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KISA OZET

EMODIN’IN HEPATOSELULER KARSINOMA HUCRELERINDE NOTCH
SINYAL YOLU ARACILIGILA EPITELYAL MEZENKIMAL DONUSUME
ETKISININ INCELENMESI

Haneen SHAMSHER ALI

Hepatoseliiler karsinom (HCC), gec¢ teshis, yiiksek metastatik potansiyel ve
konvansiyonel tedavilere kars1 direng nedeniyle diinya genelinde en yaygin ve 6liimeiil
malignitelerden biri olmaya devam etmektedir. HCC progresyonuna katkida bulunan
temel stireclerden biri, epitel hiicrelerinin mezenkimal 6zellikler kazanarak
hareketlilik ve invazivlik yeteneklerini artirdigi epitelyal-mezenkimal gecis (EMT)
stirecidir. Dogal bir antrakinon tiirevi olan emodin, 6nemli antikanser 6zellikleriyle
dikkat ¢ekmekte olup, ¢esitli kanser tiirlerinde proliferasyonu inhibe ettigi, apoptozu
indiikledigi ve invazyonu baskiladig1 gosterilmistir. Bu ¢aligmada, emodinin HepG2
karaciger kanseri hiicrelerinde EMT tizerindeki etkileri, 6zellikle Notch sinyal yolu ile
etkilesimi ve miR-32-5p’nin diizenleyici rolii dikkate alinarak arastirilmistir.
Bulgularimiz, emodinin doza ve zamana bagli olarak hiicre canliligini ve koloni
olusumunu anlamli sekilde inhibe ettigini; ayrica mitokondriyal disfonksiyon ve hiicre
6lumiinii indiikledigini gostermistir. Biyoinformatik analizler, Notchl mRNA’sinin 3'
UTR bolgesinde miR-32-5p icin potansiyel baglanma bdlgeleri oldugunu ortaya
koymus ve olas1 diizenleyici etkilesimlere isaret etmistir. On bulgular, emodinin
Notchl ekspresyonunu baskilayarak ve muhtemelen miR-32-5p araciligiyla EMT yi
azaltabilecegini diistindiirmektedir. Bu etkiler, miR-32-5p mimikleri ve inhibitorleri
varliginda EMT belirtegleri ve Notch yolu bilesenlerinin ekspresyonu analiz edilerek
daha ileri diizeyde dogrulanmaktadir. Genel olarak, elde edilen veriler emodinin
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HCC’deki antikanser potansiyelini desteklemekte ve EMT’yi Notch/miR-32-5p ekseni
araciligiyla modiile etmedeki roliinii ortaya koyarak hedefe yonelik tedavi stratejileri
icin umut verici bilgiler sunmaktadir.

Anahtar kelimeler: Hepatoseliiler karsinom, HepG2, Emodin, Notchl, EMT, miR-32-
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ABSTRACT

INVESTIGATION OF THE EFFECT OF EMODIN ON EPITHELIAL-
MESENCHYMAL TRANSITION IN HEPATOCELLULAR CARCINOMA
CELLS VIA THE NOTCH SIGNALING PATHWAY

Haneen SHAMSHER ALI

Hepatocellular carcinoma (HCC) remains one of the most prevalent and lethal
malignancies worldwide due to late diagnosis, high metastatic potential, and resistance
to conventional therapies. A key contributor to HCC progression is epithelial-
mesenchymal transition (EMT), a process wherein epithelial cells acquire
mesenchymal traits, enhancing motility and invasiveness. Emodin, a natural
anthraquinone derivative with well-documented anti-cancer properties, has been
shown to inhibit proliferation, induce apoptosis, and suppress invasion in various
cancer types. In this study, we investigated the effects of emodin on EMT in HepG2
liver cancer cells, focusing on its interaction with the Notch signaling pathway and the
regulatory role of miR-32-5p. Our findings demonstrated that emodin significantly
inhibited cell viability and colony formation in a dose- and time-dependent manner
and induced mitochondrial dysfunction and cell death. Bioinformatic analyses
identified potential binding sites for miR-32-5p in the 3' UTR of Notchl mRNA,
suggesting regulatory interactions. Preliminary results indicate that emodin may
attenuate EMT by downregulating Notchl, potentially mediated by miR-32-5p. These
effects are being further validated by evaluating the expression of EMT markers and
Notch pathway components in the presence of miR-32-5p mimics and inhibitors.
Collectively, our data support the anti-cancer potential of emodin in HCC and
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highlight its role in modulating EMT through the Notch/miR-32-5p axis, offering
promising insights for targeted therapeutic strategies.
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