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Executive summary

Background
The emergence of drug resistance is a major threat to global tuberculosis (TB) care and 
control. The World Health Organization (WHO) estimates that up to half a million 
new cases of multidrug-resistant tuberculosis (MDR-TB) cases (i.e. resistant to, at least, 
rifampicin and isoniazid) occur each year globally. Current treatment regimens for 
MDR-TB are far from satisfactory: the overall duration is 20 months or more, requiring 
daily administration of drugs that are more toxic and less effective than those used to 
treat drug-susceptible TB, and have a high cost. Among MDR-TB patients started on 
treatment globally in 2009, only 48% were treated successfully, largely as a result of a 
high frequency of patient deaths (15%) and loss to follow-up (28%), which is commonly 
associated with adverse drug reactions, among other factors. In a subset of 200 
extensively drug-resistant tuberculosis (XDR-TB) patients in 14 countries, treatment 
success reached only 33% overall and 26% of the patients died. New drugs that would 
help build a better, safer, less toxic, shorter and cheaper regimen are therefore urgently 
needed to reduce patient suffering and mortality.

The landscape of TB drug development has evolved dramatically over the past ten 
years, and novel drugs are entering Phase III trials for the treatment of MDR-TB. 
Among these, a new drug, bedaquiline, has recently (December 2012) been granted 
accelerated approval by the United States Food and Drug Administration (US-FDA) 
based on Phase IIb data. Similar submissions are currently being made to other 
national regulatory authorities worldwide. WHO Member States have requested the 
organization to provide interim policy guidance on the use of bedaquiline as part of 
the treatment of MDR-TB.

It is acknowledged that developing interim guidance on the use of a new TB drug on 
the basis of Phase IIb trial data is a novel step for WHO. Issuing interim guidance 
carries with it the responsibility of ensuring that it provides specific recommendations 
on the conditions for the use of the drug that reflect the limited data currently available. 
It will also be necessary for WHO to review, revise and/or update the interim guidance 
as additional substantive data on efficacy and safety become available. Acceleration of 
Phase III trials and completion at the earliest opportunity is imperative, as is timely 
analysis of emerging operational data on the use of the drug. It should also be noted 
that, in the absence of interim guidance from WHO, uncontrolled and potentially 
irresponsible use of the drug may adversely affect TB care and control efforts overall – 
potentially prompting the emergence of bedaquiline resistance and the possible loss of 
the first new TB chemotherapeutic drug in over 40 years.
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Objectives, rationale and methods used to develop the guidance
This document provides interim guidance for the use of bedaquiline in conjunction 
with other WHO-recommended MDR-TB treatments. It also specifies the essential 
treatment and management conditions for the use of this drug. The main audiences are 
national TB control programmes (NTP), other public health agencies, and other public 
and private partners involved in planning, implementing and monitoring MDR-TB 
control activities. The principles and recommendations are also relevant for specialist 
clinicians, technical advisors, laboratory technicians, drug procurement managers, 
other service providers, other relevant government officials, and implementing partners 
involved in country-level MDR-TB service strengthening. Individuals responsible for 
programme planning, budgeting, resource mobilization, and training activities for 
MDR-TB diagnostic services may also benefit from this guidance.

An Expert Group (EG) was convened by the WHO/Stop TB Department in Geneva, 
Switzerland from 29th to 30th January 2013 to assess all available data on bedaquiline, 
and with a view to issuing interim policy recommendations on its use, as appropriate. 
Since efficacy and safety data available for this drug, used for the treatment of MDR-TB, 
are results from Phase IIb studies only (i.e. not Phase III trials), the potential guidance 
could only be provisional, until further clinical trial and safety data are available.

The overall objective of the EG meeting was to evaluate the added benefit of bedaquiline 
for the treatment of MDR-TB and, if appropriate, to provide recommendations to 
WHO for interim guidance to countries on its use in conjunction with other second-
line drugs used in MDR-TB treatment.

The specific objectives were:

(1) To evaluate the efficacy and safety of bedaquiline in addition to currently WHO-
recommended MDR-TB treatments.

(2) To evaluate the balance between harms and benefits of the drug, its potential cost-
effectiveness, patient and provider preferences and concerns, and the feasibility of 
introducing the drug into MDR-TB programmes.

(3) To provide, as appropriate, recommendations on the use of the drug as part of 
WHO-recommended MDR-TB treatment regimens, including attention to 
concerns/constraints relevant to the potential use of a new drug for which Phase III 
clinical trial data are not yet available.

The EG consisted of researchers, epidemiologists, end-users (clinicians and NTP 
officers), community representatives and experts in evidence synthesis. Declarations of 
Interest were managed according to WHO rules.

Publicly available data on the pre-clinical and clinical development of the drug were 
reviewed to assess efficacy, safety and tolerability of the drug, and complemented 
by modelling work to assess the potential cost-effectiveness of programmatic 
implementation. Issues to be addressed in future research were also discussed. In 
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