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Abstract

Each year, hepatocellular carcinoma is diagnosed in over half a million 
people worldwide. In this paper, it is reported the case of a patient with a 
late diagnosis of advanced hepatocellular carcinoma, with poor prognosis. It 
was used Barcelona-Clínic Liver Cancer protocol for diagnosis, staging and 
management. Understanding diagnosis and therapeutic approach to this 
disease is essential, especially if we keep in mind the quintessential basis of 
prevention and early detection.
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Introduction
Hepatocellular carcinoma (HCC) is diagnosed in over half 

a million people worldwide every year [1]. It has become 5th most 
common cancer in men and the 7th in women. The burden of this 
disease is highest in developing countries, where hepatitis B is still 
endemic: Southeast Asia and Sub-Saharan Africa [2]. Although 
its incidence is rising worldwide and new therapies have been 
developed, the 5-year survival rate is still low. In the United States, it 
has remained below 12% [3].

Since it is highly prevalent in patients with cirrhosis or advanced 
fibrosis, screening with an ultrasonography (US) each 6 months is 
recommended as standard-of-care: early diagnosis means more 
effective treatment and increased survival. The measurement of 
serum alpha-fetoprotein levels remains controversial due to its low 
sensitivity and is not widely recommended currently [4]. A Chinese 
study showed that the combination of US and measurement of alpha-
fetoprotein translates into a 37% reduction in mortality due to HCC 
[5].

The objective of this paper is to report the management of a case 
of locally advanced HCC.

Case Presentation
Male patient, 68-years-old, was referred from a small city hospital 

to ours to investigate jaundice, weight loss and a liver nodule with 
portal venous thrombosis (PVT) identified in a prior US. He had 
a previous diagnosis of cirrhosis due to alcohol after an episode of 
alcoholic hepatitis fifteen years earlier. He was lost to follow-up by his 
won will afterwards, because of clinical improvement and abstinence. 
He was admitted with a poor general condition, with overt hepatic 
encephalopathy (West-Haven 3) [6], ascites and jaundice. Laboratory 
creatinine 2.2 g/dL, pallets 193,000/mm³, INR 1.25, Hemoglobin 14, 
7 g/dL, Leukocytes 9,970/mm³, total bilirubin 17.2 g/dL, albumin 3.09 
g/dL. Child-Pugh classification C [7]. A diagnostic and therapeutic 
paracentesis was performed, with neutrophil count compatible with 
spontaneous bacterial peritonitis. It was ordered a dynamic contrasted 
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enhanced magnetic resonance imaging (DCE-MRI) and it was began 
treatment with piperacillin-tazobactam, lactulose and albumin 
infusion, with no improvement of his general condition. Five days 
later, he presented hematemesis and an upper digestive endoscopy 
was performed, with small esophageal varices and duodenal ulcers 
Forrest IIc [8]. MRI showed moderate ascites and a heterogeneous 
liver with multiple nodules, some with pseudo-capsules and a PVT, 
suggesting locally advanced HCC with malignant PVT (Figures 1-4). 
He was therefore diagnosed with HCC staging Barcelona-Clinic 
Liver Cancer (BCLC) D [4]. Palliative care was discussed with the 
family, and although with some resistance, it was began. He died after 
thirteen days of the hospital admission, in the infirmary, with his 
family, receiving opioids to attenuate suffering.

Discussion
The vast majority of HCC cases occur in patients with cirrhosis. 

At the diagnosis, the clinical features are variable; patients can be 
asymptomatic or only present the manifestations of decompensated 
liver cirrhosis [9].

The American Association for the Study of Liver Diseases 
(AASLD) practice guideline to the management of HCC reviews 
the approach to liver nodules in cirrhotic patients [4,10]. Due to 
its unique radiologic characteristics to the dynamic study, most 
diagnosis is made without the need of a liver biopsy.  

Nodules with a size of 10 mm or higher are investigated primarily 
with a 4-phase multidetector computerized tomography (4-p MDCT) 

Figure 1: 
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or DCE-MRI. In the cirrhotic or advanced liver fibrosis-patient, if 
arterial hypervascularity AND venous or delayed phase washout is 
present in one of this dynamic studies, it is diagnosed HCC. If the 
first study is negative, it is recommended to move on to the other 
one. If the two exams are negative, it might be necessary to perform a 
liver biopsy. Although, sometimes, analyzing each case individually, 
depending of the patient and the nodule, it is sometimes better to 
repeat each 3 months a dynamic study instead of deciding in favor of 
a liver biopsy.  

Forner, et al. in a prospective study of 89 cases, showed that non-
invasive diagnostic criteria has a specificity of 100% with a 30% loss 
in sensitivity for nodules up to 20 mm detected in screening programs 
(about 2/3 of the nodules required histological confirmation) [11]. 
Sangionvanni, et al. suggested that the sequential algorithm published 
in the guideline has absolute specificity and increased sensitivity, 
reducing the amount of biopsies in nodules ranging from 10 to 20 
mm [12].

The next step to define management and prognosis after diagnosis 
is staging the patient. It is globally used the BCLC protocol, which 
describes five stages for the disease, ranging from 0 to D [4,10]. After 
staging, it also suggests the subsequent therapy.

Patients with a single nodule and preserved liver function are 
generally candidates for surgical resection or radiofrequency ablation 
(RFA). The decision between therapies must weight two studies 
published in 2015 addressing the subject of resection X RFA, which 
have found resection to be superior. Therefore, it seems adequate 
to always strive for the first, and leave the later for the cases with 
prohibitive surgical risk [13,14]. It has also been studied the adjuvant 
use of sorafenib to prevent recurrence after resection, with some 
promising results [15].

Patients with
1. A single nodule up to 50 mm with portal hypertension or 

reduced liver function; or 2. Up to 3 nodules being the largest up to 30 
mm (if your referral liver transplant center uses Milan Criteria) or the 

sum of the size of the largest nodule plus the total number of nodules 
resulting in a number up to 7 (if your referral liver transplant center 
uses Up-To-7 criteria) should be submitted for curative therapies, 
preferably liver transplantation; otherwise, RFA. Each 3 months 
4-p MDCT or DCE-MRI are to be performed for follow-up while 
the patient waits liver transplantation. In countries where the wait 
list exceeds 6 months, bridging therapy is recommended to prevent 
dropout because of disease progression, which can be performed 
with RFA, alcohol injection or transarterial chemoembolization 
(TACE). The choice of a specific therapy should consider the size and 
localization of the nodule [15,16].

Patients with HCC that exceeds the Milan Criteria or the Up-
To-7 criteria, with preserved liver function and good performance-
status, but in the absence of metastasis or vascular invasion, should 
be referred for palliative therapies, such as TACE.  In this scenario, 
although is not yet consensus, patients could undergo TACE, alcohol 
injection or RFA with the objective of downstaging to the Milan 
Criteria. Nevertheless, some studies suggest that, after a period of 
observation of how the disease progresses, these patients could be 
referred to liver transplantation with no loss in survival [17-19].

Patients with nodules of any size and number, with vascular 
tumor invasion, lymph node or long-distance metastasis, with good 
to moderate performance status, should be referred for palliative 
therapy with sorafenib, which is an oral chemotherapy that increases 
survival in an average of 2.8 months [20]. 

Patients with nodules of any size and number with severely 
affected liver function (Child-Pugh class C) and poor performance-
status, like the patient in the reported case, should receive palliative 
support care. The patient and their family should be promptly 
oriented regarding the poor prognosis and lack of effectiveness of the 
available therapies in this context.

Conclusion
The focus must always be early detection and prevention. Early 

diagnosis of hepatic diseases and early treatment are essential 
prevention strategies, such as screening of asymptomatic risk 
population for HBV and HCV. Worldwide HBV vaccination is yet 
another main prevention strategy. And, of course, for those with 
cirrhosis or advanced liver-fibrosis, the availability of ultrasonography 
screening (with an experienced ultrasonographist) is necessary for 
early detection strategies, and it reduces HCC-related mortality.

Therefore, understanding diagnosis and therapeutic approach to 
this disease is essential, especially if we keep in mind the quintessential 
basis of prevention and early detection. 

Figure 2: 

Figure 3: 

Figure 4: 
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