Searching for common ground in a global disease
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There are few malignancies that present clinicians with
as many challenges as the patient with hepatocellular
carcinoma (HCC). The common occurrence of chronic
liver disease with a cancer arising in the liver creates
competing risks for outcomes with all treatments, both
procedure and medical based. It is for this reason that
patients are often best managed at centers with particular
expertise in all aspects of this disease including hepatobiliary
surgery and liver transplantation, hepatology, diagnostic
and interventional radiology, and medical oncology (1).
Over the past decades there has been robust research in
all of these specialties on how best to approach patients
with this disease. It has been the efforts of guideline
committees to synthesize these data to provide clinicians
with evidence based recommendations. While guidelines
give broad recommendations, often treating clinicians must
extrapolate how these will apply to the individual patient
sitting in front of them. In addition, medical knowledge is
always evolving and at times, there are gaps in research and
expert consensus and personal experience is the best we can
rely on. While there are numerous guidelines published
representing regional expertise (2-4), what is reassuring is
that generally there is more consensus than disagreement,
and not surprisingly, the disagreement is in areas where data
with high levels of evidence are lacking.

In the current updates to the Chinese Guidelines
reviewed by Xie er al. (5), we see some updated
recommendations that are generally in line with global
consensus. Before we can discuss staging and treatment
of HCC, we must first find and diagnose the disease.

© HepatoBiliary Surgery and Nutrition. All rights reserved.

hbsn.amegroups.com

Surveillance for HCC in those at risk is perhaps the area
that is most important in improving outcomes for our
patients. While the level of evidence from large prospective
randomized studies demonstrating a clear survival advantage
with screening are lacking, it is a fact that the highest chance
of cure is with smaller tumor burdens. Finding small tumors
increases the availability of curative approaches such as
resection, liver transplantation, and ablative approaches (6).
Still, there is a tremendous under awareness of primary
liver disease globally; half of the cases of HCC occur in
China alone as result of widespread HBV infection. I would
argue, the first step to finding HCC is identifying those
patients at risk and therefore widespread screening for HBV
needs to be implemented. As we have seen, well organized
vaccination programs can dramatically reduce the incidence
and mortality from HBV related HCC (7). This needs to
be a priority in HCC guidelines. Once those patients at
risk have been identified, global guidelines consistently
recommend surveillance that includes some imaging
modality, typically ultrasound (5). The use of tumor
markers alone is discouraged but updated guidelines either
recommend including them or leave them as optional (5).
The frequency of performing these studies every 6 months
is consistent with most global recommendations with
the exception of the JSH guidelines which for patients
characterized as “super-high-risk”, the recommendation
of US every 3—4 months and CT or MRI imaging every
6 months is recommended. While the JSH guidelines
will likely find smaller HCCs, the benefit in changing

outcomes versus less frequent approaches are not proven.
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All guidelines consistently define a non-invasive diagnostic
approach. The current updates to the Chinese guidelines
broadens the imaging modalities used to make the diagnosis
of HCC and removes a minimum size criterion. this is in
contrast to AASLD and EASL guidelines that recommend a
dynamic CT or MR imaging and a minimum size of >1 cm.

Perhaps the area that leads to the most variability globally
is staging which will then effect treatment recommendations.
In the extremes, there is generally a consensus. Patients
with decompensated liver disease, often characterized by
poor performance status (PS 3-4) and Child-Pugh C liver
function have a limited life expectancy and supportive/
palliative care is most appropriate. The exception would be
those patents with a tumor burden deemed appropriate for
transplant. While the current Chinese guidelines endorse
UCSF criteria for transplant, globally it is accepted a patient
within Milan criteria is still curable even in the setting of
poor liver function (8). On the other extreme, are patients
with well-compensated liver disease, good performance
status and smaller tumors, with no vascular invasion for
whom surgical resection is universally recommended.
Unlike Western guidelines, the Chinese guidelines are less
conservative in that they will recommend resection for
patients with slightly elevated bilirubin levels and mild portal
hypertension as long as their liver remnant is of adequate size
based on indocyanine retention. Guidelines are consistent in
recommending surgery over radiofrequency for resectable
patients and reserving RFA when there are anatomical or
medical contraindications to resection. It should be noted
that there is a trend in Asia to offer RFA to larger tumors in
as well (>3 cm).

Another area where there is general global consensus
is for patient with clear extrahepatic spread. For patients
with metastatic disease, preserved performance status (PS
0-2) and preserved liver function (CP A-B) guidelines
consistently recommend systemic treatment. While for
a decade, sorafenib has been the only agent to show an
improvement in overall survival in this population in the
front-line setting (9), recent data has demonstrated the
multi-kinase inhibitor lenvatinib to be non-inferior (10)
and now there are agents with proven survival advantages
in the second-line setting including regorafenib (11) and
cabozantinib (12). The Chinese guidelines maintain a role
for systemic chemotherapy with FOLFOX though the data
supporting its benefit is marginal (13).

It is in the patients that don’t fit the above profiles that
we start to see regional differences. One of the biggest
questions for guidelines is in the medically fit patient, what
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tumor characteristics would preclude a surgical resection?
Western guidelines tend to move away from resection in the
setting of macrovascular invasion (MVI) defined as tumor
thrombus seen on imaging. The justification being that
the recurrence risk is high enough that survival advantages
are lost. In contrast, the Chinese guidelines and others
from Asia make a distinction between intrahepatic MVI
and extrahepatic MVI, with the former being considered
advanced and appropriate for systemic treatment which is
the approach in the West. The difference between the two
approaches for patients with intrahepatic MVI is somewhat
philosophical- do we make guidelines that are geared
towards the representative patients (the median, as in the
West) or do we guide them by the tail-of-the curve. With
the occurrence of less cirrhotic patients in China from HBV
related HCC, more patients are physiologically resectable
likely driving this more invasive approach, while Western
guidelines shy away from surgical resection for tumors with
intrahepatic MVI and significant multi-focality. Similarly,
there is debate about the role of chemoembolization
(TACE) in these patients with Western guidelines
supporting systemic therapy over local-regional approaches
in these patients. A randomized study of TACE versus
systemic therapy is pivotal to answer this question. Recent
randomized studies to establish a role for radioembolization
in these patients have been negative (14,15). Similar studies
with TACE are needed to definitely answer this question.
In summary, there are more consistencies between
guidelines than controversy, and the Chinese guidelines
should be discussed on the world-stage. Arguably, given
the large number of patients with HCC in China as
compared to other areas, China is very well-positioned to
answer many of the critical questions in the management
of HCC. The issue is, are they prepared to do so? A well-
organized research effort in China with a commitment to
answering some of the questions mentioned above that
lack high-grade level 1 evidence could be of great value to
the global community. This requires being open to trial
designs which will challenge regional biases, but are ethical
and appropriate because the answers are not supported by
current prospectively generated data. If surgical resection is
superior to other approaches for patients with intrahepatic
macrovascular invasion, then prove it in a well-designed
study. The patient resources and medical expertise exist
in China to definitively answer important questions such
as this. This approach in the end will continue to broaden
the utility of the Chinese Guidelines in the global HCC

community.

HepatoBiliary Surg Nutr 2018;7(4):297-299



HepatoBiliary Surgery and Nutrition, Vol 7, No 4 Aug 2018

Acknowledgements

None.

Footnote

Conflicts of Interest: RS Finn has served as a consultant to
Eisai, Bayer, Bristol Myers Squibb, Eli Lilly, Novartis and

Pfizer.

References

1.

Yopp AC, Mansour JC, Beg MS, et al. Establishment
of a multidisciplinary hepatocellular carcinoma clinic is
associated with improved clinical outcome. Ann Surg
Oncol 2014;21:1287-95.

Kudo M, Matsui O, Izumi N, et al. JSH Consensus-
Based Clinical Practice Guidelines for the Management
of Hepatocellular Carcinoma: 2014 Update by the Liver

Cancer Study Group of Japan. Liver Cancer 2014;3:458-68.

Omata M, Cheng AL, Kokudo N, et al. Asia-Pacific
clinical practice guidelines on the management of
hepatocellular carcinoma: a 2017 update. Hepatol Int
2017;11:317-70.

Heimbach JK, Kulik LM, Finn RS, et al. AASLD
guidelines for the treatment of hepatocellular carcinoma.
Hepatology 2018;67:358-80.

Xie DY, Ren ZG, Zhou J, et al. Critical appraisal

of Chinese 2017 guideline on the management of
hepatocellular carcinoma. Hepatobiliary Surg Nutr
2017;6:387-96.

Singal AG, Pillai A, Tiro J. Early detection, curative
treatment, and survival rates for hepatocellular carcinoma
surveillance in patients with cirrhosis: a meta-analysis.
PLoS Med 2014;11:¢1001624.

Chang MH, Chen CJ, Lai MS, et al. Universal hepatitis B
vaccination in Taiwan and the incidence of hepatocellular

Cite this article as: Finn RS. Searching for common ground in
a global disease. HepatoBiliary Surg Nutr 2018;7(4):297-299. doi:
10.21037/hbsn.2018.04.06

© HepatoBiliary Surgery and Nutrition. All rights reserved.

10.

11.

12.

13.

14.

15.

hbsn.amegroups.com

299

carcinoma in children. Taiwan Childhood Hepatoma
Study Group. N Engl J Med 1997;336:1855-9.

Clavien PA, Lesurtel M, Bossuyt PM, et al.
Recommendations for liver transplantation for
hepatocellular carcinoma: an international consensus
conference report. Lancet Oncol 2012;13:e11-22.

Llovet JM, Ricci S, Mazzaferro V, et al. Sorafenib in
advanced hepatocellular carcinoma. N Engl ] Med
2008;359:378-90.

Kudo M, Finn RS, Qin S, et al. Lenvatinib versus sorafenib
in first-line treatment of patients with unresectable
hepatocellular carcinoma: a randomised phase 3 non-
inferiority trial. Lancet 2018;391:1163-73.

Bruix J, Qin S, Merle P, et al. Regorafenib for patients with
hepatocellular carcinoma who progressed on sorafenib
treatment (RESORCE): a randomised, double-blind,
placebo-controlled, phase 3 trial. Lancet 2017;389:56-66.
Abou-Alfa GK, Meyer T, Cheng AL, et al. Cabozantinib
(C) versus placebo (P) in patients (pts) with advanced
hepatocellular carcinoma (HCC) who have received

prior sorafenib: Results from the randomized phase 11T
CELESTTAL trial. J Clin Oncol 2018;36:abstr 207.

Qin S, Bai Y, Lim HY, et al. Randomized, multicenter,
open-label study of oxaliplatin plus fluorouracil/leucovorin
versus doxorubicin as palliative chemotherapy in patients
with advanced hepatocellular carcinoma from Asia. J Clin
Oncol 2013;31:3501-8.

Chow PKH, Gandhi M, Tan SB, et al. SIRveNIB:
Selective Internal Radiation Therapy Versus Sorafenib in
Asia-Pacific Patients With Hepatocellular Carcinoma. J
Clin Oncol 2018;36:1913-21.

Vilgrain V, Pereira H, Assenat E, et al. Efficacy and safety
of selective internal radiotherapy with yttrium-90 resin
microspheres compared with sorafenib in locally advanced
and inoperable hepatocellular carcinoma (SARAH): an
open-label randomised controlled phase 3 trial. Lancet
Oncol 2017;18:1624-36.

HepatoBiliary Surg Nutr 2018;7(4):297-299



