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therapy as a third-line and fourth-line regimen
for Helicobacter pylori eradication: how should
rifabutin be managed in rescue regimens?
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We read with great interest the original article by Mori
et al. about the use of rifabutin in rescue treatment for
Helicobacter pylori infection.1 The increasing incidences
of antibiotic resistance are a clinical dilemma in this
setting, with increasing failure rates of conventional
eradication regimens.2 Therefore, novel strategies are
needed to achieve successful H. pylori eradication.
Despite a culture-guided strategy being recommended
by guidelines, this approach is difficult to perform
extensively, since the culture of this organism is com-
plex, even in expert hands.3,4 For this reason, empirical
rescue regimens are still warranted, and rifabutin is
gaining increasing interest in this scenario.5 However,
current studies show success rates ranging from 60 to
80% in relation to drug dose and treatment duration
and, therefore, there is not a full agreement with the
results of the study of Mori et al.1

Moreover, it should be emphasized that the use of
rifabutin needs to be managed in relation to several fac-
tors. First, this antibiotic is extensively recommended for
tuberculosis (TB) treatment, in particular in patients suf-
fering from HIV co-infection.6 For this reason, before
starting a rifabutin-based eradication regimen, TB status
should be ascertained (i.e. QuantiFERON-TB Gold
In-Tube test), since its use could imply the onset of anti-
biotic resistance, thus precluding its effectiveness against
Koch’s bacillus. Further,H. pylori resistance to rifabutin
is low, as confirmed in the paper of Mori et al.1 Indeed,
genotypic resistance revealed by mutations in the rpoB
gene (a factor of resistance to rifamycins) has been found
only in 3 out of 29 patients, despite phenotypic resistance
to rifabutin being observed only in one patient at cul-
ture. This disagreement suggests that, at the moment, a

valid genotypic marker for rifabutin resistance may not
be available yet. Further evidence in favor of this
hypothesis is that all patients with rpoB mutation-posi-
tive strains showed successful eradication. Indeed, it has
been shown that mycobacterial strains bearing this
mutation are often rifabutin-susceptible and rifampi-
cin-resistant.7 This detail could cause difficulties in iden-
tifying a possible increase of resistant strains with the
diffusion of its use in the near future. For this reason,
the use of rifabutin should be recommended with cau-
tion and restricted to selected rescue treatments.

The use of rifabutin is linked to several side effects,
some of which are harmful such as cytopenia or neur-
opathy. Similarly to experience in the TB setting, such
side effects match with the duration of the treatment
and the dose of the drug.8,9 In this regard, Mori et al.
showed that the 29% of patients in the 14-day and the
8.3% in the 10-day arm stopped the treatment due to
adverse events.1 In our experience,10 the combination
of a tetracycline (minocycline 100mg b.i.d) with rifabu-
tin at low dose (150mg b.i.d) given for 10 days allowed
a high per protocol eradication rate (84%) to be
achieved, similar to what was found by Mori et al.
(81.1%). Analogously, a similar side effect rate was
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observed (7.4% versus 8.3%), even if no patient
stopped therapy in our series.

Finally, the ideal combination of antibiotics with rifa-
butin should be guided by the previous treatment fail-
ures. This detail has not been reported by Mori et al.,1

even if they found that 16 strains (55%) were resistant to
amoxicillin. This value is unexpectedly high compared to
that reported worldwide.2 Despite the authors having
demonstrated that resistance to amoxicillin did not
affect the outcome of the treatment, in agreement with
current evidence,11 it could be reasonable to avoid drugs
that have been already used in previous unsuccessful
regimens. This recommendation has been recently
endorsed by the last Italian guidelines for H. pylori
management.12

In conclusion, we believe that Mori et al. have pro-
vided useful information about the good performance
of rifabutin in the treatment of multi-resistant H.
pylori,1 despite some warnings that could arise with
the diffusion of this antibiotic administration.
Therefore, the optimal patient and antibiotic associ-
ation need to be linked to several factors.
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