
In conclusion, 1 year after its publication, the
JHCC guidelines have become well disseminated
among both specialists and primary care
physicians in Japan. As expected, these guide-
lines have begun to be applied at every level of
clinical decision making for HCC.
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One- or two-week triple therapy
for Helicobacter pylori: questions
of efficacy and inclusion of a dual
therapy treatment arm
We read with interest the recent paper compar-
ing 1 and 2 weeks of triple therapy for
Helicobacter pylori infection in patients with
duodenal ulcer disease. (Gut 2007;56:475–9)
H pylori is an infectious disease and the goal of
treatment is to cure the infection. In 2007, one
would hope to be able to reliably cure >95% of
the treated patients (discussed by Graham et
al).1 In 1989, a successful treatment has been
defined as one that cures .80% of the
patients.2 By 1995, it seemed that 90% was
achievable.3 The Maastricht consensus confer-
ences defined a useful therapy as the one with
an intention to treat (ITT) cure rate of .80%,

Figure 1 Treatment algorithm for hepatocellular carcinoma (HCC) (cited with permission from the
Group formed to establish ‘‘Guidelines for evidence-based clinical practice for the treatment of liver
cancer’’1).
*The presence of vascular invasion or extrahepatic metastasis is indicated separately. �Selected when
the severity of liver damage is moderate and the tumour diameter is (2 cm. `Tumour diameter
(5 cm, when there is only one tumour.

Figure 2 (A) What are your possible actions when you have clinical questions or problems in regard to the management of patients with hepatocellular
carcinoma (HCC)? (a multiple-choice question). (B) Have you changed your practice pattern for HCC after reading the JHCC guidelines? (Responders who
did not acknowledge the guidelines were excluded.)
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which is a relatively low hurdle (ie, those with
cure rates of (80% would be unacceptable).4

Although the authors concluded that 7 and
14 days therapy provided essentially equivalent
results, the focus should have been on the fact
that the cure rates obtained were unacceptably
low with either duration (eg, ITT of 79.7 for
7 days and 81.7 for 14 days), especially among
patients with duodenal ulcer disease where the
cure rates are typically higher than among
patients without ulcers.5–8

Their results are not unexpected as large
studies of this legacy triple therapy (proton-
pump inhibitor (PPI), amoxicillin and clari-
thromycin) have recently yielded unacceptably
low eradication rates in Europe and the US,
and have only infrequently achieved the mini-
mum 80% success rate (table 1).10–17 Overall,
these results suggest that traditional triple
therapy should no longer be used in Western
populations unless pretreatment susceptibility
is confirmed and then it should be used for
14 days.18 19

H pylori is a serious, chronic, transmissible
infectious disease that causes damage to
gastric structure and function, and is a major
cause of morbidity and mortality worldwide.
All the patients in this study had H pylori-
related ulcer disease, and untreated 10–25%
would be expected to develop complications
such as haemorrhage. We are concerned about
the inclusion of the dual therapy arm of
omeprazole and amoxicillin in the trial. The
dual therapy at these doses typically yields a
cure rate of (50% and is listed under the
category of ‘‘not recommended’’. The manu-
script states that the protocol was approved by
institutional review boards, and all patients
gave informed consent. What was the nature of
the informed consent? How was a known
ineffective therapy justified to the patients
with duodenal ulcer disease and to the review
boards? We believe that the information given
to patients and the justifications must be
described in detail in the publication including
what the patients were told, and that they
entered the trial knowing that they would have
a high chance of treatment failure. Finally,
what was done to ensure that the large number
of patients with failed treatment subsequently
receive appropriate therapy for H pylori-related

duodenal ulcer disease? It may also be good
time to rethink current approaches to H pylori
treatment.
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Authors’ response
We thank Dr Graham and Dr Yamaoka for
their interest in our recent publication compar-
ing the efficacy of 1 and 2 weeks of triple
therapy for the eradication of Helicobacter pylori.
They ask about the information given to the
patients concerning the dual therapy arm
(omeprazole and amoxicillin) with a known
low efficacy. As explained in our paper, this
arm was included both as a measure of the
internal validity of the study and as part of a
second long-term follow-up study. Each
patient was provided, both verbally and via a
written information form, with complete
details of the treatments, objectives, possible
risks and benefits of the study, and informed
consent was obtained from all participants. The
full versions of the information form and the
informed consent form completed by all

Table 1 Results of recent large studies with proton-pump inhibitors, clarithromycin
and amoxicillin triple therapy in Europe and the US

First author Total patients (n) Duration (days) ITT (95% CI)

Della et al9 812 7 72% (69% to 75%)
Bochenek et al10 177 7 65% (56% to 73%)
Boixeda et al11 890 7 77% (74% to 80%)
Calvet et al8 237 7 76% (73% to 80%)
Calvet et al8 210 10 79% (74% to 85%)
De Francesco et al10 115 7 71% (63% to 79%)
De Francesco et al12 116 10 80% (72% to 87%)
Fennerty et al13 123 10 81% (73% to 87%)
Fennerty et al13 126 14 82% (73% to 88%)
Laine et al14 233 10 77% (71% to 82%)
Scaccianoce et al15 70 7 75% (66% to 86%)
Scaccianoce et al15 71 10 81% (73% to 91%)
Vakil et al16 194 7 77% (71% to 83%)
Vakil et al16 196 10 78% (72% to 84%)
Vakil et al16 206 10 73% (67% to 79%)
Zagari* et al 301 7 79% (74% to 83%)
Zagari* et al 301 14 81% (77% to 85%)
Zullo17 527 7 74% (70% to 77%)
Zullo17 87 7 80% (72% to 88%)

*ITT Current study being discussed.
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