OZET

Giliniimiizde insanlarin miicadele ettigi en biiyilik zorluklardan biri kanserdir. Prostat
kanseri, diinya ¢apinda erkeklerde kansere bagli 6liim nedenleri arasinda en yiiksek
sirada yer alan erkeklerdeki kanserler arasindadir. Kanser arastirmalarinda 6nemli
hedeflerden biri miRNA'lardir. Bu tezin ana konusu, Ozellikle prostat kanseri
tedavisinde kanser tedavisinde olasi hedefe 0zgli tedavi icin mikroRNA'lar
gelecekteki hedef molekiiller olarak arastirmaktir. Tez kapsaminda, kétii ilerlemeye
sahip agresif prostat kanseri hiicreleri arasinda miRNA'larin ekspresyon
seviyelerindeki farkliliklar ve hedefe 6zgii bir terapi olarak segilen miRNA'larin nasil
secildigi tartisilmistir. Ayrica prostat kanseri etiyolojisindeki genetik farkliliklarin
degerlendirilmesi hem in vitro hem de in siliko yontemlerle arastirilmasi
hedeflenmistir. Kanser genom atlas programi (TCGA) ve mirBase gibi miRNA ile
ilgili veritabanlar1 kullanilarak detayli aramalar sonucunda hsa-miR-499a ve hsa-miR-
499b, miRBASE veri tabanindan toplanan verilere dayanarak 136 farkli literatiirde
atfedilen bir mikroRNA ailesi olarak bu tezin konusunu olusturmaktadir. Tez
kapsaminda ayrica konvansiyonel kemoterapi ajanlar1 olan cisplatin ve paklitaksel’in
yuksek metastatik 0zellikte PC3 ve PC3 p53+ hiicrelerindeki rolleri de incelenmistir.
Bu baglamda, prostat kanseri ile ilgili gelecekteki projeler icin 6n veri olarak

degerlendirilebilecek tezin sonuglari umut vericidir.



ABSTRACT

One of the biggest challenges people face today is cancer. Prostate cancer is among
the highest cancer death in men worldwide, cancers. One of the important goals in
cancer research is to search on the role of miRNAs in cancer. The main topic of this
thesis is to investigate microRNAs as future target molecules for target-specific
therapy in the treatment of prostate cancer. Within the scope of the thesis, differences
in expression levels of miRNAs and how miRNAs are selected as a target-specific
therapy were discussed. In addition, it was aimed to investigate the genetic secrets of
prostate cancer etiology by in vitro, in vitro and in silico methods. Learn about the
cancer genome atlas program (TCGA) and miRNA-related communications such as
mirBase hsa-miR-499a and hsa-miR-499b remove this thesis as a group of microRNAs
attributed in 136 different litratures based on data collected from the miRBASE
database. High metastatic features were examined in PC3 and PC3 p53 + cells. In this
context, the results of the thesis, which can be considered as preliminary data for

projects related to prostate cancer, are promising.
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