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malignancies worldwide, accounting for approximately half a million annual

deaths globally [1]. HCC is completely asymptomatic in the early stages of the

disease; therefore, early detection of HCC in afflicted patients is vital to l
receive therapeutic benefits from curative surgery. The standard diagnosis of
HCC relies upon detection of the serum alpha-fetoprotein (AFP) level in at-risk
subjects followed by hepatic ultrasonography to identify suspicious nodules [2].
Accurate levels of AFP are often difficult to detect, and the imaging method to
identify nodules is both operator-sensitive and subject to a high false-negative
rate. While it is known that hepatocellular carcinoma is a multi-step process
that requires altered expression of multiple genes, recent evidence has
indicated that epigenetic abnormalities also play an important role in HCC. The
discovery of reliable and accurate epigenetic biomarkers may open up new
avenues for the development of novel diaghostic tools and provide a new target
for therapeutic interventions.
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Figure 3. The amount of global DNA methylation (methylation index) in matched
/ pair liver tumor samples, matched pair normal adjacent liver samples, a mixture of % —

FUBLISHARLE LIATA matched pair tumor and normal liver samples, and healthy liver samples. DNA 30 S
Background ME— repeats (LINEs and SINEs) undergo global hypomethylation in matched liver tumor P — ——
samples compared with matched pair normal adjacent liver and healthy liver

Matched pair Matched pair
| | | | | samples. . 3 . e

Liver normal Liver tumor
gDNA gDNA

Calculated Percentage
DNA Methylation

The etiology of HCC is multifactorial, and several agents have been
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implicated in the development of chronic liver disease leading to cancer, L, [ [ - % :
including alcohol consumption, and chronic infection with hepatitis viruses [3]. T g T o Figure 7. Calculated Ct values from combined MSRE digestion and real-time PCR
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Figure 5. UCSC genome browser shows one locus with methylation value
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