OZET

Curcumin, Curcumuma lunga bitkisinin kokiinden 6ziitlenen ve anti-inflammatuar,
anti-proliferatif, anti-oksidan ve anti-kanserojenik etkisi prostat, melanoma, kolon,
servikal ve meme kanseri tizerinde gosterilen bir ilactir. Postnatal donemde hipofiz
bezinden salinan, lipit, karbonhidrat ve protein metabolizmasin etkileyerek
bliylimeyi saglayan biiylime hormonu (GH), meme kanseri timoér biyopsi
orneklerinde normal meme epitel hiicresine kiyasla arttigi belirlenmistir. Malign
durumlarin siklikla goriildiigii akromegali hastalarinda endokrin bozukluklarin meme
kanseri gelisimini tetikledigi ve GH’nin meme bezi gelisiminde prolaktin gibi
indiikleyici bir etkisi oldugu tespit edilmistir. Ayrica otokrin meme kanseri hiicre
hatlarinda hiicre invazyon, metastaz ve kanserojenik artis gosterilmistir. Bu tez ile
amacimiz, otokrin GH anlatimi olan MDA-MB-453 meme kanseri hiicrelerinde
curcuminin NF-kB sinyal yolag ile birlikte apoptotik hiicre 6liimii lizerine etkisinin
ve poliamin (PA) molekiiler mekanizmasinin irdelenmesidir. Otokrin GH anlatimi
olan MDA-MB-453 meme kanseri hiicrelerinde invazyon, metastaz, koloni olusumu
dogal tip hiicrelere kiyasla artis gostermistir. Doza ve zamana bagli curcumin
uygulamasinin MDA-MB-453 GH+ ve dogal tip meme kanseri hiicrelerinde hiicre
canliligina ve hiicre biiylimesi ile koloni olusumuna ket vurdugu belirlenmistir.
Curcuminin her iki hiicre hattinda JAK/STAT, NF-kB, PI3K/AKT/MAPK sinyal
yolagina ket vurarak ve Bcl2 ailesi iiyelerini modiile ederek i¢ apoptotik hiicre 6liime
yol agtig1 tespit edilmistir. Bunlara ilaveten, curcuminin PA katabolik enzimleri olan
SSAT (spermidin/spermin asetil transferaz) ve PAO (poliamin oksidaz)’yu
indiikleyerek hiicre i¢i PA seviyesini azalttigi ve ROS olusumunu indiikledigi ve

NAC (N-asetilsistein) ile bu etkinin geri ¢ekildigi gosterilmistir.
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SUMMARY

Curcumin, that extracted from Curcuma longa root and shown anti-inflammation,
anti-proliferative, anti-oxidant and anti-carcinogenic effect on prostate, melanoma,
colon, cervical and breast cancer is medicine. Growth hormone (GH) that releasing
from pituitary gland and providing growth with effecting lipid, carbohydrate and
protein metabolism in postnatal term has been determined increase GH level in
breast cancer compared to normal breast epithel cells in biopsy sample. It has been
identified that triggered breast cancer progress of endocrine irregularity often seen
the malign situation on acromegaly patients, and existed the effect of inducing like
prolactine in breast gland progression. Also it has been shown increase cell invasion,
metastasis and carcinogenic on autocrine breast cancer cell line. Our aim with this
thesis examines over the effect of curcumin NF-xB signalling pathway with
apoptotic cell death and polyamine (PA) molecular mechanism existing autocrine
GH expression in MDA-MB-453 breast cancer cells. Invasion, metastasis and colony
formation have shown increase existing autocrine GH expression in MDA-MB-453
breast cancer cells compared to wild type cells. It has been determined by dose and
time dependent curcumin applied handicapping cell survival and cell growth with
colony formation in MDA-MB-453 GH+ and wild type breast cancer cells. It has
been identified of curcumin raise to intrinsic apoptotic cell death handicapping
JAK/STAT, NF-kB, PI3K/AKT/MAPK signalling pathway and modulating Bcl2
family members both cell lines. In addition, it has been shown of curcumin decrease
intracellular PA level inducing PA catabolic enzyme involve SSAT
(spermidine/spermine acetyl transferase) and PAO (polyamine oxidase), and induce

ROS formation, and regress this effect with NAC (N-acetylcysteine).
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