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- IIpeamer: M3seiTaj KoMHCH]E 33 OLEHY JIOKTOPCKE auceprauuje Mapune Tiennh

Ha ceanuuu HactaBHO-Hay4HOT peha [pupoaHO-MaTeMaTHUKOr dakyntera y Kparyjesiy,

oxpxaHoj 01. 02. 2017. ronune (6poj omnyke: 80/XI-1) u Ha CeAHHLM Beha 3a np1poAHO-

maTemaTHuke Hayke oapxaHoj 08. 02. 2017. roauue (6poj ommyke: [V-01-150/10) onpeheHu

CMO y KOMHCHjy 33 TOJHOLICHE usgewTaja 0 ypaheHoj JOKTOPCKO] AMCEpTALMjH TOL

HACJIOBOM:

"XEJATAIIMOHE OCOBMHE JIMTAHAJA EATA-TUTIIA Y OJHOCY
HA BAKAP(II) - MOI'YRA IIPUMEHA KOJ HEYPOTOKCHYHUX
IMOPEMERAJA"

kanaunata Mapune Tienauh.

Mapuna Tenauh je noauena pyKornuc CBOjE JIOKTOPCKE nuceptaunje HacraBHO-Hay4HOM
gehy [1pupoaHO-MaTEMATHIKOT (hakynTeTa Ha oueHy. Mu cMO nperjieaant pyKomnuc, nanu
cBOje CyrecTHje, HaKoH uera je Mapuna Tenauh yHena cse norpebHe KOpEKlMje U Ha
OCHOBY TOra MojiHocuMo HacTaBHO-Hay4HOM gehy TlpupopHO-MaTeMaTHUKOr (akynrera y

Kparyjesuy cneaehu
H3BELITAJ

1. 3Ha4aj ¥ AONPHHOC JOKTOPCKE JAMCepTanHuje

[Tojbe HMCTpaXKMBama aMMHOMOJIMKapOOKCHJIATHUX  JINraHana (ATIK) ca noTeHUHMjaJHUM
XenaTalMoOHMM ocoOMHaMa MpeMa MpesasHUM METalMMa BEIMKH je u3asos Beh feLeHMjaMa.
Waxko umajy MHOro6pojHy NPUMEHY Yy MMOGHIH3aLIMj1 MeTasa poHaheHU Cy HOBH HauMHH /ia
ce jou Gakpa craGunusyje xenatHum AIIK okpyxXeteM. PesyntaTi MCNMTHBaKba KOMIJIEKCA
6akpa(ll) ca ATIK nuranauma koju caapxe N204 xpoMogopy nmokasany cy Ja MOMEHYTH

METAJl HArOMUJIABALEM Y OPTaHH3MY y3POKYje HeypoTOKcHUHe nopemehaje a aa ce 3a siedcte
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HeTHX Kopiicte Xxenatupajyhn arencn ctpyktypHo cinunn ATK kucenunnama. Taxobe,
unTepakuije kommnekca Gakpa(ll) ca NpoTeMHMMA Y OpraHMsMy KOjU MMajy BEnMKH
aQUHUTET NpemMa NOMEHYTOM MeTajly Cy BeoMa 3HaYajHe ca MeAMLMHCKE Tauke rieauuTa. 3a
nopemeliaj xomeocTase 6akpa y fienuju oaroBopHa je myTauuja Ha ATP7B reny koja pemeTy
HEroBy akTHBHOCT M MyT uMMme ce Giokupa 710BoA Oakpa uepynonasmuny. Kao pesynrar
faKap ce HaroMHNaBa y jETPH Kao M APYTMM OpraHHMa FJIe y3pOKyje TOKCHUHOCT. Y OKBHpY
AMcepTauje W3BplieHa je cMHTe3a Komruiekca Gakpa(ll) ca nocrojehumM M HOBUM
nonvamutononukapGokcunatium (AIK) nurasauma etunenauamubckor (E-ATIK) wnmn
nponanauamuuckor (I1-ATK) Tthna. Cumnresom kommiekca ca nuranauma AlIK-tina,
yrBpheH je cacTaB CHHTETHCaHMX KOMIUIekca Ha 6asd  pesynTaTa €l€MEHTapHe
MMKpoaHanuse, npenpuljeHa je CTPYKTypa CHHTETHCAHMX KOMIJieKCa Ha 0asdl HHMXOBHX
MHOpAUPBEHHX, ENEKTPOHCKHX amncOpMUMOHUX M CIEKTapa eNeKTPOHCKE TMapaMarHeTHe
PE3OHaHLE JOK Cy CTPYKTYpe HEKHX CHHTETHCaHMX Kommnekca notepheHe Ha 6asu
PEHAreHCKe CTPYKTYpHE aHanuse. Y OBOj Amceprauuju ucnutupaue cy unrtepakuuje ATIK
KMCeNMHa ca MPOTEMHMMA y OpraHu3My Koju uMajy adunurter npema Oakpy, Kao H
€/IEKTPOHCKE OCOGMHE CHHTETHCAHMX JIMraHala M KOMIUIEKCa M HHXOBMX MHTEpakuuja ca
NpoTeMHMMAa TNpHMEHOM caBpeMeHHX codTBepckux mnaketa. Bakadn neo oBor papa
npeacTaB/bajy HCMUTHBaKA in vitro Kao W in vivo noHawarma ATIK xenara uuje cy ocobuHe
nopeheHe ca KapaKTepUCTHKaMa aKTYENHMX JIEKOBA Y UMJbY NpPHMEHE Yy Jeuetby
HeypoTokcHuHHx nopemehaja. TlocebHo mecTo nocsehieHo je KoOMMjyTepckoj aHanusu
(MoneKynapHa W KBaHTHa MeXaHWka) Harpahenux kommiekca kopuctehn Gaussian09 (3a
MoleKynapHy MexaHnky MM, kpanTHy mexanuky ab initio u DFT), ADF (Amsterdam
Density Functional 3a DFT), Autodock u DOCK (z0koBatbe jiuraHzia Ha no3HaTe peLenTope)

1 AMBER (monekyJ/icka HHaMHKa) COQTBEPCKE MpPOrpame.
2. Ouena OpHrHHAJIHOCTH HAYYHOT paja

V oKBUpY OBE AMCEpPTALIMje CHHTETHCAHH CY W OKapakTepucanH kommekcn Oakpa(ll) ca AIK
KucenMHama. M3Bpliena je 1HXoBa CTPYKTYpHa KapaktepusauMja kao u unrepakumje AIK
n¥raHajia ca GHOJIOIIKH 3HauajHUM MoJieKynuma monyT AtoX 1 kao W GHOJIOIIKA HCIIMTHBAA
Yy in vivo W in vilro ycIOBAMA M KOHa4HO, HA OCHOBY €KCMEPUMEHTAHOT U TEOPHJCKOT paja
npeanoxeH je Mexanusam jejctea AIIK kucenuna. JIoOujeHn pesynTaTH Cy NpHKasaHH

cneaehum penocnenom:
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» Y oKkBMpy OBe aMcepTalMje CHHTETHCAHH Cy nuranau ATTK tuna (E-ATIK u [1-ATIK
tina N204 xpomogope) kao u onrosapajyhiu komnnekcu 6akpa(ll). Ctpykrype nBa
komnnekca Ba[Cu(1,3-pd3ap)-6H20 n Ba[Cu(l,3-pddadp)-8H20  notsphete cy
PEHAreHCKOM  CTPYKTYpHOM  aHanu3oM.  Komniekc  Ba[Cu(l,3-pd3ap)-6H,0
KPHCTAIHILIE KAO NEHTAKOOPIAMHOBAH M MOCEAyje TPUrOHAIHO GHUNUpaMuaaNHy
reomerpujy nok  Ba[Cu(l,3-pddadp)-8H20  komnnekc nocemyje okraemapcky
trans(Oe) reomeTpujy. Oueknsano IR, UV u EPR cnextpu narpalienux komnekca cy

Y CKlajy €a peHAreHCKOM BepUHKaLHjoM.

» 'V 0BOM pajly MoKa3aHO je 1a Cy CHMETPHYHH XeaTH ca MELIOBUTHM KapOOKCHIIaTHUM
nanunma (Hseddadp u Hal,3-pddadp) Gosbm 3a okTaenapcky koopaunauujy 6akapHor
JjoHa. Ha oBaj HauMH oHM 3HauajHO peaykyju moryhHocT o6pa3oBama TEpHApHMX
komniexca. OBo CBOjcTBO 3ajenHo ca Bucokum [CuL]> KoHCTaHTama CTaBHIHOCTH
YMHE WX J00pUM KaHOMOATHMA 3a CeJIeKTHBHE xejnatupajyhe J1eKOBE MpPOTHB
akymynaumje Gakpa y hennjama uMTonnasMe WiH KpBHE Miasme JKHBHX opraHusama.
MokasaHo je na pasnuuuTH KaTjoHu MOTY YTHUATH Ha pa3iMYMTO [OHALIAHKE
00pa3oBaHUX KOMILIEKca. IlpucyctBo nBoBaneHTHHX KaTjona (Ba?*) moomu 1o
obpasoearba Mawe pacTBopuux [CuL]> arperata CynpoTHO OA jeJHOBAJEHTHUX
kaTjoHa (Na*) koju Texe Buie Ka pacTBOp/bUBHjUM 0O/MLKMMA. ATICOPTIUMOHH,
uHdpa-upsenn u EPR cnextpu [CuL]™ kommnekca NpeicTaB/bajy KapakTePUCTHYHE
ocobuHe u oBne cy ukopuiuheHu 3a BUXOBY uAeHTH(uKaumjy. Haheno je ma ce
ancopruHORM  CMIEKTap MOXKE JIako MOJENMpaTH W MpeiBMAETH KOpHihemem
KOMIjyTepcke XemHje. OBa YumeHHUa je 3ay3Bpar nana Moryhuoct na ce npatu
MOZENIMpame peakildja GHONOWKHX cucTema omucyjyhu xenar-6akap-cyGeTpaTHu

CUCTEM.

> Jla 6 ce KOHCTpyMcana 60/ba 3aBHCHOCT CTPYKTYpa/akTHBHOCT B€3€ W TaKoO
AM3ajHHpana noGo/bllaHa jefHbena y OBOM pajy pasBujeH je 6p3, emnupujcku
MOJIeKyIcko-Mexanuyku npuctyn. C o63upom Ha jaky Jahn-Teller-oBy nuctopaujy
Tunuuny 3a d° Cu(Il) komnnekce, KoHBeHLMOKANHY MM METOJ je HeaaekBaTaH. Jaku
d enekTpoHckH edekTu ce MOpajy EKCTUMLUTHO Y3eTH y 003Mp WITO ce MocTHxke
komGuHoBaeM MM-a ca renepanHum, TPETMAHOM  CTAaOWIM3aLMOHE EHEprHje

JINCaHJHOT NOJba MOBE3aHE Ca ENIEKTPOHUMA otBopete d sbycke. LFMM je ycnewno
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fpUMEeH Ha HM3 MpobneMa y KOOPAMHALMOHO], OHOHEOPraHCKOj M  4ak
opraHomeTanHoj xemuju H opzie je npownpen 3a Cu-AllK cucteme. [lome cuna je
napaMeTpu3oBaHo  kopuiufieweM u3nasHux nokymexata DFT-onTumusoBanux
cTpykTypa 3a CuN204 KOOPAHHALHOHY CPE/HHY. YKIbyuuBahe COSMO-a 3Haum Ja
pesyntyjyhu LFMM napameTpH MOTMYHO YKJbYdyjy M30TPOMCKY CONBATAaLMOHY
kopekuujy. JoOGHjeHH pesynTtaTd Cy THNHYHM 33 4+2 TeTparoHalHO H3JyKeHe
CTPYKType aiM TMEHTaKOOPAMHOBAHH KOMIUIEKCH nokasyjy Behe Bapujaumje.
Penatusie LFMM eHepreTcke pasnuke M ekcrniepumeHTanHe logf BpeaHOCTH 3a
MCTMUTHBaHy cepujy nuraHaga cy nobpe. M3pauynara eHepruja Be3uBaba OUHMIIIENHO
omaza Kako ce 6poj MpOMMOHCKMX MpcTeHoBa moBehaBa yka3syjyhu Ha 4nkbeHuly Ja
Cy TMETOUNaHH XeJaTHH TNPCTEHOBM TMOrOJHMjM Yy OJHOCY Ha IIECTOHJaHE.
Wcnurnsawem LFMM FF y cnyuajy ATIK kucenuHa v cpoaHuX cucTeMa ypaheH je y
UMJbY MCTpaxKvBaiba aduHMTETa Be3MBawa JMraHaga 3a Oakap 4WMe C€ MOry

MPEANIOKUTH NOTEHLM]aIHH KaHAMAATH Y TPETMaHy HEYpOTOKCHUHHMX nopemehaja.

OBa nauceprauuja obyxsaTMna je  peaucTpubyuujy Gakpa y  anOWHO
EKCMIEPHMEHTAIIHUM JKHBOTHIbaMa Of cTpaHe Hekonuko AINK xemara: Hsl,2-pdta,
Ha4l1,3-pdta, Hseddadp u Hal,3-pddadp. Kucenune Hsl,2-pdta u Hsl,3-pdta mokasyjy
106py enekTpoxeMHujcky cTabunHocT. CnekTpoOTOMETPHjCKE CTYAHMjE Cy TMoKasajie
na cy Kp KoHcTaHTe TepHapHHX 6akapHHX KoMIulekca y 1o6pom ckiiaqy y OAHOCY Ha
Kp KoHcTaHTe Makpomonekyna koje umajy pobap aguuuter npema 6Gakpy(l).
MeljyTuM, KOHCTaHTe CTaGHIHOCTH 3aBHCE O EKCTpa- U MHTPa-heHjcKor OKpyKera.

OBo 3Hauk Ja ce Bucoke Kd BpenHocty y cnydajy AIK xenara, BepoBoBaTHO He OH

MOTJI€ OYEKHBATH Y ’KUBOM OpPraHHu3My.

BrosioliKa akTHBHOCT OBHX JEAMIBEHA Y i Vifro YCIOBUMA MCTIHTaHA j€ MPUMEHOM
MTT Tecta uurotokchyHocth Ha PBMNC u MRC-5 henujckum nuHHjama.
EkcnepumeHTanHo 106HjEHH in Vitro pe3ynTaTH Cy y CarjlaCHOCTH €a TEOPMjCKHM H
ykasyjy na AIIK kucennHe He nokasyjy LMTOTOKCHYHOCT. 3a in vivo yC/oBE
kopuuifienn cy Wistar anbuno ratfus-u. EKCnepuMeHTH in vive cy yK/byuywiu: a)
oapehuBame TpaHcaMMHasa y cepyMmy; b) mpoueHa CP koHueHTpaumje y cepymy M
jetpu; c) onpefjuBame Gakpa, rBoxha, UMHKA M APYrMX KOHLEHTpalMja MeTana y
Jjetpu. Ha ocHoBy pesynrata, Mory ce pasiukoBaTH e rpyne xenata: 1) Hal,2-pdta u

Ha1,3-pdta nuranmm Koju BepoBaTHO Npe/CTaB/bajy KOHKYPETHE XenaTupajyhe areHce
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y KIMHHYKOj Tepanuji HeypoTokcHuhmux nopemehaja; 2) Hseddadp u Hsl,3-pddadp
NMraHAM  KOjMu TMOKalyjy BHCOKY CENEKTHBHOCT npema Oakpy anMm y3pokyjy
Haromunapame Gakpa y jeTpH M ca (JapMaKosolKe CTpaHe MOriM 61 ce KOPHCTHTH

kao aopaum nocrojefinm nexosuma (A u Tpuen) nocnewyjyhu xenataupjy 6akpa.

» VYV udby KOHauHOr AeuHUCAla MEXaHW3Ma J[EjCTBA CHHTETHCAHMX KOMIIEKca
6axpa(ll) npumereHe Cy pauyHapcKe CHMYJIaLlHOHE METOE, NOKMHI CUMYyNauuja
MoJieKyJicka AuHamuka. TEeopHjCKMM EKCEpMMEHTHMa MOJIEKYJICKE AWHAMMKE Ha
CUCTEMHUMA KOju Mmopel MCMMTHBAHMX Xenata caapxe M ao6po nosHath Hahl
TpaHcnoprep 6Gakpa (y pasnUUMTHM KOH(OPMALUMOHUM W CTPYKTYpHHUM 0OnHMLMMAa)
noTepheHo je fa uspaxeHu apuHUTET npema OGakpy nocenyjy XenaTu ca MELIOBHTHM
kapGokcunaTHuM npcTeHoBuMa. Kopuiuhewem MCTe KOMIMjyTepcke METONOJOTHje
noka3aHo je Takofje ha y oapeljeHOM CMHCIy TOKCHYHOCT CMMETPHYHHMX XenaTa ca
MELUOBUTUM TNPCTEHOBUMA MOXE OMTHM Y3poKOBaHa BOJOHMYHMM Be3aMa H3Mehy
XeNnaTta M HapOuMTHX aMHHO-KMCENWHCKMX octataka (Thr59) koje aoBoae Ao
KkoHdopMaLHOHHX npomeHa Lys60 oaroBopHor 3a uHuLMjanusaumjy TpaHcdepa G6akpa

yHyTap henujckor canpxaja.

OpHMrMHaJHOCT M aKTYENHOCT pe3yiTaTa M3 OB NOKTOPCKE AuceprauMje mnoTepheHa je
o0jaB/bHBab-EM TPU HayuHa paJa y MeljyHapoJHUM 4acomnucuMa /Ba paaa u3 kareropuje M21
M jenaH pan u3 kareropuje M22. M3 cBera HaBeeHOr MOXE ce 3aKJbYYMTH Ja je noaHeTa
AOKTOpCKa JMcepTal{ja pe3yaTaT OPMIHHAIHOT Hay4yHOr paja KaHauZaTKukmbe y obnactu

Heoprancke xemuje.

3. [Ipersen ocrBapennx pesyarara Kanauaaray obsnacru Heoprancke xemuje

Mapuna henguh je 10 cafa NocTHria 3Ha4ajHe Pe3yTaTe Y Hay4UHO-UCTPAXKUBAYKOM pajy.
[ToCcTHrHYTH pe3ynTaTi Cy MPEACTaB/bEHH y OONHMKY 5 Hay4HUX pajoBa W 4 CaomMwTEHa Ha

Mel)yHapoHMM HayYHHM KOH(epeHUHjaMa H 4 CaonLuTEeHha Ha HALMOHAHO] KOH(EPEHLIH]H.

Hayunu panoBu y MeljyHapoaHHM HAYYHHM YacCONMHCHMA

Cnuncak HayYHHX pajoBa
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Hay4yHH pajOBH nyGJIHKOBAHH Y BPXYHCKHM 4acONHCHMA mehynapogHor 3Hauaja

(M21):

Zoran D. Matovi¢, Vesna D. Miletic, Marina Cendi¢, Auke Meetsma, Petra J. van
Koningsbruggen, Robert J. Deeth "Synthetic, Crystallographic and Computational Study of
Copper(1l) Complexes of Ethylenediaminetetracarboxylatc Ligands" Inorganic Chemistry, 52

(3), 1238-1247 (2013) ISSN: 0020-1669, M21, if = 4.60

Marina Cendi¢, Zoran D. Matovi¢ and Robert J. Deeth
"Molecular Modeling  for Cu(I1)-Aminopolycarboxylate ~ Complexes:  Structures,

Conformational Energies and Ligand Binding Affinities" Journal of Computational
Chemistry, 34 (31), 2687-2696 (2013) Online ISSN: 1096-987X, M21, if = 3.601

Hayunu pajaoBH Ny0JIHKOBaHH Y HCTAKHYTHM “acOMMCHMA mehyHapoHor 3nauaja

(M22):
Marina Cendié, Robert J. Deeth, Auke Meetsma, Eugenio Garribba, Daniele Sanna, Zoran D.

Matovié
"Chelating properties of EDTA-type ligands containing six-membered backbone ring toward

copper ion: Structure, EPR and TD-DFT evaluation" Polyhedron, 124, 215-228 (2017) ISSN:
0277-5387, M22, if =2.108

Svetlana Belogevi¢, Marina Cendi¢, Zoran D. Matovi¢, Auke Meetsma
"Crystal structure, configurational and DFT-NEDA analysis of nickel(lI) complexes with
pentadentate ed3a-type ligands" Polyhedron, 50, 473-480 (2013) ISSN: 0277-5387, M22, if =

2.057

Svetlana Belosevi¢, Marina Cendi¢, Maja Duki¢, Miorad Vasojevi¢, Auke Meetsma, Zoran

D. Matovi¢
"Crystal structure, configurational and density functional theory analysis of nickel(Il)

complexes with pentadentate 1,3-pd3a-type ligands" Inorganica Chimica Acta, 399, 146-153
(2013) ISSN: 0020-1693, M22, if = 1.846

Cnucak Hay4HHX CAONIITeHa Ha MehyHaApOAHMM H HAIIHOHAJIHHM KOHJepeHUHjaMa
CaonmTema Ha Mel)yHapOAHHM HAYYHUM KOHdepeHuHjamMa mTamMnana y u3soay (M34)

Z.D. Matovié, V.D. Mileti¢, E.M. Mrkali¢, M.S. Cendi¢, G. Bogdanovi¢, V. Koji¢

"Molecular Modeling, Structure and Antitumor Activity of Pd(Il) complexes with
carboxylate derivates of oxalic and malonic acid diamides"

10™ European Biological Inorganic Chemistry Conference. 2010, Thessaloniki, Greece, p31
(Poster presentation PO-167) | |

Zizi¢ J, Curti¢ M, Obradovié A, Mrkali¢ E, Matovi¢ Z, Cendié M, Djurdjevi¢ P, Zivi¢ D,
Markovic S.

Scanned by CamScanner



“Evaluation of antiproliferative activity of new palladium complexes and mechanism of cell

death on HCT-116 and MDA-MB-231 cell lines" . '
Scientific Conference with International Participation “Preclinical Testing of Active

Substances and Cancer Research™, Kragujevac 2011, p13. ISBN 978-86-7760-064-8

Zoran D. Matovié, Marina S. Cendié, Maja B. Dukié, Svetlana K. Belofevi¢, Auke

Meetsma, Petra J. van Koningsbruggen . ‘
"Synthesis and characterization of Nickel(Il) complex with unsymmetrical pentadentate,

Hspd3a ligand"
FIRST INTERNATIONAL CONFERENCE OF YOUNG CHEMISTS OF SERBIA, 2012,
Belgrade, Serbia, p56 ISBN 978-86-7132-050-4

Marina Cendié, Maja B. Puki¢, Emina M. Mrkalié, Marija S. Jeremic, Zoran D. Matovic¢

“Upravljanje komunalnim i industrijskim otpadom na teritoriji grada Kragujevca“
THE 6™ SYMPOSIUM CHEMISTRY AND ENVIRONMENTAL PROTECTION -

ENVIROCHEM 2013 Vr3ac, Serbia

Caonwrema Ha HALMOHATHHM HAYYHAM KOH(EpeHIHjaMa WTamMnaHa y u3soay (M64)

Marina Cendié, Emina Mrkali¢, dr Zoran Matovi¢, mr Vesna Matovié, dr Vesna Miletié

"Globalno zagrevanje i lokalni ekoloski akcioni plan grada Kragujevca"
5. Nacionalna konferencija o kvalitetu Zivota, 2010, Kragujevac, ISBN 978-86-86663-52-8

(http://www.cqm.rs/2010/5.html)

Z. Matovié, V. Mileti¢, M. Cendié, E. Mrkali¢, P. van Koningsbruggen, A. Meetsma

"Stucture and DFT analysis of complex [Ni(H0)s][Ni(ed3a)(H,0)],-2H,0"
XVII Konferencija srpskog kristalografskog drustva, 2010, Ivanjica, p26,27. ISBN 978-86-6009-004-3

M. B. PBuki¢ ?, M. Cendié¢ 2, Z. D. Matovi¢ 2 'S. K. Belosevi¢ ®, O. Klisurié
"CRYSTAL STRUCTURE AND ANALYSIS OF COMPLEX TRANS(Os)

[Ba(H,0)4][Ni(pddadp)] 4H,0"
21st CONFERENCE OF THE SERBIAN CRYSTALLOGRAPHIC SOCIETY, 2014. Uice, Serbia

M. B. Bukié®, M. Cendié*, Z. D. Matovié?, O. Klisuri¢®
"SYNTHESIS, CHARACTERIZATION AND CRYSTAL STRUCTURE OF COMPLEX [Ru(s-p-

cymene)Cly(5-MAPyCN-ITZ)] H,0"
XXII Kondepenunja CKIL - 22" Conference of the SCS, 2015. Smederevo, Serbia

4. Ouena ucnyeHOCTH 0GHMA H KBAJIHTETA y OAHOCY Ha NpHjaB/beHYy TeMy
Komucuja je 3akmyunna pa cy cBu 3anaum koju cy NpeABMNEHH MPUIIHKOM MpUjaBe TeMe 3a

H3paly HOKTOpCKe AUCEpTauuje Moj HacaoBoM "XenaTaunone ocoGuHe JMranana ENTA-
THHA y ofHocy Ha Gakap(Il) - moryha npumena kox HeypoTokcHuHHX nopemehaja'" no
O0MMY ¥ KBATHTETY HOOMjEHHX Hay4YHHX pesynrata y MOTMYHOCTH OCTBAapeHH, Kao M Ja

pEe3yJITaTH nNpuKaszaHu y OBOj ﬂHCCpTaLleH ﬂpC/]CTaBJbajy OPrHHaJIHK HaAY4YHH AOMPHUHOC.
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5. [IpMeH/LHBOCT pesyaTaTay TEOPHjH H NPAKCH

y OBE MOKTOPCKE ucepTauyje NpeACTaBibajy PpesyaTar

PesynTati TOCTHTHYTH Y OKBHP
v Heoprancke xemuje. OBa IOKTOPCKA

I Hay4HOT paja KaHAMAaTKHILE y obnac

OPUrHHAJHO
OMPHHOC  Ca TEOPHCKOT 1 Ca NPAaKTHHHOT cranosuwTa. Ornena

aMcepTaLija uMa 3HayajaH

JIONPHHOC y AM3ajHHpatbY noroguux All
aTW joHe MNpenasHMx MeTana, Kao My peduHUCabY HHXOBHX

aeuHHCaby MEXaHW3Ma yruuaja AIK

ce Kpo3 K nuraHaga koju Ou ca ycrmexom Moriu

CENEKTHBHO KOMIUJIEKCHP

unTepakuuja ca GuomonekyinMa nonyt Atoxl H

KHcellMHa Ha XomeocTasy 6akpa y OpraHu3My.

6. [[pHMEH/LHBOCT H KOPHCHOCT Pe3yITara y TeOpHjH H NPAKCH

pTauuje npeAcTasibajy, Mpe cBera, 3HavajaH
ekca 6akpa(ll) ca

TIOCTHrHYTH pe3yJTaTH OBE AOKTOPCKE AHMCE
Hay4HM JIONPMHOC Y N03HaBatby KapaKTepHCTHKA HOBOCHHTETHCAHHMX KOMILI
ATIK xucenunama. McnuTuBame CTPYKTYPHMX KapaKTEpMCTHKA OBHMX cucteMa, Kao H

MHTEpaKuUKja ca BaxkHMM GvomoneKyiuma nomyT Atox] je BaxHO paau Gosber pasyMcBama

MHOTOGDOjHHX XEMHCKMX MpOLECa Koju Ce OJMrpaBajy y opraHnusmy MpHIHKOM TpaHCopTa

6akpa. Pesyntath nobujenu y in vitrolin vivo ycloBMMa KOju Cy Y €ariacHOCTH ca
pe3y/TaTHMa J00MjeHHUM Ha OCHOBY TEOPUjCKUX EKCTIEpUMEHATA yKa3syjy Ha MpHMEeHUBOCT H
NMOTEHUMjaJIHi MEXaHH3aM J1€jCTBAa CHHTETHCAHMX jenumersa y clyyajeBnMa obonenux o
ofipefjeHnX HEYPOTOKCHUHHMX nopemehaja. CMaTpamo fa he pesynTaru 6UTH BeOMa KOpPHUCHHU

33 HCTpaXKMBaue KOju ce 6aBe GHOHEOPraHCKOM MITH MEJHIIMHCKOM XEMHjOM.

7. HauHH npe3eHTHpPamba pe3yJiraTa HAY4YHOj jABHOCTH

Hayunn gonpuHOcH OBe JOKTOpPCKE JucepTauuje cy noTBpheHn MyOIHKOBaHEM HayuHUX
pesynTata y o6MKy TPH Hay4Ha paja y Mo3HaTHM MeljyHapoHUM yacomucuma (1Ba paja
u3 kateropuje M21 u jenau pan M3 kateropuje M22), kao u Beher 6poja caoniutema Ha
Hay4HMM KOH(epeHLHjama.

JlokTopcka AucepTaLMja je HanucaHa Ha 159 cTpana u canpxu 57 cika, 18 tabena u 240
nuTepaTypHa nojarka. Jluceprauuja je nonesbena Ha Ckpahennne, Cunucak cauka, Cnucak
taGena, M3sox, Summary, Onmtn pgeo (1-47), Excnepumentannu neo (43-70),

Pesyarare u Juckycujy (71-142), 3akmyuax (143-146) u JIntepatypy (147-159). INopen
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Tora, AMCEpTallitja CaapKiu CrMUCaK pajoBa u 6uorpadujy KaHaupaTa, Kao M MpUIOr, Tj.
abCTpaKTe pajoBa y KojuMa Cy WTaMnanu pesyiirati JOKTOPCKE ncepTaumje.

Takolje, pesyntatn hie OuTH npe3eHToBall H Ha jaBHOj oAOpaHU JIOKTOpPCKE aucepTaLuje,
HAKOH TpHXBaTawa oBor usgewTaja op crpase HacTaBHO-HayuHOr seha [lpuponHo-
matemaTHukor ¢akyntera n Beha 3a npupoaHO-MareMaTHHKE Hayke YHuBep3uTeTa y

Kparyjesuy.

3AKJbh YYAK

MoaseTn pykonuc goktopcke aucepraunje Mapuna Tenanh noj HacnioBoM:

"Xenatanuone ocodune auranasa EXTA-tuna y onnocy na 6axap(Il) - moryha

NpHMeHa KoJ HeypoToKeHunux nopemehaja"

ypahene noa mentopcteom npod. ap 3opata JI. MaTosuha, npeacTaB/ba OpUrHHaIHK Hay"dHH
JIONPHHOC M3yuaBarwy y 00nacTH HeopraHcke Xxemuje. Jlokropcka aucepraumja obyxsara
cuHTe3y u kapaktepusaumjy ATK kucenuna kao u onrosapajyhnx komruiekca joHa 6axpa(ll),
Kao W pesyNTare CTPYKTYpHe KapakTephsaluje OBMX CHCTEMA, MHTEpaKuujy ca 3HAYajHUM
6uomonekynuma (Atoxl), pesyntaTe TEOPHjCKHX H3padyHaBatba (KBaHTHa/MONEKYJICKa
MEXaHHKa M MOJIEKY/ICKa JIMHAMHKA) K0 M HCMUTHBAKa GUONOUIKE aKTUBHOCTH Y in vitro/in
Vivo eKcriepuMeHTanHUM ycoBuMa. Kao pesynTaT CBUX OBMX MCMHMTHBAIba MPOUCTEKAO je
MpeanoKeHn MexaHusam aejctea cuntetucannx ATTK kucenuna ca unsbem Gyayhe npumene
y Nleuerby HeypOTOKCHYHMX mopemehaja.

Jlo6ujenn pesynrari cy o0jaBibeHu y OKBUPY TPH Hay4Ha paja y nosHaTUM MehyHapoaHuM
yaconucuMa (1Ba pana u3 kareropuje M21 u jenan pan u3 kareropuje M22), kao 1 2 HayuHa
paga M22 karteropuje (pe3ynNTaTH HMCY NyONMKOBAaHW Y OKBUpY OBE auceprauuje), 4

CaoniTeba Ha MeljyHapOIHUM HayuyHUM KOH(epeHUHMjama U 4 CaomIuTee Ha HaLMOHATHUM

Hay4HUM KOH(DepeHUHjama.
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Hmajyhu y Buny nperxoano napencHe YMILEHULIE CMATPaMO [a CY MCMYHEHH CBH YCIIOBH 3a
npuxBaTaw€ HaBeAeHe JOKTOPCKE IMCEpTalMje Kao OpWruHasHor HayuHor pana. Crora
npeanaxxemo HacrasHo-HayuHom Behy [lpupoaHo-marematuukor ¢akynrera v Behy 3a
NpHpoNHO-MaTeMaTHuKe Hayke YHusep3utera y KparyjeBuy na kanaugatry Mapunu

Tenanh ono6pu jasHy onbpany dokmaopcke oucepmayuje noa HaBeICHUM HACTIOBOM.

KomMucuja

§ Y aamm
I. ip Cpehko TpudyHosuh,~penosuu npodecop, NpeaceHUK KOMHUCH]E
IIpuponHo-maremaTHuku bakynrer, Yuusepsurer y Kparyjesuy
Vaca nayuna o6racm: Heoprancka XEMHja
?/;Waw\ Cipauwids ]

2. np Bpanka OrmwaHosuh, penoBHu npodecop
[Ipuponno-matematuuku paxynrer, YHuBepsurer y Kparyjesuy
Yoca nayuna obnacm: Dusnonoruja XK1UBOTHIA U uYoBeKa W MOJeKynapHa

Ouonoruja

PIK A,

3. ap Matwuja 3narap, Buwm HaYYHU capaJHUK

HHCTUTYT 32 xXeMHujy, TEXHOJIOTH]Y W METanyprujy, YHusepauter y beorpany
Hayuna obnacm: Xemuja
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