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In the issue of Gastroenterology published October 2018, the
article by Moon et al.1 demonstrated that screening patients
with cirrhosis for hepatocellular carcinoma (HCC) by ultra-
sound scan (USS), measurement of serum a-fetoprotein
(AFP), each alone or in combination, was not associated
with the decreased HCC-related mortality. In this matched
case control study, all the study patients were registered in
detail in the U.S. Department of Veterans Affairs. The study
included 238 cases who died of HCC with cirrhosis, and the
same number of matched controls with cirrhosis who had
been enrolled in U.S. Department of Veterans Affairs care
for the 4 years before the index date and alive at the time
of their matched case’s death. The study retrospectively col-
lected each case’s USS and AFP screening data for 4 years
before the date of HCC diagnosis or the equivalent index
date in controls. Authors found that there was no significant
difference of frequency of routine screening between the
cases and controls. Therefore, the authors interpreted these
results as indicating that the routine screening would not
reduce cancer-related mortality.

Actually, routine surveillance with USS with or without AFP
every 6 months in at-risk patients is generally recommended
by all professional societies worldwide and has become the
standard of health care.2 As shown in a recent systematic
review on surveillance cited by the American Association for
the Study of Liver Diseases (commonly known as the AASLD)
Guidelines for the treatment of HCC,3 patients with cirrhosis

who underwent HCC surveillance had an increase in the
detection of early-stage HCC and more curative treatments
(61.8% vs. 38.2%) compared to patients with no previous
surveillance, andmore importantly those patients with cirrho-
sis who underwent HCC surveillance had a higher 3-year sur-
vival rate (50.8% vs. 27.9%).

Santi and colleagues’ report4 also demonstrated that more
surveillance benefits could be achieved by semiannual sur-
veillance in patients with cirrhosis compared to the annual
program. Unfortunately, in the study by Moon et al.1 the
overall ultrasound examinations were 492 and 503 in cases
and controls respectively over the 4-year study period, which
meant that both in cases and controls on average the ultra-
sound exam was conducted every second year and was much
less than the semiannual surveillance frequency with ultra-
sound recommended by guidelines.2 Noticeably, only 56.7%
patients received USS or AFP tests within 1 year before the
index date in their study. All these questions might reduce the
efficacy of surveillance and therefore preclude the reach of
real conclusions when evaluating the effectiveness of recom-
mended screening program.

The aim of screening is to reduce disease-related mortality
and is usually achieved through a diagnosis of the disease at
the early stage that in turn enhances the applicability and
improves cost-effectiveness of therapies.5 Several factors
would influence the usefulness and applicability of screening,
such as the incidence of the surveyed disease in the target
population, the availability of efficient diagnostic test(s) at
bearable costs and acceptability for the target population,
and the availability of treatments and their effectiveness.5

In Japan, HCC tends to be diagnosed at a relatively early
stage, which is attributed to the established daily practice
for screening HCC among high-risk patients, and the survival
rates have also shown an obvious improvement.6

Thus, improvement in survival seen with surveillance
appears to be due to higher early-stage detection and higher
curative treatment rates.3 Obviously, receipt of a timely and
proper treatment is clearly associated with the effectiveness of
screening to improve patient survival. As recommended by the
AASLD Guidelines,3 patients with early-stage HCC and Child-
Pugh A cirrhosis should preferentially undergo resection and
radiofrequency ablation rather than transarterial chemoembo-
lization and systematic chemotherapy (sorafenib), and the
latter were only recommended for patients with cirrhosis and
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middle to advanced HCC who are not candidates for resection
or transplantation. Unfortunately, in the study of Moon et al.,1

though a relatively high proportion (51.3%, 122 cases) of HCC
was diagnosed within Milan criteria, there were no detailed
information to explain the proportion of therapies that patients
received. Among the analyzed 238 cases, only 5 cases (2.1%)
received partial hepatectomy and 30 cases (12.7%) received
radiofrequency ablation, which is obviously not according to
Milan criteria and AASLD guidance.

We cannot directly jump to the conclusion of Moon and
colleagues’ study1 since we cannot rule out the potential impact
of the application of high rates of conservative treatment on an
increase of mortality of these 238 cases. Meanwhile, it also
raised concern that conservative modality or therapy selective
bias would reduce the creditability of the conclusion of the
study, and we believe this debatable point merits further atten-
tion. Since all the cases were derived from the Corporate Data
Warehouse, it is unknown whether the proportion of the ana-
lyzed 238 cases could represent all cirrhosis-related HCC
patients in the system regarding the cirrhosis-related HCC
staging and treatment received. As the proportion of alive cir-
rhosis-related HCC was not included in the analysis, the repre-
sentative of the selected 238 fetal HCC cases should have been
considered when the results were interpreted.

The HCC incidence rate among patients with cirrhosis has
been shown to be 2-4% per year.3 Improvement in survival
rate could be achieved through implementation of early detec-
tion and curative treatment of HCC, so it is necessary to carry
out the routine surveillance for HCC in cirrhotic patients. Just
as Dr. GS Cooper wrote in the editorial,2 it is premature to
abandon the current process of HCC surveillance, though
these results have confirmed the inadequacies of current
HCC surveillance strategies. Clinical practices have realized
the low compliance to the repeated screening, unnecessary
follow-up procedures, and anxiety in the patients with cirrho-
sis. Also as suggested by Dr. GS Cooper in the editorial,2 alter-
native options for HCC surveillance are required. In addition
to monitoring regular protein biomarkers, detection of the
genetic alterations in circulating tumor DNA in peripheral
blood of the at-risk individuals showed promise for finding

curable HCC.7–9 With the discovery of new monitoring
indicators, a better modality of HCC surveillance to further
improve survival is needed.
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