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Hepatocellular carcinoma (HCC) is one of the most lethal malignancies, and is also the fourth most common cancer 
worldwide with around 700,000 new cases each year. Currently, first line chemotherapeutic drugs used for HCC include 

fluorouracil, cisplatin, doxorubicin, paclitaxel and mitomycin, but most of these are non-selective cytotoxic molecules with 
significant side effects. Sorafenib is the only approved targeted therapy by the U.S. Food and Drug Administration for HCC 
treatment, but patients suffer from various kinds of adverse effects, including hypertension. The signal-transducer-and-
activator-of-transcription 3 (STAT3) protein, as a member of STATs transcription factor family, has been implicated in signal 
transduction by various cytokines, growth factors and oncoproteins. In normal cells, STAT3 activation is strictly controlled to 
prevent unscheduled gene regulation, whereas constitutively activated STAT3 is found to participate in oncogenesis through 
upregulation of genes encoding apoptosis inhibitors, cell cycle regulators and inducers of angiogenesis. Thus, pharmacologically 
safe and effective agents that can block STAT3 activation have the potential both for prevention and treatment of HCC. In the 
present talk, the author will discuss the potential role of STAT3 signaling cascade and its interacting partners in HCC initiation 
and progression.
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