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New WHO treatment recommendations for multidrug-resistant tuberculosis: Are we well

enough prepared?
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To the Editor:

The World Health Organization (WHO) recently announced extensively revised treatment
recommendations for multidrug-resistant tuberculosis (MDR-TB)'. Bedaquiline (Bdq) is now
categorized as a group A drug together with later generation fluoroquinolones and linezolid to
be comprised in any MDR-TB regimen unless drug resistance is observed. Resistance to Bdq
has been reported in up to 6% of Bdg-naive patients.2 In addition, acquired resistance to Bdq
has been described in 2015 for the first time.3

Recently, we observed two new cases of acquired resistance to Bdq in a 26-year old male
from Armenia and in a 28-year old female from Russia suffering from pre-extensively and
extensively drug-resistant TB, respectively. Empirical drug-regimens including Bdq were
adjusted informed by second-line drug-susceptibility testing (DST) results upon referral to our
specialized clinic. Increased Bdg MIC values with bacterial growth at or above the critical
concentration of 1.0 mg/L were observed in follow-up isolates from both patients despite
individualized therapy in accordance with current guidelines in a specialized, multidisciplinary
setting.

We acknowledge that Bdq is the only drug for treatment of MDR-TB with proven efficacy
demonstrated in randomized controlled trials.* However, endorsing Bdq as core drug for the
treatment of all MDR-TB patients will increase the risk for acquired resistance and transmission
of Bdg-resistant strains. This risk needs to be mitigated by routine DST of Bdq and all its
companion drugs. Recently, Cox and Mizrahi pointed out that 22% of the globally 6.3 million
people with newly diagnosed TB in 2016 did not even have access to rifampin DST.5 Currently,
Bdq DST is restricted to a small number of reference laboratories. Furthermore, there are no
commercially available molecular tests for rapid genotypic DST of Bdq or the prioritized
companion drugs clofazimine, linezolid, and cycloserine proposed to support Bdg and the
fluoroquinolones in a standard combination regimen for MDR-TB. In the light of the new WHO
recommendations, global capacities to perform DST of the prioritized drugs need to be scaled-

up as a matter of urgency.
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