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MEJUIUHCKHU ®AKYJITET

MN3BEHITAJ O ONEHU JOKTOPCKE JUCEPTAIINJE
-00aBe3Ha ca/IpKMHA- CBaKa pyOpuKa Mopa OMTH NONyHeHa

(cBu moarum yrucyjy ce y oarosapajyhy pyopuKy, a Ha3uB M MECTO PYOPHKE HE MOTY CE MEH-aTH HIJIM H30CTABUTH)

|  MNOJALIM O KOMUCUIU

1. [aTym u opraH KOjH je IMEHOBAaO KOMHUCH]Y
HacTaBHo-HayuHO Behe MemumuHCKor akynrera YHuBep3uteTa y HoBom Caxy Ha ceTHUIH
onpkanoj. 08.12.2015.

2. CacraB KOMHCHje Ca Ha3HAKOM HMEHA ¥ INPe3UMEHa CBAKOI YiaHa, 3Bamba, Ha3WMBa YXe HaydyHE
o0xacTH 3a Kojy je m3a0bpaH y 3Bame, JaTymMa n30opa y 3Bame U Ha3uB (haKylTeTa, yCTAaHOBE Y KOjOj
j€ 4IIaH KOMICH]je 3aII0CIIeH:

Ipod. np Bembop Bacosuh
dapmaxoinoruja ca TOKCUKOIOTHjOM
Penosuu npodecop, 13.11.2013. rogune

Menumuackn ¢akynter Hosu Cag

ITpod. [Ap Kapmen CtankoB
buoxemuja
Banpenau mpogecop, 01.09.2012. romune

Menumuackn ¢akynter Hopu Cag

Ipod. ap Cunsa Joopuh
dapmakosoryja 1 TOKCHKOJIOTHja
PenoBuu npogecop, 22.11.2007.

Menunacku GakynteT BojHOMeTUITMHCKE akageMuje, Y HuBep3uTeT oaodpane y beorpamy

Il TOJAIM O KAHIUJATY

1. Hwme, ume jenaor poautesba, npesnme: Josana Joso Tpudynosuh

2. Jlatym polema, ommruna, apxasa: 10.06.1985., Hoeu Can, Pemy6inka Cpouja




3. Ha3mB ¢akynrera, Ha3WB CTYIHjCKOT TIpOTpamMa IWIUIOMCKHX aKaJeMCKHX CTyAHja — MacTep H
CTEYCHHU CTPYYHH HAa3UB

Mepumackn dakynrer Hosu Cap, nummoMupanu gpapmarneyT, IHIUIOMHAPAHH (papMareyT

4. TopuHa ynuca Ha JOKTOPCKE CTYAMj€ M Ha3MB CTYJIM]CKOT Iporpama JOKTOPCKHX CTYAH]a

2010/2011, KnuHn4ka MeIuIInHA

5. Hasus ¢axynrera, Ha3UB MarucTapcke Te3e, HayyHa o0iacT u fatyMm onopane: Ca AUIUIOMCKUX
aKaJIeMCKHX CTY/Mja MpeluIa Ha JOKTOPCKE

7. Hayuna 00JacT U3 KOje je CTEUeHO aKaJeMCKO 3Balb€ MAarucTpa Hayka: /

111 HACJIOB JOKTOPCKE JUCEPTAIIUJE:
YTunaj :Ky4HuX KUCeJMHA Ha 0MOPACHO0JI0KMBOCT MAKPOJIMIHNX AHTUONOTHKA

IV HOPETJIEJ JOKTOPCKE JUCEPTAIINJE:
HaBecTu kparak cazapskaj ca Ha3HaKOM Opoja cTpaHa, NOTJaBJba, CIIUKA, IeMa, TpadKoHa U CII.

Hokropcka nucepranuja cagpxu: 101 crpaHy, 6 mornasiba (YBOJ, XHIIOTE3€ U UJEEBU, MaTepHjall
METOJIe, pe3yJiTaTe, AMCKYCH]y 1 auTepatypy), 33 ciauke, 33 tabene u 11 rpadukona, 99 pedepenim

V  BPEJHOBAIGE IOJEJUHUX AEJIOBA JOKTOPCKE JUCEPTAILIUJE:
HacnoB mokTOpcke IucepTaldje je jacHO W MNpelu3HO (GopMylaHcaH M y CKIany ca caapikajeM
UCTPaXKHUBambA.
VYBO IOKTOpPCKE IUcepTallMje HalWCaH je jaCHO M CHUCTEMaTH30BaHO, INpy)ka CBeOOyXBaTaH YBUA Y|
u3y4yaBaHy INpoOJEeMaTHKy JIOKTOpcke nuceprauuje. CaJpKH OCBPT Ha aHTHMMHUKPOOHO [eJOBakbe
MaKpOJHIHUX aHTHOMOTHKA, HHUXOBY XEMHUJCKY CTPYKTYpYy, pasjore 3a MOAU(GHKOBAKE HHXOBE
OMOPACIONIOKMBOCTH, (DAPMAKOKMHETHKY W HEXeJbeHa JeNoBamkba OBe Ipyne JIeKoBa. Y YBOAY j¢
NPENCTaBJbEHO M AHTHMHUKPOOHO JIeNIOBamke JIMHKO3aMUHA jep cy npalieHe pa3iuke H CIMYHOCTH y MOTJIeNY
MHTEpaKLHje ca COJIMMa )XyYHUX KHCEJIMHA U3Mel)y MaKpOJIHIHUX aHTUOMOTHKA U NPEICTaBHUKA OBE TPYIIC
- xIMHaamunuHa. Takole, nar je mpuka3 )Ky4HHX KHCENMHA U ESMXOBUX COJIM, C OCBPTOM Ha HUXOBY
(U3HONIONIKY YIIOTY H YJIOTy Kao HOTEHIHjaJHUX MOO0JbIIMBAYa ICHETPalHje ICKOBUTHX cyrncTaniuja. Ha
Kpajy YBOJIHOT Jiefia JUcepTalyje NPHUKa3aH! Cy TNIaBHU HapaMeTpH , T3B. JACCKPHUIITOPH, HA OCHOBY KOjUX
je moryhe TipeqiBHIeTH TIOHAIIIAKE HEKE CYNCTaHIje ¥ iN VIVO ycioBuMa.

IlusbeBH paga Cy jacHO W3JIOKEHH, KOPEKTHO (opmynucanu, omoryhaBajy JOHONIEHE KOHKPETHHX|
3aKkJby4yaKa M 3aCHOBAaHH Cy Ha JOCAJAllbUM UCTPpaKHBabUMa Koja Cy CIIPOBE/ieHa, Ha HAyYHO IPU3HATUM
MeToJ[aMa ¥ IPHHIMINMA 3aKbydrBata. LlubeBn paga o0yxBarajy:

1) Ucnutuamwe ytuuaja 3,7,12-triketo-5B-holanske kiseline (TKA) i 3B-hidroksi-12-keto-5B-holanske
kiseline (12MKH) na mnponasak epuUTpOMHLMHA ¥ KIMHIAMHULKHA Yy jeTpy, OyOpere u Mo3ay
eKCIICPUMEHTATHUX KHUBOTHIA.

2) Ucnurusame na au 3,7,12-triketo-5p-holanske kiselina (TKA) unmu 3B-hidroksi-12-keto-5B-holanska
kiselina (12MKH) moka3yjy 6osbu edekaT Ha MPOJOPHOCT EPUTPOMHUIMHA W KIMHIAMHUIIMHA Y jeTpy,
OyOpere 1 MO3aK €KCTIEpUMEHTATHUX KUBOTHHHA

VY ckiany ca IMJbeBHMa HCTPAKHBAHA, HAYUHE XUIIOTE3€ CY jacHO (opMyJIHcaHe:

1) Ouekyje ce 3HauajHO NoBehame NMPOJXOPHOCTH EPUTPOMMIMHA M KIMHAAMHIMHA Yy jeTpy, OyOpere U
Mo3ak moj yrunajem 3,7,12-triketo-5p3-holanske kiseline (TKA) u 3B-hidroksi-12-keto-5p3-holanske kiseline
(12MKH).

2) Ouekyje ce ma 3,7,12-triketo-5B-holanska kiselina (TKA) omoryhaBa 3Hauajao Behy mpomopHOCT
EpUTPOMHUIIMHA M KIHHIAMUIMHA Y jeTpy, OyOpere u Mo3ak y oxgHocy Ha 3B-hidroksi-12-keto-5pB-holansku




kiselinu (12MKH).

Marepujan U MeToJie OATOBapajy NPHHIMIMMA METOAOJOTHje HayYHO-HUCTPAKMBAYKOT Pajia y MEIHUIMHU
[TocTraBka METOMOJIOTHjE je TaKBa [a C€ WCTPAXKWBamE MOXKE IMOHOBUTH. VcTpakumBame je 0100peHo off
ctpane Etnukor onbopa MenuuuHckor ¢akynrera Y HuBepsurera y HoBom Cany

PesynraTu ucnuTHBama Cy NperjieHo W CTPYYHO NMpuKasaHu (TabenapHO W rpadMyku), jacHO NMpHUKa3yjy
NPETXOAHO TEKCTyalHO o0jammene eneMente. OHM TNpou3mia3e M3 IPUMEHEHE METOJOJOTHE V3
kopumheme CaBpeMeHNX CTaATUCTHYKUX METOAa

Huckycuja je cBeoOyxBaTHa W jacHO HammcaHa. KaHAWIAT KPUTHYKH W apryMEHTOBAaHO aHAIN3UPA
pesyaTaTe UCTpaKiBarba U IIOpeIy UX ca HaBOJIMMa M3 JOCTYIHE JIUTEPAType, jaCHO HCTHIyhH CIMYHOCTH
U pasiMKe pe3ynTaTa JoOMjeHHX Y CBOM HCTPaKHBAbY y OJHOCY Ha pe3yiTaTe U3 HaBeleHe uTeparype. V|
HOTJIaBJbY 3aKJbYUIH, YKYITHO YETPHAECT, jaCHO, MPETJIeIHO, IIPABHIIHO M JIOTHYHO Cy Ne(hHUHUCAHE TBPIHHE
Koje MpoM3miIase U3 J0OpO MOCTaBJLEHUX IMJbEBA, IPUMEHEHE METOJ0JIOTH]E U U3 JOOUjeHHX pe3ylTara)
UCTPaXHMBambA.
JlutepaTypa je caBpeMeHa M KpUTUUKU oJalpaHa, U3 pEelIeBaHTHHUX U3BOpAa M Yy CKIady ca TEMOM Koja C¢
pa3Marpa y JOKTOPCKOj JHCEPTALU]H.

V1 CIIMCAK HAYYHHMX U CTPYYHHUX PAJOBA KOJU CY OBJAB/BEHU WJIN
HNPUXBAREHU 3A OBJAB/BUBAILE HA OCHOBY PE3YJITATA HCTPAXKHUBAIbLA Y
OKBUPY PAJIA HA TOKTOPCKOJ JUCEPTALININ

TakcaTHBHO HaBeCTH Ha3WBE pajoBa, TIe M Kaja cy o0jaBjbeHH. [IpBO HaBeCTH HajMame jeAaH paj
o0jaBJbeH WM TpHXBalieH 3a o0jaBibUBame y yaconucy ca ISI ycTe oqHOCHO ca JIMcTe MHHUCTapCTBa
HAJJIOKHOT 332 HayKy Kaja Cy y INHUTalky APYIITBEHO-XYMaHHCTHYKE HAyKe WIIM PajoBe KOjU MOTY
3aMeHUTH 0Baj ycioB 10 01.jamyapa 2012. rommue. Y ciydajy pagoBa mpuxaheHux 3a o0jaBJpHBame,
TaKCATHBHO HABECTH HAa3WBE PAZoBa, Ilie U Kaaa he OuTr 00jaBJbeHU U MIPUIIOKHUTH IIOTBPIY O TOME.

1. Glanzer S., Pulido S., Tutz S., Wagner G., Kriechbaum M., Gubernsak N., Trifunovic J., Dorn M.,
Fabian W., Novak P., Reidl J. and Zangger K. Structural and functional implications of the
interaction between macrolide antibiotics and bile acids. Chemistry-A European Journal,
2015;21(11): 4350-4358 (M21)

2. Posa M., Sibenji A., Trifunovic J. Influence of Temperature on Retention Parameter of Bile Acids in
Normal Phase Thin- Layer Chromatography: the Role of Steroid Skeleton, Acta Chimica Slovenica
2013;60(1):151-158 (M22)

3. Posa M., Cirin D., Trifunovi¢ J., Sebenji A., Interactions between sodium cholate or sodium
deoxycholate and nonionic surfactants (Tween 20 or Tween 60), 4TH EUCHEMS CHEMISTRY
CONGRESS, PRAGUE 2012 (M34)

4. Trifunovic J. et Mikov M. Bile acids as absorbtion promoters, 1V week of the hospital clinical
pharmacology, Belgrade. 2012, Book of Abstracts of 1V week of the hospital clinical pharmacology,
p. 84-85. (M64)

5. Trifunovic J. et Kuhajda K. Biochemical aspects of bile acid effect, IV week of the hospital clinical
pharmacology, Belgrade. 2012, Book of Abstracts of IV week of the hospital clinical pharmacology,
p. 86-87, (M64)

6. Trifunovic J. et Keveresan S. Chemical transformations of bile acids, IV week of the hospital clinical
pharmacology, Belgrade. 2012, Book of Abstracts of IV week of the hospital clinical pharmacology,
p.88-89. (M64)

7. Trifunovic J, Mikov M. Bile acids as modifires of drug properties, V week of the hospital clinical
pharmacology, Belgrade. 2013, Book of Abstracts of V week of the hospital clinical pharmacology




p. 128-129 (M64)

8. Trifunovic J. et Mikov M. Bile acids as drug vehicles in medicinal chemistry, VI week of the
hospital clinical pharmacology, Belgrade. 2014, Book of Abstracts of VI week of the hospital
clinical pharmacology, p. 84-85 (M64)

VIl 3AK/bYULU OJHOCHO PE3YJITATH HCTPAXKUBAIBA

Ha 0CHOBY pe3y.ITaTa pajia MOeMO Ja 3aK/byUHMO Ja CE PETEHIMOHHN mapametpu Ry’ u b, noGujern
npumenoM NP TLC, ycnen Bucoko 3Ha4ajHe TMHEapHE Kopemnamnuje ca logP BpeaHocTiMa, MOTY KOPHCTHTH
Kao aJITepHATHBHA MEpPa JIMIO(GMIHOCTH HCIIUTUBAHUX jCIHHCHA.

Wmajyhu y Buy 1a cBe aHaJIM3MpaHe CYICTaHIIe HCIYhaBajy KpUTepujyme NeuHIcaHe NpaBHioM
Jlunuuckor, ouekyje ce aa hie ce one n106po ancopbosatu. Brucoke Bpennoctu HIA% ykasyjy Ha BUCOK
CTETIeH alCOpPIIHje HCITUTUBAHUX JEANICHA Y TACTPOMHTECTHHAIHOM TPAKTY.

CTaTHCTHYKY 3HAYA]HU MTAPAMETPHU perpecuja u3Mel)y peTeHIIMOHUX KOHCTaHTH Ry, 1 b u
BOJTyMeHa TucTpuodynmje, Vd ykasyjy 1a HaBeieHH (papMaKOKHHETCKH JECKPUITOP YIIPaBO
MIPOTIOPIIMOHAIHO 3aBHCH OJ1 JIMMOPHIHOCTH HCIIUTUBAHUX CYIICTAHIIH.

3akJbydeHO je, Takole, 1a je ahMHUTET Be3MBama JIeKa 3a MpoTenHe mia3Me, PPB y nupekTHOj Be3n
ca qunoduiiHohy jequBbemha YKOIUMKO Cy OHa CTPYKTYPHO CIIMYHA

Ha ocHOBY 100HjeHHX pe3ysTaTa YOUCHO je Ja MOCTOjH CHaXKHA WHTEePAKI[Hja HCIIMTUBAHUX
MaKpOJIMHUX aHTHOMOTHKA Ca MUIIeJaMa HAaTPHjYH TaypoxoJiaTa, HaTPUjyM XoJaTa U HaTpHjyM
JICOKCHXO0JIATA.

Kon Beoma uBpcTor Be3nBama aHTHOMOTHKA 32 MULIETIE )KYUYHUX coJi qudy3nonn koepunujer De
“Ma BpeIHOCT BeoMa Orcky Dmic

On MCIIUTHBaHNX MAaKpPOJIMIHNX aHTUOMOTHKA a3UTPOMMIIMH U KIIAPUTPOMHIIMH C€ HajUHTEH3UBHH]E
Be3Yjy 3a )Ky4YHE COJIU

Y oBOM pajny je 3aKJby4eHO Ja HHTpaapTePHjcKa IMprMeHa jieka y A. carotis communis dextra mosxe
Jla TIOCITYH Kao MeToJa 3a npaheme nposiacka JeKoBa Kpo3 KpBHO-MOXKIAaHy Oapujepy.

Paznuke y KOHIIEHTpanujama 1Ba IpUMemeHa aHTHONOTHKA Y TT0jeANHIM JIeIIOBIMa MO3ra yKasyje
Ha IIOCTOjame /IBa KOMIIApTMaHa y MO3Ty. JelaH KoMITapTMaH YMHE MOKAaHO cTabiIo ¥ MajM MO3aK JI0K
Jpyrd KOMIIApTMaH YHMHE JIeBa U JIeCHa MOXK/aHa XeMuchepa.

KoHI1eHTpalyje epuTpoOMUIIMHA U KIWHIAMHIHA Y MO3TY U TI0jeIMHUM HETOBHUM JIENIOBUMA 3aBUCE
0]l HaYMHA PUMEHE JIeKa, IeroBe XeMH]jCKE CTPYKTYpE U IIPHUMEHEHE COJIH )KyUHE KUCEIIHHE.

3anakeHo je 1a 00a UCIMTUBAHA JIepUBAaTa XKY4HE COJIM YTUUY Ha NPOJIa3aKk epUTPOMUIIMHA U
KIMHAaMHUINHA y MOXKJaHO TKUBO, TKUBO OyOpera u jeTpe.

V cny4ajy i.a. mpuMeHe epuTpoMHLIIHA youeHO je A1a TKA yTuve Ha MOBUIICHE BPEAHOCTH
epUTPOMHIIMHA ¥ KPBU Ka0 U y TI0jSIMHUM JISTIOBMMA MO3Ta JIOK je Y CITy4ajy i.V. IPUMEHe JieKa
perucTpoBaH yTHlaj 00a JeprBaTta *KYYHUX COJIM Ha MOBHIICHE BPEJHOCTH KOHIIEHTPALU]e EPUTPOMHIINHA
Y MOK/IaHOM TKHUBY.

[punukoM aHanu3e yTHlaja NPUMEHHBAHUX JIEpPUBATa KYYHUX KUCEIMHA HA BPEJHOCTH
KJIMHAAMHUIMHA y TI0jeIMHUM KOMIIapTMaHnMa Mo3ra 3abesexeHa je 3HauyajHa yiora 12MKH n TKA nHa
MOBHIICHE KOHIECHTpPAIKje OBOT aHTUOHOTHKA Y MOXKIAHOM TKHUBY MPUIIMKOM i.8. ,i.V. 1 Per 0S mpuMeHe
KJIMHAaMHULIHA.

YoueHo je n1a 12MKH nepuBar >xy4He coJli HajBHIIE JONPHHOCH roBehamky BPEAHOCTH HUBOA
KJIMHJIAMHUIMHA Y MO3TY KOJ 1.V. 1 Per 0S mpuMeHe JieKa

VIII OHEHA HAYUHA TIIPUKA3A U TYMAYEIHA PE3YJITATA UCTPAXKHUBAIbA
ExcniMmuTHO HaBECTH MO3UTHBHY WIIM HETaTHBHY OLIEHY HAauMHa IpHKa3a U TyMauemha pe3yirara
HCTPAKUBAMbA.

Joana TpudyHoBuh je y normyHoctu o6aBuiia HCTpaXUBambe Koje je 0o npeaBuleHo riaHoM
y TIpUjaBu IOKTOpCKe aucepTanuje. J(oOWjeHH pe3ynraTd cy MPOUCTEKIN W3 OPUTHHAIHO
MOCTaBJbCHHUX LIIJbEBA YCMEPCHHX Ka MPOHAIAXKCHY aJeKBaTHOr iN ViVO mozxena koju Ou Ha




HajOOJbM HAYMH MPEACTaBHO YTHILA] )KyYHHX KHCEIMHAa Ha OHOPACIIONOXHMBOCT MaKpOJIMIHUX
aHTHOMOTHKA . PesynTaTu pajga cy cHCTeMaTHYHO NPHKA3aHU U LETOKYIHO TyMademe pe3yliTaTa
UCTpaXXMBaba je MPUMEPEHO, NPErNIeHO U Pas3IokHO NpepodeHo. HaumH mpukasza u Tymaueme
pesynraTa cy aneKBaTHH, jaCHH W INpelM3HH. Pe3ynraTté McTpakuBama Cy KOH3HCTEHTHH ca
paHuje 00jaBJbeHMM paJOBUMa M CTyIMjaMa W3 OBE OOJIACTH W jaCHO NMPOTYyMadeHHW Of CTpaHe
ayTopa JOKTOpCKe JHCcepTalyje.

IX KOHAYHA OIHEHA JOKTOPCKE JUCEPTAIINJE:

EXCIUTMIIMTHO HABECTH Ja JIH JAMCEPTAIlHja jeCTe WIX HHje HAIMCaHa Y CKIIaay Ca HABEICHUM
00pa3ioKemheM, Kao U J1a JIK OHA CAAP)KH WK HE CaJIpKu CBe OMTHE eneMeHTe. JlaTu jacHe, Mpenu3He u
KOHIIM3HE OJTOBOpE HA 3. U 4. IUTamke:

1. Ja nmu je aucepranyja HamucaHa y CKIaay ca o0pasioKemeM HaBeCHUM Y TIPHjaBH TeMe
JlokTopcka aucepTalyja je HalmiucaHa y CKIaay ca 00pasiioKemheM HaBEICHUM Yy MTPHjaBU TEME.
2. Ja m nqucepTamuja caqpu cBe OUTHE eIeMeHTe

JlokTopcka mucepraliyja caJpiky CBE €JIEMEHTE HAyYHO-UCTPAKHUBAYKOT Pajia Ha OCHOBY KOjUX OU
Ce UCTPAXKMBAHE MOTJIO TIOHOBUTHU U TIPOBEPHUTH.

3. ITo yemy je aucepralija OpUrHHANIAH JOTIPUHOC HAYITH
OBa JI0KTOpCKa TucepTaliyja npya HoBe HH(QOpMAIIUje 0 HHTEPAKIMjH MAKPOIUIHUX
AHTUOMOTHKA ca KYYHUM KUCEJIMHAMa Kao M O YTHIAjy MOjeANHUX NePHBATA COIH )KYUHHX
KHCeJIMHA Ha hennjcky MeMOpaHy U leHY IIepMeaOUITHOCT

4.  Hepocraim nucepTaiyje ¥ (bUXOB YTHIIA] HA PE3YNTAT UCTPAKHBAEHA
JletasbHUM yBHIIOM Y UCTpaxkuBambe KoMucuja HUje younia HeJocTaTKe KOju OU €BEHTYalIHO
YTHLIAIN Ha PE3yJITaTe UCTPAKUBAKha y TOKY H3pajie JOKTOPCKE AUCepTaLyje.

X  MPEJJIOT:

Ha ocHOBY yKyIiHE OIICHE AUCEPTAIlH]je, KOMHCH]a MPeIaKe:
Jla ce IOKTOPCKa JUCepTalnja Mo/ Ha3HBOM ,,Y THI[a] )KYIHUX KHCETHHA Ha GHOPACIIONOKHBOCT
MaKpOJIMIHAX aHTHOMOTHKA” TIPUXBATH, & KaHIWAATy 000pH jaBHa 010paHa

- JIa ce MOKTOPCKA JAMCEpTalldja MPUXBATH, a KaHIUIaTy 0J100pu oxdpaHa
- JIa ce MOKTOpCKa aucepranuja Bpaha kKaHAUAATY Ha A0paLy (1a ce JOIMYHU OJHOCHO M3MEHH) HIIH
- Jla ce MOKTOpPCKa JAucepTalfja 0aouja

nmarym: 02.02.2016.

HABECTU UME U 3BAIE YWIAHOBA KOMUCHUJE
HOTIIMCH YITAHOBA KOMUCUIE

IIpod.Jdp Benubop Bacosuh

[Mpod. dp Kapmen Crankos

IIpod. dp Cunsa Jlo6puh



