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Hepatology Research 2010; 40: 851-852

Letter to the Editor

doi: 10.1111/j.1872-034X.2010.00696.x

Surgery versus radiofrequency ablation for small
hepatocellular carcinoma: Start of a randomized controlled

trial (SURF trial)

Dear Editor,

“Which is more effective as an initial treatment for small
hepatocellular carcinoma (HCC), hepatectomy or per-
cutaneous ablation therapy?” This has been one of the
most significant questions in the domain of hepatology.
In spite of the recent results of two randomized con-
trolled trials (RCT)"* and a prospective nationwide
cohort study conducted by the Liver Cancer Study
Group of Japan,** their implications cannot be accepted
as conclusive, because each of them had some severe
problems.

Meanwhile, a multicenter joint study (abbreviated to
SUREF trial after surgery vs radiofrequency ablation) is
being done in Japan to reach a strong conclusion to the
question cited above. The major qualifications for the
subjects of this study are: (i) tumor conditions (initial
HCC exhibiting typical findings on diagnostic images,
tumor foci numbering three or fewer, and each measur-
ing 3 cm or less); (ii) conditions for hepatic functions
(Child-Pugh score of 7 or less); (iii) aged between 20
and 79 years; and (iv) indications for either hepatec-
tomy or radiofrequency ablation (RFA) for the treat-
ment which are decided at each hospital. In Japan, there
were a few studies of a similar nature planned in the past
but none were completed. In reflection on the earlier
failures, innovations are made for the following in the
current study.

1 We adopted two co-primary end-points: overall sur-
vival and recurrence-free survival. When deciding on
the primary end-point in this trial, an opinion was
expressed that, “Since more than one effective method
of treatment is available for a recurrence, the efficacy of
the initial treatment for HCC tends to diminish. More-
over, recurrences are better for directly evaluating thera-
peutic efficacy itself”, but there was also an opinion that
“even if there are many recurrences in the early stage,
because RFA is less invasive than liver resection, there is
less of an impact on liver function, and treatment after
recurrence can also be performed easily, the survival rate
may be better. After all, if overall survival is not exam-
ined, there is no point”, as well as an opinion that,

© 2010 The Japan Society of Hepatology
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“Both recurrence and survival should be looked at”, and
it was the most heatedly debated issue. While it is true
that, theoretically, overall survival is the true end-point
from the standpoint of evaluating treatment methods,’
in order to reduce the sample size, shorten the follow-up
period and increase the possibility of completion, we
decided to also use recurrence-free survival as a primary
end-point. In the present study, a total of 600 cases
are needed to find a 10% difference, assuming 3-year
recurrence-free survival rates following hepatectomy
and RFA of 45% and 35%, respectively (University of
Tokyo Hospital, 2008). According to the same database,
the 5-year overall survival rates of the two therapeutic
modalities are approximately 70%. If the results of
either therapeutic method are to fall around this figure,
it is also statistically confirmed that 600 cases would be
sufficient to detect a difference of 10% in overall sur-
vival. The current study is designed so that a 10% dif-
ference can be detected between surgery and RFA both
in the overall and recurrence-free survival rates, thus
it is appropriate to use these two as the primary
end-points.

2 The primary purpose of this study is to compare and
evaluate the two therapeutic methods by employing an
RCT format; but considering that there may be a
number of patients who do not wish to participate in
the RCT, a parallel prospective cohort study is planned.
Those patients who meet the requirements of RCT but
decline to participate in the RCT will be registered upon
their consent and they will be followed up after either
surgery or RFA selected by themselves. It is anticipated
that through this cohort study, valuable data would be
obtained in interpreting and extrapolating the results of
RCT. We have to emphasize that the subjects of this
cohort study are unique in that they are true double
candidates for surgery and RFA confirmed by both sur-
geons and gastroenterologists at each institute before
registration.

3 InJanuary 2007, the Departments of Hepato-Biliary—
Pancreatic Surgery, Gastroenterology and Radiology
of University of Tokyo Hospital jointly prepared a
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draft for a protocol with the biological statistician, after
which the representatives of 13 facilities with ample
experience in the related treatment joined to evaluate
the plan. Thorough discussions took place during three
study meetings, while a survey by using questionnaires
was conducted to find the status of RFA and surgery
concerning HCC. It required approximately 22 months
before a skeleton of the protocol was completed; but by
exposing the plan to specialists in various disciplines,
we believe that it became a protocol that even other
facilities can readily accept. An outline of the final
version of the protocol has been registered at UMIN-
CTR (www.umin.ac.jp/ctr/index.htm) for public exami-
nation (Registration ID: UMIN000001795 and 1796).
4 In order to ensure the quality of treatment performed
at individual institutions, we made at least 20 cases a
year the number of times of liver resection and RFA had
to be performed in the conditions for participation.
Although there is no strong basis for setting the number
at 20, we thought that some sort of hurdle should be
established so that patients would not be disadvantaged
depending on whether they were assigned to one group
or the other.

The SUREF trial has been already started from 1 April
2009 with participation of more than 80 institutions
throughout the country. The Japan Surgical Society, the
Japan Society of Hepatology, and the Liver Cancer Study
Group of Japan have officially approved the protocol of
this trial. Thus, the SURF trial is now a Japanese national
study. We are anxious for the day when the target
number of patients are registered as planned and sound
evidence is presented from Japan to the world.
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