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Mech anisms underl ying hepatocellular carcinoma pathogenesis and impact of co-morbidities

THE PROBLEM

HEP-CAR FOCUS AND OUTCOME

HEP-CAR ALLIANCE

Hepatocellular carcinoma (HCC) is the second
most common cause for cancer related death in
the world, with an estimated 750,000 new cases
and 695,000 deaths per year. WHO estimates
that HCC is responsible for around 47,000deaths
per year in Europe (Fig.1). HCC develops from
chronic and progressive liver injury that arises via
an array of insults to the liver including obesity
associated non-alcoholic steatohepatitis (NASH);
alcohol-related steatohepatitis (ASH), chronic
hepatitis B and C virus (HBV/HCV) infection.
These co-morbidities impact on both diagnosis
and treatment response, however, they are not
currently considered in patient management
guidelines. Given the limited efficacy of current
treatments this highlights the urgent need to
define common and co-morbidity specific pathways
and associated bio-markers for patient stratification
to improve diagnosis and therapy. The past
decade has generated solid information about
the molecular, viral and immune mechanisms
that contribute to HCC disease progression,
however, this knowledge has not transferred into
clinical practice. Importantly, there is a lack of
pre-clinical HCC models to validate therapeutic
targets and to support new drug discovery programmes.

HEP-CAR will transform the treatment of
hepatocellular carcinoma (HCC) by increasing
our understanding of common mechanisms
underlying HCC development and will assess
the impact of co-morbidities on disease
pathogenesis and response to treatments.
Specifically, we will:

HEP-CAR Consortium consists of ten
beneficiaries from five EU countries (Germany,
UK, France, Italy, Spain) and are a well-balanced
team of basic and clinical scientists with
expertise in liver diseases and HCC.
HEP-CAR beneficiaries are world-leading
experts in clinical, genetic, molecular, viral
and immune driven aspects of hepatocellular
carcinogenesis with expertise in writing and
disseminating practical guidelines into the
clinic. As a consortium, we have access to
clinically well-characterised patient populations
along with associated human biological
material (HCC tissue, peripheral blood) and
novel mouse models, allowing the integration
of clinical and pre-clinical data sets.
We will combine our research and clinical
excellence with the knowledge transfer and
communication competence of leading
organizations such as the European Association
for the Study of the Liver (EASL) and the
European Liver Patients Association (ELPA).

1. Define host pathways associated with HCC
co-morbidities including non-alcoholic
steatohepatitis (NASH), chronic hepatitis B
and C virus (HBV/HCV) infection.
2. Develop clinical tools that will personalize
prevention and treatment of HCC patients and
3. Guide future strategies to prevent, diagnose,
and treat HCC in Europe.

Thereby, HEP-CAR is in a unique position to
define the impact of co-morbidities and
gender on HCC progression that will underpin
future personalized strategies for prevention,
diagnosis and development of new
treatments for HCC.
Overall, HEP-CAR will generate tangible and
sustained improvements in the understanding,
prevention and management of HCC for all
European citizens
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