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Latent tubercuLosis – Most coMMon DiLeMMas 
or Who askeD for Quantiferon?

Abstract: Due to the increasing use of immunosuppressants, particularly 
biological therapy, as well as HIV epidemics, latent tuberculosis (LTBI) 
is being activated, and this disease, which had been rather forgotten in the 
Western world, is becoming a topical issue in the recent years. Numerous 
categories of patients should be tested for latent tuberculosis, using PPD 
or IGRA tests. Interpreting test results is a very touchy issue, since it 
is the way to determine therapy of latent TB, that is, to decide on che-
moprophylaxis. For the last two years, during the Covid-19 pandemics, 
large percentage of patients received high doses of corticosteroid and 
other types of immunosuppressant therapies, and it is therefore necessary 
to consider the potential risks for these patients, in terms of contracting 
tuberculosis and perhaps testing them for LTBI.  

Introduction 

Tuberculosis (TB) is caused by Mycobacterium tuberculosis (MTB), which survi-
ves only in human hosts. Annually around 10 million people get TB, and approximately 
2 million die. It is believed that TB has killed more people than any other infectious 
disease. Tuberculosis is the world’s most common cause of death among young per-
sons aged 15–49. Discovery of anti-TB drugs in the mid-twentieth century made TB a 
curable disease (1). The highest incidence of TB in contemporary Europe is in former 
USSR countries (100/100.000), because of the progression of HIV epidemics. Since 
it is a general health hazard, World Health Organization recommended, especially in 
poor and developing countries, DOTS (Directly Observed Treatment Short Course) 
strategy, i.e. short regimen (6 months) TB treatment under direct observation of taking 
medicines (2). World Bank has declared DOTS strategy the most cost-effective health 

1 Marija Laban, Clinic for Pulmonology, University Clinical Center of Serbia, Belgrade, e mail: 
marija.labanlazovic@gmail.com 

2 Faculty of Medicine, University of Belgrade
3 Emergency Center, University Clinical Center of Serbia, Belgrade



34 MEDICINSKI GLASNIK / str. 33-39

investment ever. A very serious threat to prevention of spreading and treatment of TB 
is posed by occurrence of a drug resistant bacillus. MDR TB (multi-drug resistant 
TB) is the most severe form of tuberculosis, difficult to treat and requiring long la-
sting therapy, and most often is the consequence of inadequate use of basic anti-TB 
drugs. Due to increasing and more and more widespread use of immunosuppressants, 
particularly biological therapy, and HIV epidemics, latent tuberculosis (LTBI), this 
rather forgotten disease in the Western world, has been reactivated in the recent years. 

PPD/ IGRA Tests

Both PPD tuberculosis test and specific immune-tests – so called IGRA tests 
(Interferon-Gamma Release Assays, Quantiferon) are used to confirm latent tubercu-
losis (LTBI) (3).  PPD is one of the few in vivo tests created in XIX century that has 
been actively used ever since. It represents a reaction of  late skin hypersensitivity. 
Interpretation of PPD test results is very controversial. Results can be affected by 
stress, anergy, other infections, lymph node diseases, use of corticosteroids and other 
immunosuppressants, as well as recent MTB infection. Test results are interpreted 
depending on induration at the site of tuberculin application 72 hours after injection, 
not by the size of erythema. Main flaws of PPD tests are that they often have false 
negative (due to HIV/AIDS status, use of immunosuppressants, malnutrition, lymp-
hatic organ diseases) and false positive results (BCG vaccination, non-tuberculous 
mycobacterioses (NTMB)), as well as test subjectivity. Until 2001, when the use of 
Quantiferon was approved, PPD was the only test for detection of latent tuberculosis. 
IGRA tests are based on enzyme-linked immunosorbent assay, ELISA, which detects 
release of interferon gamma (IF gamma) from T lymphocytes in fresh, heparinized 
blood of sensitized persons (4). There are two generations of IGRA tests: “Quantiferon 
TB Gold“ and “T- SPOT.TB“. Quantiferon TB Gold, used in our country, measures 
release of IF gamma after incubation of examined blood specimen (16–24h) with 
complex of specific M. tuberculosis antigens using ELISA technique. It measures cell 
mediated immunological responses to antigens which simulate mycobacterial proteins. 
Due to its specificity, IGRA test is more reliable indicator of latent TB infection than 
tuberculosis skin test. Positive IGRA test does not itself prove the presence of active 
tuberculosis, and latent tuberculosis as a form of infection can persist as latent whole 
life long. Only 10% of persons infected with MBT get sick in some point of their 
lives, and half of them within the first two years of getting infected.  Approximately 
90% of infected persons remain in the stage of latent infection. 

IGRA or Quantiferon test is a contemporary diagnostic method, with sensitivi-
ty and specificity of 98%, more precise than tuberculosis test by many criteria. It is 
reliable for BCG vaccinated and immunocompromised persons. Neither Quantiferon 
nor PPD test can distinguish active from latent TB. Negative Quantiferon test does not 
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exclude active TB, and almost fourth of patients with active TB have negative IGRA 
test results. PPD and IGRA tests differ in the way they are performed (PPD in vivo, 
IGRA in vitro), objectivity of interpretation (PPD is subjective), speed of obtaining 
results (PPD takes 72 hours, while IGRA takes 24 hours), and number of visits to 
doctors (for PPD test a patient has to see the doctor twice, and for IGRA once). WHO 
does not recommend IGRA test after PPD in case of positive PPD results in patients 
in countries with low and moderate TB incidence. Positive IGRA test results may, 
although rarely, indicate infection of non-tuberculous mycobacteria. 

Quantiferon TB Gold is used in diagnostics of latent TB in our county, due to 
high percent of BCG vaccinated population, even though the guidelines state that both 
tests can be used with the same level of reliability. If IGRA test result is inconclusive, 
and most commonly it is the case in immunosuppressed or immunocompromised 
patients, there is no point in repeated testing. In that case, LTBI can be proven only 
by a PPD test. It should also be taken into account that Quantiferon may give false 
positive results if performed three days after PPD. 

Active and Latent Tuberculosis

There are essential differences between active and latent tuberculosis. Active 
TB involves reproduction of bacillus of tuberculosis and development of active infe-
ctious disease, symptomatic patient, pathological radiographic findings and positive 
microscopy, MGIT and/or Loewenstein culture or pathohystological tissue findings. 
Latent tuberculosis (LTBI) is a condition after MBT infection where TB bacillus is 
inactive and does not reproduce. A person with LTBI is infected, but has a competent 
immune system that prevents development of the disease, exhibiting no symptoms, 
with no radiographic pulmonary changes, and the cause cannot be proven by methods 
of mycobacterial cultivation or biopsy. A person with LBTI cannot infect others. It 
is still unknown what determines the duration of latent form of infection, as well as 
how MTB manages to persist covertly and inactively for years in an infected person. 
However, it can get activated, and therefore persons with LTBI have higher risk of 
developing active post-primary TB. Activation of latent TB does depend on virulen-
ce of its cause, but much more on the condition of host and his/her immune system. 
Diseases and conditions favorable to process of activation of LTBI include condi-
tions of weakened immunity, HIV/AIDS, use of immunosuppressant therapy (e.g. 
corticosteroids in doses of 15 mg a day longer than two to four weeks), conditions 
after organ transplants, malignancies, kidney insufficiency, particularly hemodialysis 
patients, patients with diabetes mellitus, suffering from malnutrition, in contact with 
person with active TB etc. If using corticosteroids, metotrexate, azatioprin, antima-
laric drugs, endoxan, cyclosporine, and sulfasalazine for years, patients are already 
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suffering from diseases that make them immunocompromised. Latent TB is difficult 
to detect in immunosuppressed patients (5).

Biological Therapy

Contemporary biological therapy, which has recently become the standard and 
first line treatment in many diseases, such as rheumatic arthritis, ankylosing spondylitis, 
ulcerous colitis, Crohn’s disease, systemic diseases, represents a special risk factor 
for development of active tuberculosis, primarily by activating latent TB. Therefore, 
patients receiving biological therapy have to be regularly evaluated in terms of asse-
ssment of LTBI risk, including diagnostic methods and tests in regular time intervals 
(lung X-ray, PPD or IGRA test). 

Ever since being used, which is for over 15 years already, drugs belonging to the 
group of TNF alpha inhibitors have been among most important factors contributing 
to reactivation of latent TB. TNF alpha inhibitors are a kind of immunomodulatory 
biological medicines used for certain inflammatory and autoimmune diseases, such as 
rheumatic arthritis, ankylosing spondylitis, psoriasis and inflammatory bowel disease. 
Immunomodulatory biological medicines are able to change immune response, and 
one of their major unwanted effects is increased susceptibility to infections – above 
all, to tuberculosis. 

This group of medicines includes: 
1. anti TNF drugs (etanercept, infliximab, adalimumab, certozilumab),
2. IL 1 receptor antagonists (anakinra),
3. IL 6 receptor antagonists (tocilizumab),
4. anti-CD 20 blocker (rituximab),
5. costimulation signal blockers (abatacept).
Out of all these drugs, the greatest risk for development of active TB and re-

activation of LTBI comes from the use of anti-TNF therapy, which consists of two 
subcategories of medicines: 

1. monoclonal TNF binding antibodies – “MABOVI“  (infliximab, adalimumab),
2. fusion proteins – „CEPTOVI“ (etanercept).
MABOVI cause significantly higher incidence of TB than CEPTOVA. Tuber-

culosis is developed rather quickly after the use of anti-TNF therapy, before all, after 
the use of MABOVA (imfliximab, adalimumab), less with CEPTOVA (etanercept). 
In case of infliximab, TB develops around 90 days after the start of treatment, which 
indicates it is mostly the activation of LTBI, and many affected patients had already 
been treated for tuberculosis previously (6). Therefore, before starting anti-TNF 
therapy all patients must be carefully examined, in order to prevent reactivation of 
latent TB or development of TB with chemoprophylaxis. Shortly put, patients with 
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autoimmune or chronic inflammatory disease who must receive biological therapy, 
first of all TNF alpha antagonists, are at higher risk of TB, mostly through the me-
chanism of reactivation of latent TB infection (7). Rituximab, as blocker of CD20 
receptor, has significantly lower potential for development of LTBI in comparison to 
other types of biological therapy (8).

Who Should Be Tested for LTBI? 

We should test all persons in close contacts with active TB patients or in casual 
contact with highly contagious TB, health personnel at risk, HIV positive and per-
sons with AIDS, everyone with pathological chest X-ray findings, with apical fibro-
nodular changes typical for TB or silicosis, patients receiving TNF alpha inhibitors 
or long lasting corticosteroid therapies (receiving 15 or more mg a day longer than 
two to four weeks), and hemodialysis patients (9,10,11). Routine systematic testing 
for LTBI of persons with DM, alcoholics, smokers and malnourished persons is not 
recommended (3). 

In patients who had already received complete regimen treatment due to active 
TB, it is not necessary to use chemoprophylaxis, except in case of clear indication of 
possible reinfection – through close contacts with person being directly positive and/
or having active lung TB (12). If chest X-ray reveals typical sequelae of previously 
treated specific process in upper lungs, it is necessary to perform testing for active 
TB, first using mycobacterial methods of cultivation. Only after a pulmonologist 
excludes the possibility of active TB, chemoprophylaxis may be started with. If chest 
X-ray shows fibrous changes that could indicate spontaneously healed specific pro-
cess, which is most commonly registered in upper lobes and apices, it is indicated to 
administer therapy against LTBI. Presence of small calcifications in lung parenchyma 
does not require chemoprophylaxis. These recommendations apply to all cases where 
biological therapy is planned, not to patients immunocompromised due to other causes 
(chemotherapy, diabetes mellitus, prolonged use of corticosteroids). 

Chemoprophylaxis

Chemoprophylaxis regimen most often includes taking isoniazid for six, or less 
often, nine months. Another possible regimen consists of chemoprophylaxis of using 
two drugs – isoniazid and rifampicin for 3 months, which is harder to tolerate but 
provides good therapeutic response. The same chemoprophylaxis applies to HIV+ 
patients. Some of the recent studies conclude that even the treatment of four months 
of using rifampicin only is equally efficient, safe and cheaper than rifampicin-isonia-
zid combination for three months, so it can be used as adequate, cheaper and simpler 
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treatment (13). Quantiferon is not recommended after the chemoprophylaxis, i.e. there 
is no need to check “whether LTBI has been cured”. 

Patients receiving biological therapy must have regular check-ups for tubercu-
losis, every six months, while patients receiving anti TNF treatment should be checked 
every three months (3).  Biological therapy may begin already a month after starting 
chemoprophylaxis and further on both therapies may be used parallelly. In case that 
a patient develops TB while on biological therapy, it should be stopped immediately 
and tests of resistance to MTB are to be performed. After completing TB or LTBI tre-
atment, biological drug should be switched. If TB is active, and biological treatment is 
to be started with as soon as possible, it is to be introduced just after completing initial 
treatment phase. In 10 to 15% of patients with positive Quantiferon test results, later 
examinations turn out to confirm active tuberculosis. Especially in high-risk groups 
and patients receiving biological therapy, active tuberculosis may develop even after 
fully completed chemoprophylaxis.

Conclusion

Prevention of active TB through recognition of LTBI and chemoprophylaxis is 
the main component of World Health Organization Strategy for Elimination of Tuber-
culosis (2). Mass check-ups of population for LTBI are impossible due to economic 
and technical reasons, but it is vital to diagnose LTBI within groups at risk. Under 
present circumstances it is considered that risk of developing active TB has been 
decreased exactly because of diagnostics and treatment of latent tuberculosis. Future 
will show whether the percentage of LTBI or active TB will be affected by irrational 
use of corticosteroids and other immunosuppresants, as well as other drugs used during 
the Covid-19 pandemics, and whether detecting LTBI and chemoprophylaxis would 
be necessary among these categories of patients. 
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