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Hepatocellular carcinoma (HCC) remains one of the most
common solid-tumor malignancies and represents a global
problem. Continued worldwide high incidence and rising
incidence in the Western hemisphere is most likely related
to chronic hepatitis C, alcohol abuse, and diabetes- and
obesity–associated nonalcoholic steatohepatitis (NASH). Un-
derstanding and managing “two diseases in one”—HCC and
underlying liver dysfunction, which may promote hepatocar-
cinogenesis—is challenging and optimal management of HCC
requires close collaboration of a multidisciplinary team con-
sisting of several health care specialists. To diagnose HCC in an
early, curable stage, careful surveillance of populations at risk
is extremely important. Unfortunately,most HCC is diagnosed
in the intermediate and advanced stages.With the last decade
seeing expanded therapeutic options, patient outcomes con-
tinue to improve at a slow but steady pace. In recent years,
there has been much research to better understand the
complex, multistep pathogenesis of HCC and to identify
potential new therapeutic targets and biomarkers in HCC.

The purpose of the three articles of this supplemental
edition of the journal is to provide an update on the current
state-of-the-art management of HCC, advances in the under-
standing of the molecular biology of HCC, and related emerg-
ing targeted therapies. The articles also feature future
perspectives for further improvement of outcomes for pa-
tients with HCC.

In the first article, Jorge A. Marrero, MD, MS, from the
University of Texas Southwestern in Dallas, reviews the
epidemiology and risk factors for HCC. The importance of
surveillance for patients at risk and diagnostic approaches
when a liver nodule is detected are discussed. Prognosis and
treatment decisions for a patient with HCC that are based on
tumor stage, performance status, cancer-related symptoms,
and liver function status are covered as well. Dr. Marrero also
reviews all curable treatment options for patients with early

HCC, including resection, transplantation, and for selected
patients, ablation. He also addresses locoregional treatment
strategies for intermediate disease, such as embolization,
chemoembolization, and radioembolization. Recognition
that angiogenesis plays an important role in HCC develop-
ment, growth, and progression, and evidence that the multi-
targeted kinase inhibitor sorafenib improved survival in
advanced HCC represents a paradigm shift and begins the
“targeted era’’ of HCC therapy.

In the second article, Richard S. Finn, MD, from the
University of California in Los Angeles, provides an overview
of research done to further elucidate the signaling pathways
involved in HCC carcinogenesis. He also discusses trials of
promising targeted agents for HCC that have reached later
phases of clinical development. Additionally, signaling path-
ways other than angiogenesis that are involved in HCC
pathogenesis are covered by Dr. Finn.

In addition to extensive research of potential new molec-
ular targets for therapeutic intervention, the identification
and validation of predictive biomarkers for appropriate treat-
ment selection is essential. Recent advances in molecular
genetics and new genomics tools are expected to facilitate
identification of prognostic and predictive biomarkers in
HCC. The third article in this supplement discusses future
perspectives on areas for improvement and current efforts
underway, particularly in terms of implementing global
standards of care and identifying biomarkers to further
personalize patient care.

Although the management of HCC is a challenge at every
stage of disease, exciting advances in molecular biology and
treatment have dramatically altered the clinical approach to
this complexmalignancy. Although several gaps remain in the
appropriate management of HCC, ongoing efforts to person-
alize care at every stage of disease suggest a future of
improved outcomes for patients with HCC.
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