
for ruling in significant or more advanced fibrosis with a
cut-off of 10.0 kPa is not correct and confuses the
reader. We do not draw conclusions for ruling in cirrho-
sis because the number of false positive results in our
meta-analysis was high.

When the cut-off values are pre-specified, the risk of
biased results decreases in terms of sensitivity and speci-
ficity of the index test.6 No matter if study investigators
have used a cut-off of 12.5 kPa for hepatitis C virus
infection, our results suggest that it can be used to rule
out cirrhosis in alcoholic liver disease in secondary or
tertiary care. Due to lack of sufficient data, we could not
identify the optimal cut-off values for the fibrosis stages.
Therefore, we also agree that further studies are needed
to explore the optimal cut-offs for ruling in or out
hepatic fibrosis or cirrhosis. Until the time when more
studies could be added to our systematic review with
meta-analyses, our conclusions cannot change.2, 3
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In recent years, treatment paradigms in moderate and
acute severe ulcerative colitis have moved towards acceler-
ated and intensified use of anti-tumour necrosis factor
(TNF) agents, infliximab in particular.1, 2 Simultaneously,
we have learned that TNF burden is high and anti-TNF
losses in faeces are considerable in patients with severe
disease, suggesting that higher anti-TNF doses may be
required in these patients.3, 4 This raises the question of
whether there may be a role for small molecules, including
calcineurin inhibitors, rather than anti-TNF monoclonal
antibodies in patients with acute severe ulcerative colitis.

In the single-centre, retrospective study by Yamamoto
et al., response and remission rates were similar between

tacrolimus and anti-TNF-treated patients for moderate
and acute severe disease combined.5 However, subgroup
analysis revealed a trend towards improved response
rates in the tacrolimus group vs. anti-TNF group in
patients with severe disease (50% vs. 25%, P = 0.24) or
those with an albumin <3.0 g/dL (52% vs. 35%,
P = 0.23).

Tacrolimus induction therapy was given with dose
adjustment to achieve high trough levels for the first
2 weeks of therapy, followed by 10 weeks adjusted to a
lower trough range. All tacrolimus patients were admit-
ted to hospital, unlike anti-TNF patients with moderate
disease, and close inpatient monitoring and nutritional
optimisation may have contributed to improved out-
comes with tacrolimus. Anti-TNF therapy was given at
standard induction and maintenance doses without
monitoring of drug levels. In severe UC, this approach is
unlikely to provide optimal exposure to the drug, and
the results may have been different had an accelerated or
intensified anti-TNF dosing schedule been used. Interest-
ingly, infectious complications were not seen in the
tacrolimus group, despite the use of triple immunosup-
pression in some patients, but were seen in 12% of the
anti-TNF group.
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There were, however, some analyses in which infliximab
was superior. Those who responded initially to infliximab
had no loss of response between week 12 and week 52, in
comparison with those who responded initially to tacroli-
mus and were subsequently maintained on azathioprine.
Of these, 16% relapsed and received infliximab. However,
it is not clear whether azathioprine dosages were opti-
mised, including with metabolite measurements. Similarly,
infliximab salvage therapy after tacrolimus failure was
more successful than the reverse – over the 52 week study
nine tacrolimus failures received infliximab, of which
seven responded, compared to only one response in three
infliximab failures given tacrolimus.

Randomised controlled trials in this patient popula-
tion, especially acute severe ulcerative colitis, are difficult
to perform and clinicians must utilise data from all types
of available studies to help make informed decisions in
the treatment of this refractory patient group. Despite
the methodological limitations of any retrospective,
single-centre study, these results suggest that the use of
calcineurin inhibitors should still be considered when
treating patients with acute severe ulcerative colitis in

whom anti-TNF agents cannot be used in accelerated or
intensified dosing schedules.
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We thank Drs Taylor and Sparrow for their thoughtful
editorial comments1 on our recent study.2 We found that
the short-term clinical response and remission rates were
not significantly different between patients treated with
tacrolimus vs. anti-tumour necrosis factor (TNF) agents.2

Nevertheless, in a subgroup analysis restricted to severely
active ulcerative colitis (UC), the response rate appeared
to be higher in patients treated with tacrolimus, albeit
not statistically significant.

We also found that in patients treated with anti-
TNF agents, clinical disease activity at baseline was a

significant factor affecting the response rate (moderate
82% vs. severe 25%), but not a significant factor in
those treated with tacrolimus. These results suggest
that tacrolimus tends to be superior in more severely
active UC. Although randomised controlled trials are
needed, based on our results, tacrolimus may be
recommended for patients with acute severe UC. In
contrast, anti-TNF agents may be suitable in less
severe UC preferably before the introduction of
tacrolimus.

In our study, infliximab salvage therapy after failure
or withdrawal of tacrolimus appeared to be effective
(seven of nine patients achieved clinical remission).
However, the efficacy of tacrolimus salvage therapy after
failure of infliximab was questionable (two of three
patients required colectomy).2 As mentioned before,
anti-TNF agents are recommended for less severe UC
(before tacrolimus is used). However, tacrolimus salvage
therapy after failure of infliximab was not successful.
Thus, we are in a dilemma. Which medication should be
used initially, tacrolimus or infliximab?

In our study, the sample size was too small to eval-
uate the efficacy of tacrolimus and infliximab as rescue
therapy for each other. Larger prospective studies
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