YHUBEP3UTET Y KPAT'YJEBLIY
PAKYJITET MEJUIIUHCKHUX HAYKA

HACTABHO-HAYYHOM BERY

1. Onayka HacraBHo-HayuyHor Beha

Ha cepnunu HacraBHo-nHayuHor Beha ®akynrera MeauuMHCKHX Hayka y Kparyjesiy,
onpxanoj aana 24.02.2016. roaune, omrykom 01-1414/2-17 dhopmupana je Komucuja 3a oreny
¥ oJI0paHy 3aBpIIEHE JIOKTOPCKE aucepranudje kanauaara ap men. bojane CumoBuh Mapkosuh
MO/ HA3UBOM: ,,["aJIEKTHH-3 Y eKCIIePUMEHTAJTHOM MOJIeJly aKyTHOT KOJUTHCA®, y crenehem

cacCTaBy:

1. Mpo¢. nip Muoapar JI. Jlykuh, npodecop emeputyc, YHuBepsutera y Kparyjeruy 3a
YKy Hay4HY 001acT MukpoOHoIoruja 1 UMyHOJIOTH]ja, TPEICEAHUK

2. Mpod. np Hebojma ApcenujeBuh, penosuu npodecop Paxynrera METUIIMTHCKIX HayKa
VYuuBep3utera y Kparyjesiyy 3a yxe HayuHe o6nactu MukpoOnosiorvja u UMyHOJIOTH]ja U
Omnxonoruja, 4aaH

3. Hpod. ap Baagumup TpajkoBuh, Banpennu npodecop MeauuuHckor daxynarera
VYuuBep3utera y beorpany, 3a yxxy HayuHy oOnact MukpobOuonorvja 1 UMyHOJIOTH]a,

YJ1aH

Kommucwuja je mpernenana u nmpoyuuia JOKTOPCKy nuceptaiu]y ap bojane Cumosuh Mapkosuh u

nogHocu HacraBHo-HayuHoM Behy crienehu:



NU3BEIITAJ

2.1. 3Hayaj ¥ JONPHHOC JOKTOPCKe AHMCEepTAlHUje ca CTAHOBHUILUTA AKTYEJHOI CTama y

oapeheHoj HayuHoj odJacTu

JlokTopcka aucepranuja kanaupara np bojane CumoBuh MapkoBuh mnox HazuBom
,,] QIeKTUH-3 y eKCIEPUMEHTATHOM MOJeNly aKyTHOT KOJMTHCa®, ypal)eHa MmoJ MEHTOPCTBOM
nou. np BrnagucnaBa BonapeBuha, nonenta ®@akynrera MequIMHCKUX Hayka y KparyjeBiy 3a
y)Ky HayyHy oOsiact MukpoOnosiordja 1 UMyHOJIOTHja, TIPEJICTaB/ba OPUTHHAIIHY CTYAH]Y KOja
ce 0aBMIIa UCTIMTHBAKEM YJIOT€ U 3HAayaja TajJeKTHHA-3 y eKCHePUMEHTATHOM MOJENy aKyTHOT

KOJIMTHCA.

VYimepo3nn koiautuc y3 KpoHOBY 00ecT je riaBHU KIMHWYKH €HTUTET MH(pIaMalnjcKe
oonectu 1pesa (enri. Inflammatory Bowel Disease- IBD). Uudunamanujcka Oosect Ipesa
NpEeJCTaBba XPOHWYHH HMHTECTHHAIHM Topemehaj y 4Hjoj MATOreHE3M Y4YECTBYje HEKOJIUKO
daktopa. Mako je MexaHu3aM HacTaHKa OBE OOJIECTH jOILI YBEK HepaszjalllmheH, MO3HATO je Ja
JHcperyianmja UIMyHCKOT CUCTeMa, KOMEHCAJIHE OakTepHje, OKCHUIATUBHHU CTPEC U MeIUjaTOpH

3anasbema yUeCTBY]Y y MaToreHe3n uHQaMalujcke 00JIecTu pesa.

Y muby pasyMeBama pa3MUUTUX ETHOJOLIKUX (akTopa OBE OOJECTH ONHCAHO je
HEKOJIMKO MOJieJla E€KCIEpUMEHTAIHOI KOoJuTHca, Mel)y kojuma je Hajuemhe kopuutheHu
KONMTUC W3a3BaH JeKCTpaH Harpujym cyndarom (enrn. Dextran Sodium Sulphate-DSS).
KnuHuuke ¥ XMUCTOMATONONIKE KapaKTepUCTUKE KoMUTHCa n3a3BaHor DSS-om cy cinuune kao y
nanujeHata ca wHpIamManujckoM Oomectu 1peBa. Knnanuke manudecranuje y akyTHoj ¢azu
KOJIUTUCA Cy TYOMTaK TEJIEeCHEe Mace, Jujapeja, OKYJITHO KpPBapeme y CTOJHUIU, MHIOEPEKIN]a,
aHeMHja U Ha Kpajy cMpT. TUIHYHE XUCTOJIOIIKE TPOMEHE Cy JAeIJielnja MylliHa, AereHepannja
enuTeNa U HeKpo3a Koja mporpeaupa y HectaHak enutenHux henuja. ['youtak enutena je npahen
yamepanyjaMa u uHGuUITpanujom eykonura. MHGUITpayjoM JaMuHe npornpuje U cyoMykose
HeyTpoHIIMMa, jaBjba C€ KPUIITUTUC U caM abliec KpUNTH. Y MaTOreHe3W aKyTHOI Mojena
KOJHUTHCA KJbYYHY YyJIOTy HMajy Makpodaru. Makpodarn u3 Myko3e KojoHa (Hharouutyjy
abcopboBan DSS, aktuBupajy unpnamaszom, unje komrnonenre (NLRP3 u ASC-1) aktuBupajy
Kacna3y-1, koja ocmnobaha axtuBHe ¢(opme IL-1f u IL-18. V3 makpodare, NKT hennje,

neHaputcke henuje, HeyTpoOUIN U MACTOIIMTH MMajy Takohe BakHY YyJIOTY y IMaTOT€HE3U OBE



oonectu. NKT henuje nmajy npoTEeKTHBHY yJIOTY Y aKyTHOM KOJIUTHCY, JIOK JeHIpUTCKe hemuje
npoaykuujom mpouHdpiamaropaux murokuHa (IL-6 w TNF-a) uw xemokuna perpyryjy
HeyTpodmiie, koju npoaykuujom IL-1B nonatHo nojayasajy uH(pIamManmjy y akyTHOM KOJIUTHCY.
CMmaTpa ce ha y HaToreHe3W akyTHOr KoiauTHca u3asBaHor DSS-om He yuectByjy B m T

TUMQOLHTH.

Ianextun-3 (Gal-3) npunama rpynu yOMKBUTApHHUX JIEKTHHA M HAjIIpe j¢ HACHTU()UKOBAH
Kao MOBPIIMHCKU aHTHI'CH KOTa MCII0JbaBajy MEPUTOHECATHH Makpodaru MHIIEBa IO/ yTHIIAjeM
TUOTJIMKOJIaTa M 3aTO ce O3Ha4aBa kao Mac-2. OBaj JEKTHH ce eKCIPUMHpA Ha CTUTEIHUM H
SHIOTeTHUM henmjama, Kao W Ha henujamMa MMYHCKOT cucteMa (Makpodaruma, IEeHAPUTCKHM
henmujama, NK henujama, NKT henujama), koje yuecTByjy y MaTOre€HE3W aKyTHOT KOJHUTHCA.
JlutepatypHu mogauu ykasyjy Ha ynory Gal-3 y matoreHesu Tymopa ¥ ayTOMMYHCKUX OOJICCTH.
Cepym™mcka konneHnTpanuja Gal-3 je moBehana ko manujeHara ca akTHBHOM (POPMOM YIIIIEPO3HOT
konutuca. IlokazaHo je ma ce moBehaBa excrnpecuja Gal-3 y LpeBHOj JIaMHHU TPONPHUJH U
KpHIITaMa ernuTesa TOkoM nporpecuje 6onectu. Excripecuja Gal-3 je Bapupana y 3aBHCHOCTH 0O
BpCTE MHIIEBA M MoJiea Konutuca. Meljytum, yiora u 3Hauyaj Gal-3 3a aktuBaiujy, Murpaiyjy,
¢enorun u QyHkuujy henvja MMyHCKOr cHCTeMa OJTrOBOPHHMX 3a HAaCTaHaK M IPOTPECU]Y

aKyTHOT' KOJIUTHCA HUCY JOII YBEK pa3jallmbeHH.

Oga cryauja nokasyje na aenenuja Gal-3 reHa u npeBeHTHBHA NPUMEHAa UHXUOUTOpA 3a
Gal-3 cmamyje KIMHUYKE CUMIITOME U peayKyje omreherme TKHBa KOJIOHA Y MHIIjEM MOJIENTy
aKyTHOT KOJIMTHCA M3a3BaHOTI JEKCTpaH HaTpujyM cyiadaTtoM. [lenenuja rena 3a Gal-3 3HauajHO
cmamyje aktuBanujy NLRP3 undnamazoma u npoaykuujy IL-1B y makpodaruma y moderHoj
¢da3u konuruca. Makpodaru Gal-3 nedunujeHTHUX MUIIEBA MPOAYKY]Y Mambe HH(IaMaTOPHUX
LIUTOKHHA IITO Y3pOKyje Mamu Opoj MH(pIAMAaTOpHHX AEHApPUTCKUX henuja u HeyTpoduna y

KOJIOH, OTHOCHO MaHH(ecTyje ce 3HaUajHO OJTaKUM KOJTHTHCOM.



2.2. Ouena na je ypahena qokrTopcka Jucepranmja pe3yjTaT OPruHAJHOI HAYYHOI pajaa

KaHauaara y oaropapajyhoj nayunoj oosiacru

[Iperparom nuTepaType HPUKYIIJbEHE AETAJBHUM M CHUCTEMATCKUM IIPETPAKHBABEM
ouomenuuHckux Oaza monataka "Medline" u "KoBSON" nomohy crnexpehux kjpydHHX peun:
ranektuH-3, DSS xomutne, ynuepo3snu komutrc, NLRP3 wundmamazom, makpodarum u
untepineykua-1B (Galectin-3, DSS colitis, ulcerative colitis, NLRP3 inflammasome,
macrophages u IL-1B) Hucy nponaljene crynuje CIMYHOT AM3ajHA U METOJOJOIIKOT TPUCTYIIA.
Ha ocnoBy Ttora, Komucuja koHcTaryje na JOKTOpcKa aucepranuja kKanaupara ap bojane
CumoBuh MapkoBuh mnon HazuBoM ,,['alekTWH-3 y EKCIIEPUMEHTAIHOM MOJENY aKyTHOT

KOJIUTHCA®, TPEACTaBJba PE3YITAT OPTUHAIIHOT HAY4YHOT paja.
2.3. [IperJien ocTBapeHUX pe3yJTara pajaa Kanaujaaray oapelenoj HayuHoj odaactu
A. JIuuHu mogauu

Kangunat np men bojana Cumosuh Mapkosuh pohen je 26.01.1984. y KpasbeBy. Menununcku

dakynrer YauBep3utera y Kparyjepmy ynucana je 2003. rogune, a quruiomupaia je 20009.

Jp bojana CumoBuh MapkoBuh ce akTHBHO 0aBM Hay4YHO-UCTPAKHBAYKUM pagoM y LleHTpy 3a
MOJICKYJICKY MEIUIIMHY U UCTPaXKMBamke MaTUYHHUX henuja, DakynTera MEAMIMHCKUX HayKa y
Kparyjesuy. Toxom 2013. rogune (ampui-maj) ycaBpluaBaja ce y Jaboparopuju mpodecopa
Ranieri Cancedda, benoBa, Mramuja. Taxohe, Tokom 2009. roawHe je mpoBena HEKOJIUKO
Mecenn y naboparopuju mnpodecopa Konstantin Kappas-a, Jlapuca, ['puka. VYdyecHuk je
mehyHapoanor European Chron’s and Colitis Organisation- ECCO mpojexta kao U jyHHUOD
npojekara Dakynrera MEAMIMHCKUX Hayka YHHBep3uteTa y KparyjeBiy. AyTop je U KoayTop
12 paymoBa y wacomucuma oj MehyHapo HOT M HAIIMOHAITHOT 3Hadaja ca PeleH3HjoM. 30MpHU
uMnakT ¢axtop pamgosa je 39,74 y M20 kareropwju m to M21= 32,573, M22= 2,011 u
M23=5,156.

On 20010/2011. ronune np bojana CumoBuh MapkoBuh je cTyaeHT JIOKTOPCKHX aKaJeMCKUX
CTyauja-u300pHO  moapydje  Monekyncka  MeauIMHa— — moamoxapyyje:  MimyHonoruja,

nHpamanuja U uHpeknuja, DakynTeTa MEAUIMHCKUX Hayka YHHBep3uTera y Kparyjerimy.



YCcMeHH NOKTOPCKM HMCHHUT je Mojoxuina y oktoOpy 2012. rommne ca omeHom 10 (mecer).

Penensenr je gacomuca Stem Cells International.

Tema nokTOpcke aucepranuje IOA Ha3MBOM ,,['aleKTUH-3 y €KCIEepUMEHTATHOM MOAETY
aKyTHOT KOJHTHCA®, TIPEACTaBba PE3yiTaT OPUTHHAIHOT HAY4YHOT pazaa, nmpuxsahena je 2014.

roguHe Ha DakynreTy MEIUIIMHCKUX HayKa, Y HuBep3uTera y Kparyjesiy.

b. Cnucak o6jaB/beHNX pagoBa (MPONMCAHW MHHMMAJHH YCJIOB 32 OAOpaHy JAOKTOpPCKe

aucepranmje)

Kammunar np bojana Cumosuh MapkoBuh, octBapmia je 58 06omoBa 1Mo OCHOBY pajoBa
o0jaBJbeHHX y 1lenuHN Y MehyHapoanuM wim nomahum daconucuma, 00JIOBaHUX MpeMa 4WiaHy

177. Craryra (akynrera:

1. Simovic Markovic B, Nikolic A, Gazdic M, Bojic S, Vucicevic L, Mitrovic S, Besra G,
Trajkovic V, Arsenijevic N, Lukic ML, Volarevic V. Gal-3 plays an important pro-
inflammatory role in the induction phase of acute colitis by promoting activation of
NLRP3 inflammasome and production of IL-1f in macrophages. J Crohns Colitis 2016;
doi:10.1093/ecco-jcc/jjw013 M21- 8 GomxoBa

2. Simovic Markovic B, Nikolic A, Gazdic M, Nurkovic J, Djordjevic I, Arsenijevic N,
Stojkovic M, Lukic ML, Volarevic V. Pharmacological Inhibition of Gal-3 in
Mesenchymal Stem Cells Enhances Their Capacity to Promote Alternative Activation of
Macrophages in Dextran Sulphate Sodium-Induced Colitis. Stem Cells Int 2016; 2016:
2640746 M23- 3 6o1a

3. Volarevic V, Paunovic V, Markovic Z, Simovic Markovic B, Misirkic-Marjanovic M,
Todorovic-Markovic B, Bojic S, Vucicevic L, Jovanovic S, Arsenijevic N, Holclajtner-
Antunovic |, Milosavljevic M, Dramicanin M, Kravic-Stevovic T, Ciric D, Lukic ML,
Trajkovic V. Large graphene quantum dots alleviate immune-mediated liver damage.
ACS Nano 2014; 8:12098-109. M21- 8 6oxoBa

4. Volarevic V, Markovic BS, Bojic S, Stojanovic M, Nilsson U, Leffler H, Besra GS,
Arsenijevic N, Paunovic V, Trajkovic V, Lukic ML. Gal-3 regulates the capacity of



10.

dendritic cells to promote NKT-cell-induced liver injury. Eur J Immunol 2015; 45:531-43.
M21- 8 6oxoBa

Volarevic V, Misirkic M, Vucicevic L, Paunovic V, Simovic Markovic B, Stojanovic M,
Milovanovic M, Jakovljevic V, Micic D, Arsenijevic N, Trajkovic V, Lukic ML.
Metformin aggravates immune-mediated liver injury in mice. Arch Toxicol 2015; 89:437-
50. M21- 8 6oxoBa

Jovanovic IP, Radosavljevic GD, Simovic-Markovic BJ, Stojanovic SP, Stefanovic SM,
Pejnovic NN, Arsenijevic NN. Clinical significance of Cyclin D1, FGF3 and p21 protein
expression in laryngeal squamous cell carcinoma. J BUON 2014; 19:944-52. M23- 3

ooxa

Potocnak I, Vranec P, Farkasova V, Sabolova D, Vatas¢inova M, Kudlacova J, Radojevié¢
ID, Comié¢ LR, Markovic BS, Volarevic V, Arsenijevic N, Trifunovi¢ SR. Low-
dimensional compounds containing bioactive ligands. Part VI: Synthesis, structures, in
vitro DNA binding, antimicrobial and anticancer properties of first row transition metal
complexes with 5-chloro-quinolin-8-ol. J Inorg Biochem 2016; 154:67-77. M21- 8

0oxoBa

Ratkovi¢ Z, Muskinja J, Burmudzija A, Rankovi¢ B, Kosani¢ M, Bogdanovi¢ G, Simovié
Markovi¢ B, Nikoli¢ A, Arsenijevi¢ N, Pordevic S, Vuki¢evi¢ R. Dehydrozingerone
based 1-acetyl-5-aryl-4,5-dihydro-1H-pyrazoles:  synthesis, characterization and
anticancer activity. J Mol Struct doi: 10.1016/j.molstruc.2015.12.079. M23- 3 6ona

Mijajlovic M, Nikolic M, Jevtic V, Ratkovic Z, Simovic Markovic B, Volarevic V,
Arsenijevic N, Novakovic S, Bogdanovic G, Trifunovic S, Radic G. Cytotoxicity of
palladium(Il) complexes with some alkyl derivates of thiosalicylic acid. Crystal structure
of the bis(S-butyl-thiosalicylate) palladium (1) complex, [Pd(S-bu-thiosal)2]. Polyhedron
2015; 90:34-40. M22- 5 6oxoBa

Simovic Markovic B, Vucicevic L, Bojic S, Volarevic V. The role of autophagy in
immunity and autoimmune diseases. Ser J of Exp Clin Res 2014; 15:223-229. M52= 1,5

oon



11. Volarevic A, Simovic Markovic B, Jankovic N, Bojic S, Zdravkovic N. Orthodox
Catechism affects gender differences in adolescents' needs for affiliation and achievement
altering their sense of purpose in life. Ser J of Exp Clin Res 2014; 15: 33-38. M52=1,5
0ox

12. Bojic S, Simovic Markovic B, Volarevic A, Stojkovic M. Intestinal stem cells. Med Cas
2013; 47:192-195. M53=1 601

2.4. OueHa o HCNIYHEHOCTH 00MMA ¥ KBAJIUTETA Yy OJJHOCY Ha NPHjaB/beHy TeMy

HacnoB nmokropcke amcepranuje U ypaheHOT UCTpaxkuBama ce nokianajy. OmoOpeHu
[IUJbCBH HUCTPAXKMBaka M TIOCTABJBCHU I[MJBEBU Y paly Cy ocTtaiu HUCTU. [IpuMemeHa
METOIOJIOTHja UCTPAXKHUBAKa je MICHTHYHA ca ojo0peHoM. JlokTopcka aucepranuja np bojane
CumoBuh Mapkosuh Hammcana je Ha 158 crpana u campku cieneha moriiaBiba: yBOJ, IIUJbEBE

UCTPaXXKHBamba, MaTepPUjall ¥ METOAE, pe3yiTaTe, IUCKYCH]Y, 3aKJbydaK U JUTEPaTypy.

Y yBOIHOM Jely KaHAuJaT j€ JacHO, MPEIU3HO H CBEOOyXBaTHO, KOpHUcTehu
HajCcaBpEMEHM]e JTUTepaTypHe MOJAaTKe, U3JI0KHO J0CaJalllba ca3Hamka O MaTOreHe3U KOJUTHCA
M3a3BaHOT JIEKCTpPaH HAaTpUjyM cyndarom, ca moceOHUM OCBPTOM Ha YJOTY pa3NUuuTHX hemnuja
MMYHCKOT CHCTeMa U IIUTOKMHA y MpOolecy HacTaHKa omTehema TKUBA KOJOHA. Y JajbeM ey
yBOJIa HArJalieHe Cy CTPYKTypHe ocobuHe u Ouonomka ¢ynknuja Gal-3 monekyna, kao u
HEroBa YJIOTY y UMYHCKOM OJTOBOpPY. JaCHO Cy HM3JI0KEHU IMJHEBH W KOHKPETHH 3a/1alld, TPH
YeMy je OCHOBHHM LMJb Jla CE€ WCIHTa yJora rajeKTHHa-3 y MaToreHe3d aKyTHOI KOJIMTHCA
M3a3BaHOT MPUMEHOM JIEKCTpaH HaTpUjyM cyidara y MUIIEBAa KOjUMa HEJOCTaje rajJeKTUH-3 U

onrosapajyhux KoHTpoIa.

Marepujan u METOZ0JIOTHja paja Cy MOAYAapHHU ca HaBEICHUM Y TPHjaBU JHMCEpTaInje,
MPE3EHTOBAHM Cy Ha OAr0oBapajyhu Ha4MH W BPJIO Mpenu3Ho. JleTa/bHO Cy OMHMCaHe CBE TEXHHUKE

KopuuiheHe y cTyauju.

Pe3ynaratn ucTpakmBama CHCTEMAaTHYHO Cy NPUKA3aHM U J100pO JOKYMEHTOBAHU.
Jenemynja Gal-3 rena m npeBentuBHa npuMeHa Gal-3INH cmamyje KIMHHYKE CHMITOME U

penykyje omreheme TKUBA KOJOHA Y MHILIjEM MOJENy aKyTHOI KOJHTHCA U3a3BaHOT JEKCTpaH



Hatpujym cyndarom. ITokazano je ma neneruja rena 3a Gal-3 3HauajHO cMambyje aKTHBAIH]y
NLRP3 wundmamazoma u npoaykuujy IL-1p y makpodarnma y mHunmjaiHoj ¢asu KoauTHca.
Makpodaru mumesa aedunmjentaux 3a Gal-3 mpoaykyjy mame HMHQIaMAaTOPHHX IIUTOKHHA
IITO Y3pOKYje Mamu 0poj HH(pIaMaTOpHUX JeHIpUTCKUX henuja u HeyTpoduiaa y TKUBY KOJIOHA,
OJIHOCHO MaHH(]ECTyje ce 3HauajHO OJaXuM KOJUTHUCOM. JlogaTHO je JOKYMEHTOBAaHO Jia
npeBeHTHBHA npuMeHa Davanat-a yOmakaBa KIMHUYKY CIIMKY aKyTHOT KOJIMTHCa W omTteheme
KOJIOHA, Kao ¥ JIa CMamYyje CeKpelrjy npo-uHpIaMaToOpHUX MUTOKHHA U ekcrpecujy NALP-a u

IL-1PB y TKMBY KOJIOHa MUIIIEBA.

VY nornaBmy Jluckycuja aHaIM3MpaHW cy pAoOujeHM pesynrath U nopeheHu ca
JUTEpaTYpPHUM NoJanuMa u3 oBe obsactu. KomeHTapu n0OMjeHHX pes3ynrara Cy ONIIMPHH, a
HauMH T[IPUKa3MBama I[I0JIaTaka YHMHU MX NpEerIeHUM U pa3yMbUBHM. Pesynratu cy
JMCKYTOBAaHU Y KOHTEKCTY CIMYHHX, PA3jIHMYUTHX, Na YaK U KOHMIMKTHHUX IMOJATaKa O YJIO3H
TaJIeKTHHA-3 y pa3Bojy aKyTHOT KonuTHca. [Ipu ToMe cy HaBeJEHM CTaBOBH W3 Haj3HAYajHUJUX

OpUTHHAJIHUX U peBI/IjCKI/IX HayYHHUX pagoBa IOMCHYTC obnacTu.

JlutepaTypa je amekBaTHa 1Mo ooumy W caapxkajy. Llutupano je 383 Ombmorpadcekmx

jeauHuIa U3 ToMahMX ¥ MHOCTPAHUX CTPYYHHUX IMyOJIMKaIyja.
2.5. Hay4Hu pe3yJiTaTl JOKTOPCKE AMcepTanuje
Haj3nauajHuju pe3ynTaTu UCTpakuBama CaAp KaHu Cy y cieaehum 3aksbydnmuma:

1. Mumesu aedurnujentan 3a Gal-3 Tpetupanu AekcTpaH HATPHjyM CcyiadaToM CIOpHje
pa3BUjajy KIMHUYKKA TOK OOJIECTH, IITO ce MaHH(pecTyje MambUM KIMHUYKHUM CKOPOM U
MambHUM T'YOUTKOM TEJIEeCHE Mace.

2. Gal-3 nedunujeHTHH MHUIIEBH TPETUPaHH JCKCTPaH HATPUjyM cyndaToM HMajy Mamby
uH(pIamMalnujy y TKUBY KOJIOHA, IITO Ce€ OrJiefa y 3HauajHO MameM CKpahewy NyKHHE
KOJIOHA U peAyKOBaHOM ollTehewy TKHBa KOJIOHA.

3. Henenuja Gal-3 rena mHxubupa cekpelujy npo-uH¢pIaMaTOPHUX IUTOKWHA U CMambyje
Opoj unduamaTopHux henvja y 1aMuHy IpONpPH]y TKHBA KOJOHA.

4. Cmamena wuHuITpanuja mpo-uHdmamatopaux M1 wmakpodara, uHPIAMATOPHUX

JNeHIpUTCKUX henuja, HeyTpoduiaa W MacToluTa, JOK je 3HadajHo mnoBehaHa



3aCTYIUbEHOCT aHTU-UHGIaMaTopHux M2 Makpodara U peryJaTOpHUX ACHIPUTCKUX

henuja y TKHBY 000J1€710T KOJIOHA Y MUIlIeBa aeduiivjenTHux 3a Gal-3.

5. ¥V oxacyctBy Gal-3 monekyna je cmameHo nenoHoBame NALP-a u IL-1P y TkuBy KomoHa
MUILIEBA TPETUPAHUX JIEKCTPAH HATPUjYM CyI(PaTOM.

6. Heneuuja rena 3a Gal-3 yruue Ha cmameny aktuBanyjy NLRP3 wundrnamaszoma u
ClIeNCTBeHy Kacmasza-1 3aBucHy mnpoaykuujy IL-1B y F4/80+ wmakpodaruma vy
NEPUTOHEYMY U TKUBY MUIIIEBA TPETHPAHUX JIEKCTPaH HATPHUjyM cyidarom

7. TlepuToHeamHu Makpodaru Gal3” mumesa nokasyjy wmamy ekcnpecujy NLRP3
nH(pIaMazomMa U cMameHy npoaykiujy IL-1B rva crumynanujy LPS-om u DSS-owm.

8. IlpeBenTnBHa npuMeHeHa Davanat-a yOnmakaBa KJIMHHYKY CJIMKY aKyTHOT KOJHTHCA U

omreheme KoJIOHA

9. IlpesenTtuBHa mpuMeHa Davanat-a cmamyje cekpenujy npo-uHpIaMaTOPHUX [IUTOKUHA U

excnpecujy NALP-a u IL-1P y TKuBYy KOJIOHa MUIIIEBa

2.6. IIppMemUBOCT M KOPHCHOCT Pe3yJITATa Y TEOPHjH U MPAKCH

Pesynrtatu oBOT MCTpakMBama Mo MPBHU ITYT MOKa3yjy Aa TaJeKTHH-3 Urpa BaHY YIOTY
y TaTOreHe3W aKyTHOI KOJIUTHCAa U CMamemy omrehema TKHBAa KOJIOHA M3a3BaHOr JEKCTpaH
HaTpujyM cyiadaToM. MexaHu3aM HacTaHKa MH(]IaMalje y raleKTuH-3 MO3UTUBHUX KUBOTHUHA
TpeTHpPaHUX JEKCTpaH HaTpujyM cyidarom, noapazymena aktuBaunjy NLRP3 unndnamazoma u
cnencreeny npoaykiujy IL-1B. Haume, ranektuH-3 mo3uTHBHUA Makpodarn HaKOH CTUMYJaIije
JeKCTpaH HaTpujyM cyiadaToM M JUNONoIMcaxapuaoM uMajy nosehany ekmpecujy NLRP3 u
noehany mnpoaykiujy IL-1B in vitro. JlomatHo je moka3aHO Ja TpUMEHa HHXUOUTOpA
rajektuHa-3 (Davanat/GM-CT-01) cmamyje omreheme TkuBa KoyoHa, mpoaykuujy IL-1B u
exnipecrjy NLRP3. Y0Op3ana u nojayana wHQIIaMalyja y TKHBY KOJIOHAa MUTIICBA TTO3UTHBHUX Ha
MIPUCYCTBO TajleKTUHA-3 yKa3yje Ha BaXHy Ipo-uHpramaropny yiory Gal-3 y moneny akyTHOT

KOJIUTHCA, IITO OM MOTJIO J1a MMa TepalHjcKe UMIUIMKALH]je.
2.7. HauuH npe3eHTHPamba pe3y/iTara HAy4HOoj jaBHOCTH

Pesynratn oBe MOKTOpCKe aucepTanuje o0jaB/beHH Cy y naBa MelyHapojaHa dacormuca,

kareropuje M21 u M23 ca 30upHuM ummnakt paktopom 9,047.



3AK/bYYAK

Komucuja 3a omeHy u on0OpaHy 3aBpII€HE JOKTOPCKE aucepranudje KaHaumara ap bojane
CumoBuh MapkoBuh 1moa Ha3uBOM ,,['ajleKTHH-3 y eKCHEePHUMEHTAJTHOM MOJeJIy AKyTHOT
KOJIMTHCA*, HA OCHOBY CBEra HaBEICHOT CMaTpa Ja je UCTPAXKUBAKLE y OKBHPY IUCEpTAIje

3dCHOBAHO Ha CaBpCMCHUM HAYYHHM Ca3HaAbUMa U z[aje AICKBATHO ITOCTABJbEHO M CIIPOBCACHO.

Komucuja cmatpa na mokTopcka aucepTanja kanaumgata ap bojane CumoBuh Mapkouh
ypalheHa moa MmeHTOpcTBOM J0II. p BiiagucnaBa BonapeBuha, mpencraBiba OpUrHHAIHA HAYYHH
pajx ¥ MMa BEJIMKM HAyYHU W MPAKTUYHHW 3HA4Yaj] y pa3yMeBamy yJOre rajleKTHHa-3 y pa3Bojy

AKYTHOT KOJIMTHCA.

Ha ocnoBy cBera wusnoxenor Komucmja npemnaxe HacraBHo-nayunom Behy ®akynrera
MEIMLMHCKUX Hayka YHuBep3urera y KparyjeBily, Ja JOKTOpcKa JucepTaluja MoJl Ha3UBOM
»'aTeKTHH-3 y eKCIIepMMEeHTAJTHOM MOJeJy aKyTHOI KoauTuca®, kanaunata 1ap bojane

CumoBuh MapkoBuh Oyne MO3UTUBHO oOlLelkeHAa U of00peHa 3a jaBHY ojAOpaHy.



YJIAHOBHU KOMUCHJE

Ipod. np Muoapar JI. Jlykuh, npodecop emepuryc, YHuBep3urera y Kparyjepiy 3a yxy

Hay4HY 00J:acT MUKpOOHOJIOTH]ja K UMYHOJIOTH]ja, TIPEICETHUK

IIpog. np HeGojma ApcenujeBuh, penoBuu mnpodecop Dakynrera METUIIMHCKUX HayKa
VYuuBepsutera y KparyjeBuy 3a yxe HayyHe oOuacTy MuUKpoOHOJOrHja M UMYHOJOTHja U

Omnkonoruja, 4iaH

Ipo¢. ap Buaaagumup TpajkoBuh, Banpennu mnpodecop Meaununckor daxynaTera

VYHuusep3utera y beorpany, 3a yxxy HayuHy o0iaactT Mukpo6uoiorija ¥ UMyHOJIOTHja, YWiaH

VY Kparyjesuy, 25.02.2016. roguse.



