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Tuberculosis (TB) is an ancient disease that 
demands new innovations. It has vaccines, diagnostic 
methods to detect infection (TBI), or LTBI if we con-
tinue to use the term “latent”, which is steadily falling 
into disuse, and treatment regimens, some of which 
are very old indeed. The classical infection detection 
test (Mantoux intradermal skin test or tuberculin test 
(TT)) dates from 1908, the BCG vaccine was first used 
in 1921, TBI treatment commenced in the 1950s and 
the 6-month regimens for treating drug-sensitive TB 
were first administered in the 1980s. 

A wide range of phase III clinical trials for new 
vaccines have been developed that will be systema-
tically applied when and if their efficacy is demons-
trated. A great deal of progress has been made in 
treatments over recent years and we now have regi-
mens that enable the treatment time for TBI, drug-
sensitive TB and multidrug-resistant TB (MDR-TB) 
to be reduced. 

The first clinical trial for treating TBI took place 
in 19551. A subsequent pioneering trial with Inuit sub-
jects run by the U.S. Public Health Service showed that 
prophylaxis with isoniazid (H) significantly reduced 
the incidence of TB2. The regimen currently used con-
sists of isoniazid for 6 or 9 months, or other regimens 
based on rifamycins (rifampicin (R) 4 months, H+R 3 
months, H+ rifapentine (Rp) 3 months, but only once 
a week and Rp on a daily basis for just one month). 
Unfortunately, Rp is not yet available in Europe3. 

Treatment of drug-sensitive TB consists of 
a 2-month regimen of H+R+Pyrazinamide (Z)+ 

Ethambutol(E) followed by 4 months of H+R, which 
is an approach commonly expressed as 2HRZE/4HR. 
This continues to be the standard recommendation 
in many national TB guides and programs4. The 
briefest treatment available for drug-sensitive pul-
monary TB is based on an 8-week daily regimen of 
Rp+moxifloxacin+H+Z, followed by 9 weeks of 
Rp+H+moxifloxacin5. This regimen is not recom-
mended for TB meningitis, for pregnant women, chil-
dren or cases with a high risk of adverse effects from 
fluoroquinolones.

The old treatment for MDR-TB, made up of a 
combination of 5-7 drugs for 20-24 months that inclu-
ded the administration of injectables for 6-8 months is 
now outdated. Newer drugs such as bedaquiline, dela-
manid and pretomanid, along with fluoroquinolones, 
oxazolidinones (linezolid/tidezolid) and clofazimine 
have removed the need for regimens with injectables6. 
We now have oral regimens of 6-9 months that are 
much more effective and have a very favourable safety 
and tolerability profile7.

But now we come to the question and the main 
subject of this editorial: how has TBI diagnosis 
functioned, especially in the prison setting, and how 
will it function in the future? 

The TT test measures a cutaneous immune reac-
tion after injecting purified protein derivatives (PPD) 
and has historically been the most widely used test. Its 
main disadvantages are that it can lead to false posi-
tives in persons vaccinated with BCG and in those 
infected by some atypical mycobacteria. It also requi-
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res the patient to return 48-72 hours after the intra-
dermal skin test to see the results. However, we owe a 
great deal to the TT, which has enabled good studies 
on the prevalence of TBI to be carried out at local 
and international levels. Three notable studies carried 
out in the 1990s and early 2000s in Spanish prisons 
showed prevalences of TBI of 55.5% with no appre-
ciable influence from immigrants, 50.4% with 37.8% 
of immigrants and 53.3% in immigrants8-10.

ORIGIN AND DEVELOPMENT OF 
QUANTIFERON FOR DETECTING 
TUBERCULOSIS INFECTION 

To overcome the limitations of the TT, the Quan-
tiFERON-TB (QFT) test was introduced in 2001. 
This was the first of what are known as interferon-
gamma release assays (IGRAs), which were approved 
by the US Food and Drug Administration (FDA) as a 
diagnostic aid for infection by Mycobacterium tuber-
culosis. This test uses an in vitro laboratory technique 
to quantify the amount of interferon-gamma (IFN-γ) 
released by a person’s T lymphocytes when they are 
exposed to M. tuberculosis antigens present in the 
bloodstream. 

The first generation of QFT was based on sti-
mulation with PPD, with measurement of the release 
of IFN-γ in an ELISA test, enabling specific cellular 
immunity to be detected with less interference from 
the BCG vaccine than in the TT. The second genera-
tion, called the QFT-TB Gold (QFT-G), was develo-
ped in 2005. This version used more specific synthetic 
peptides (such as ESAT-6 and CFP-10) that are not 
present in the BCG vaccine bacillus or in most non-
tuberculosis mycobacteria, thus increasing the specifi-
city of the test. A later development was the QFT-TB 
Gold In-Tube (QFT-GIT) version, with additional 
antigens (including TB7.7) and a more standardised 
format. Taken together, these advances constituted a 
definitive step towards an objective and standardised 
laboratory test to detect TBI through cellular immune 
response, offering greater precision than the TT in 
many clinical contexts11. A recent study carried out 
on inmates in Cataluña, using conventional TTs and 
CTF, has established that the prevalence of TBI in the 
Catalan prison population stands at 25.2%12.

ORIGIN AND DEVELOPMENT OF A NEW 
SKIN TEST TO DETECT TUBERCULOSIS 
INFECTION 

The Statens Serum Institut in Copenhagen has 
promoted research geared towards improving the 
specificity of the classical TT for over 15 years. These 
efforts culminated in the TESEC-06 clinical assay, 
which commenced in 2012 with the participation of 
centres in Cataluña, the Basque Country and Gali-
cia and coordination by the Tuberculosis Research 
Unit of Barcelona (uiTB) (now a Foundation since 
2015 (fuiTB)). This trial consisted of the study of a 
diagnostic technique (C-Tb, also later identified as 
Cy-TB) that acts on the rdESAT-6 and rCFP-10 anti-
gens of M. tuberculosis. This trial showed that C-TB 
presents a sensitivity and specificity similar to that of 
the QFT, with better specificity than the TT, plus the 
added advantage of preventing the appearance of false 
positive results in subjects vaccinated with BCG. The 
authors concluded that C-Tb offered similar results 
to those from the QFT and could therefore be a more 
precise diagnostic test in settings where the TT is 
habitually used13. This new skin test has recently been 
registered in the European Union under the name 
of Siiltibcy® and the intention is for it to replace the 
classical TT and coexist with the QFT, which is now 
widely used in some prisons.

This particular issue of the Spanish Journal of Pri-
son Health contains a review published by A. Marco et 
al3 about new evidence on the diagnosis and treatment 
of TBI in prisons. The data presented in the article 
indicates that Siiltibcy® will probably start to be used 
in some Spanish prisons in 2026, 9 years after publica-
tion of the TESEC-06 clinical trial and only months 
after being marketed in Spain. Sadly, TBI treatment 
with Rp and H once a week for three months cannot 
be used in Spain and the rest of Europe and will most 
likely be employed 15 or more years after publication 
of the trial that demonstrated its efficacy. This situa-
tion is a sad reflection of the lack of international poli-
tical priorities for TB, given that it is the infectious 
disease with the highest mortality levels in 2024. To 
end, we hope that the excellent review we mentioned 
above3 will allow Spanish prisons to quickly make use 
of these and other advances that are now at our dis-
posal, and enable us to serve as an example for other 
penitentiary institutions around the world.
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