
with virological relapse (HBV DNA
>2000 IU/mL) alone need to be treated
again for a remote and unrealistic treat-
ment goal.

Cessation of long-term NA therapy adds
to caring physicians and patients the burden
of frequent follow-up visits, with uncer-
tainty regarding long-term outcomes and
with a high cost of multiple but necessary
laboratory tests. However, in the long run,
when discontinuation of long-term NA
therapy terminates to sustained remission
and particularly to HBsAg loss, it proves
cost saving and beneficial to the patients in
terms of close-to-cure outcomes of chronic
liver disease and regarding their long-term
psychology.
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Comment on impact on
colorectal cancer mortality
of screening programmes
based on the faecal
immunochemical test

Sir,
Zorzi et al1 are to be commended for
their timely analysis of the impact of
using a faecal immunochemical test (FIT)
on colorectal cancer mortality in their
screening programme. The 24% colorec-
tal cancer mortality reduction they report
will surely give impetus to efforts to
introduce FIT into other screening
programmes. As they rightly observe, the
impact of these newer screening tests is
likely only to be determined from obser-
vational studies such as their study rather
than further randomised trials.
Nevertheless, some of their findings are

quite surprising. It is remarkable that the
mortality reduction they report should
have been evident so early, within 5 years
of starting to screen, when in the rando-
mised trials a lower mortality from colorec-
tal cancer was not apparent until over
5 years after screening started and for the
reduction to be substantially greater in
women than men when in these same trials
the mortality reduction was similar.2–4

It is also remarkable that their colorec-
tal cancer incidence, after peaking in the
2002–2004 roll-out period, should
already have fallen below the prescreening
incidence level when uptake of their
screening programme was about 50% and
only reached in 2006. While removal of
advanced colorectal neoplasia might be
expected to have some effect on inci-
dence, it is difficult to conceive that such
an effect would be clearly detectable
within 5 years considering the fall in inci-
dence of distal cancers in three of the flex-
ible sigmoidoscopy trials was only just
discernible at 5–6 years.5–7

As the authors recognise, ecological ana-
lyses are prone to ecological fallacies and
confounding from other unrecognised dif-
ferences between areas. In their analysis, is
it possible that there are differences in

colorectal incidence and mortality in the
early-screening areas and late-screening
areas affecting all age groups?

The findings in their analysis would be
more convincing if the colorectal cancer
mortality and incidence trends for the age
groups not invited for screening in the
early-screening areas had also been
reported. Inclusion of these data would
address the critical issue of the compar-
ability of the early-screening and late-
screening areas. If Zorzi et al can show
that the decline in colorectal cancer mor-
tality in the early-screening areas is only
evident in the age group offered screening
(60–74) and not in the older or younger
age groups in these areas, this would
surely accelerate efforts to introduce
FIT-based screening elsewhere.
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Early effect of screening
programmes on incidence
and mortality rates
of colorectal cancer

We thank Logan and Halloran for their
interest in our study1 and admit that we
were equally surprised at the early impact
of screening programmes on colorectal
cancer mortality rates.2

With respect to incidence trends, rates
peaked during the prevalence round and
showed a sharp reduction below the pre-
screening values within 5 years of screen-
ing set-up.2 These results are in line with
the few evidences in the literature that
evaluated the effect of population screen-
ing programmes based on the faecal
occult blood test. Ventura et al3 compared
the cumulative incidence between cohorts
of screened and non-screened individuals.
The rise of cumulative incidence was
higher in screened individuals than in
controls only during the first 2 years, then
the value dropped and equalised with that
of the non-attendees’ cohort around year 6.
These figures translate into an initial
increase of incidence rates followed by a
decline in values below those of controls
already after 3–4 years after screening. In
our study, notwithstanding the impact of
screening that is diluted because we col-
lected data at a population level, we
obtained similar results, probably due to
the high sensitivity of the faecal immuno-
chemical test. Furthermore, at the popula-
tion level, incidence rates of the Scottish
pilot study4 showed a similar pattern: the
excess in incidence was limited to the first
round of the screening pilot and fell
below prescreening values during the
second round. In conclusion, our results
and the few additional published data

demonstrate an early effect of population
screening programmes on incidence rates.
We also reported a very early mortality

reduction. Figure 1 shows that in early
screening areas the decrease in mortality
in the age group of 50–74 years started
after 2005, while there was no time trend
in subjects aged 75–89 years. Some reduc-
tion in subjects aged 40–49 years took
place, but limited numbers do not allow
to draw any conclusion in this younger
age group. We applied to the two extra-
screening age groups the same Poisson
regression models adopted in the paper,
and in both groups no statistically signifi-
cant time trend or any difference in
trends with respect to control (late screen-
ing) areas could be found. These add-
itional findings reinforce the impact of
faecal immunochemical test-based screen-
ing programmes on colorectal cancer
mortality.
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The natural course of serrated
lesions: a difficult enigma
to resolve
To the editor,
The serrated pathway is an established
sequence to colorectal cancer (CRC), but
little is known about the exact malignant
potential of serrated polyps (SPs).
Therefore, we have read with great inter-
est the article by Holme et al1 who evalu-
ated the long-term risk of CRC in
individuals with large (≥10 mm) SPs as
well as the natural course of these lesions.
Based on their results, the authors state
that the increased CRC risk for indivi-
duals with large SPs may not be due to
the malignant growth of the SP itself, but
rather to an overall field effect in patients
with these lesions. However, this state-
ment warrants careful interpretation as we

Figure 1 Mortality rates of colorectal cancer in early screening areas, by year and age group,
during the period 1995–2011.
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