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From the authors:

We thank Martina Sester and colleagues for their careful reading of our paper [1] and for their support to the
prospect of tuberculosis (TB) elimination in low-incidence countries in a foreseeable future. While we respect
the views of the authors that the targets may appear too ambitious, we believe that, if the scientific community
stay focussed on innovative approaches that can translate into scalable and effective interventions, we could
reap the benefits of such interventions within the space of the next two decades [2]. Figure 1 shows the trend
in TB incidence into the future, should current efforts to control TB – including the treatment of latent
Mycobacterium tuberculosis infection (LTBI) – be intensified and boosted by new techniques and approaches.

When discussing the importance of preventive chemotherapy for LTBI in the context of TB elimination,
the authors point out two critical issues: the limitations of diagnostic tests for LTBI, and the importance of
appropriately defining target populations for systematic LTBI testing. To provide guidance in this area, the
World Health Organization (WHO) has recently issued guidelines on LTBI management [4].

Both tuberculin skin testing (TST) and interferon-γ release assays (IGRAs) have a poor positive predictive
value to determine which individuals with presumed latent infection are more likely to develop active TB,
implying that a high proportion of treated individuals would receive medication unnecessarily.
Nonetheless, these tests still have a role in helping clinicians improve the health outcomes of their patients
and to progress towards TB elimination. Conversely, the negative predictive value of TST and IGRAs is
high enough to exclude most individuals who would not benefit from LTBI treatment [5]. Contrary to
what Martina Sester and colleagues maintain, the number of active TB cases that will continue to occur
among those testing negative is thus unlikely to have a significant public health impact.

We agree with Martina Sester and colleagues that to optimise the allocation of available resources,
appropriate selection of risk groups for systematic LTBI testing and treatment is crucial. WHO
recommends that individuals with a positive TST or IGRA should be treated for LTBI if they have the
following risks: HIV infection, are contacts of pulmonary TB cases, initiate anti-tumour necrosis factor
treatment, receive dialysis, prepare for transplantation, or have silicosis. The WHO guidelines group –
composed of leading world experts using the GRADE (Grading of Recommendations Assessment,
Development and Evaluation) approach [6] – made a strong recommendation for LTBI treatment in these
groups, on the premise of both direct and surrogate evidence for an increased risk of progression from
infection to disease when compared with the general population, and much less upon a positive LTBI test.
Martina Sester and colleagues argue that the number of individuals who need to take prophylactic
medication in order to prevent one active case (number needed to treat (NNT)) would have been a better
outcome measure to select at-risk populations. While this appears to be a logical approach, it also has
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limitations. The values tabulated for NNT are likely to have a very wide confidence interval (data not
shown), limiting their use in public health planning. Even if the point estimates of NNT are comparable in
similar groups, it is likely that, in practice, these will vary because of setting-specific factors, such as the
programmatic effectiveness of prophylaxis measures given, background levels of drug resistance, multiple
risks in the same individuals and so on.

Regardless of the approach, Martina Sester and colleagues come to the conclusion that contacts should be
prioritised for systematic testing and treatment, and we could not agree more. Indeed, in low-incidence
countries, outbreaks contribute importantly to TB dynamics and hence contact-tracing activities are crucial
for TB elimination [7, 8]. As cases become rarer in such settings contact tracing becomes more important.

The suggestion that, among people living with HIV, there should be a focus primarily on those with active
viral replication remains speculative until more comprehensive evidence is available.

Martina Sester and colleagues suggest that even in patients, such as those preparing for stem cell or solid
organ transplant testing (and treatment) should only be done if additional risk factors are present, an
opinion based on very limited data.

We agree that health care workers may not represent a high risk population in low incidence countries,
and the decision to screen should be based on local epidemiology, needs, and resources. In fact, the WHO
2014 guidelines only make a conditional recommendation for testing and treatment in this group.

In conclusion, continued research will remain crucial to reach the elimination targets, which will be
unattainable unless new tools are developed, particularly better prognostic tests for LTBI diagnosis and
shorter, safer, and effective prophylactic treatment. In addition, we need effective ways at implementing
such interventions at scale and addressing the upstream determinants of TB as laid out by WHO’s End TB
Strategy for the post 2015 horizon [9].
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