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The International Standards for Tuberculosis Care (ISTC), published for the first time in 2006 [1],
introduced a new way of looking at clinical and public health guidelines for tuberculosis (TB). The European
Respiratory Journal published an editorial explaining the ISTC, promoting the rapid uptake of the
standards [2].

While guidelines represent a long, comprehensive document containing all the details the physician might
need for managing TB, the standards are a simple set of 21 principles that guide day-to-day clinical
decisions [3, 4]. In other words, guidelines are usually available in a physician’s library while the standards
are kept on their desk in the office.

The ISTC prescribe a widely accepted level of TB care which guides all healthcare providers and clinicians,
both public and private, in achieving optimal standards in managing patients who have, or are suspected of
having, active TB [1-4].

The European Centre for Disease Prevention and Control (ECDC) and the European Respiratory Society
(ERS) jointly developed a European Union (EU) adaptation of the ISTC document, known as the European
Union Standards for Tuberculosis Care (ESTC) [4]. These standards are tailored to the specific context of
the EU/European Economic Area (EEA) as follows [4, 5].

1) Although the majority of EU/EEA member states have a low incidence of TB, it is a heterogeneous setting
with some countries having a high or intermediate level of TB, with varying levels of multidrug-resistant
(MDR)-TB and TB-HIV co-infection, and some countries bordering non-EU countries with a higher TB
and MDR-TB burden.

2) TB services are fully integrated and merged within the health system in the majority of EU/EEA member
states. This presents peculiarities in allocating responsibilities for the delivery of TB care.

3) The EU/EEA member states have a long established tradition of TB control that has evolved over the past
decades. Implementation of new tools and high standards of diagnosis and care is aimed for in the EU/EEA
member states.
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4) Several EU/EEA member states are pursuing TB elimination, sharing a common platform (based on the
Wolfheze documents [6] and the Framework Action Plan to Fight TB in the EU [7]) with the ECDC and
World Health Organization (WHO)-coordinated TB surveillance network and system [6-9].

The standards are designed as a living document that will be revised as technology, resources and
circumstances change. Also, they complement existing national or international guidelines, being consistent
with the WHO definitions and recommendations [5]. The ISTC were revised in 2009, while a new third
edition has recently been presented to commemorate the 2014 World TB Day [3]. This prompted the ECDC
and the ERS to compare the third edition of the ISTC and the ESTC to see what the differences are and to
evaluate if a revision of the ESTC is necessary.

The core ECDC and ERS experts who coordinated the effort of the expert group developing the ESTC made
a careful comparison of the new ISTC and ESTC standards (table 1), underlining the content that was not
shared by both documents and summarising the differences. This will allow clinicians and public health
officers to rapidly capture the innovative elements included in the third edition of the ISTC and understand
to what extent they can be applied in the EU/EEA setting.

In terms of structure, the ESTC (consistent with the second edition of the ISTC [16]) contained 21
standards organised into four sections: 1) standards for diagnosis; 2) standards for treatment; 3) standards
for addressing HIV infection and other comorbid conditions; and 4) standards for public health.

A new standard has been included in the third edition of the ISTC [3], to make clinicians aware that specific
risk groups exist and that TB has a higher prevalence in these risk groups than in the general population.
This issue is tackled by the ESTC in standards 1 and 4 (table 1).

No relevant differences were found between the ESTC and ISTC in standards 9, 13, 14, 17, 19, 20 and 21.

In standard 1, the ESTC take into account the variability of signs and symptoms TB presents with, while the
ISTC make reference to chronic cough as the global “pivotal” symptom traditionally allowing investigation
of a patient for TB. It seems adequate to describe the reality of the EU setting in the ESTC where chronic
cough is more related to smoking and other lung diseases.

In standard 2, while the ISTC recommend Xpert MTB/RIF as the first choice for diagnosis (consistent with
the present WHO policy to promote the wide peripheral use of the test [10-12]), the ESTC mention rapid
testing for the identification of rifampicin and isoniazid resistance using validated tools. This makes sense in
the EU, given the focus is on quality-assured culture-based methods and easy access to drug susceptibility
testing (DST). The ESTC does not yet include a negative recommendation on blood-based serological
tests since this WHO recommendation was published after the launch of the ESTC [13]. The WHO
recommendation is for the use of interferon-y release assays (IGRAs) in low- and middle-income countries
[14]. Specific guidance on the use of IGRAs in the EU is provided by the ECDC [17-19]. In the perspective
of TB elimination, IGRAs might gain additional interest in the diagnosis of TB infection.

Similarly, in standard 3 the ESTC advocate the use of culture and DST in extrapulmonary TB, while the
ISTC consistently recommend the use of Xpert MTB/RIF.

In standard 5, the ESTC provide guidance on how to diagnose culture-negative TB, while the ISTC focus on
smear-negative TB. For diagnosing culture-negative TB, a trial of broad-spectrum antimicrobials may be
used according to the ESTC standard, such trial regimens should not include fluoroquinolones. The ESTC
specifically recommend expedited investigation of immunocompromised patients, who represent a priority
in the EU setting.

Standard 6 of the ISTC indicates that along with sputum smear microscopy and culture, the Xpert MTB/RIF
test can also be used for bacterial confirmation of TB in children. The corresponding ESTC standard
provides more details on how to diagnose TB in children.

In standard 7, the ESTC underline the need for the treating physician to collaborate with the local public
health and/or community health services to perform a contact investigation [20].

Standard 8, apart from the different wording (internationally recommended treatment regimens in ESTC
versus WHO recommended regimens in ISTC), is consistent in the two documents. The ESTC recommends
the use of fixed-dose combinations.

In standard 10, the ISTC is more prescriptive on what test to use for DST when the sputum is still positive at
3 months, i.e. Xpert MTB/RIF should be used.

In standard 11, the ISTC is more restrictive in recommending DST. Instead of recommending it for all TB
patients, as in the ESTC, the ISTC recommend DST for previously treated patients, patients who remain
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sputum smear positive at completion of 3 months of treatment, and patients in whom treatment has failed,
patients lost to follow-up, or patients who relapsed following one or more treatment courses.

In standard 12 the recommendations are quite similar. The ESTC contain an EU-adapted supplement
focusing on the need to treat MDR-TB cases in specialised settings with individualised and DST-based
regimens, and under the guidance of a panel of experts [21-24].

The ISTC standard 15 includes the recent WHO recommendations to initiate antiretroviral treatment
within 2 weeks of beginning TB treatment in HIV-infected individuals with profound immunosuppression
or within 8 weeks for all others [15]. The ESTC specifies that patients with TB and HIV should be evaluated
to determine if antiretroviral therapy is indicated.

The main difference between the ISTC and the ESTC in standard 16 is that the ISTC recommend treatment
of latent TB infection for all HIV-infected persons who do not have active TB whereas the ESTC only
recommend it for those either infected or likely to be infected by Mycobacterium tuberculosis.

In standard 18 the ISTC provides a specific list of priority contacts for contact evaluation, whereas the ESTC
states which determinants of TB transmission and susceptibility of a contact should be evaluated.

The analysis of the differences between the two documents (table 1) shows the consistency of their
recommendations given the different setting (EU versus global) in which they are applied.

As new evidence is rapidly growing, a revision of the ESTC will be appropriate in about 2 years. The critical
elements that will require modification will be represented, in our opinion, by the following factors: 1) the
WHO post-2015 strategy, which will emphasise elimination and will pose new targets and milestones;
2) the progressive implementation of the ECDC elimination framework vis-a-vis the evidence on how the
interventions necessary to reach elimination are applied in the EU [6, 25, 26]; and 3) the introduction of
new drugs and new regimens (potentially involving delamanid, bedaquiline and PA-824) to treat MDR-TB,
but also potentially drug-susceptible TB and latent TB infection [27-30].

We hope that the comparative analysis of the two documents will further contribute to help clinicians in
making the correct diagnosis and in the undertaking the correct treatment and public health actions, to
ensure the best management of TB and MDR-TB cases.
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