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Is adding fluoroquinolones to regimens
for treating isoniazid-resistant
tuberculosis necessary?
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In patients with isoniazid-resistant tuberculosis, administering fluorochinolones may not be required
if the duration of (H)RZE treatment is long enough (12 months), even with relatively short durations
of Z in the initiation phase http://bit.ly/2NjsCEQ
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Resistance against first-line drugs for treating tuberculosis (TB) continues to be a major public health
challenge that hampers the World Health Organization (WHO)’s End TB strategy [1]. The End TB
strategy aims to reduce TB deaths by 95% and new TB cases by 90% between 2015 and 2035. In 2017, the
WHO recorded 558000 cases (range 483000-639000) of TB not treatable with rifampicin, the most
effective first-line anti-TB drug. Of these, 82% cases were of multidrug-resistant TB (MDR-TB) [2].

Worldwide, however, the most common form of drug-resistant TB is isoniazid-resistant, rifampicin-
susceptible tuberculosis. In 1998, the WHO published the results of a global survey of drug-resistant TB,
performed in 35 countries or regions on five continents between 1994 and 1997 [3]. At that time,
isoniazid mono-resistance had a prevalence of 7.3%. According to the most recent best estimates from 149
countries over the period 2003-2017 [2], isoniazid resistance without concurrent rifampicin resistance is
still present in 7.1% (95% CI 6.2-8.0%) of new TB cases and in 7.9% (95% CI 5.9-10%) of previously
treated TB patients. The distribution of isoniazid resistance may vary substantially by country, but it is
particularly concentrated in the countries of the former Soviet Union, where the global figures have more
than doubled to 16.1% of TB cases [4].

The treatment of isoniazid-resistant TB, not only that of MDR-TB, requires particular attention: as pointed
out in a meta-analysis by MEenzies et al. [5] drawing from 57 randomised controlled trials, the incidence
rates of treatment failure associated with isoniazid resistance are 10.9 times higher, the relapse rates 1.8 fold
higher and rates of acquired drug resistance 5.1 times higher than in cases of fully susceptible TB.

In response to the overall growing problem of drug-resistant TB, the WHO issued consolidated guidelines
of which one, dealing with the current evidence for the treatment of isoniazid resistance, was published
in 2018 [6]. The reviewers could not trace cohort or randomised controlled trials that included
fluoroquinolones as part of standardised TB regimens designed primarily for isoniazid (H)-resistant TB, so
the datasets of only 251 patients in 15 observational studies who received a fluoroquinolone (Fq) for at
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least 1 month in addition to at least 6 months of rifampicin (R), ethambutol (E) and pyrazinamide (Z)
could be included and compared to 1350 patients without fluoroquinolone. Propensity score matching was
performed, and the 251 patients receiving fluoroquinolone had significantly higher odds of treatment
success (adjusted odds ratio (aOR) 2.8, 95% CI 1.1-7.3) than patient who did not. No difference, however,
was found between the two groups with respect to mortality (aOR 0.7, 95% CI 0.4-1.19). The median
duration of use of fluoroquinolones in >6 months (H)REZFq regimens was 6.1 months (interquartile
range 3.5-8.4 months); of rifampicin 9.0 months (7.2-11.1 months); of ethambutol 9.0 months (7.3-11.1
months); and of pyrazinamide 8.9 months (6.8-10.7 months).

Based on those data, which were later included in a meta-analysis published in the Lancet Respiratory
Medicine [7], the use of a fluoroquinolone, restricted to levofloxacin (Lfx), in patients with
isoniazid-resistant TB was recommended; specifically, a dose of 750-1000 mg in a REZ regimen (with or
without isoniazid) for at least 6 months. However, as the overall quality of the studies according to the
GRADE methodology was rated as low to very low for all regimens, these recommendations were classified
as “conditional”.

Indeed, while current evidence for treating isoniazid resistance appears to be insufficient, the existing
guidelines on the topic in the USA and Europe are remarkably divergent: the 2003 recommendations of
the American Thoracic Society propose a 6-month regimen of RZE, with fluoroquinolone added only in
extensive disease [8]. For the UK, the guidelines of the National Institute for Health and Care Excellence
recommends a 9-month regimen of 2 months RZE, followed by 7 months of RE. They further recommend
considering extending treatment to 10 months in cases of extensive TB disease [9]. Whereas the Swiss
guidelines refer to the conditional WHO recommendations [10], the German guidelines recommend a
brief (2-month) treatment that includes Z(RZEFq) to be followed by REFq for a further 4-7 months [11].

It is in this context that the work of Stacc et al. [12] in this issue of the European Respiratory Journal
should be viewed. They describe a retrospective cohort study of 626 notified cases of isoniazid-resistant TB
in patients treated in 30 hospitals in London, UK, between 2009 and 2013. In their paper, the authors
present the results of 594 individuals of whom 330 (55.6%) were treated with (H)RfZE (Rf refers to
rifamycins) and 211 (35.5%) with (H)RfZE-Fq. The median overall treatment period was 11.9 months and
median pyrazinamide treatment duration 2.1 months. In a univariable logistic regression model comparing
a (H)RfZE-strategy with and without fluoroquinolone, predominately moxifloxacin, there was no difference
between the two regimens in the odds of a negative overall outcome (OR 1.05, 95% CI 0.60-1.82). The
non-significance figure did not change in the final multivariable logistic regression model, which included
only 435 patients, and yielded an adjusted odds ratio of 0.99 (95% CI 0.53-1.85).

What can we learn from this study? The findings of STAGG et al. [12] demonstrate that, if the duration of
(H)RZE treatment is long enough (12 months), a fluoroquinolone may not be required, even with
relatively short durations (median 2 months in the initiation phase) of pyrazinamide. Apparently that
treatment was powerful enough to overcome the effect of resistance mutations in the patients’ TB strains.
The composite, however, could not be fully evaluated. Whole genome sequencing (WGS), which did not
become routine in the UK until 2012-2013, makes it possible to characterise the highly variable collection
of gene mutations that lead to resistance. WGS data was available to StaGé et al. [12] for only 161 of the
626 (25.7%) of the cases they studied, i.e. those from the end of the collection period.

As the >6(H)RZE-6Lfx option entails a long period of waiting (minimum of 1.5 or up to 3 months) for
the results of phenotypical drug susceptibility testing, its “6-month” characterisation is misleading. The
regimen, in fact, requires a minimum of 7.5 or up to 9 months, because the 6-month treatment with a
fluoroquinolone can start only when the drug susceptibility data is received. Hence the 12-month (H)RZE
treatment should not be considered to take twice as long as the WHO-recommended treatment, but rather
3-4.5 months longer. This of course could change in some high-resource settings, if WGS replaces
phenotypic drug susceptibility testing.

The study is limited by the fact that it is a retrospective cohort study, not a randomised controlled trial, and
may therefore have been subject to selection bias and imperfect information on drug intake. The authors
suggest that the 12-month regimen without administering a fluoroquinolone may result in fewer adverse
events than experienced under the WHO recommendations, but they do not report the type and frequency
of events occurring in their cohort of patients. Therefore, a translation of adverse events into cost figures for
the purpose of a cost-benefit comparison of the two regimens remains reserved for future trials.

In any case, the study by StacG et al. [12] provides very useful assistance for treating those patients who
have contraindications for treatment with fluoroquinolone, especially for patients with kidney disease or
mental illness. Also, fluoroquinolone interaction is known to place older persons on long-standing
glucocorticoid therapy at higher risk of tendon damage [13]. Additional data from randomised trials to
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better characterise the benefit-harm profile of fluoroquinolone is desirable in the long term. A large phase
two trial in which moxifloxacin was substituted for isoniazid in the induction phase of chemotherapy
provided evidence that such a regimen (FqRZE) results in equivalent 2-month culture conversion rates as
HRZE [14]. Whether this would translate into equal effectiveness of a full 6-month fluoroquinolone-
containing regimen remains to be tested. In the meantime, the findings of StacG et al. [12] are very
welcome at present for enhancement of the current guidelines of treating drug-resistant TB.
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