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This editorial describes, and puts into context, the statement on M/XDR-TB written by the TBNET
Group http://ow.ly/wFoxr

The good news about tuberculosis (TB) is that in the 29 reporting European Union/European Economic

Area countries the number of incident TB cases is falling, with an average annual decline of 6% since 2011

[1]. The bad news is that, however you look at it, multidrug-resistant TB (MDR-TB) and extensively drug-

resistant TB (XDR-TB) remain a major clinical and public health problem worldwide, particularly in former

Soviet Union countries and Central Asia [2–4]. Less than a quarter of the total estimated MDR-TB cases

were actually diagnosed in 2012 [2], with dramatic consequences from an individual and a community

perspective (i.e. increased morbidity, mortality and drug-resistant Mycobacterium tuberculosis transmis-

sion). It was estimated that 450 000 incident patients developed MDR-TB and 170 000 died from MDR-TB.

More than half of such cases die, fail or stop taking treatment and only one in three cases in reporting

countries completes the long treatment course (.20 months). The treatment success in the 2010 MDR-TB

cohort was 48%, only 34 (31.8%) out of 107 countries reached a therapeutic success rate of at least 75%.

About 9.6% of the MDR-TB cohort was XDR-TB. The direct and indirect costs are significant from a

healthcare and a societal perspective [5, 6]. While the cost per case for drug-susceptible TB is estimated to

be ,J10 000, that for MDR-TB and for XDR-TB is estimated to be ,J50 000 and J170 000, respectively

[5]. The reasons for this increased cost are fairly obvious since successful management often requires a

prolonged inpatient stay, exposure to a cocktail of multiple, expensive, usually less effective medications

with frequent serious and unpleasant toxicities, to be taken under close medical and/or social supervision

for many months (so-called directly observed therapy). That a significant proportion of initially drug-

susceptible TB can become MDR during treatment, following poor patient adherence mainly caused by

drug toxicity and long treatment duration, is also a concern [7–9]. Case management is not helped by the

geographical distribution of TB patients across countries. For instance, of the 54 World Health Organization

(WHO) European Region countries reporting 33 371 cases of MDR-TB in 2012, five reported more than 1 000

individuals with TB annually (Belarus, Kazakhstan, Russia, Ukraine and Uzbekistan), while 20 countries

reported less than 10 individuals annually. Clinical experience in MDR-TB management is thus concentrated

in few, sometimes poorly resourced countries, whereas cases are thinly spread across other better resourced

countries. Guidance on MDR-TB management is, therefore, welcome to most healthcare workers involved in

TB patient care and the consensus statement produced by the Tuberculosis Network European Trials Group

(TBNET) group in this issue of the European Respiratory Journal delivers exactly what is needed [10].
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The document is made up of 21 different sections citing 267 references. After the introduction, methods and

definitions section it describes the epidemiology of M/XDR-TB in Europe and risk factors associated with

their occurrence. Sections on contact tracing, infection control and the interpretation of resistance testing

results follow. The extensive treatment sections cover drug and surgical management, duration, adverse

events, and sections on special considerations including in- and outpatient care, children and pregnancy.

Further sections deal with management in the presence of HIV co-infection, consilium (an individual

patient-directed multidisciplinary approach based on the recommendations of TB experts) and palliative

care before final sections covering consensus statements and future priorities. It is, thus, both a mammoth

and a comprehensive effort from the 40 authors, providing a mine of detailed information for anyone

involved in the management of M/XDR-TB.

The document covers a lot of material already available in other publications for example from the WHO

[11–13]. In this respect it is disappointing that in many areas it adds little new to the information already

available in such documents. This is especially the case around the topic of newly licensed drugs and the

optimal duration of therapy, which are two clinical areas where guidance is often most needed. The

recommendation to use a panel of experts (i.e. a consilium) to guide individual patient therapy, using for

instance remote access via the internet, is to be welcomed as a potential model of care, especially in low-

incidence countries; however, an evidence base to show that treatment outcomes are improved by this

approach is currently absent [14].

Although this manuscript can be deemed a monumental work collecting the opinions of TB specialists in

several fields, the main Achilles’ heel is the methodology adopted by the authors: the scientific evidence is

not systematically retrieved, following internationally agreed upon methodological guidelines, but based on

the experts’ opinion [15–18]. Some missing scientific documents could be important to give a

comprehensive overview on the abovementioned specific topics. Consequently, the strength of the

recommendations could be not so relevant and potentially biased. However, the inclusion of statements

issued by international governmental organisations, such as WHO and European Centre for Disease

Prevention and Control, can partially overcome the methodological shortcomings, giving reliability to the

recommendations’ section. In addition, high quality evidence, on which to base recommendations for many

of the questions that arise in M/XDR-TB management, is lacking in the medical literature.

The TBNET manuscript can be considered a summary of what has been done to date, potentially drafting

the new research frontiers for the forthcoming years.

The M/XDR-TB phenomenon, as demonstrated by the relevant work performed by the TBNET authors, is

characterised by multiple features and complications that should be approached in a multi-specialty and

multidisciplinary manner. It is relatively novel but a slow, poorly-funded, less-focused research approach

was implemented relative to that performed globally when the HIV/AIDS epidemic started. If the current

diagnostic, therapeutic and preventive tools were deemed insufficient to fight pan-susceptible TB, their

inappropriateness is striking in the face of M/XDR-TB. Following this ‘‘wait and see’’ overture the

epidemiological indicators related to M/XDR-TB, and consequently those related to TB, are getting worse.

A strong, more target-oriented political commitment is needed at international, national and sub-national

level, involving not only the stakeholders of the healthcare world, but also those societies, communities and

individuals of the economic and social worlds, which can play a crucial role in the multi-sectorial conflict

against drug-resistant TB [19].

As clearly, directly and indirectly, demonstrated in the TBNET paper, numerous aspects should be

controlled to avoid the forecasted catastrophic evolution of M/XDR-TB. The aetiopathogenesis of this

serious worldwide medical event does not reside only in the mismanagement of drug-susceptible TB and in

the poor infection control strategies of the drug-resistant cases, but also in the serious global economic crisis

(since the 1980s TB incidence has been positively correlated to poverty) [20, 21], in the social inequalities

(total health coverage, inadequate and imbalanced access to healthcare services, stigmatisation of the disease

for patients and their families in the workplace and in the community, etc.) [20, 21], and in the TB research

and development gaps [22, 23].

Therefore, new global efforts are needed, with special attention given to deprived geographical areas where

the incidence of M/XDR-TB is increasing favoured by a changeable, unpredictable, poor, unsatisfactory

healthcare, social, economic and political context.

Perhaps, in future documents, it would be important to better focus the concentration on some specific hot

topics needing an urgent solution from the clinicians and the public health experts (e.g. palliative care of

individuals with few and inadequate therapeutic options or management of the contacts of the XDR-TB

patients, particularly of some categories at high risk of TB disease, such as HIV-positives or children).
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It is straightforward that systematic, high-quality, scientific evidence is needed for this emerging issue. It

should be used to create an operational agenda of healthcare and research needs, adequately detected

worldwide, as a starting point of all future basic, translational, and clinical activities.

Only with a strong scientific evidence base is it possible to build new policies, strategies, and

recommendations, which will have to be adopted and adapted to the different epidemiological,

demographic, social and economic scenarios.

In the recent past, variable clinical approaches and public health policies have favoured procedural

shortcomings that promoted the emergence and spread of drug-resistant M. tuberculosis strains [9].

Education and training of public healthcare providers, as well as of communities, civil society, academics,

private healthcare practitioners, industry and other relevant stakeholders is fundamental. All of them should

be intensively involved in a common effort guided by high quality-evidence based strategies [19]. However,

the role of governments has to be central: they should increase the capacity for detecting M/XDR-TB

patients in association with the capacity for delivering high-quality anti-TB drugs and high-quality

continuous care in both hospital and community settings [2, 19].

The new WHO post-2015 strategy, targeted to the elimination of TB by 2050 (i.e. ,1 contagious case per

1 000 000 inhabitants), will only be successful if there is a specific political and scientific commitment,

fighting TB comprehensively [19]. M/XDR-TB could represent a dramatic nightmare if we continue to use

the same old diagnostic, therapeutic, and preventive weapons. The summary of information on M/XDR-TB

in the TBNET consensus statement is a helpful start, but it is only the start!
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