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NpaeHTndpukaumja mmkpo PHK y permoHnma reHoma ca peTKMm CTPYKTYPHUM
BapujaHTama Kao NOTEHUUja/IHUX FTeHETUUYKUX Y3POUYHMKA 3a HacTaHaK ypoheHux
aHoOManuja bybpera n ypuHapHOr TpaKTa YoBeKa
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MEHTOPU

- Ap MBaH JoBaHoBMh, BMLLM Hay4YHU CapadHUK, YHUBepP3UTET y beorpaay - MHCTUTYT 3a HyKeapHe
HayKe ,,BuHYa“ — UHCTUTYT oA, HauMoHaNHOT 3Ha4aja 3a Penybauky Cpbujy

- Ap KatapuHa 3esbuh, BaHpeaHn npodecop, YHnBep3uteT y beorpagy — buonowku dakynter

KOMUCUIA

- Ap AnekcaHgpa CtaHkoBuh, Hay4YHU caBeTHUK, YHUBep3UTEeT y beorpaay - MHCTUTYT 3a HyKneapHe
Hayke ,BMHYa“ — UHCTUTYT oA, HauMoHanHor 3Havaja 3a Penybauky Cpbujy

- Ap Maja uskosuh, Hay4HU caBeTHUK, YHUBep3uTeT y beorpaay - MHCTUTYT 3a HyKNeapHe HayKe
,BrHYa” — MHCTUTYT oA, HauMoHaNHOT 3Havaja 3a Penybanky Cpbujy

- Ap Mapwuja Casuh BecenmHosuh, BaHpeaHu npodecop, YHuBep3uTeT y beorpaay — buonouwku
dakynter

. Y 0BOj AOKTOPCKOj AMcepTaumjm nsydyasaHe cy MMPHK y permoHMma reHoma ca peTkum
CTPYKTYPHUM BapujaHTama Koju Cy acoumpaHmu ca HactaHkom CAKUT-a.

. Kopuwherem CRISPR/Cas9 TexHonormje reHepucaHm cy mogenu henmjckux nMHuja Koju
ocnunkasajy CNV permoH acouunpaH ca HactaHkom CAKUT-a. Pectutyymja HMBoa mmPHK
Kopuwherwem MMPHK mumunka Ha nctum henmjckum nmHmjama notspheH je noteHuujan
ybnaxkaBama edpeKkrta petkor CNV permoHa Ha ekcnpecujy unbHux reHa MMPHK Koje cy
JIOKann3oBaHe y OBUM pPermoHmma.

. 0BO MCTparknBare yKasyje ga petkm CNV pernoHu ytmyy Ha npomeHy y ekcnpecmjn muPHK
n nocneanyHo Ha NPOMEHY Yy eKCNpPecnjn hUXOBUX LLU/bHUX FeHa WTO NOTeHUMjanHo
npeacTas/ba jeAaH 04, MexaHM3ama HacTaHKa u peHoTuncke sapunjabunHoctn CAKUT-a.
[JobuvjeHun pe3yntatv Ham yKasyjy Ha moryhHocT kopuwherba MUPHK mumunka nnum apyrmx
o6nmnka MMPHK Tepanuje kKao cTpaTeruje 3a NOHOBHO YCNOCTaB/batbe U3MEHEHE eKCnpecuje
ogpeheHnx aHann3npaHMX reHa Koja je y3pokoBaHa nsmereHom ekcnpecmjom MrPHK koja
je nokanusoBaHa y petkom LIHB pernony.
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associated with the occurrence of CAKUT were studied.
. Using CRISPR/Cas9 technology, we generated cell line models that mirror the CNV region

expression of miRNA target genes located in these regions.

. This study indicates that rare CNV regions induce changes in miRNA levels and, consequently, in
the expression of their target genes, which may represent one of the mechanisms underlying
the development and phenotypic variability of CAKUT. These findings suggest that miRNA
mimics or other miRNA based therapies could be used to restore the altered expression of
specific genes affected by disrupted miRNA expression within the rare CNV region.

. In this doctoral dissertation, miRNAs located in the genome with rare structural variants that are

associated with the development of CAKUT. The restitution of miRNA levels using miRNA mimics
in these same cell lines confirmed the potential to alleviate the effect of rare CNV regions on the
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