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In 2015, the World Health Organization (WHO) launched
the End TB Strategy, which included among its goals a
95% reduction in the incidence of tuberculosis worldwide
by 2030.Y Achieving that ambitious goal will require
early diagnosis and treatment of active disease, in order
to interrupt the chain of transmission of Mycobacterium
tuberculosis (Mtb), as well as preventive measures. The
Brazilian National Plan to End Tuberculosis as a Public
Health Problem,® proposed by the Brazilian National
Ministry of Health, also has, among its priorities, preventive
treatment against tuberculosis.

Latent tuberculosis infection (LTBI) occurs when a
person is infected with Mtb but does not manifest active
disease.® This condition has been considered a priority
because it is key to achieving the goals of the WHO and
the Brazilian National Ministry of Health. It is particularly
important for health care professionals, who are susceptible
to nosocomial Mtb infection and are at risk for LTBL.(9

The WHO defines health care professionals as people
engaged in the promotion, protection, improvement, and
care of the health of the population in a given location.®
The following factors have been associated with a higher
risk of LTBI among primary health care professionals in
Brazil®: being over 50 years of age; not having a BCG
vaccine scar; having a history of smoking; working as a
nurse, nursing technician, or community health agent;
and not having used an N95 mask on a regular basis in
the workplace.

In the article by Lima et al.,”’ published in this issue of
the Jornal Brasileiro de Pneumologia, the authors used the
QuantiFERON-TB Gold In-Tube assay (QFT-GIT; QIAGEN,
Hilden, Germany) to assess the incidence of LTBI among
primary health care professionals in two Brazilian cities
with a high incidence of tuberculosis: Vitéria and Manaus.

The QFT-GIT is an IFN-gamma release assay (IGRA)
and quantifies, through an immunoenzymatic test
(ELISA), the levels of this cytokine released by memory
T lymphocytes after stimulation of a whole blood sample
with Mtb-specific antigens; it is one of two alternatives
for the diagnosis of mycobacterial infection, the other
being the tuberculin skin test (TST).

The main advantage of an IGRA over the TST is the fact
that it is not influenced by previous BCG vaccination or by
infection with nontuberculous mycobacteria, which gives
the method high specificity. The other advantages are
as follows: the simplicity of training for blood collection;
absence of the reading bias present in the application
of the TST by the health professional; direct testing of
a biological sample, which reduces the risk of adverse
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effects; and the operational advantage of not requiring
patients to return for the reading of the result. However,
its high cost (in comparison with that of the TST), the
need for blood collection, the fact that serial testing in not
recommended, and the high frequency of indeterminate
results, as well as the need for a well-equipped laboratory
and careful handling of the samples to maintain lymphocyte
viability, are considered limiting disadvantages.®

Lima et al.” found that the QFT-GIT conversion rate in
the population studied was lower than that reported in
other studies involving similar samples; that is, primary
health care professionals in countries with a high incidence
of tuberculosis.

In addition to the limitations described by the authors,
such as the high proportional losses to follow-up and
the absence of a gold standard for the diagnosis of
LTBI, there is a lack of standardization of the QFT-GIT
for conducting serial tests, in view of the possibility of
spontaneous conversion and reversal. The QFT-GIT has
also been criticized for having such a high cost, which
limits its utility in countries with limited resources.

Data on the serial use of IGRAs are scarce, and it must
be determined whether the identified conversions were
true or whether they reflected only dynamic immunological
processes, difficulties in the reproducibility of the test, or
simply variations from person to person.®® In a survey
conducted in Canada, the number of QFT-GIT conversions
was higher than expected and was not accompanied by
a comparable number of TST conversions. In addition,
occupational exposures were unrelated to the high number
of QFT-GIT conversions, which suggests that these results
do not reflect recent Mtb infection.®

Regarding the cost and effectiveness aspects, Loureiro
et al.*® found the QFT-GIT to be the test that correctly
classified the largest number of individuals with LTBI
among professionals at primary health care clinics in
Brazil. However, the test had the lowest cost-effectiveness
when the authors applied an analytical model, considering
a hypothetical cohort.

The Lima et al. study indicates a future application of
QFT-GIT in health care professionals: that of identifying
conversions after occupational exposure. However, it
showed limitations, such as the high proportional losses
to follow-up in the sample, as well as questions about
the serial use of an IGRA and the use of a method
that is still quite costly. However, at a time when the
prevention of active tuberculosis has been exalted, the
use of alternatives to the TST that are more specific for
the identification of LTBI should be seen as imperative,
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especially in high-risk populations, who are potential
links in the chain of disease transmission. Studies
aimed at improving understanding of the serial results
of the test, in accordance with the guidelines of the

End TB Strategy® and the Brazilian National Plan to
End Tuberculosis,® should be encouraged, as should
proposals for improving adherence to the QFT-GIT
protocols and for reducing its cost.
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