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IrPHSAS HA ,qHlilt fi C-TP-yS{,HXPAIOBA KAHAITIATA
rcojH cagpxe pe3yJrrare rrcrpaxnnana y or(Brrpy Aor$opcxe guceprauuje

Ayrop-u, Hac.noB, qacofluc, roAUHa, 6poj no,rvrueua, crpaHuueP. 6p. Kareropuja

Smelcerovic, A., Rangelov, M., Smelcerovic,2., Veljkovic, A., Chemeva, E., Yancheva, D.,
Nikolic, G.M., Petronijevic, 2., Kocic, G. (2013) Two 6-(propan-2-yl)-4-methyl-morpholine-
2,5-diones as new non-purine xanthine oxidase inhibitors and anti-inflammatory agents. Food
and Chemical Toxicol og 55, 493-497 .

trIcnumau je ymu4aj dea cuumemcra 7urctodudencunenmuda, 3-(2-.vemwnponut)-6-(nponau-2-u.tt)-1-
1 .vemu,t--tropQontu-2,5-duoua u 3,6-du(nponau-2-w|-1-Memux-.t4oprlorur-2,5-duoHe Ha aKmltGHocm M2l

rottep4tjatuo? eHstutq KcaHnluH-oKcudase in vitro u KcaHmltH-oxcudase y xo.Mo?eHam)'.jempe nLt4()Rd.

Odq ucntrmucaua 6-(nponau-2-ut)-4-uemut-uop(toLtuu-2,5-duoua cy noKasana suauajuy uuru6tnluilt
KcclHmLfi-oKcudase. Mexauusatt ttuxu1u4uje KcaHmuH-oKcudaze uaaedeuu,tt tltuitooudenctmenmttdtttta
je pasjawrueu ,vrentodo"tr .\loneKyncKo? docking-a. O6a ucnumueaua 6-(nponau-2-u"r)-1-.vemu"tt-
,uoptltoltuu-2,5-duoua cy noKa3a-la u cHa)ttH)) aumu-uu(ttauamopHy aKmuBHocm.

Smelcerovic, 2., Veljkovic, A., Kocic, G., Yancheva, D., Petronijevic,2., Anderluh, M.,
Smelcerovic, A. (2015) Xanthine oxidase inhibitory properties and anti-inflammatory activity
of 2-amino-5-alkylidene-thiazol-4-ones. Chemico-Biological Interactions229,73-Bl.
I,Icnumau je ymutlaj 30 cuHmemcKux 2-auuuo-5-atxu-ryudeu-muaso-l-!-oua ua oKmuGHocnl
xo.weptlujatuo? eH3u.\4q KcaHmltH-oKcudute in vitro u KcaHmuH-orccudqse y xoivo?eHanty.jempe nutf)611.

2 l-((Z-Srusuita.vuuo-1-oKcon'ntq3ol-5(1H)-utudeu)-uemu:r)6eH3ouumpu:t ce noKa3ao Keo ua.j6ct.,r,u M22
truxu6trmr.tp KceHmltH-oKcudase. Mexquusa,v uuxu6ut4uje KceHmuH-oKcudase 1-((2-6eustt:railLruo-1-
oKcomuq3ol-5(1H)-utudeu)-uemu.t)6eHioHumpuno.u je pasjau,uteu yemodoy .r,toreKy.rtcKo? docking-a.
Ilcnumaua je u aHmu-uHrltauamopua aKmulHocm 30 ucnumueauttx 2-a.truuct-5-q,,txului)eu-muaso.'r-1-
oHa. In silico nemoda.tta cy odpefieuu ocHo6Hu rlusuurco-xe.uujcru napa.vempu ucnumltlctHux
cyncmaHryLt.

Smelcerovid, 2.. Rangelov. M.. Cherneva. E.. Kocic. C.. Stojanovic" S.. Jevlovic-Stoimenov.
T., Petronijevi| 2., Yancheva, D. (2015) Inhibition mechanism and molecular modeling
studies of the interactions of 6-(propan-2-yl)-3-methyl-morpholine-2,5-dione with xanthine
oxidase. B ul gctr i an C he m i c a I C' o m mun ic at i o ns 47 (3), 7 83 -7 87 .

trlcnumau je ymutlaj 6-(nponau-2-ut)-3-.uemut-uop(to:ruu-2,5-duoua Ha aKmuaHocm KcaHmLtH-

oxcttdase y xo.tto.-eHamy jempe naqola u ynopefieu ca ymutlaieu 3,6-du(nponau-2-u"t)-1-.vemu:r-
3 .vopSto:tuu-2,5-duorn, 3-(2-.uemutnponwr)-6-(nponau-2-w)-1-uemwt-.wop$oruu-2,5-duorta u M23

atonypuHolto. Cea mpu ucnumuBqHa 6-(nponau-2-tu)-uoprfotuu-2,5-dttoua uuxu6upajy KcaurtluH-
oxcudasy )) xo"Mo;eHamy jempe nallosa ca IC5x epeduocmuwa Hu)tctlu od 50 pg/mL. 3,6-Iu(nponau-2-
ut)-{-:vemtu-uopQto:tuu-2,5-duon ce noKq3ao rcao uajeQtuxacuuju tmxu1umop KcaHnluH-oKcudaze y
xo,vo?eHqmy jempe naqoea. Atonypuuot je eStuxacuuju uuxu1umop RceHmuH-olcudase or)

ucnumulaHux 6-(nponau-2-m)-uop(totruu-2,5-duoua. Mexauuza-v uuxu1uquje KcaHmuH-oKcudase 6-
(nponau-2-m)-3_-uemut-uoprpo;ruu-2,5-duouo.v je pasjautbeH yemodoa uoneKy"ttcKo? dockin.g-a.

Smelcerovi$i,.,Tomovi6, K., Yancheva, D., Cherneva, E., Kocii, G., Petronijevii, Z.1ZOtAl
Xanthine oxidase inhibitory propefties and in silico study of three 1/-(o,-bromoacyl)-u-amino
esters. Acta Medica Medianae 55(4), 14-20.
Tpu aLruNtuqHa N-(a-6po.wat1un)-a-auuuo ecmpa, uemut-2-(2-6pou-3-.uemu:6yntuuu.rr udo)-

4 neumauoqm, uemut-2-(2-6po,v-3-xemutt6ymauauudo)-2-Qeuutta4emam u .uemu:t-2-(2-6pov-3- M52
.vemut6ymauaundo)-3-QeiluJtnponaHoam, Hucy noKa3qrq suauajuuju ymu4aj Ha eKmuzuoctll
xouept4ujatue KcaHmuH-orccudase u KcqHmuH-oxcudase y xor4oaeHomy jempe natp6a. Ilomeu4tjatuu
yspor sa6ete){eHo? odcycmea suauajuuje uuxu1utluje KcaHmltH-oKcudase .uo){e npedcmac,'aomu
u t I ttKt utt H a cm pyrmypa j ed u rue t aa.

HAIOMEHA: yr<o,rNxo je KaH.{rrar o6jaeuo Br4rrre o.( 3 pana, Aoraru HoBe peAoBe y oaaj .reo Ior(yMexra

prcrIyBEHocT vcJIoBA 3A OmPAHy AOTffOPCKE TTCEPTAUTIJE
Katr/rn-lar HCII) HraBa ycnoBe ra oueH) u oa6pauy aor(ropcKe alrcepraurzje r<oju cy npea"rSer, 3arouou o BHCoKoM AA HE
o6pa:ora*y, Craryrorl YHueepsurera u Craryrou Qaxy.n, eTa.

Ycudo.vt y npuno)reHy dor<yueuma4ujy Rouucujq 3q oqeHy u od1pauy doxmopcxe ducepmaryu.je .je xouc'nranroeq:tq dtt
E{aK'ruua lllvtetqepoauh ucnytuasa c6e yctoqe npedoufieue 3axouou o 6ucoKo,r4 o1pasoaaru,y, Cmamymo-tr
Yuueepsumema y Huruy u Cmamymoa Texuotrou.txoz Qaxytmema y ,Uecrcoeqy 3a o4eHy u oi)6pauy me.ve i)ormctpcxe
ducepnta4uje nod uactoeotvt "tr4uxu6ut1uja xcaumuu-oxcudase dencunenmuduua u 2-a.\,tuuo-5-a:txutudeu-mua'to:t-1-
oHtt.\tq". I7y(t:tuxoea-ta je mpu pada (od xojux cy dea aymopcxa) y qaconucu.iua xume:opuju M20 u jedau pad y qdgrrr.,
t t a I ! I to H &7 H O,' 3 H Lt tl UJ Cl.

BP EAHOBATbE IIOJEAUHTD( AEJIOBA AO r$oPCKE ArrC F.PTAUHJE
Kparax onuc noje4uHHx AeJroBa gficeprarrnje . .



[era,'ruon aHaJ.ur3oM TeKcra AoKTopcKe 4racepraunje Xax,ruue LUvre,rueporuh, Kovucuja je Aouera cneAehe 3aKJ'byqKe:

1. !,oxropcxa 4r.rcepraqnja je uanucaHa Ha cprrcKou jearaxy. Cru,r u rl3rneA AoKropcKe gucepraunje y norilyHocrtj
olroeapajy yrryrcrBy :a o6,ruronarre, o6jaaruBarbe lr AocraB,,barbe ,qoKropcKr.rx aucepraquja Ynneep:urera y Hnury.

2. Hac,rosHa crpaHa, ynopeAHa HacJ'roBHa crpaHa, crpaHa ca uu$opuarllrjanra o MeHropy r.r gucepraqr.rjH Ha cpncKoM H

eHr-JrecKoM j*nxy, uspalleHe cy y cKnaAy ca Aarr4M ynyrcrBoM.
3. Pe:unae je HanHcaH Ha cprrcKoM H eHr,'recKrrM je:uxy r4 y nornyHoct4 oAroBpa ca4pxajy AoKropcKe 4r.rceprauuje.
4. Y yno4y r.r reopujcxou Aeny AoKropcKe Ar4ceprauuje je yKa3aHo ua :Hauaj uuxu6laropa KcaHTr4H-oKCHra3e. .{oxropau.[
j e,lao Aera,'baH npe rn eA AocaAa [o3Harux lt uxtr6 nropa KcaHTI'tH-oKcuAa3e.

5. L{urleen HayqHor paaa cy jacHo u npeuu3Ho ge$ltrucauu.
6. Marepuja,r r4 MeroAe [peun3Ho onracyjy nocrynKe xopl.ruheue y HcrpaxuBa[by.
7. Pezynaru u 4ucxycuja cy jacuo HanucaHr H rpare rrocraBr'beHe llr4J'beBe AoKropcKe guceprauuje.

8. 3ax,'lyuqra cy HanucaHu jacHo. Ha ocHony 3aKJbyqaKa 4ucepraquje ce Moxe crehu yar4 y HayqHU AortpuHoc tj

r HoBaril BHocr pe3ynrara aucepraunje.
e. Kopuuheua,rureparypajeffT,:":::Ip:T:l:Hl- 

^, *r"",,::BPEffiTOSABS TffiSyJITATA flOr(TOPCKm &HCSPTAI{I{JE
Huao ocrnapilBatba rocTaBJbeHrrx qlubeBa r,r: npr.rjaae IoKTopcKe 4r.rceprallraje l,';1; .t11i i',;,;i11

loxropaHq XaK,qraua LLlmeruepoeuh je y npajaau roKropcKe re3e 14MILIIa rpn nocraB,'beHa uu,'ba.
'OcHoeHr.{ ur.iJb oBe nncepraquje 6u,ro je ucrr4ruBarbe noryhHocl.r nuxu6nqHje xouepuuja,rHor eH3r.rMa KcaHrr.rH-

oKcflAa3e in vitro H KCaHTuH-oKo4Aa3e y xoMoreHary jerpe nauoBa Aencr,rnenrr4 I^vMa v 2-aMruo-5-aJKHTHAeH-rtla:on-4-
oHuMa.

JeraH oA ur4,.beBa c[poBeAeHnx HcrpaxrzBat,a 6uo je pa:jaruruaBarbe MexaHr43aMa 14Hxr46uuuje KcaHTL4H-oKcHAa3e

HCnr4TtlBaHilM AencunenruAuMa y 2-avuuo-5-a,rKnJ'ruAeH-ruago,r-4-outrua, xojtr cy ce noKa3aJ]H Kao Haje0uxacunjH
uHxu6uropu oBor eH3HMa, MeroAoM MoneKyncKor docking-a.
y uuJby crBaparba xourn,rerHuje c,qr4Ke o naoryhoj npr4MeHr,r vctrLtrvBaHLtx AellcurettTu1a v 2-auuHo-5-a,'rKI,I!'IttAeH-

rua:o,r-4-oHa y repanujt,r rr4xra nnaHr{paHo je npe4nularbe ocHoBHl4x Sra:lEuxo-xeuujcrrlx, $apuaxoxnHerHqKux t4

ToKcuKoJrrouKHx KapaKTepHcruKa ucnr.rrllBaHux je4umema in silico MeroAaMa.

Aua,ru:orr.r reKcra KoHaqHe nepsrzje AoKropcKe 4ucepraqr.rje, Kouucuja je loropauna nornyHo ocrBapfiBarbe cBa rpu
3aAaTa UHJ'ba.

Bpe.quoaame :Havaja u Hayr{Hor AoilplrHoca pe3ynra-ra gr,rceprauraje i.l;,; l{i{} ;t.',i*1
14Hoearr4euocr u Hayr{H14 :uauaj AoKTopcKe Ancepraquje noA HacrroBoM "yhtxulurluja KcaHTHH-oKcHAa3e

AencHrrelrlrAuwa u 2-avuno-5-arxu,luAeH-Tra3oJI-4-ouur,ra" je caApNaua y c,re4eheu:
,- rrpB14 nyr je ucnuraHa uoryhHocru r.ruxlr6nuuje rcaurun-oKcr4AiBe Aencunenrr4Autra u 2-avuuo-5-alxu,ruAeH-THa3on-
4-ouuua
- MexaHr43aM uHxn6uquje KcaHTuH-oKcHAa3e flcrnrrr4BaHr4M Aencr4nenrr.rAuva u 2-avuHo-5-anKlr,']uAeH-THa3on-4-osuua.

xoiu cy ce roKa3a,qt4 xao uaje$uxacuuju uuxu6uropa oBor eH3r.rMa, pa:jaurueu je uero4ou MoneKyncKor docking-a
- y ur4,Ly [poqeHe MoryhHocru npr4MeHe Aencr4nenruLa u 2-artuuo-5-anK]rnuAeH-Tna3on-4-oHa y repart:aju ruxta in
silico ueroAaMa cy npe4nraleHe ocHoBHe rfu:rauro-xeuujure, $apnaxoKr4Herr4qKe 14 ToKCuKo,rouKe KapaKTepHcrHKe

HcnHTHBaHHx jeAnrserua u lopeleue ca r4crr,rM rpegnraf ennM cBojcrBIaMa Apyrnx rzuxu6r.rropa KCaHTnH-oKcHAa3e.

I-euepanun 3aKJbyLraK oBe AoKTopcKe Ar.rceprauuje je 4a Haje$uxacunju uuxu6nropra KcaHTI4H-oKcuAa3e u3 rpyne

HcrrHrHBaHHx Aencr4rreflTV1.a v 2-auuHo-5-a,.rKHnr,rAeH-rr4it3on-4-oHa npeAcranruajy o6ehaeajyhe crpyrcrype :a gu:ajH

HoeHx HHxtr6ilropa KcaHrr4H-oKcHAa3e, roreHqr.rja,rHr4x KaHnilAara 3a neK y repanuj rz xt4nepypuKeuuje u ruxra.
Oueua caMocrarHocrt4 HayqHor paAa KaHAuAN?t r), l1:lj /:,:'t:;')
Kornlucuja 3a oueHy u og6pauy AoKropcKe gucepraqr.rje je xoucraroeara qa je re3a AoKropcKe.qficepratluje opllruua-nHa

H Aa je .4oKropaHl XaxruHa [Ilue,rqepoauh caHrocra,rHo ypaAuna 4r.rceprauujy noA crpyqHt{M HaA3opoM ueHropa npo$.

Ap Xneoruupa [lerpoHrzj enuha.
ttil) l t"), 

.4.".,'",1".

Konnorja :ax,'ryuyje cneAehe:

- lucepraqraja npe4craB,'ba opurl4HanHI4 fi caMocrzlJlHu paA KaHluAara.

- HanucaHa je y cr<,ra4y ca rpono3urlujaua 3axona o Br4coKoM o6pa:oeamy, Craryrolt Vunneprr.rrera y HuLuy rr

Craryro na Texuororuxo r Saxy,rrera y Jlecxo eqy.

CaapNaj 4uceprarlraje oAroBapa Ha3HBy rz y cxna4y je ca nperxoAHo Aarr4M o6pa:,roNerueM reMe.

- flp*eHroBaHr4 H Ar4cKyroBaHr4 pe3ynrarr4 cy :HauajHIa 3a HayqHy :ajegHllqy o qeMy cBeAoqe ny6,rnxoeaurr
paAoeu (egau paA Kareropuje M2l, jeAan paA Kareropuje M22, jegaH pa4 xareropraje M23 u jeaaH paa

xareropnje M52).
Ha ocuoay [perxoAHo HaBe.qeHor, Konar.rcnja 3a oueHy u o46paHy AoKropcKe Auceprauuje je je4uor,T acHo 3aKJbyLIHna Aa

Aor(ropaHr Xax,ruua IJ-lureruepowrh ucnyn,ana cBe ycnoBe npeaenfeHe 3axouou o Br4coKoM o6pa:oeamy. Craryroru
Vr-rueepaurera y Hnruy ra Craryrou Texuororuxor Saxy,rrera y Ilecxoaqy 3a oueHy a ol6pany ror{ropcKe guceprartje rr

jeaHornacuo noAHocH rro3Hrr4BaH u:neurraj 3a AoKTopcKy aucepraqlrjy noA Hacnosor\4: "14Hxr46aql.rja xcaHrr{H-oKcHAa3e

nelrc14nenrllAxMa u 2-anauHo-5-arKI4,'rHAeH-TI4a3o,q-4-osuua".
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