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ABSTRACT  Antimicrobial resistance is a major global concern. Tuberculosis (TB) strains resistant to
rifampicin and other TB medicines challenge patient survival and public health. The World Health
Organization (WHO) has published treatment guidelines for drug-resistant TB since 1997 and last
updated them in 2016 based on reviews of aggregated and individual patient data from published and
unpublished studies. An international expert panel formulated recommendations following the GRADE
approach. The new WHO guidelines recommend a standardised 9-12 months shorter treatment regimen
as first choice in patients with multidrug- or rifampicin-resistant TB (MDR/RR-TB) strains not resistant to
fluoroquinolones or second-line injectable agents; resistance to these two classes of core second-line
medicines is rapidly detectable with molecular diagnostics also approved by WHO in 2016. The
composition of longer regimens for patients ineligible for the shorter regimen was modified. A first-ever
meta-analysis of individual paediatric patient data allowed treatment recommendations for childhood
MDR/RR-TB to be made. Delamanid is now also recommended in patients aged 6-17 years. Partial lung
resection is a recommended option in MDR/RR-TB care. The 2016 revision highlighted the continued
shortage of high-quality evidence and implementation research, and reiterated the need for clinical trials
and best-practice studies to improve MDR/RR-TB patient treatment outcomes and strengthen policy.
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Introduction

Antimicrobial resistance has become a topical health and security concern for countries worldwide [1]. In the
course of the last 20 years it has become increasingly clear that global efforts to end tuberculosis (TB) will
continue to face a major challenge with the widespread dissemination of TB strains that are resistant to
medicines used in its treatment [2, 3]. Unlike the large majority of TB patients worldwide who can expect a
relapse-free cure with a 6-month course of first-line medication [4], patients with rifampicin-resistant TB
(RR-TB), commonly combined with isoniazid resistance (multidrug-resistant TB (MDR-TB)), require treatment
regimens which are longer, less effective and less accessible than first-line regimens, but more costly, toxic and
complicated to deliver. Most second-line MDR-TB regimens in recent decades were designed to last >20 months
[5], presenting a formidable challenge to health service providers to ensure patient adherence and cure rates.

The World Health Organization (WHO) estimates that 3.9% (95% CI 2.7-5.1%) of previously untreated
and 21% (95% CI 15-28%) of previously treated TB cases occurring worldwide in 2015 had MDR/RR-TB
[6]. Each year about 580000 (range 520000-640000) new MDR/RR-TB cases emerge among new and
retreated TB patients, and cause about 250000 (range 160000-340000) deaths. Globally, 51% (95% CI
30-70%) of MDR-TB patients have strains with additional resistance to fluoroquinolones or second-line
injectable agents, critical agents of any second-line MDR-TB treatment regimen, while 9.5% (95% CI
7.0-12%) are resistant to both of these classes of medicines (extensively drug-resistant TB (XDR-TB)) [6].

Although countries have been placing more patients on MDR/RR-TB treatment over the last years, only
about 125000 patients of the approximately 580000 new cases were reported to have been started on
second-line TB treatment regimens globally in 2015 [6]. Little is known about the quality of care that
these patients, as well as many others who are not reported, received. However, in recent years, national
TB programmes reported that only about a half of patients with MDR/RR-TB and a fourth of those with
XDR-TB had a successful treatment outcome [6].

A number of hurdles stand in the way of mounting an effective global response to drug-resistant TB [7].
A recent survey of TB diagnostic and treatment practices in 24 countries identified suboptimal implementation
of policies which have an important bearing on drug-resistant TB care and prevention, including the use of
rapid diagnostics, the roll-out of effective treatment regimens for both drug-susceptible and MDR-TB, and
regulatory frameworks (e.g. updating essential medicines lists) [8]. Insufficient political will to fund health
systems adequately and the shortage of skilled health workers to diagnose and manage drug-resistant TB are
likely to contribute to these bottlenecks [9]. The adoption of effective second-line TB treatment regimens must
include appropriate patient support as part of a comprehensive long-term solution [10].

Guidance on TB treatment forms part of WHO’s core mandate to support national TB programmes in
broadening access to care, within the larger set of objectives established by the End TB Strategy for the
post-2015 setting [11, 12]. Since 1997, the Global TB Programme of WHO (WHO/GTB) has regularly issued
guidelines and implementation manuals for the diagnosis and treatment of drug-resistant TB [5, 13-28].
Here, we describe the latest update in WHO policies on the treatment of drug-resistant TB and discuss the
implications of the changes for implementers in the coming years.

Material and methods

Preparation for the guidelines revision

Since 2011, WHO guidelines for the treatment of drug-resistant TB have been developed following the
GRADE approach (Grading of Recommendations Assessment, Development and Evaluation; www.
gradeworkinggroup.org), in line with the WHO’s requirements for evidence review and policy development
[29, 30]. GRADE defines a logical sequence of steps to develop evidence-based clinical and policy guidance.
The process starts with a scoping of priority policy issues, the translation of these priorities into structured
questions, and a systematic search, review and quality assessment of the evidence for the questions (table 1).
Independent experts formulate the guideline recommendations informed by evidence summaries and
considerations such as feasibility, values and preference and equity [31, 32].

The update of the 2016 guidelines started in late 2014 with a prioritisation of the policy and practice areas
for update. WHO invited an international team of experts with a broad technical knowledge base to form
part of a Guideline Development Group (GDG). The GDG membership represented an extensive
cross-section of geographic settings and health systems, future users of the guidelines as well as affected
persons (including a patient). A second group composed of national TB programme staff, clinicians and
public health experts was appointed to serve in a peer-review capacity (External Review Group (ERQG)).
Ahead of their appointments to serve in these groups, the experts completed a declaration of interest,
which guided their inclusion in the GDG and ERG and/or their participation in specific topics during the
guideline development [25]. A number of online webinars were held with both the GDG and the ERG
before the physical guidelines meeting held in Geneva, Switzerland on November 9-11, 2015.
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TABLE 1 Certainty of the evidence and definitions

Certainty of the Definition
evidence
High (0®®®) Further research is very unlikely to change our confidence in the estimate of effect
Moderate (®DDO) Further research is likely to have an important impact on our confidence in the
effect and may change the estimate
Low (@600 Further research is very likely to have an important impact on our confidence in the

estimate of effect and is likely to change the estimate
Very low (©@0O00) Any estimate of effect is very uncertain

Setting the scope of the updated guidelines

The scope of the 2016 guidelines update covered the following areas: 1) the optimal combination of
medicines and approach towards regimen design for TB patients (both adults and children) with RR-TB,
MDR-TB, XDR-TB and isoniazid-resistant TB, as well as for patients with Mycobacterium bovis disease; 2)
the effectiveness and safety of standardised regimens lasting up to 12 months for the treatment of patients
with MDR-TB (“shorter regimens”) when compared with longer conventional treatment; 3) the effect of
time to start of treatment on drug-resistant TB patient outcomes; and 4) the effect of surgical
interventions on treatment outcomes for patients with drug-resistant TB.

The scope of the May 2016 update of the guidelines excluded aspects of the programmatic management of
drug-resistant TB for which no substantive new evidence had emerged since the 2011 revision of WHO policy
guidance on drug-resistant TB, i.e. the testing for rifampicin resistance, the monitoring of treatment response,
the duration of conventional regimens, the start of antiretroviral therapy in MDR-TB patients with HIV
infection and models of care. New data on bedaquiline and delamanid use within longer regimens were
reviewed by a separate GDG process from June 2016, subsequent to the release of the treatment guidelines in
May 2016 [27, 33].

The guideline scope was expressed in four structured questions using the GRADE-recommended PICO
format (Population, Intervention, Comparator to the intervention and Outcomes) (supplementary table
S1) [30]. All relevant outcomes for these questions were scored in the critical range by the GDG members
(table 2). For the purposes of the review, a serious adverse event was classified as either Grade 3 (severe)
or Grade 4 (life-threatening or disabling), or which led to the medicine being stopped permanently.

Review of evidence

Expert reviewers were commissioned by WHO from academic centres to assess the evidence for the PICO
questions through systematic literature reviews following a standard methodology [34] (see Acknowledgements).
Titles, abstracts and the full text of potentially relevant literature were screened using key subject words and text
words. Authors in the field and members of the GDG were contacted to identify missing studies or studies in
progress. In addition to aggregated data, individual patient-level data (IPD) were collected and analysed to
inform the recommendations on the shorter MDR-TB regimen, longer regimens in children and adults [16],

TABLE 2 What are the most important outcomes to consider when making decisions on the
treatment of drug-resistant tuberculosis (TB)?

Outcomes Mean score
Adherence to TB treatment (treatment interruption due to nonadherence) 6.8
Avoiding adverse reactions from TB drugs 7.0
Avoiding the acquisition or amplification of drug resistance 7.9
Cure or successful completion by end of treatment 9.0
Culture conversion by month 6 7.4
Death (survival) by the end of projected treatment 8.1
Treatment failure 8.7
Relapse 7.7

Members of the Guideline Development Group scored TB outcomes according to their relative priority
when making decisions on drug-resistant TB treatment. They were asked to take a societal perspective in
rating the outcomes. 1-3 points: not important for making recommendations on drug-resistant TB
treatment; 4-6 points: important but not critical for making recommendations on drug-resistant TB
treatment; 7-9 points: critical for making recommendations on drug-resistant TB treatment.
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and the use of surgery [17]. Supplementary table S2 summarises the evidence reviews done for each
PICO question.

Estimates of effect were calculated from the pooled data of studies included. Where possible, adjustments
were made to reduce confounding and other bias. GRADE evidence profiles, based on the results of
systematic reviews, were prepared for each question using the GRADEpro online application
(www.gradepro.org). The quality of evidence was assessed using the following criteria: study design,
limitations in the studies (risk of bias), imprecision, inconsistency, indirectness, publication bias,
magnitude of effect, dose-effect relations and residual confounding. GRADE evidence profiles were
discussed by the GDG before formulating the recommendations. The group used the “Evidence to
Decision” tables via the GRADEpro interface to capture the content of the discussions, annotate the
different considerations, develop the wording and strength of the recommendations, and add the remarks
that accompany each recommendation [25]. Apart from the quality of evidence, the strength of a
recommendation was also determined by assessing the balance between desirable and undesirable effects,
values and preferences, considerations on equity, resource use and feasibility. The GDG gave particular
importance to the following guiding principles: 1) the promotion of universal access to MDR-TB care and
equity in low-resource settings, 2) prevention of death and transmission of drug-resistant TB through early
diagnosis, 3) avoidance of harm by ascertaining resistance patterns before starting treatment and active
monitoring for and management of drug-related toxicity during treatment [35], and 4) provision of care
in a setting acceptable to the patient.

Results

Evidence reviews

Shorter MDR-TB regimen

Evidence used to assess shorter MDR-TB regimens was derived from observational studies in 10 countries
[36]. The analysis included IPD from Bangladesh (n=493) [37], Swaziland (n=24) and Uzbekistan (n=65),
as well as aggregated from seven sub-Saharan African countries (n=408; Benin, Burkina Faso, Burundi,
Cameroon, Central African Republic, Democratic Republic of the Congo and Niger) [38]. Additional
aggregated data from Cameroon (n=150) [39] and Niger (n=65) [40] were also used. The outcomes of
patients on shorter regimens were compared with those of 7665 MDR-TB patients treated with
“conventional” longer regimens who had not been previously exposed to second-line TB medicines (IPD
were available for these patients) [41]. In these analyses, previously untreated patients receiving the shorter
MDR-TB treatment regimens had a higher likelihood of treatment success than those who received longer
regimens: 84% (95% CI 79-87%) versus 62% (95% CI 53-70%) when compared with treatment failure/
relapse/death/loss to follow-up. Relapses following the shorter regimens were rare, although this may be
due to the relatively small number of patients and the limited duration of follow-up after completing
treatment. Interim findings from the multicentre study in Francophone African countries used in this
analysis did not detect any relapse among 39% of patients followed up 12-18 months after treatment
termination, most of whom were also confirmed to have a negative culture. Treatment success was lower
among the small number of patients with additional resistance to pyrazinamide and/or fluoroquinolones
on shorter MDR-TB regimens, even if in general it remained higher than in patients on longer regimens.
Adverse event reporting (classification, completeness) differed between the cohorts. Hyperglycaemia was
reported from two out of three sites which used high-dose gatifloxacin (<10% of patients exposed [40,
42]). Hearing loss was the most common, potentially serious adverse event and was detected in 43% of
patients assessed in Cameroon, half of whom experienced a substantial impairment [39].

Longer MDR-TB regimen (adults]

With the exception of three randomised controlled trials (RCTs) for clofazimine and linezolid [43-45], the
evidence used to assess the effects of individual medicines on the outcomes of adult patients on longer
MDR-TB regimens originated from observational studies. Meta-analysis were conducted on two datasets:
1) an IPD dataset compiled from studies of 9153 patients treated between the early 1980s and 2009 [41],
and 2) a study-level aggregated dataset for over 17000 MDR-TB and XDR-TB patients in 74 studies
published between January 2009 and August 2015 (Bastos M, LaN Z, MEeNzigs R, personal communication).
Subjects included in the latter analysis had similar treatment success rates to those in the IPD (60% in
MDR-TB and 26% in XDR-TB) and the frequency of serious adverse events ranged from 0.5% to 12.2%.
For serious adverse events, reference was also made to another recent review on the safety of certain
second-line TB medicines [46]. There was important variation across studies in the way adverse events were
elicited (passive versus active), the completeness of their reporting, and the criteria and methods used to
assign severity, seriousness and organ class coding. In the case of high-dose isoniazid, the effects from the
paediatric IPD meta-analysis were applied to adults.

https://doi.org/10.1183/13993003.02308-2016 4
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Longer MDR-TB regimen [children]

The evidence used to assess longer MDR-TB regimens in children was derived from published and
unpublished data of observational studies collected until September 30, 2014. 27 eligible studies provided
IPD, allowing the pooling of records from 974 cases (36 children with XDR-TB were excluded from further
analysis). The overall treatment success was 80%, with 9% deaths and 10% lost to follow-up. The analyses
for the determinants of treatment success were undertaken separately for children who had bacteriologically
confirmed MDR-TB (n=701; 9% with strains resistant to a fluoroquinolone or a second-line injectable
agent) and those who were only clinically diagnosed with MDR-TB (n=237). Children without
malnutrition, not showing advanced disease on chest radiography, without severe forms of extrapulmonary
disease or HIV-negative were considered to have milder forms of disease. Severe forms of disease were
associated with bacteriologically confirmed MDR-TB. When data on the use of older MDR-TB medicines
in children were inconclusive or unavailable, evidence from adults was extrapolated to children.

Surgery

Evidence for the effectiveness of different forms of elective pulmonary surgery in MDR-TB patients was
derived from an IPD meta-analysis of 26 cohorts, as well as a systematic review and study-level meta-analysis
[47, 48]. Two sets of analyses were undertaken: for partial pulmonary resection and for radical
pneumonectomy. The study-level meta-analysis that examined all forms of surgery together reported that
patients who received surgery were more likely to complete their treatment successfully. However, the IPD
meta-analysis showed that patients who underwent partial lung resection had a higher likelihood of treatment
success than those who did not undergo surgery (odds ratio (OR) 3.5, 95% CI 1.5-8.1), which was not the
case in patients who had a radical pneumonectomy. The risk of death in the IPD did not differ between
patients who underwent partial lung resection and those who received medical treatment only (OR 0.6, 95%
CI 0.2-2.2). However, these outcomes could be biased because the risk of death could have been much higher
among patients in whom surgery was prescribed had they not been operated upon. There were not enough
data on adverse events, surgical complications or long-term sequelae to allow a meaningful analysis.
Treatment success in XDR-TB patients was lower when patients underwent surgery compared with patients
who did not (OR 0.4, 95% CI 0.2-0.9), an effect that is likely to be biased by accompanying factors which
predisposed to poor outcomes in patients who underwent surgery and which could not be adjusted for.

Other

The two reviews on the treatment of isoniazid-resistant TB and on the time to start of MDR-TB treatment
could not trace evidence to address the guideline questions [49]. There were very few published studies on
the treatment of Mycobacterium bovis and the regimens used differed substantially, precluding any attempt
at formulating recommendations for clinical use. A separate review of newly available data on the use of
bedaquiline was undertaken following the release of the updated drug-resistant TB treatment guidelines in
May 2016 [33]. Similarly, a review of data on the use of delamanid in the treatment of MDR-TB in children
aged 6-17 years informed a new recommendation issued in October 2016 (see also remarks underneath
Recommendation 4 below) [27].

Regrouping, recommendations and remarks

The grouping of medicines used for the treatment of MDR/RR-TB and XDR-TB was revised on the basis
of the GDG discussions of the updated evidence reviews for effectiveness and safety (table 3). The
medicines making up the “core” second-line components of a longer MDR-TB regimen are now classified
in four groups (A, B, C and D). Group D is divided into three subgroups, i.e. first-line anti-TB medicines
(D1), bedaquiline and delamanid (D2), and other agents of uncertain role in MDR-TB treatment (D3).
WHO considers that currently only the medicines in these four groups are relevant to MDR-TB treatment
regimens under programmatic conditions.

The certainty in the evidence reviewed to address the PICO questions was rated as very low and all five
recommendations proposed by the GDG were graded as conditional.

Eligibility for MDR-TB regimen

1) Any patient (child or adult) with RR-TB in whom isoniazid resistance is absent or unknown may
be treated with a recommended MDR-TB regimen, either a shorter MDR-TB regimen, or if this
cannot be used, a longer MDR-TB regimen to which isoniazid is added.

Remarks: This applies to patients with rifampicin monoresistance or non-MDR-TB polyresistance. It
implies that TB patients with strains found to be rifampicin resistant when tested with Xpert MTB/RIF,
line probe assay (LPA) or conventional diagnostics need to start a recommended MDR-TB treatment
regimen irrespective of whether isoniazid resistance is undetermined or confirmed. This recommendation
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TABLE 3 General steps in designing the composition of a longer multidrug-resistant
tuberculosis (MDR-TB) regimen®

Step Medicines
Grouping Options
1. Add one later-generation fluoroquinolone Al Levofloxacin (Lfx)

Moxifloxacin (Mfx)
Gatifloxacin (Gfx)
2. Add one second-line injectable agent B Amikacin (Am)
Capreomycin (Cm)
Kanamycin (Km)
(Streptomycin) (S)*
3. Add two or more second-line agents ct Ethionamide/prothionamide (Eto/Pto)
Cycloserine/terizidone (Cs/Trd)
Linezolid (Lzd)
Clofazimine (Cfz)

4. Add pyrazinamide and any other first-line agent D1 Pyrazinamide (Z)
(if they can help strengthen the regimen) Ethambutol (E)
High-dose isoniazid (H")
5. Add bedaquiline or delamanid D2 Bedaquiline (Bdg)®
Delamanid (Dlm)$
6. Add any of these agents [if the regimen cannot D3 p-aminosalicylic acid (PAS)
be composed otherwise) Imipenem-cilastatin (Ipm-Cln)’

Meropenem (Mpm)f
Amoxicillin-clavulanate (Amx-Clv)f
(Thioacetazone) (T)##

#. this stepwise approach guides the design of longer individualised regimens for patients who are not
eligible for the World Health Organization-recommended shorter regimen (the composition of the shorter
MDR-TB regimen is standardised] (see main text]. The aim is to combine at least five effective agents in
the intensive phase; more medicines may be included if they can safely increase the chances of cure. The
choice of a medicine is based on the likelihood of its effectiveness, on reliable information on drug
resistance and on the balance of expected benefits to risk. For instance, in case of nephrotoxicity or
hearing loss, an injectable agent may be omitted and additional agents from Group C or D2 included.
1 medicines in Groups A and C are shown in decreasing order of preference for use (subject to other
considerations). *: streptomycin may substitute other injectable agents when the other three cannot be
used; resistance to streptomycin alone does not qualify for the definition of extensively drug-resistant TB
[50]. 8: bedaquiline or delamanid may be added to the longer regimen to replace another second-line
agent or to strengthen it in accordance with the interim policies [20, 21, 27]. f. carbapenems and
clavulanate are used together; clavulanate is only available in formulations combined with amoxicillin.
##. HIV status must be tested and confirmed to be negative before thioacetazone is started.

thus supersedes previous advice on the treatment of such cases, such as the replacement of rifampicin with
a fluoroquinolone in a first-line TB regimen.

Shorter MDR-TB regimen

2) In patients with MDR/RR-TB who were not previously treated with second-line drugs and in whom
resistance to fluoroquinolones and second-line injectable agents was excluded or is considered highly
unlikely, a shorter MDR-TB regimen of 9-12 months may be used instead of the longer regimens.

Remarks: The shorter MDR-TB regimen is the treatment option of first choice for MDR/RR-TB patients,
subject to eligibility. Figure 1 summarises the main factors to consider when deciding. The regimen may be
used in children and in patients on antiretroviral agents, but it is not indicated if strains have (or are highly
likely to have) resistance to medicines in the regimen (except isoniazid). All efforts should be made to
exclude resistance to fluoroquinolones and to injectable agents in the regimen before starting treatment,
preferably by using in vitro testing with molecular or phenotypic methods. Implementing this
recommendation is facilitated by WHO’s concurrent endorsement in May 2016 of LPA tests to detect
resistance to fluoroquinolones and second-line injectable agents [28]. Experience with the use of the shorter
MDR-TB regimen remains limited. It is not indicated in pregnancy (the aminoglycosides and thiamides
may be replaced with other medicines in a longer regimen) nor in patients with extrapulmonary forms of
disease. The composition and duration of the regimen are fairly standardised and changes are only
permissible within the limits of the modifications made in the studies [51]. Programmes are expected to
implement a schedule for regular patient monitoring for the whole duration of treatment and also to
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Confirmed susceptibility to or presumed effectiveness of all medicines in the shorter MDR-TB
regimen (isoniazid-resistance excepted)

No exposure to a second-line medicine in the shorter MDR-TB regimen for >1 month

No intolerance to any medicine in the shorter MDR-TB regimen and no risk of toxicity (e.g. drug-drug
interactions)

Pregnancy excluded

Only pulmonary disease

All medicines in the shorter MDR-TB regimen available to the programme

YES NO

v v

Failing regimen, drug intolerance,
return after interruption >2 months,
Shorter MDR-TB emergence of an exclusion criterion

regimen

Longer
(individualised)
> MDR-TB regimen

FIGURE 1 Choosing the treatment regimen in patients with confirmed multidrug- and rifampicin-resistant TB
(MDR/RR-TB).

control for relapse following the end of treatment (e.g. [52]). There are no data on the use of bedaquiline or
delamanid with a shorter MDR-TB regimen and therefore no recommendation can be made in this respect.

Longer MDR-TB regimens

3) In patients with MDR/RR-TB, a regimen with at least five effective TB medicines during the intensive
phase may be used, including pyrazinamide and four second-line TB medicines: one chosen from Group
A, one from Group B and at least two from Group C (see table 3 for the composition of these medicine
groups). If the minimum number of effective TB medicines cannot be composed as given above, an
agent from Group D2 and other agents from Group D3 may be added.

4) In patients with MDR/RR-TB the regimen may be further strengthened with high-dose isoniazid
and/or ethambutol.

Remarks: In patients who are not eligible for a shorter MDR-TB regimen, a longer MDR-TB regimen is
prescribed. The principles for designing a longer MDR-TB regimen remain largely unchanged from those
of previous guidance, with the overall goal of having at least four effective second-line medicines and
pyrazinamide in the intensive phase [5, 23]. The main change has been in the option to include
clofazimine and linezolid in the place of p-aminosalicylic acid as Group C second-line agents. Ofloxacin is
no longer recommended as a fluoroquinolone, while streptomycin may be used if none of the other three
injectable agents can be employed. The Group D agents are added to strengthen the regimen or to replace
other agents that cannot be used for reasons such as intolerance or drug resistance. The decision to exceed
the minimum number of medicines in the regimen (such as the addition of the isoniazid and ethambutol)
needs to balance any additional benefit to the risk of incremental harm or interruption as the pill-burden
increases. Children with mild disease may be treated without injectable agents. The new data on
delamanid led WHO to update its policy on the use of delamanid, which may now also be added to longer
MDR-TB regimens for patients aged 6-17 years, under the same conditions as in the interim policy for
use of delamanid in adults [18, 24]. However, new data reviewed on bedaquiline led to no change in policy
and this medicine remains indicated only in adults [23]. The medications in Group D3 are only used as a
last resort. Clarithromycin and other macrolides are not recommended for MDR-TB treatment anymore.

5) In patients with MDR/RR-TB, elective partial lung resection (lobectomy or wedge resection) may be
used alongside a recommended MDR-TB regimen.

Remarks: The recommendation is narrow in scope and has no bearing on other possible surgical
interventions in TB (e.g. emergency operations or extrathoracic procedures). Patients undergoing more
radical pneumonectomy were not observed to have better outcomes than those who did not undergo surgery.
The analysis could not provide a refined differentiation of the type of patient who would benefit most from
the intervention or the type of intervention that would be most advantageous. The benefits of surgery are
likely to depend on the patient subgroups. The effect is expected to be moderate in the average patient
considered appropriate for surgery. Despite the unknown magnitude of perioperative complications it was
considered that there is an overall net benefit from surgery. Surgery is only to be considered after careful
selection of candidates and when there is access to good surgical facilities with experienced surgeons.
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Other comments

Although the lack of data on the effect of delaying MDR-TB treatment precluded a GRADE
recommendation, the GDG agreed that a “good practice statement” was in order and that appropriate
therapy needs to be started as early as possible when MDR/RR-TB is diagnosed or strongly suspected.

The 2011 recommendations regarding the testing of TB patients for MDR/RR-TB, the monitoring of
treatment response, the duration of longer regimens, the delay in starting antiretroviral therapy in
MDR-TB patients with HIV infection and models of care thus continue to apply until future evidence
reviews indicate a need for their revision (supplementary table S3) [5, 53].

Discussion

The 2016 revisions to the WHO treatment guidelines for drug-resistant TB signal important changes in
policy (table 4). A major departure from the previous “convention” is the possibility to treat many MDR/
RR-TB patients with a 9- to 12-month regimen as an initial option, cutting down the length of treatment
by a half or more. In contrast to the individualised longer regimens, the shorter regimen has a more
standardised composition which also facilitates logistics and administration. The 2016 revisions have an
important impact upon the composition of longer MDR-TB regimens and their application. Importantly
for children, there are now options to use delamanid in patients aged 6-17 years and also to avoid
injectable agents in mild forms of disease. Finally, an evidence-informed recommendation also recognises
the role of partial lung resection surgery in MDR-TB care.

While the shorter MDR-TB regimen has now become the first choice for eligible MDR/RR-TB patients, its
application in any given setting will depend primarily upon the prevalence of resistance additional to
MDR-TB. Once programmes implement the recommended treatment regimen algorithm (figure 1), the
proportion of patients on longer regimens who will have additional resistance will be larger than before;

TABLE 4 Summary of changes made by the 2016 updates to previous World Health
Organization (WHO) policy on the treatment of drug-resistant tuberculosis (TB]

The priority questions which were covered by the May 2016 update of the WHO treatment guidelines for
drug-resistant TB related to the composition of treatment regimens for multidrug- and
rifampicin-resistant TB (MDR/RR-TBJ; the effectiveness and safety of shorter MDR-TB regimens; the
role of elective surgery in MDR-TB management; the treatment of isoniazid-resistant and Mycobacterium
bovis tuberculosis; and the impact of delays in starting treatment. From June 2016, the WHO also
reviewed additional data on bedaquiline and delamanid.

The main changes in the 2016 recommendations are:

e A second-line treatment is recommended for all patients with rifampicin-resistant tuberculosis,
regardless of whether isoniazid resistance is confirmed or not.

¢ A shorter MDR-TB treatment regimen is conditionally recommended for MDR/RR-TB patients under
specific eligibility criteria.

e Recommendations for the treatment of children with MDR/RR-TB are based on a first-ever

meta-analysis of individual-level paediatric patient data for treatment outcomes.

Medicines used in the design of longer MDR-TB treatment regimens are now grouped differently, based

upon current evidence on their effectiveness and safety. Clofazimine and linezolid are now considered

more important MDR-TB regimen components, while p-aminosalicylic acid has been reclassified with

agents used only as a last option. Clarithromycin and other macrolides are no longer included as

medicines for the treatment of MDR/RR-TB. Delamanid may also be used in patients aged 6-17 years

old.

¢ An evidence-informed recommendation on partial resection lung surgery is now included.

The evidence available on the treatment of isoniazid-resistant TB and on the delay to starting MDR-TB
treatment could not address the guideline questions. There were very few published studies on the
treatment of M. bovis and the regimens differed, precluding any attempt at formulating
recommendations of clinical use.

The scope of the 2016 update of MDR-TB treatment policy did not include other aspects of the
programmatic management of drug-resistant TB for which no substantive new evidence had emerged
since the previous revision. The 2011 recommendations regarding the testing of TB patients for
rifampicin resistance, the monitoring of treatment response, the duration of longer regimens, the delay
in starting antiretroviral therapy in MDR-TB patients with HIV infection and models of care thus continue
to apply until future evidence reviews show a need for revision. No change is made to the recommended
use of bedaquiline from those of 2013 [20, 33].
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bedaquiline or delamanid could therefore benefit these patients. With half the MDR-TB patients globally
harbouring strains resistant to agents from Groups A or B or both [6], demand for these new medicines is
destined to increase markedly from the modest levels being ordered by countries to date.

Given limited experience with the shorter MDR-TB regimen as well as combinations of new and
repurposed medicines, WHO has developed a framework to promote the close monitoring and prompt
response to adverse drug reactions [35]. Active TB drug safety monitoring and management (aDSM) is
intended as an essential component of routine patient monitoring for response to treatment, alongside
bacteriological monitoring, which has been integral to TB programmes for many years [54]. Countries
have already started to report serious adverse events to a global aDSM database coordinated by WHO/
GTB and the Special Programme for Research and Training in Tropical Diseases hosted by WHO [55].
This database aims to detect signals of unknown or poorly documented harms associated with treatment
across pooled data. In addition to aDSM, monitoring for relapse will be important in patients on the
shorter MDR-TB regimen until more evidence becomes available on their effectiveness.

The implementation of these guidelines is bound to increase the demand for diagnostics for MDR/RR-TB
and XDR-TB. By the end of 2015, more than 500 laboratories in 70 low- and middle-income countries
had the capacity to perform LPA technology to diagnose resistance to rifampicin and isoniazid within a
couple of days [56]. Such sites are well positioned to extend testing for resistance to fluoroquinolones and
second-line injectable agents at a marginal cost. While molecular testing for the rapid detection of
MDR/RR-TB and XDR-TB is the preferred diagnostic approach, conventional smear and culture remain
important to monitor treatment response [57].

Surgery has been employed in the treatment of TB patients since before the advent of chemotherapy and
retains an eminent place in the therapeutic approaches for TB in some countries. With the unsettling
prospect that more patients will present with forms of TB that are practically untreatable with available
medicines, the role of surgery deserves to be re-evaluated in different settings. The evidence reviews
conducted for the 2016 guidelines update revealed substantial weaknesses in the knowledge base. The data
preclude more refined analysis to answer questions of critical relevance to the clinician, such as when best
to time surgery, its effects in patients with HIV and how to optimise concomitant medical therapies.

The 2016 update of the WHO drug-resistant TB treatment guidelines rigorously followed the GRADE
process for a transparent review of evidence and the formulation of recommendations. It also included one
“good practice statement” [58]. Among the overarching gaps identified during this process was the
persistent lack of high- or moderate-quality evidence for the interventions of interest. As a result, the
certainty in the estimates of effects for all the recommendations was qualified as “very low”. Both the
strength of a recommendation and the certainty in the evidence upon which the recommendation is based
tend to influence the degree to which it is adopted [59]. This underscores the need for more RCTs and for
observational series which are better designed and reported, in an effort to limit the confounding and
other biases that have characterised many studies of MDR-TB treatment outcomes [41].

The research priorities identified by the GDG largely echoed those shortlisted by other experts of late [60]. Key
patient subgroups, such as children, extrapulmonary TB patients and people living with HIV, need to be
included in studies or/and study reports showing results stratified by these groups. Adverse events need to be
exhaustively collected and uniformly reported to facilitate pooled analysis. Disease markers which are
prognostic of treatment response need to be identified urgently and robust assays for their detection
developed. RCTs which can guide several aspects of drug-resistant TB treatment are unlikely to materialise in
the near future, meaning that results from observational studies will remain important. Therefore, more
complete and precise reporting of variables correlated with outcome determinants is needed as these will be
important covariates to adjust for when estimating the effect of an intervention. A case in point is surgery,
where detailed evidence-informed guidance is very much needed to identify optimal conditions when to
operate. Pharmacokinetic studies will be important to optimise dosing and drug safety, especially in childhood
TB, pregnancy and in the presence of other comorbidities. The benefits and harms of preventive treatment for
contacts of drug-resistant TB need to be investigated urgently, using RCT's. Implementation research is needed
to inform end-users on beneficial interventions, on costs and on outcomes such as quality of life.

Stronger policy is likely to convince more implementers to roll out innovative treatment at the scale
needed to improve outcomes in patients with drug-resistant TB. The results of the STREAM trial for the
shorter regimen, including its bedaquiline arm, and of the phase III trial of delamanid are eagerly awaited
to strengthen the existing knowledge base and generate better evidence [61, 62]. Forthcoming reviews of
observational series are expected to reopen the discussion on the treatment of isoniazid-resistant TB, as
well as on the design of longer MDR-TB regimens and the duration of the intensive and continuation
phases. A WHO/GTB expert consultation on the pharmacokinetics and pharmacodynamics of TB
medicines in 2017 is expected to provide guidance on dosing, administration and drug-drug interactions.
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The results of drug resistance surveillance for pyrazinamide and fluoroquinolones in TB patients are
informing the debate on future diagnostics and treatment [63]. RCTs investigating different medicines for
the treatment of contacts of MDR-TB are expected to report findings within a few years [64, 65].

In conclusion, the 2016 updates to the WHO drug-resistant TB treatment guidelines come at a turning
point as governments and national authorities align their TB treatment efforts to the End TB Strategy and
the Sustainable Development Goals [66, 67]. In this process it becomes crucial for policies to be based on
the best available science. Adoption of the new recommendations and their implementation at all levels
will require the steadfast commitment of state actors, private providers, technical partners, civil society and
funding agencies. It will also require social support measures to facilitate patient adherence. The
endorsement of leading international professional bodies in pulmonology, such as the European
Respiratory Society, the American Thoracic Society, and the International Union Against Tuberculosis and
Lung Disease, to these recommendations by will help spread the message faster and wider to TB
practitioners and decision makers in public health worldwide.
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