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We read with great interest the article titled “Multidisciplinary 
management of recurrent and metastatic hepatocellular carcinoma 
after resection: an international expert consensus” (1) published 
in HepatoBiliary Surgery and Nutrition. Recurrence can 
follow all treatments, representing a major challenge in 
treating hepatocellular carcinoma (HCC), as well as the 
main cause of death following surgery. Presently, guidelines 
and recommendations for primary HCC are clearly laid 
out, but recurrent HCC (RHCC) guidelines remain to be 
established—even though 70% of patients have recurrence 
within 5 years (2). This highlights the need for practical, 
stratified guidelines for continued management of these 
patients.

The multidisciplinary team members of the West China 
Hospital developed a consensus concerning complete 
management of RHCC, based on their experience and 
previously published data. A draft consensus written by this 
multidisciplinary team was refined by experts from both 
elsewhere in China and other countries. This consensus 
report includes 10 recommendations and a decision-making 
path. For each recommendation, supporting evidence is 
graded at 1 of 6 levels and strength of recommendation at 1 
of 5 ranks.

The 10 recommendations concern management of 
patients at risk of recurrence after primary HCC resection; 
follow-up after first hepatectomy; adjuvant therapy after 
first hepatectomy according to risk of recurrence; origins of 
intrahepatic RHCC; and mechanisms underlying RHCC 
(intrahepatic metastasis vs. multicentric occurrence). 

Further, value of repeat resection and liver transplantation 
for intrahepatic RHCC, benefit from ablation, indications 
for transarterial chemoembolization (TACE), and 
indications for radiotherapy to intra- and extrahepatic 
RHCC are considered.

In addition to these recommendations, diagnostic 
criteria including history of hepatitis; imaging features 
as specified by the Liver Imaging Reporting and Data 
System (LI-RADS) that are useful in assessment of RHCC; 
earlier RHCC detection using GALAD and BALAD 
scores; risk factors predicting RHCC after primary 
resection; hepatectomy procedures that lessen recurrence; 
and adjuvant therapies including antiviral agents, 
molecular targeted therapy, systemic chemotherapy, and 
immunotherapy are described.

Until now, evidence supporting most therapeutic options 
for RHCC has been limited to cohort investigations. 
Randomized controlled studies have been few. Treatments 
have not been compared in terms of use at specific tumor 
stages. As a result, therapies commonly used for primary 
tumors including surgical resection, liver transplantation, 
TACE, local ablative therapy, and radiotherapy have been 
applied empirically to recurrences. In contrast to RHCC, 
many treatment algorithms and treatment assignment 
schemes based on tumor stage exist for primary HCC, such 
as the Barcelona Clinical Liver Cancer staging system (3,4), 
the Japan Society of Hepatology (JSH)-Liver Cancer Study 
Group of Japan consensus-based treatment algorithm (5), 
the JSH-HCC guidelines (6), and others.
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The decision-making path for RHCC proposed in the 
article follows the form of previously proposed algorithms 
or strategies for primary HCC. Treatment options are 
narrowed according to successive decision factors regarding 
host or tumor attributes.

Differences between this RHCC algorithm and those 
used for primary HCC include a decision path based on 
recurrence risk factors and characteristics of the primary 
HCC but not vascular invasion by the RHCC. Risk factors 
for new recurrences include an interval from resection to 
recurrence of under 1 year, presence of vascular invasion in 
the resected primary HCC, and multiple tumors at the time 
of primary resection. The reason for the change may be low 
frequency of major vascular invasion detected by imaging 
at recurrence because of prior detailed imaging following 
the first hepatectomy. When a portal vein tumor thrombus 
(PVTT) is recognized, the treatment path recommended by 
the Chinese Expert Consensus regarding HCC with PVTT 
depends on extent of tumor thrombus (7).

Another difference concerns molecular-targeted 
therapy. Based on the SHARP and REFLECT studies, 
molecular-targeted therapies using sorafenib or lenvatinib 
are included as options in algorithms for primary HCC. 
Apparently because of lack of evidence, monoclonal 
antibody treatments are included in the RHCC algorithms 
only as a complementary option. Instead, radiotherapy is 
recommended when extrahepatic metastasis coexists with 
RHCC, according to the 10th recommendation.

Salvage liver transplantation permits removal of 
tumors with the widest possible margin together with 
intrahepatic metastases, while replacing cirrhotic liver 
parenchyma that would predispose to both hepatic 
decompensation and multicentric carcinogenesis. The 8th 

consensus recommendation for RHCC states that salvage 
transplantation can be performed if a patient’s tumor 
stage falls within the specific enlistment criteria followed 
by various liver transplantation centers; in contrast, 
transplantation for primary HCC generally is limited to 
patients meeting the Milan criteria or having with Child-
Pugh C background liver cirrhosis.

The decision-making path for RHCC is well organized 
overall. However, just as the 4th set of JSH guidelines added 
vascular invasion to other decision factors in their treatment 
algorithm (6), vascular invasion by recurrent tumor may 
become a decision factor in RHCC algorithms. Factors such 
as adhesions from previous operations and tumor located 
near major hepatic vessels or bile ducts in the liver remnant 
may preclude further resections or salvage transplantation, 

requiring alternative treatments. Accordingly, operative 
procedure and extent of resection at first hepatectomy 
should be considered in the decision-making path. Further, 
as the authors described in their 5th recommendation, 
recurrent  intrahepatic  HCC may show a pattern 
representing either multicentric origin, with better outcome 
and lower risk of death, or, more ominously, intrahepatic 
metastasis following treatment. Discriminating between 
these 2 recurrence mechanisms is crucial in treatment 
decisions. Number of tumors and background liver status, 
identified as factors in decision-making for RHCC, may be 
indirectly related to mechanism of recurrence. However, 
characterizing genetic differences may be more helpful in 
distinguishing the 2 mechanisms, as the authors described. 
RHCC algorithms should become more precise after 
incorporating these differences in recurrence mechanism.

External validation of this decision-making path in 
cohorts of patients with different baseline demographics 
and clinical features will be required. However, we believe 
that the recommendations and decision-making path will 
prove helpful in management of RHCC worldwide. As the 
authors described, ongoing updates and improvements will 
increase the value of this approach.
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