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From the authors:

We thank Richard Hewitt and colleagues for their comments. Determining the best strategy and
combination of tests for detection of latent tuberculosis (TB) infection (LTBI) is limited by the lack of gold
standard for the diagnosis of LTBI. Increasing the number of tests may improve the sensitivity of latent TB
detection, but at the cost of specificity, with an increased false-positive rate.

Hewitt and colleagues use the active TB rate (1/488) in our cohort [1], to justify a more comprehensive latent
TB detection strategy than interferon-γ release assay (IGRA) screening. However, there is no evidence
provided that suggests an alternative regimen would lead to a lower active-TB rate in tumour necrosis factor-α
antagonist (TNF-α) treated patients. In fact, higher TB rates have been described in similar cohorts despite
more intensive screening (i.e. use of tuberculin skin test (TST) and IGRA), or even following LTBI treatment
[2, 3], which is known to only be 60–90% effective [4]. In addition, other groups that have similarly used
single IGRA testing, in this context, have not demonstrated patients go on and develop active TB [5, 6].

Hewitt and colleagues go on to suggest that there may be a substantial future risk of TB activity beyond
the median 28.8 day follow-up in our study. As described in our article, most studies demonstrate TB
activation before this time. The authors cite a study to describe a longer latency period [2]; however they
just report data based on three etanercept patients (with median times of 6–7 months for diagnosis of
active TB for the other 22 TNF-α patients in that study). Such a long latency period is most likely to
reflect new TB infection, rather than reactivation, and initial LTBI treatment would not affect this. Indeed
this point is made in the article they cite and by the authors themselves in a further article describing the
need for repeated longitudinal LTBI testing [7].

The addition of further testing, as suggested with the triple strategy of TST, IGRA and risk tables, will
increase the number of false positives and the accompanying unnecessary use of latent TB treatment in a
number of patients. They report a hepatotoxicity rate sufficient to limit treatment in 3.1% of patients [8].
In that study, 41 out of 111 IGRA-negative patients were treated for LTBI, which would equate to an extra
1.27 patients being expected to develop significant hepatotoxicity. Using similar extrapolation methods to
the authors, this would equate to a hepatotoxicity rate of 1145 per 100000 in the IGRA-negative
population, which is significantly higher than the TB reactivation risk (based on our study) in this group.
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A comparison between the calculated risk of TB activation and hepatotoxicity is the basis of the British
Thoracic Society risk tables [9]. Although we agree that there is not necessarily clinical equivalence of
these risks, it is certainly an important consideration. In addition this triple testing strategy is resource
heavy. In the study by SINGANAYANGAM et al. [8], from the 137 patients on immunosuppression that were
screened, a minimum of 2.4 extra appointments would be needed per patient (based on two appointments
during the course of LTBI treatment and an appointment to administer and read TST).

Of the various LTBI tests available, the IGRA would appear to be the most suitable, with a recent
meta-analysis demonstrating no significant change in performance in the context of immunosuppression
and an improved sensitivity and specificity in comparison to TST testing in patients with
immunosuppression and/or bacillus Calmette–Guérin vaccine (BCG) vaccination [10]. We argue that our
data provides further evidence for IGRA as a reasonable LTBI screening tool in this population, It is in
line with recent World Health Organization guidance suggesting that either IGRA or TST should be used
to screen for LTBI included in this population [11] and a TBNET consensus statement similarly
supporting the use of IGRA (or TST as an alternative in those without a BCG history) [12]. However,
although there is published guidance, we agree with Hewitt et al, that the optimal screening strategy for
patients due to start TNF-α therapy is undetermined and that larger, prospective outcome data is needed.
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