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ABSTRACT
Introduction
Hepatocellular carcinoma (HCC) is considered the main primary neoplasm of  the liver and its incidence is expected to increase in 
the next years. HCC is frequently associated with chronic liver disease secondary to hepatitis B or C infections, as well to alcohol 
abuse, fatty liver and metabolic syndrome. Multidisciplinary and individualized management has been shown to improve clinical 
outcome; nevertheless, in Panama and others Latin-American countries, there is no clear consensus for the management of  this 
disease.
Methodology
Using Appraisal of  Guidelines for REsearch and Evaluation II (AGREE II) methodology and the Institute of  Medicine (IOM) 
criteria, we developed a multidisciplinary consensus for the management of  hepatocarcinoma patients in Panama.
Results
This document synthesizes the current evidence on risk factors in conjunction with recommendations on the management of  
early, advanced and terminal disease. All healthcare personnel involved in the approach and treatment of  hepatocarcinoma in 
Panama can find utility and applicability in their daily practice. 
Conclusion
Here, we present the first National Consensus for the Screening, Diagnosis and Treatment of  Hepatocellular Carcinoma in 
Panama.
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INTRODUCTION

Hepatocellular carcinoma (HCC) is the most common primary 
liver neoplasm, the sixth most common solid neoplasm and 

the third leading cause of  cancer-related death worldwide.1

 Its worldwide distribution is very heterogeneous and is 
closely related to the prevalence of  risk factors associated with 
the development of  the disease; it has a highly variable incidence, 
the highest in Southeast Asia and sub-Saharan Africa exceeding 
15 cases per 100,000 inhabitants each year, while in North Amer-
ica 6.6 cases per 100,000 inhabitants each year, most of  which are 
related to hepatitis B virus (HBV), hepatitis C (HCV) and alcohol 
abuse.2

 In recent decades, there have been significant changes 
in the exposure to the risk factors associated to HCC. The in-
troduction of  universal vaccination against HBV and the imple-
mentation of  modern antiviral agents for HCV have reduce the 
incidence of  viral-related HCC. Additionally, the increase in prev-
alence of  non-alcoholic fatty liver disease, obesity and metabolic 
syndrome in Western countries are becoming more prevalent in 
HCC patients.3

 Chronic liver inflammation secondary to viral hepatitis 
is responsible for the chronic inflammatory process that involves 
necrosis and regeneration of  the tissue, leading to cirrhosis. Once 
the molecular and structural damage are established, the risk of  
developing HCC does not disappear despite eradication and con-
trol of  the virus.4-6 This is also true for any disease that could 
lead to liver cirrhosis (hereditary hemochromatosis, primary bili-
ary cirrhosis, autoimmune hepatitis), which are considered a risk 
factor for the development of  HCC.7,8

 The microenvironment of  HCC is complex and includes 
non-tumoral and immune-related cells. It is known that these cel-
lular components may vary in different stages. For example, it has 
been shown that 30% of  tumors demonstrate immune activation 
in early stages, while 25% does not show any immune infiltrate. 
This variability affects our capacity to identify new biomarkers 
and new therapies against HCC.9

 Due to the worldwide changes in risk factors prevalence 
and for the heterogeneity of  international guidelines regarding 
diagnostic and treatment of  HCC, we consider it is paramount 
to establish a multidisciplinary management consensus for our 
country taking into consideration our resources and the realities 
of  our healthcare system.

METHODOLOGY

A multidisciplinary group of  27 national experts was formed 
within the framework of  The Panama Cancer-2022 Meeting. The 
activity was open for the whole community to participate. Four 
(4) workgroups were established to address each stage of  HCC 
management:

1. Diagnosis and Screening.

2. Management of  Early Disease.
3. Management of  Advanced Disease.
4. Management of  Terminal Disease and Palliative Care.

The medical specialties of  the experts included: Oncologic Sur-
gery, Hepatobiliary Surgery and Liver Transplantation, Interven-
tional Radiology, Medical Oncology, Gastroenterology, Palliative 
Care, Pathology and Radiation Oncology. The coordinating group 
consisted of  a general coordinator and 3 table coordinators. Each 
working table was composed of  5 to 7 experts. Subsequent com-
munications and consensus-reaching occurred from November 
2021 to March 2022. The Appraisal of  Guidelines for REsearch 
and Evaluation-II (AGREE II) methodology and the Institute of  
Medicine (IOM) criteria (IOM-Committee on Standards for De-
veloping Trustworthy Clinical Practice Guidelines) were used.10

 Questions to addressed required an approval of  at least 
75% of  participants on the working groups. Before the final ap-
proval of  all statements and of  the consensus, a period for re-
questing modifications of  the document allowed. It was finally 
followed by a period that allowed participants to request modifi-
cations of  the document.

RESULTS

Diagnosis and Screening

The most important risk factor for HCC is liver cirrhosis regard-
less of  its underlying cause. Ninety percent of  HCC cases oc-
cur in the setting of  chronic liver disease. The annual incidence 
of  HCC in the cirrhotic patient associated with a viral infection 
range from 1 to 6%. Its incidence peaks at 70-years of  age and it 
is presented more commonly in males on a 2-3:1 ratio.11

 It is known that chronic hepatitis B and C virus infec-
tion together comprise 30-40% of  HCC cases in the U.S. In Asia 
and Africa, where HBV is endemic, aflatoxin exposure is also an 
important risk factor.12

 With the increasing obesity pandemic, nonalcoholic fat-
ty liver disease and nonalcoholic steatohepatitis associated with 
metabolic syndrome or diabetes mellitus, have become important 
factors in the context of  chronic liver damage. It has been esti-
mated that 25% of  the global population suffers from at least one 
of  these chronic conditions.13

 Alcohol-related cirrhosis is associated with an HCC in-
cidence that ranged from 1 to 3% of  cases, and it could increase 
from 15 to 30% in some geographical areas. Moreover, it has been 
well-documented the synergistic effect of  alcohol-related cirrho-
sis with the presence of  viral liver infections.14 There have been 
also rare conditions associated with the development of  HCC 
such as: Wilson’s disease, porphyria cutanea tarda, alpha 1-anti-
trypsin deficiency, primary biliary cholangitis and hereditary he-
mochromatosis.15

 The risk of  progression from cirrhosis to HCC is vari-
able and additional factors such as age, ability to adhere to screen-
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ing, degree of  hepatic fibrosis, and functional status of  the pa-
tient should be considered when entering a screening program. 
There are multiple risk scales that have not been universally im-
plemented due to geographical and etiological differences.16

 In Panama, we screen for HCC in patients with liver cir-
rhosis of  any etiology, patients infected with chronic hepatitis B 
(without liver cirrhosis), chronic hepatitis C, and also in patients 
with advanced fibrosis (without liver cirrhosis).

 A good prognosis is related to the possibility of  curative 
treatment at an early stage, and a favorable 5-year survival. This 
is why surveillance for high-risk patients is recommended for the 
reduction of  HCC-related mortality rate.17

 The ideal surveillance method is still in debate17; There 
are several methods available, but the ideal one must prove to 
be reliable, that generates reproducible results, operator-indepen-
dent, and with a highly sensitivity and specificity. It should also 
be easy to implement in a clinical setting. Some research groups 
have proposed that an abdominal ultrasound surveillance with or 
without serum alpha-fetoprotein measurement might fulfill these 
requirements.18

 The abdominal ultrasound is the most widely used sur-
veillance method. The benefit of  its use has been shown to im-
pact overall survival. Some important limitations to this method 
exist such as: it is operator-dependent, identification of  lesions is 
technical challenging, and it might be less sensitive in particular 
scenarios (non-alcoholic steatohepatitis, obesity, and on chronic 
alcohol-related liver damage).19

 Cohort studies have demonstrated that the use of  ab-
dominal ultrasound at a 3-month interval does not increase sur-
vival time, but increase the number of  additional diagnostic pro-
cedures. Nevertheless, screening for HCC has been shown to be 
a cost-effective in patients with all-cause cirrhosis, and in patients 
with chronic hepatitis B without cirrhosis.20

 Dynamic liver tomography or magnetic resonance im-
aging (MRI) have been shown to provide greater sensitivity, but 
with a substantial increase in cost. They are currently considered 
alternative tools to ultrasound in the event of  failure to visual-
ize or detect nodules, which may occur in 20% of  cases. Neither 
should be recommended since there is substantial evidence that 
the use of  alpha fetal protein significantly impacts survival.21

Diagnosis: Imaging and biopsy: The benefits of  semiannual ultra-
sound surveillances lie in the early identification of  HCC and the 
use of  effective therapist that increases life expectancy.22

 The diagnosis of  HCC may be done by imaging crite-
ria. The American Association for the Study of  Liver Disease 
(AASLD) has proposed the liver imaging reporting and data sys-
tem (LI-RADS) classification system, which is divided into 7 cat-
egories to facilitate the characterization of  indeterminate lesions 
and detection of  HCC. This categorization serves as the basis 
for the detection of  benign and malignant lesions, and for the 
standardization of  diagnostic imaging using multiple accepted in-
ternational recommendations.23

 The diagnostic sensitivity by imaging is limited by the 
10-millimeter cutoff  for the tumor size on a liver ultrasound on 
high-risk HCC patients.

Figure 1. Diagnostic Algorithm for HCC at Barcelona Liver Cancer Clinic

Summarizes de Barcelona Liver Cancer Clinic Guideline algorithm for diagnostics.  The algorithm suggests initial assessment using ultrasound and determination of the size of the lesion.  
It continues with the possibility of follow ups and re-evaluation using other image techniques such as CT scan, MRI and/or biopsy. Abbreviations: USG: ultrasonogram; cm: centimeters; 
CT computerized tomography; MRI: magnetic resonance imaging.
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 The pathophysiology of  HCC progress in a multi-step 
fashion. The progression to neovascularization of  the lesion up 
to a size of  10 to 20 millimeters facilitate visualization for its high 
vascularization. This allows the lesion to be contrasted against 
the liver parenchyma in triphasic studies. This is followed by a 
progressive decrease in portal irrigation that leads to a decrease 
irrigation of  the lesion compared and can be contrasted to that of  
the hepatic parenchyma at the venous phase (Figure 1).

 Careful evaluation of  the patient provides the possibil-
ity of  assessing the high pre-test probability of  HCC in cirrhotic 
patients or those with a hepatitis B infection. This leads to a more 
precise diagnosis through arterial enhancement phase and “wash-
out” phenomenon in the venous or late phase.24

 There is a group of  patients whose risk of  HCC is lower. 
This occurs when the images are dubious, with no categorical or 
typical of  HCC imagine. In these cases, directed biopsy and histo-
pathological studies are necessary. The criteria for no concordant 
imaging pattern and/or suggestive of  a non-HCC tumor should 
be based on biopsy.25

 Non-invasive procedures for HCC based on the risk of  
typical vascular profile has demonstrated a sensitivity of  60% and 
specificity between 96 to 100% in lesions between 10 to 20 mil-
limeters, but biopsy may be required in up to 40% of  cases.26

 Despite the frequent diagnosis using imaging criteria 
based on international guidelines, mandatory biopsy for all HCC 
cases continues to be controversial.

For this, we have reached a consensus for biopsy in HCC cases:

1. For lesions equal to or larger than 2 cm in liver with cirrhosis 
with atypical behavior in three-phase or dynamic studies.
2. For lesions equal to or larger than 2 cm in liver without cirrhosis.

3. For research purposes and/or to include samples in the tumor bank.
4. On patient with a known malignancy in another site, which al-
lows ruling out metastatic disease.

 It is important to note that early HCC tumors may differ 
from tumors detectable by imaging due to the absence of  vascu-
larity and immature angiogenesis. These changes and the content 
of  fatty tissue may also affect histopathology diagnosis and its 
differentiation to dysplastic nodules during biopsy.

 The cornerstone of  early management at management 
centers includes the need for a multidisciplinary assessment for 
the determination of  the etiology, ruling out chronic infection, 
assessment of  comorbidities, imaging studies with determination 
of  tumor burden and liver function, as well as staging by a team 
of  experts for the determination of  the best treatment options. 
The role of  a Institutional Committee is paramount for confirm-
ing the diagnosis, staging and determining the treatment scheme 
to be used. The treatment plan may include the possibility of  liver 
transplantation, assessment of  the timing of  therapy and even the 
modality of  bridging therapy. Management Centers at the tertiary 
level of  care allow for individual assessment and application of  
the best clinical practice protocol in HCC (Table 1).

Management of Early Disease

When a liver lesion is indeterminate and smaller than 1 cm, the 
possibility of  HCC is quite low, but follow-up with hepatic ultra-
sonography (USG) is recommended for 3 to 6-months.27

 The early approach with a correct staging strategy will 
allow a more accurate prognosis to be established prior to med-
ical-surgical intervention. It will also facilitate the established of  
the right treatment algorithms. If  available, the patient may be 
included in a clinical trial that recruits candidates that meet the 
standardized staging system.28

Table 1. Recommendations on Diagnosis and Screening for HCC Patients

Surveillance and Screening

1.1 Which patients are considered high risk for HCC?

Patients considered as high risk for hepatocarcinoma (HCC) are those with liver cirrhosis of any etiology, patients with chronic hepatitis B 
(without liver cirrhosis) and patients with chronic hepatitis C and advanced fibrosis (without liver cirrhosis).

1.2 What is the recommended surveillance/screening method?

The recommended method of surveillance and screening is hepatic ultrasound.

1.3 How often should surveillance be performed?

Hepatic ultrasound surveillance is recommended every 6-months in cirrhotic patients (estimated time of doubling in HCC size).

1.4 What is the recommended diagnostic approach for solid liver lesions suggestive of HCC?

We recommend the diagnostic approach established by the Radiology Department of the Hospital Clinic de Barcelona.24

1.5 When is a histopathological confirmation of liver lesions of HCC recommended?

Histological confirmation is recommended in the following conditions:
• Lesions equal to or greater than 2 cm in liver with cirrhosis with atypical behavior in three-phase or dynamic studies.
• Lesions equal to or larger than 2 cm in liver without cirrhosis.
• Research objectives and/or tumor bank.
• Patient with known diagnosis of malignancy in another site, benefit to rule out metastatic disease.

1.6 If a diagnosis of a lesion suggestive or confirmed to be HCC is made, where should the patient be referred?

In Panama, all patients with suspected HCC should be referred to a specialized third level medical care center for diagnosis and management.

Systematic Review | Volume 7 | Number 1|6
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 It is important to direct the staging approach depending 
on concomitant liver disease, and we recommend referral in the 
first instance to the liver clinic for registration, assessment and 
management of  the underlying disease. It is a priority to establish 
with certainty whether we are treating a patient with cirrhotic or 
non-cirrhotic liver. If  it is determined that the patient has a non-
cirrhotic liver, it is required biopsy. Nevertheless, if  the patient 
has a cirrhotic live, biopsy is recommended if  diagnosis by imag-
ing does not comply with the previously mention criteria.29

 The Barcelona Liver Cancer Clinic Guidelines for stag-
ing and management in HCC establish a stratification into 4 cat-
egories based on laboratory and imaging studies:

• Potentially resectable or transplantable based on overall status 
and comorbidities.
• Unresectable disease.
• Confined but inoperable liver disease and/or cases of  minimal 
or borderline extrahepatic disease.
• Metastatic disease.

Staging systems: The Barcelona Liver Cancer Clinic staging algo-
rithm was introduced in 1999 and is the most widely used staging 
system in the world. It has enabled clinical trials to be developed 
and successfully integrated into clinical practice guidelines, stag-
ing patients into 5 groups and distributing potential treatment op-
tions by stage (Figure 2).30

 There is no ideal staging system in HCC due to limita-

tions in staging methodology, as well for subjective liver func-
tion assessment systems when attempting to calculate actual liver 
functional reserve. It is important to differentiate limited liver 
disease from advanced or decompensated cases; this variability 
may represent a difference in long-term survival in an individual 
comparatively between stages.31

 The main variables for the classification of  HCC are as-
sociated with factors that directly affect prognosis such as: the 
clinical stage, treatment used, liver function, tumor growth rate, 
vascular invasion, extrahepatic burden, and overall patient sta-
tus.32

 Based on this, we consider that the classification system 
of  the Barcelona Liver Cancer Clinic fits best the epidemiological 
and etiological characteristics of  the disease in our country. It is 
also the classification our healthcare personal has the most expe-
rience with, providing satisfactory results upon the implementa-
tion of  its therapeutical recommendations.

Treatment: At this stage, the objective for HCC treatment is cu-
rative, and it is essential to use an individualized plan through a 
multidisciplinary expert session. In early cases, without liver cir-
rhosis, resection is considered the first treatment option, since it 
has immediate applicability and does not contraindicate the possi-
bility of  future transplantation. In patients with hepatocarcinoma 
and cirrhosis, there are three types of  management with curative 
intent that are capable of  changing the natural history of  the dis-
ease and prolong survival.33

Figure 2. HCC Staging System Based on the Barcelona Liver Cancer Clinic

Above Figure presents the process of staging HCC based on the Barcelona Liver Cancer Clinic Guidelines. Each stage suggests a series of evaluation to determine the best treatment plan, 
and present and approximation to the media survival.
*Note that the Child-Pugh classification is not sensitive in accurately identifying those patients with advanced liver failure who would merit consideration for liver transplantation.
**Patients with end-stage cirrhosis due to severe liver dysfunction (Child-Pugh C or earlier stages with predictor events of poor prognosis, elevated MELD score) should be considered for liver 
transplantation. In these patients, the presence of HCC may be a contraindication for liver transplantation if it exceeds the inclusion criteria.
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 Resection and image-guided ablative therapies are one 
of  the valid treatment options in CHILD A/B patients with simi-
lar oncologic outcomes. Resection is recommended when deal-
ing with patients with disease confined to the liver and for those 
tumors that can be resected in its entirety. This is important since 
it is known that post-resection mortality is intimately related to 
subsequent liver failure and non-hepatic related complications of  
surgery. Ablation, in the other hand, is recommended in cases of  
single tumors of  less than 2 cm and in patients who cannot un-
dergo surgery.34

 Despite a complete resection of  the tumor, the recur-
rence rate in HCC is 70% at 5-years, and transplantation is indeed 
the definitive treatment in early HCC disease. Complete resection 
eliminates the tumor and the underlying liver damage, reaching 
survival rates that exceed 70% in most series.34

 The recommendation of  liver transplant in patients with 
HCC and cirrhotic liver who meet defined criteria (Milan or San 
Francisco criteria) for selection requires a multidisciplinary evalu-
ation according to the protocol of  the National Liver Transplant 
Program. In some cases, highly selective embolization or loco-
regional ablation therapies may be considered with the objective 
of  preserving non-tumor parenchyma, maximize treatment, and 
reduce likelihood of  complications.

Management of intermediate disease: We define intermediate 
disease as Stage B according to the Barcelona Liver Cancer Clinic 
classification, in patients with multinodular disease and a good 
liver function.

 The strategy of  ablative treatment should be considered 
in patients who are not candidates for curative surgical treatment 
or as a bridging strategy for other curative options. Up to 75% of  
patients, even at Barcelona A stage, will not be candidates for sur-
gical resection or transplantation due to underlying liver disease 
or comorbidities. Modalities include ablative treatments, targeted 
arterial therapies and radiotherapy aimed at local tissue destruc-
tion.35

 With respect to ablative therapies, surrounding viable 
healthy tissue is important and the tumor must be accessible to a 
percutaneous, laparoscopic or open approach. This therapy can 
be curative in lesions less than or equal to 3 cm. Unresectable 
or inoperable lesions larger than 5 cm should be considered for 
targeted arterial treatment, systemic treatment or palliative radio-
therapy.

 Regardless of  their location, tumors may be candidates 
for targeted arterial treatment with satisfactory control of  non-tar-
get tissue involvement. In Panama, we have several options for ab-
lative and arterial management: transarterial embolization (TAE), 
conventional transarterial chemoembolization (TACE), chemoem-
bolization with doxorubicin-coated microspheres (DEB-TACE) 
and transarterial radioembolization (TARE).

 Transarterial chemoembolization is the placement of  
chemotherapy and embolic material in the hepatic branches that 

irrigate the tumor and is considered a non-curative first-line treat-
ment. This treatment modality has demonstrated response rates 
of  50% and disease control rates of  75%, impacting overall sur-
vival when compared to best medical support.35

 In transarterial radioembolization, Ytrium-90 micro-
spheres are injected into the branches of  the hepatic artery sup-
plying the tumor. At present, the evidence has failed to demon-
strate superiority over the use of  Sorafenib. The role in the HCC 
management algorithm in this context becomes uncertain, allow-
ing its use to be considered in individual cases of  intermediate 
stage HCC.36

Follow-up: Follow-up in HCC is fundamental, and in Panama it is 
done at specialized units such as at liver units, Liver Clinics or at 
Institutional Interdisciplinary Groups, thus avoiding management 
by a single specialist. The 5-year recurrence rates are 70% and 
50% for patient with and without cirrhosis, respectively (Table 2).

Management of Advanced Disease

Requirements on follow-up and treatment may vary for each 
case. Each advanced stage case should be discussed in a multi-
disciplinary team which beholds the ultimate responsibility on 
decision-making. The multidisciplinary approach has shown to 
decrease the time for diagnosis and treatment and increases ad-
herence to management guidelines.36

 The patient with advanced-stage HCC requires a com-
prehensive management focus on goals such as increasing life ex-
pectancy and maintaining a balance between adverse effects and 
symptomatology. Symptomatic management and systemic treat-
ment are important parts of  supportive care, assuring the highest 
possible quality of  life, and allowing referral to palliative care.37

Radiotherapy in HCC: The benefit of  radiotherapy targeting the 
primary site in patients with hepatocellular carcinoma is contro-
versial. The major limitation is given by the poor radiation tol-
erance of  the organs at risk. New techniques of  image-guided 
radiotherapy exist such as intensity-modulated radiotherapy, re-
spiratory control and extracranial stereotactic radiotherapy. These 
techniques allow us to perform more precise treatments with less 
toxicity, but they have not shown an overall survival for patients. 
Nevertheless, similarly to treatment in other pathologies such as 
metastatic disease with brain or bone lesions, palliative radiother-
apy is recommended for symptom reduction.38

 Most bone metastases affect the axial skeleton (skull, 
spine, sacrum, pelvis). It is advisable that patients with unstable 
metastases be evaluated in conjunction with a neurosurgeon for 
preventive reasons or for the evaluation of  defined fracture. Pal-
liative radiotherapy schedules include 37.5 Gy in 15 sessions, 30 
Gy in 10 sessions, 20 Gy in 5 sessions or a single dose of  8 Gy. 
The effectiveness for pain control among the treatment schemes 
has been shown to be equivalent. Patient expectation should be 
taken into account, but shorter treatment schemes should be re-
served for patients with poor short-term prognosis.39
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 Patients with metastatic cancer progressing with brain 
lesions benefit from holocranial radiotherapy. There are no ran-
domized studies demonstrating an increase in survival, but there 
is evidence for symptom control.

 Radiotherapy modalities include whole brain irradiation, 
stereotactic radiosurgery (SRS) or both. Whole brain radiotherapy 
is used in multiple metastatic brain lesions, uncontrolled primary 
or poor functional status. Stereotactic radiosurgery is recom-
mended for patients with fewer than 3 lesions and less than 3 cm. 
Radiosurgery improves survival in patients younger than 50-years 
old. The addition of  radiotherapy to the whole brain after radio-
surgery decreases the risk of  new brain lesions, with no impact 
on overall survival and an unfavorable impact on the patient’s 
neurocognitive ability.40

Systemic therapy in HCC: The combination of  an immune 
checkpoint inhibitor antibody agent (atezolizumab) and an endo-
thelial growth factor inhibitor (bevacizumab) is the most recent 
therapy approved for the management of  Child-Pugh A patients. 
It’s effectiveness has been demonstrated in phase III multicenter 
trials (IMbrave150) showing a significant impact on median pro-
gression-free survival (median 6.8-months 95% confidence in-

terval (CI), 5.7-8.3) compared to sorafenib (4.8-months 95% CI, 
4.0-5.6) with a hazard ratio (HR) of  progression or death (0.59; 
95% CI, 0.47-0.76; p<0.001).41 Prior to initiation of  combination 
therapy, an endoscopic evaluation and management of  esopha-
geal varices should be performed based on the risk of  bleeding; 
in addition, a history of  autoimmune disease and the presence 
of  HBV and HCV coinfection should also be investigated. The 
maximum benefit of  this therapy is obtained in patients with pre-
served liver function and absence of  high-risk bleeding stigma or 
history of  visceral bleeding.42

 Prior to the approval of  the atezolizumab-bevacizumab 
combination, systemic therapy with Sorafenib was the only op-
tion available in patients with advanced disease. Sorafenib and 
Lenvatinib are currently recommended regimens as therapeutic 
alternatives.43 Atezolizumab-bevacizumab activity has benefit 
over sorafenib and even sustained complete response but not all 
patients will be appropriate candidates for this therapy.44

 Sorafenib is an oral multi kinase inhibitor that sup-
presses cell proliferation and angiogenesis. It was the first drug 
approved by the Food and Drug Administration (FDA) for the 
treatment of  HCC. It demonstrated an increase in median overall 

Table 2. Recommendations on Diagnosis and Screening for HCC Patients

Diagnosis and Staging

2.1 What is the recommended staging strategy?

2.1.1 The patient in whom HCC is detected with some degree of hepatic functional alteration should be referred in the first instance to the liver clinic for registration, 
evaluation and management of the underlying disease. It is a priority to establish with certainty whether the patient has a cirrhotic or non-cirrhotic liver.

2.1.2 Biopsy is recommended in non-cirrhotic patients; and in cirrhotic patients in whom imaging does not meet radiological diagnostic criteria. (see recommendations 1.5) 

2.1.3 The recommended laboratory tests are: (to establish Child-Pugh Classification and MELD score): hemogram, creatinine, albumin, sodium, PT/TPT/INR, bilirubin, 
transaminases, alpha-fetoprotein and serology for Hepatitis B and C.

2.1.4 CT with triphasic hepatic protocol and/or dynamic hepatic MRI is recommended to assess tumor burden and resectability. Chest/abdomen/pelvis CT is 
recommended to assess the extent of the disease.

2.1.5 Do not repeat imaging studies in patients with recent conclusive studies (<3-months), unless alterations such as portal thrombosis or vascular invasion are suspected, 
which may alter the initial treatment strategy.

2.2 What classification system is recommended for use in Panama?

The BCLC (Barcelona Clinic Liver Cancer) system.31

2.3 What is the management recommendations for an early disease?

2.3.1 In patients with hepatocarcinoma without liver cirrhosis, resection is considered the first treatment option, since it could be performed immediately and does not 
contraindicate transplantation if it is later required.

2.3.2 In patients with hepatocarcinoma and cirrhosis there are three types of management with curative intent, as they are able to modify the natural history of the disease 
and prolong survival according to BCLC system, therefore, we recommend:

2.3.2.1 Resection as a treatment option applicable in patients with very early stages according to the BCLC system and who are not yet 
candidates for transplantation. 

2.3.2.2 Local ablation as an option with results similar to resection in patients with Child A/B and tumors≤3 cm,6,7 or in patients who 
cannot undergo surgery.

2.3.2.3 Liver Transplantation will be offered by a multidisciplinary group for HCC patients with cirrhotic liver disease that meet Milan 
criteria, or if they meet the San Francisco criteria according to the protocol of the National Liver Transplantation Program.

2.4 What approach is recommended on intermediate disease cases according to the BCLC?

In these cases, the management will be decided and individualized in a Multidisciplinary Session.

2.5 What is the recommended follow-up after initial treatment in patients with early disease?

We recommend follow-up in a Liver Unit, Liver Clinic or Institutional Interdisciplinary Group: 

2.5.1 Postoperative antiviral treatment is recommended in HBV+ cases, with the purpose of reducing recurrences.

2.5.2 So far, there is no proven benefit of adjuvant systemic therapy in these cases.

2.5.3 All cases should be included in the National Cancer Registry.

2.5.4 Treatment results shall be documented in institutional databases.
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survival from 7.9 to 10.7-months (HR 0.69; 95% CI 0.55-0.87) 
vs. placebo. The majority of  patients in the relevant studies of  
sorafenib maintained preserved liver function. The need of  hav-
ing an adequate liver function for sorafenib treatment excludes 
most patients with impaired liver function, it affect dosing, and 
increase toxicity.45

 Sorafenib remained as the only available first-line thera-
py because other agents such as erlotinib, brivanib, sunitinib, lini-
fanib or everolimus, demonstrated insufficient antitumor activ-
ity, showed important toxicity in cirrhotic patients, and some of  
these other drugs did not provided adequate patient selection in 
their trials.

 Lenvatinib is a kinase signaling inhibitor affecting the fi-
broblast, platelet-derived and vascular endothelial growth receptor 
with activity in HCC. Patients from a phase III, multicenter study, 
with unresectable HCC and no prior advanced disease treatment, 
presented a median survival with Lenvatinib of  13.6-months 
(95% CI, 12.1-14.9), and with sorafenib of  12.3-months (95% CI, 
10.4-13.9 with HR of  0.92 (95% CI, 0.79-1.06). The safety and 
tolerability profile were adequate.46

 The selection of  an appropriate treatment option de-
pends on the clinical, radiological analysis and biochemical profile 
of  the patient trying to strike a balance between safety and maxi-
mum benefit.

 Treatment options upon disease progression and its tox-
icity has become more complex. Previously there was no options 
available after failure of  systemic treatment. Nowadays, transition 
to a second-line drug have expanded our possibilities for treat-
ment. It is nevertheless important to clarify that the benefit of  
atezolizumab and bevacizumab as first-line therapy is not clear 
upon patient progression.

 Regorafenib is another oral multi kinase inhibitor that 
have showed its efficacy in increasing median survival. In a dou-
ble-blinded placebo-controlled randomized study in patients 
whose liver function was preserved and who had tolerated previ-

ous treatment with sorafenib, regorafenib impacted median over-
all survival by 10.6 vs. 7.8-months (HR 0.63; 95% CI 0.50-0.79; 
p<0.001). It was later approved in 2017 for its efficacy in cases 
where cancer progress despite sorafenib treatment.47

 Ramucirumab is a monoclonal antibody against vascu-
lar type 2 endothelial receptor that was assessed in the REACH 
trial. Benefit of  its use was observed in median progression-free 
survival (HR 0.63; 95% CI 0.52-0.75; p<0.001) and in time to 
progression (HR 0.59; 95% CI 0.49-0.72; p<0.001) relative to a 
placebo group in its phase III trial. Furthermore, worsening of  
symptoms were not significantly different than on the placebo 
group.48 The clinical trial REACH 2 assessed its efficacy and dis-
ease progression in patients with alpha fetoprotein levels greater 
than 400 ng/mL. Its benefits were demonstrated in overall sur-
vival and progression-free survival. Importantly, alpha-fetopro-
tein response is a relevant prognostic factor and was significantly 
modified in patients treated with ramucirumab vs. placebo, with 
survival of  13.6-months vs. 5.6-months (HR of  0.45; p<0.001).48

 Stratification of  HCC patients according to the pattern 
of  progression on systemic therapy (e.g. local disease growth or 
de novo extrahepatic involvement and/or previously non-existent 
vascular invasion),  will eventually modify the landscape in first or 
second line of  treatment (Tables 3 and 4).

Management of Terminal Disease and Palliative Care

Stage D of  the Barcelona clinic cancer staging guidelines provides 
clear classification of  any HCC with Child-Pugh C decompensat-
ed cirrhosis and altered functional status. The spectrum of  symp-
toms is related to cirrhotic decompensation and includes: ascites, 
variceal bleeding, peripheral edema and hepatic encephalopathy. 
These mass-like effects on the abdomen produces dull pain in 
more than 65% of  patients and its association with fatigue, weak-
ness, cachexia, anorexia and vomiting is not uncommon.49

 There is emotional, physical, and psychological compro-
mise that requires comprehensive multidisciplinary management. 
HCC is a generally poor prognostic condition associated with tu-

Table 3. Recommendations on Advanced Disease Management of HCC Patients

Advanced Disease Management

3.1 Who makes up the multidisciplinary team in the approach to the management of the patient with advanced HCC?

The multidisciplinary team, preferably multi-institutional, should be composed of Hepatologist, Medical Oncologist, Radiation Oncologist, Palliative Care, 
Interventional Radiologist, Nutritionist, Social Worker and Mental Health (but not restricted to other disciplines).

3.2 What is the first line of treatment in patients diagnosed with advanced HCC?

The treatment of choice in patients with Child-Pugh A is Atezolizumab+Bevacizumab.
The main contraindications for the use of Atezolizumab + Bevacizumab are: history of autoimmune disease, presence of esophageal and gastric varices with 
risk of untreated bleeding and Hepatitis B or C virus coinfection.

3.3 What other therapeutic options do patients have in first line?

Consider treatment options such as Sorafenib (Child-Pugh A and B) or Lenvatinib (with a Child-Pugh A, no portal invasion, liver involvement<50%).

3.4 What therapeutic options do we have after progression to first line?

3.4.1 In patients who have progressed to Sorafenib we have Regorafenib or Ramucirumab (AFP≥400 ng/mL) as therapeutic options.

3.4.2 In the absence of Phase III studies, and with a patient who is already receiving Atezolizumab+Bevacizumab, the use of other first-line treatment options 
may be considered. 
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mor burden and underlying cirrhosis. With a median survival of  
3-months, 15-20% of  patients with HCC debut at this stage.50

 End-stage liver disease affects individuals of  active 
working age and represents 90% of  patients below the age of  70 
years with a significant social and economic burden.50

 Palliative care can be initiated at all stages of  the disease. 
However, clinical guidelines are established for patients with stage 
C or D whom present 2 or more chronic diseases concomitant 
with HCC or when the patient does not wish to continue with the 
treatment.

 We have this treatment modality as the only option in 
those patients in which disease-modifying therapy is not available 
and/or the patient is not a candidate to receive it.51

 Currently, there are no precise prognostic indicators to 
identify patients who are candidates for palliative therapy. Gener-
ally, the healthcare providers have limited experience in palliative 
care, even when this group of  patients requires additional sup-
portive management to impact their quality of  life due to the sub-
stantial discomfort and suffering in terminal stage of  the disease. 
Thus, in many cases, the patients must refer to a palliative care 
physician.52

 Some limitations in the implementation of  palliative 
care in HCC patients are represented by lack of  resources, stig-
matization and cultural barriers.

 A tool called NECPAL CCOMS-ICO© has been used 
to identify the need for palliative care involving liver disease. Ap-
plied in a prospective observational study, it was shown that only 
65.8% of  cases were identified by the clinical team when in fact 
84.2% of  the study cohort required palliative intervention ac-
cording to this tool.53

 The main general objectives associated with the care of  
the terminally ill HCC patient are: symptom management, family 

support, home care services, end-of-life care (EoLC) and discus-
sion of  the evolution of  the disease.53

 Studies that have assessed the perception of  the disease 
from the patient’s point of  view have demonstrated the challeng-
es they face during disease progression, treatment hesitations, 
and the complex interaction that a patient with HCC lives with in 
terms of  dynamic modifications over time.54

 Palliative care has a role in impacting emotional and 
physical symptoms and reducing the economic costs associated 
with patient care. Patients with adequate symptom control experi-
ence less uncertainty and greater ability to cope with unpredict-
able scenarios.55

 Standard management of  HCC involves an attempt to 
prolong survival, but a critical gap in practice and research regard-
ing end-of-life (EoL) palliative care has been shown to exist. The 
literature records a lack of  an integrative palliative model with 
respect to clinical practice in hepatology.55

 The palliative care team recommends focusing on areas 
that require priority attention such as physical symptoms, pain, 
psychological status, physical well-being, and advanced EoL plan-
ning in conjunction with a referral to the local expert group for 
comprehensive case management.55

 Healthcare professionals should assess patients’ percep-
tions and goals when initiating treatment; this position changes 
as the EoL approaches. Also offering a capacity to monitor and 
work on their quality of  life during the progression of  the disease 
will allow individualizing treatment based on adjustments over 
time. The approach must be multidisciplinary and in time to fo-
cus not only on the patient but also on his or her social and family 
environment.

CONCLUSIONS HCC CONSENSUS  

Hepatocellular carcinoma is a complex disease in which patient 

Table 4. Recommendation on Terminal Disease (Patient with poor hepatic reserve (Child-Pugh C) or ECOG functional status 3-4

Advanced Disease Management

4.1 Why refer a patient with hepatocarcinoma to palliative care?

The patient with hepatocarcinoma is often asymptomatic in the early stages, but experiences great discomfort due to advanced disease, adverse effects of treatment, 
or fast deterioration of underlining cirrhosis.

4.2 When should patients with hepatocarcinoma be referred to palliative care?

4.2.1 Refer patients with HCC presenting with oncologic disease leading to poor performance status (ECOG 3-4) or corresponding to BCLC class C or D.

4.2.2 Patients with limited treatment options due to limited access to cancer treatment or more than 2 chronic diseases concomitant to the main disease (preventing 
usual treatment).

4.2.3 Patient with symptoms secondary to the oncologic disease that require evaluation and monitoring (liver failure as the cause of symptoms must be ruled out).

4.2.4 When the patient does not wish to pursue treatment options.

4.3 How management objectives are defined during for palliative care of patients with hepatocarcinoma?

Identify and set the objectives of care tailored to the patient and their relatives’ preferences of QoL; continuously adjusting care to meet them over time. 

4.4 What are the recommended approaches by the palliative care team to the patient with hepatocarcinoma?

Patients, family members and caregivers should be aware of palliative care options, which constitutes a tool in the comprehensive management of biopsychosocial and 
spiritual needs.
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care requires experience and a depth understanding of  the differ-
ent stages and management options. A multidisciplinary interven-
tion is needed to provide multiple point-of-view that positively 
impact patient care and outcomes. Due to this complexity, insti-
tutions that provide healthcare to HCC patients need guidelines 
adjusted to their reality and capability. To improve HCC manage-
ment in our country and to serve as a point of  reference in the 
region, we have developed the first HCC management guidelines 
in Panama.

 We recognize the limitations and the non-mandatory na-
ture of  this consensus guideline in which the healthcare provider 
can conduct their practice not based on the recommendations 
given by this panel of  experts. Still, we think it’s imperative as an 
initial step to strengthen our multidisciplinary groups in HCC.

 Implementing this guideline will promote public poli-
cies to strengthen early diagnosis, management, and treatment of  
the disease and highlight the importance of  palliative care. Its 
adoption will also encourage funding for research on treatment 
efficacy, life expectancy, and quality of  life for our patients.
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