OZET

Meme kanseri kadinlarda kanser kaynakli 6liimler arasinda ikinci sirada olan kanser
tipidir. Meme kanseri patogenezinin irdelenmesine bagli olarak gelistirilen ¢ogu ilag
terapotik olma potansiyeli ag¢isindan 6nem arz etmektedir. Curcumin, anti-
inflammatuar, anti-proliferatif, anti-oksidan ve anti-kanserojenik etkisi prostat,
melanoma, kolon, servikal ve meme kanseri lizerinde goOsterilmistir. Postnatal
donemde hipofiz bezinden salinan, lipit, karbonhidrat ve protein metabolizmasini
etkileyerek biiylime {izerinde etkisi olan biiytime hormonu (GH) meme kanseri tiimor
biyopsi 6rneklerinde normal meme epitel hiicresine kiyasla arttigi, akromegali gibi
malign durumlarin siklikla goriildiigli hipoadenoma goriilen endokrin bozukluklarda
meme kanseri gelisimi gostermesi ve meme bezi gelisiminde prolaktin gibi
indiikleyici etkisi gosterdigi tespit edilmistir. Ayrica otokrin meme kanseri hiicre
hatlarinda hiicre invazyon, metastaz ve kanserojenik artig gosterilmistir. Bu tez ile
amacimiz, Otokrin GH anlatimi olan MCF-7 ve MDA-MB-231 meme kanseri
hiicreleri tizerinde curcuminin apoptotik 6liim {izerine etkisinin NF-xB sinyal yolu ve
Poliamin (PA) metabolizmasi incelenerek molekiiler mekanizmasinin irdelenmesidir.
Otokrin GH anlatimi hem MCF-7 hem de MDA-MB-231 meme kanseri hiicrelerinde
invazyon, metastaz, koloni olusumunu dogal tip hiicrelere kiyasla arttirdig
gosterilmistir. Doza ve zamana bagli curcumin uygulamasinin hem MCF-7 hem de
MDA-MB-231 GH+ ve dogal tip meme kanseri hiicrelerinde hiicre canliligina ve
hiicre biiytimesi ile koloni olusumuna ket vurdugu belirlenmistir. Curcuminin her iki
hiicre hattinda hiicre 6liimiinii JAK/STAT, NF-xB, PI3K/Akt/MAPK sinyal yoluna
ket vurarak intrinsik apoptotik 6liime yol actigr tespit edilmistir. Bunlara ilaveten,
curcumin PA katabolik enzimleri olan SSAT ve PAO indiikleyerek hiicre i¢i PA
seviyesini distirdiigii ve ROS olusumunu indiikledigi ve NAC ile bu etkinin geri
cekildigi gosterilmistir.
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SUMMARY

Breast cancer is the second most common cancer among women leading breast
cancer related cancer deaths. Among various chemical agents that have potential
drug to use breast cancer treatment via investigating breast cancer pathogenesis.
Anti-inflammatory, anti-proliferative, anti-oksidan and anti-carsinogenic effects of
curcumin on melanoma, colon, cervical and breast cancer have been determined in
various reports. Growth hormone, expresses from pituatry gland, induces growth
development via acting on protein, carbonhydrate, lipid metabolisms. Moreover,
significant increased expression of GH levels have been determined in breast tumor
biopsy samples compared to normal breast epithelial cells. In addition, the role of
GH on breast cancer cases in frequently seen malignant profile, acromegaly people
and the combined effect of GH with prolactin on breast development have been
determined. Autocrine GH expression induced cell invasion, metastasis and
carcinogenesis in breast cancer cells and mice xenografts. The aim of this thesis is to
demonstrate molecular mechanism of curcumin induced-apoptotic cell death in
autocrine GH expressing MCF-7 and MDA-MB-231 breast cancer cells by regarding
the NF-«xB signaling and Polyamine (PA) metabolism. Accoring to various methods
used in order to evaluate this hypothesis in this thesis, autocrine GH expression
induced cell invasion, metastasis and colony formation in MCF-7 and MDA-MB-231
breast cancer cells compared to wild type cells. Dose and time dependent curcumin
exposure prevented GH induced cell proliferation and growth inhibition in each cell
lines. Curcumin induced apoptotic cell death in MCF-7 and MDA-MB-231 breast
cancer cells via preventing JAK/STAT, PI3K/Akt/MAPK, NF-«B signals was
determined. In addition, curcumin induced reactive oxygen species (ROS) generation
via inducing PA catabolic enzymes PAO and SSAT expressions, but this effect was
prevented by using N-acethyl cystein was demonstated in MCF-7 and MDA-MB-231
wild type and GH+ breast cancer cells.
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