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A new era for hepatocellular carcinoma
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Hepatocellular carcinoma (HCC) is one of the most
frequent cancers worldwide among patients with cirrhosis,
and its management and treatment is in continuous
evolution due to the introductions of new therapeutic
option. It represents most common primary malignancy of
the liver, developing in 90% of cases of un underlying liver
disease (1) [chronic HBV and HCV hepatitis, dysmetabolic
liver disease]. In this setting, the prevention plays a key role,
with the treatment of the underlying liver disease and strict
follow up in risk patient with semestral liver ultrasound,
blood test and in some cases alpha-fetoprotein (AFP)
are necessary for a correct surveillance in risky patients.
Despite this encouraging aspect, the meticulous assessment
of tumour burden and underlying liver disease remains
fundament in the choice of correct treatment, to achieve
the best treatment for patient. In case of early diagnosis,
patients could benefit of curative treatment that varies from
liver transplant, liver resection or ablative treatment. The
evolution in recent years has permitted the integration of new
technology like robotic, genomic and innovation in cancer
profiling that represent the future of treatment of HCC. All
these strategies need to be integrated in a multidisciplinary
assessment of the patient, that must consider patient
characteristics, tumor burden and patient benefit.

In this setting, the necessity to standardize the

management in clinical practice of patients with HCC
is extremely important and requires guidelines based on
literature, clinical data, expert opinion, and real-word
clinical practice as in JSH Consensus Statements and
Recommendations 2021 Update (2).

This paper summarizes al the main aspect of the
management of HCC in Japan, considering aspect of
global management of patient who need a multidisciplinary
management of HCC. The description of the management
starts from the analysis of the pathology, including the
process and development of the cancer, that plays an
important role in the identification of early HCC, stressing
the role pathological appearance, vascular architecture, and
important consideration in fatty change. The main objective
should become the early detection of HCC, thanks to the
improvement of MRI (Gd-EOB-DTPA-enhanced MRI) (3).
The indirect identification of malignant prognostic factors
as tumour differentiation, size and malignant grade could
play an important role in preventive treatment of potentially
premalignant lesions.

Diagnosis could be evaluated with the use of tumor
markers, and apart from AFP, classically used for diagnosis
and follow-up in HCC patients, Lens culinaris-agglutinin-
reactive fraction of AFP (AFPL3), and protein induced by
vitamin K absence-II/des-gamma-carboxy prothrombin
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(PIVKA-II/DCP) are often elevated in HCC, and the
positivity rate of these markers increases with disease
progression staging and could be useful to detect and
diagnose HCC, eventually combining the value of all of
them. Extremely important remains the role of imaging
diagnosis, especially with techniques capable to study the
vascularisation of the nodule, as computed tomography
(CT) scan and magnetic resonance imaging (MRI). Increasing
interest is gaining the use of contrast enhanced ultrasound
(CEUS) with Sonazoid, and all this instrument are important
to reduce the rate of biopsy to obtain diagnosis of HCC.

Another important aspect, in the management of HCC
patient is to understand the quality of his pathologic liver,
to assess the best available treatment in function of the
capability to tolerate the liver damage grade induced by the
treatment. Apart from Child Pugh score, some other test are
available such as indocyanine green (ICG) retention rate,
Albumin-bilirubin (ALBI) grade, as well as other score as
ALBI-TNM and ALBI-T.

These tools must be used to deeply understand patient
and residual liver function in treated patient for HCC or
high risk patient. For this patient, surveillance is extremely
important, respecting the classic algorithm with 3—4 months
evaluation of ultrasound, tumour markers and dynamic
CT/MRI every 6-12 months in case of extremely high risk
patient, or ultrasound and tumor marker every six months
in case of high risk patient.

In case of diagnosis, surgical or locoregional treatment
should be preferred as curative treatment, and in selected
cases liver transplant represent the best therapeutic option.
Trans-arterial chemoembolization (TACE) represent a valid
alternative in more fragile patients, with multiple nodules
with localized tumour. In recent period, good results has
been shown from the association of TACE with systemic
therapies, that actually the gold standard with atezolizumab
bevacizumab in patients not amenable for surgical resection,
liver transplantation, locoregional treatment.

The role of this paper is to guide all physicians interested
in the management of HCC through the different aspects
of this complex pathology, to present a global vision of the
cancer, considering all the possibilities that we can offer
to a patient to treat an HCC. the final idea is the necessity
of a systemic staging system followed by a personalized
treatment. the variety and differences in presentation and
management of HCC in cirrhotic patient requires the
referral of this patient in a tertiary centers with a specialised
multidisciplinary team that could choose the best treatment
for patients in a setting of all available treatments.
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