKy Ancepralllajy u uajuarre je4an oppIrI4HanHI'I Haf{HI'I paA

o6jae.neu y Hayr{HoM qaconprcy rareropuje M2l utruM2l, uttu ABa paAa I43 KareropuieM23

rge s6upuu lrMnaKT (paxr:op uuje naarru oA 0,3 y xojurr,ra je ranAuAar npBI{ ayrop unl{ ApyrI'I

ayrop yKonI4Ko je rvrentop lrpBu ayrop.
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Ha ocuony cBera rope HaBeAenor, Kou ucuja npeAnaxe Aa ce AoKTopcKa 4ucepmqraja Mar.
Oaprur' Jeleue flygonuh noA HasI4BoM ,,Pa3ruxe y aKTr{BHocru $axropa *Lr.yruqroHe KacKare r4
KoHIIeHrpaIInjaua $ra6praHoreua m !-gwMepa KoA naqujeuara ca nryhHora rporr,r6oeru6orrajorra
ua repanuj, AIIpeKTHI'IM opaJIHI4M aHTu*oaryflaHcoM" npr{xBarr4 Kao 3aBprrrHa .qorffopcKa
4ucepraqaja v ra ce Mar. 0aprur. Jeleuu IJy4onuh o4o6pu janHa o46paua r... puo, crLruaFba
aKaAeMcKe Tr4Tyne AOKTOpa MeAr.rrIHHcKrrx HayKa.

Y Beorpa4y, 03.10.2022. КOIMiИ CИJA
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