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Six simple questions could quickly identify active TB in patients with community-acquired
pneumonia admitted to hospital http://ow.ly/r3cqt

During the past decades, the incidence of tuberculosis (TB) has steadily declined in most west European
countries, and many physicians will no longer encounter TB in their patients. Along with the declining
practical experience of physicians, the chance for delay in diagnosing TB increases. An delayed diagnosis of
TB index cases is the most important risk factor for the nosocomial transmission of Mycobacterium
tuberculosis (MTB) [1], as numerous unprotected contacts among healthcare workers and inpatients may
result before the diagnosis of TB is established and respiratory isolation is applied [2, 3]. The clean-up after
such a mishap can be complicated and time-consuming, as the individuals concerned need to be identified
and contacted. Patients might have been already discharged, or healthcare workers may not be aware of
exposure to a TB index case for days or even weeks [4]. However, the difficulty is not over, even when the
respective contacts have been identified. As there is no perfect test for the diagnosis of TB infection, the
question arises of which test should be used and who should be tested with this assay in order to obtain
optimal results. Only close contacts should be tested in order to improve the positive predictive value of the
contact screening regardless of the test used. But what is a close contact in a hospital setting? Cumulative
exposure to a smear-positive index case for 8 h or more is proposed as an orientation. However, this is
merely an inspired guess. In comparison to the tuberculin skin test, the emergence of interferon-vy release
assays (IGRAs) has facilitated screening after unprotected TB exposure, as there is no booster phenomenon
after repeat testing, no need for a second appointment for test reading and no influence of bacillus
Calmette—Guérin vaccination on subsequent test results. However, even with IGRAs, many questions
remain unanswered. IGRAs are not able to distinguish remote from recent infection and their ability to
predict progression to active disease appears to be limited so far. While progression rates of up to 14% have
been reported for close contacts with a positive IGRA result [5, 6], two recent systematic reviews and meta-
analyses indicate considerably lower progression risks [7, 8]. Therefore, even after a positive IGRA is
observed, the question remains regarding what to do next. Of course, active TB needs to be excluded by
chest radiograph. But should we propose preventive chemotherapy to all contacts with a positive IGRA
result, well knowing that most of these subjects will never develop active TB anyway?

When a patient with community-acquired pneumonia (CAP) is admitted to the hospital, MTB could
almost always be the causative pathogen. However, administering an IGRA for all CAP patients would be a
waste of time and money, as current IGRAs are not able to distinguish active TB from latent TB infection.
Moreover, the sensitivity of IGRAs may be compromised by the immunological status of the patient. Thus,
a negative IGRA does not rule out active TB. Furthermore, active TB might be suspected in far too many
contacts in populations with a high prevalence of (remote) latent TB infection and precious time may be
lost while sputum results are awaited.
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There is a simple and very basic approach to solving this dilemma: asking the right questions! As presented in
the large cohort study by CavarLazz et al. [9] in this issue of the European Respiratory Journal, there are six
simple, though crucial, questions for suspecting active TB in patients admitted to the hospital with CAP. These
six questions were derived from a set of 22 questions which are known to provide evidence for the diagnosis of
TB [10]. However, while 22 questions are hard to remember and take longer to pose, these few simple questions
are, besides being more accurate according to the present study [9], considerably easier to remember; as a result,
they can even be applied as a bedside tool for predicting the risk of TB in hospitalised patients with CAP in the
setting of a busy emergency department with all its time constraints and distractors. Unsurprisingly, weight loss,
night sweats, haemoptysis, exposure to MTB and younger age (<65 years) are among these questions. As a
result, compared to the original Centers of Disease Control and Prevention score, a significantly improved TB
risk assessment was achieved with a subset of risk factors, along with the presence of upper lobe infiltrates.

As respiratory isolation is an effective intervention to prevent the nosocomial transmission of TB and to
contribute to TB control [11], the Community-Acquired Pneumonia Organization (CAPO) TB risk score
has the potential to contribute to optimal patient care and to facilitate the reasonable allocation of
healthcare resources by simplifying and improving TB risk assessment of hospitalised patients with CAP. In
this regard, the implementation of the CAPO TB risk score may reduce the delay of identifying potential TB
index cases in order to prevent nosocomial transmission to healthcare workers and other patients.
Moreover, it may improve the prognosis of TB patients due to timely initiation of adequate treatment [12]
and, in addition, guide the choice of empirical antibiotic treatment with regard to the yield of diagnostic
tests for MTB [13]. However, it should be noted that atypical clinical and radiological presentations
frequently occur among elderly and immunocompromised patients [14].

Future approaches to further improve the informative value of the CAPO TB risk score could encompass
the inclusion of the duration of symptoms [15] and the addition of a biomarker different from the MTB-
specific interferon-y response, e.g. C-reactive protein or procalcitonin, which are expected to be low in
subjects with CAP due to MTB [16].

As mentioned by the authors, their results need prospective validation in different well-defined clinical
settings, particularly given the heterogeneous epidemiology of TB among the 33 contributing countries
across Africa, Asia, Australia, Europe, Latin America and USA/Canada, where, in addition, empirical
treatment strategies of CAP may differ significantly according to the prevalence of penicillin-resistant
pneumococci, the predominant pathogen in CAP, and other multidrug-resistant pathogens [17].
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