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ABSTRACT

Objectives: Latent TB infection (LTBI) affects 25% of the world’s population. As long as this reservoir exists, the elimina-
tion of TB will not be feasible. The Assembly of the World Health Organization adopted the “Global End TB” strategy for 
the elimination of TB in 2014. The objective of this review is to present strategies for risk groups that are candidates for the 
detection and treatment of LTBI.
Material and method: There is sufficient evidence of screening in: immunocompromised people (HIV-infected, biological 
therapies, alternative renal therapy, organ transplantation), recent immigrants, inmates in prison, people injecting drugs and ho-
meless people, and workers from at-risk settings. Tests to diagnose LTBI include tuberculin skin test (TST) and gamma release 
assay interferon (IGRA). There is no reference test and the choice of one or the other will depend on logistical considerations, 
such as avoiding injection (TST) or not needing a second visit (IGRA). Treatment of LTBI is based on the use of isoniazide and 
rifampicin in short period of 3 or 4 months, using associations of rifampicin and isoniazide or rifampicin alone.
Discussion: Given the estimated high prevalence of LTBI, renewed efforts are required to reduce the number of people with LTBI 
that includes a registration and monitoring system to observer progress, increased testing, and the use of short treatment guidelines.
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INTRODUCTION

Latent tuberculosis infection affects 25% of the 
world’s population. Persons with LTBI are a reservoir 
of Mycobacterium tuberculosis and run a 5-10% risk 
of reactivating tuberculosis throughout their lives. 
This risk is a variable one and is considered to be hig-
her in the first five years after the initial infection1. 
Eliminating TB is not a feasible proposition as long as 
this reservoir exists2.

The WHO assembly adopted the Global End TB 
strategy in 2014 to intensify efforts to eliminate TB 
worldwide. The aim is to reduce the incidence of TB 
by 90% before 20352.

There has recently been a constant reduction of 
incidence of TB in Spain3. Cases have been limited 

to sub-groups of the population with medical, social 
or behavioural risk factors, such as infection by HIV, 
homeless persons or drug users. In some areas, over 
50% of cases are present in the immigrant population.

The reactivation of TB amongst infected persons 
can be avoided by preventive therapy, which has a 
rate of efficacy of 60 to 90%4. However, massive 
study and treatment of LTBI is not feasible, because 
the diagnostic tests have certain limitations, there is 
the risk of side effects and the costs are high. Bene-
fits can outweigh risks for infected persons in those 
groups where the risk of the disease progressing is 
high (Table 1)4.

The WHO drew up a series of recommendations 
about who should form part of a systematic scree-
ning of LTBI, according to the risk of exposure to 
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M. tuberculosis and of developing active TB, depen-
ding on the epidemiology and resources available 
(Table 1). The guidelines set out to make an impact 
on the reservoir of infection in countries where the 
incidence of TB is less than 10 cases per 100,000 
inhabitants4.

The aim behind the efforts to prevent and con-
trol TB in Spain are to ensure that the incidence of TB 
is lower than the level of pre-elimination: 1 case per 
100,000 inhabitants by 20354,5. To achieve this objec-
tive, control of LTBI needs to be included in strategies 
to prevent and control TB, as recommended by the 
European Centre for Disease Prevention and Control 
(ECDC) to the member states of the economic area of 
the European Union/European Economic Area (EA/
EEA)6.

The aim of this review is to present the strategies 
for groups at risk that are candidates for systematic 
LTBI detection and therapy.

2. SCREENING OF LATENT TUBERCULOSIS 
INFECTION IN HIGH RISK GROUPS

LTBI screening is only justified if the possible 
detection of an infection will lead to treatment to pre-
vent TB. Two categories of high risk groups can be 
defined: persons with a higher risk of LTBI, but who 
do not run a higher risk of progressing to active tuber-
culosis, and persons with LTBI who do run a higher 
risk of a progression to active TB in comparison to 

other persons with LTBI. Some specific high risk 
groups, such as persons infected with HIV, patients 
with chronic kidney disease, contacts of cases of pul-
monary TB, the homeless and immigrants, may be 
included in one or both categories. There is sufficient 
evidence of the profitability of screening at indivi-
dual and community levels in the groups4-6 described 
below.

2.1. Immunosuppressed persons

2.1.1. Persons infected by HIV (adults, adolescents and 
children)

Infection with HIV increases the risk of TB, and 
at the same time, TB increases viral replication and 
imposes a higher risk of progression of the disease. It 
has been amply demonstrated that therapy for LTBI 
is highly effective in preventing TB amongst persons 
infected by HIV7.

Screened population: all HIV-positive patients 
(adults, adolescents and children).

Screening method: any of the tests currently avai-
lable: tuberculin skin test or IGRA. Using both tests 
is not recommended. The IGRA should only be used 
if the patient has <200 CD4 and the result is negative 
when using the tuberculin test.

Place of screening: specialist clinical units (HIV or 
TB) that treat this type of patient. Alternatives include 
other areas where these patients are temporarily hou-
sed, such as prisons and drug treatment centres.

Table 1. Recommendations of the World Health Organisation on screening of latent tuberculosis infection in developed countries with low 
incidence levels of tuberculosis cases (<10 cases x 105 inhabitants).

Group A  
Systematic screening required

−	 Persons infected with HIV.
−	 Adults and children in contact with pulmonary TB patients.
−	 Patients starting biological therapy.
−	 Patients in renal replacement therapy.
−	 Persons receiving organ or blood transplants.
−	 Patients with silicosis.

Group B  
Consider screening based on local 
epidemiology and available resources

−	 Prison inmates.
−	 Medical personnel.
−	 Immigrants from countries with high load of TB.
−	 Homeless people.
−	 Illegal drug users.

Group C  
Systematic screening not required*

−	 Diabetic.
−	 Persons with dangerous alcohol consumption levels.
−	 Smokers.
−	 Underweight persons.

Note. *Unless the above mentioned recommendations are applied.

TB: tuberculosis; HIV: human immunodeficiency virus.



Godoy P.  
Guidelines on controlling latent tuberculosis infection to support tuberculosis elimination.

Rev Esp Sanid Penit. 2021;23(1):28-3630
doi: 10.18176/resp.00028

2.1.2. Persons starting biological therapies

Systematic LTBI research and treatment has pro-
ven to be effective in reducing TB associated with 
immunotherapies8. The published results mention 
treatment with isoniazid, although short regimens 
with rifampicin, with or without isoniazid, are also 
widely used.

Screened population: any person who needs 
biological therapy. Therapy is recommended for all 
patients regardless of the treatment due to the fact that 
they receive different immunosuppressive treatments 
sequentially. In those cases where LTBI is not detec-
ted, the tests should only be repeated if there is expo-
sure to risk over the course of the treatment.

Screening method: possible with either of the 
tests available (TST and IGRA). Testing with both is 
not recommended.

Place of screening: specialist clinics (TB units or 
similar), where the clinical, radiological and epide-
miological data is evaluated and used to decide on the 
best LTBI therapy. 

2.1.3. Dialysis patients

Persons with advanced chronic kidney disease are 
a group at risk of TB. Most of the patients are already 
indicated for testing as they are candidates for trans-
plant, which is the first choice therapy for advanced 
kidney disease9.

Screened population: all persons in renal replace-
ment therapy.

Screening method: can be done with either test 
(TST and IGRA).

Place of screening: specialist clinics (TB units or 
similar), where the clinical, radiological and epide-
miological data is evaluated and used to decide on the 
best LTBI therapy.

2.1.4. Persons obliged to undergo an organ transplant

The incidence of TB amongst organ recipients 
is higher than amongst the general public. The risk 
depends on the type of transplant (highest in lung 
transplants and lowest in transplant of hematopoietic 
progenitors) and the prevalence of tuberculosis infec-
tion in the population10.

Screened population: patients obliged to undergo 
an organ transplant.

Screening method: can be done with either test 
(TST and IGRA).

Place of screening: specialist clinics (TB units or 
similar), where the clinical, radiological and epide-
miological data is evaluated and used to decide on the 
best preventive therapy.

2.2. Recent immigrants

Immigrants have a high risk of TB because of 
potential reactivation of LTBI acquired in their coun-
try of origin, frequent trips to areas of high incidence 
and transmission in communities of immigrants in 
recipient countries11,12. Immigrants present one fourth 
of the cases of TB in the EU/EEA. In many areas of 
Spain, 50% of new cases are also presented amongst 
immigrants.

Screened population: all immigrants under 35 
years of age, with two years or less of residence, from 
countries with a high incidence of the disease (inci-
dence >100 cases per 100,000 inhabitants).

Screening method: the recommended test is the 
TST. In cases vaccinated with the bacillus Calmette-
Guérin (BCG) with a positive TST, the option of 
using the IGRA may be considered to confirm or rule 
out an LTBI.

Place of screening: this should be carried out in 
primary care, with an opportunistic strategy so as to 
standardise detection. More active screening strate-
gies linked to obtaining a health card or in paediatric 
consultations for parents of recently arrive children 
can also be considered.

2.3. Prison inmates

TB screening when an inmate enters prison is 
habitually practiced and prisons can comply with the 
objectives of the WHO and the ECDC for countries 
with low incidence. It is estimated that the prevalence 
of LTBI amongst inmates is 40-50% and it is believed 
that the global ratio is two or three times greater than 
the estimated prevalence for the Spanish population13.

Screened population: all prison inmates who have 
not been previously diagnosed with LTBI or TB.

Screening method: the recommended test is the 
TST. The use of IGRA may be considered for per-
sons vaccinated with BCG with a positive TST so as 
to confirm or rule out an LTBI.

Place of screening: the prison medical services 
during initial examination, carried out in the first 
24 hours after entering prison.

2.4. Intravenous drug users and homeless persons

According to the WHO, the detection of LTBI 
amongst intravenous drug users and homeless per-
sons should be restricted to countries with low inci-
dence, and take into consideration local resources and 
epidemiology. In a study carried out at the Drassanes-
Vall d’Hebron centre, the prevalence of TB amongst 
users of hostels and soup kitchens was 3 persons per 
1,000, and 6 per 1,000 amongst drug users, although 
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the patients sometimes belonged to more than one 
high risk group14. There are figures in other studies 
that show an excess incidence that is 17 times greater 
than amongst the general population15.

The profile of the intravenous drug users who 
arrived at harm reduction programmes (HRP) had a 
combination of characteristics of vulnerability to TB: 
27% of the persons were infected by HIV, 49% were 
foreigners and 43% were homeless. The figures for 
intravenous drug users attending drug dependency 
care and monitoring centres (CMC) showed that 
25% were HIV positive, 16.2% were immigrants and 
13.3% were homeless.

2.4.1. Intravenous drug users

Common protocols should be used to rule out 
tuberculosis in persons who go to HRPs or CMCs. 
The option of including persons who are infected 
at the end of the screening in LTBI treatment shall 
be considered: in cases of HIV infection or another 
immunosuppressive disease, in persons under 35 years 
of age and persons who present a recent conversion6,7.

Screening method: either test (TST or IGRA), but 
using both is not recommended. If the TST is used, 
the IGRA test should also be considered if there is 
immunosuppression (CD4 <200) and the patient 
gives a negative result.

Place of screening: the CMC or HRP unit in line 
with common protocols.

2.4.2. Homeless persons

Studies should be restricted to persons with a 
record of homelessness of at least one year. The option 
of initiating LTBI treatment shall be considered for 
people who are found to have LTBI at the end of 
screening: in cases of HIV infection or another immu-
nosuppressive disease, in persons under 35 years of 
age and persons who present a recent conversion6,7.

Screening method: either test (TST or IGRA), but 
using both is not recommended. If the TST is used, 
the IGRA test should also be considered if there is 
immunosuppression (CD4 <200) and the patient 
gives a negative result.

Place of screening: the public health services, 
managers of centres and other resources, soup kit-
chens and care centre where clinical monitoring takes 
place should all coordinate to ensure supervision of 
the LTBI treatment.

2.5. Workers in high risk environments: medical 
and social welfare centres, persons and hostels

Medical personnel who work with TB patients are 
exposed to TB and run a higher risk of catching it than 
the general public. A study published in our centre 
showed a prevalence of 14.6%16. A study published in 
Montreal on non-medical personnel working in high-
risk hostels and prisons showed that prevalence was 
similar to levels in medical staff17.

Professionals should be classified according to the 
risk of LTBI in: high risk activities or work (cough 
provocation tests, bronchoscopy, micro-bacteria labs, 
staff carrying out autopsies on tuberculosis cases); 
intermediate risk activities (staff who come into direct 
and regular contact with patients, hostel workers); 
low risk activities (workers in health centres with 
minimal contact with patients, workers in contact 
with patients or inmates with very occasional cases of 
TB).

Screening method: the recommended test is TST 
(≥10 mm). Cases with BCG vaccination and posi-
tive tuberculin tests should have receive the IGRA 
to confirm or rule out infection. It has been shown 
that yearly screening of medical personnel is not fea-
sible. It is therefore proposed to carry out a baseline 
assessment and only carry out a yearly or biannual test 
on intermediate or high risk workers with a negative 
baseline test (in settings where there may be patients 
with tuberculosis). The TST and/or IGRA should be 
carried out to rule out LTBI and it should be compa-
red with previous tests.

Place of screening: the occupational health and 
safety units carry out the initial health evaluation 
when the activity commences or after a task with new 
health risks is assigned. The evaluation should include 
LTBI detection. If a worker comes into contact with 
an infected patient without isolation procedures, 
a contacts study should be set in motion. The TST 
and/or IGRA tests should be repeated in line with 
established guidelines for yearly or biannual health 
assessments when working in certain services with a 
risk of tuberculosis infection. 

3. DIAGNOSTIC TESTS FOR LATENT 
TUBERCULOSIS INFECTION

LTBI is a clinical diagnosis that shows a previous 
infection by M. tuberculosis, and excludes active TB. 
The tests available for diagnosing tuberculosis infec-
tion include the TST and the IGRA5,6.
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3.1. The tuberculin test (Mantoux test)

The tuberculin reaction consists of putting a 
person in contact with an extract of TB bacillus 
(PPD or purified protein derivative), in order to 
detect their sensitivity to M. tuberculosis. Tubercu-
lin is an extract taken from a TB bacillus culture. 
The one used in Spain is PPD-RT 23, with a dose 
of two units (0.1 mL). The Mantoux method is used 
where the tuberculin is administered intraderma-
lly in the mid-third of the forearm. The reading 
should takes place 48-72 hours later, using the Sokal 
method. The test may present false negatives and 
positives and should be interpreted according to the 
risk groups (Table 2).

The tuberculin conversion is when an indura-
tion equal to or more than 10 mm is detected in 
a person with a negative response to tuberculin 
two years previously. In other words, a there is a 
recently acquired TB infection if the booster effect 
has been ruled out.

The booster effect can be observed in previously 
sensitised persons. In the first TST, such persons 
present a negative result because their reactivity had 
dissipated. This happens with people infected by 
M.  tuberculosis, environmental mycobacteria and 
those vaccinated by BCG. When the TST is repeated a 
week later, the result is positive due to reinforcement 
of the immune response caused by the test itself.

3.2. Interferon gamma release assay

IGRAs are an immunological method that quan-
tify the immune response in vitro. They are based 
on the production of interferon gamma (IFN-) by 
T-cells of previously infected persons when they 
come into contact again with micro-bacterial anti-
gens. IFN- is an important cytokine in the control 
of TB infection. It activates the infected macropha-
ges with the release of interleukin-1 and the alpha 
tumoral necrosis factor, which limit the growth and 
multiplication of the mycobacteria. These tests use 

Table 2. Interpretation of positive result of tuberculin test.

PT ≥5 mm considered positive

Patients infected with HIV.

Close contact with persons who have pulmonary or laryngeal TB.

Children <5 years not previously vaccinated with BCG and who come from countries with a high incidence.

Radiological evidence of previously cured TB, in patients who were did not receive therapy of any recognised efficacy.

Persons receiving organ transplants.
persons with depressed immune systems for other reasons: e.g. receiving doses equivalent to ≥15 mg/day of prednisone for a 
month or more, or persons starting biological therapy.
Persons with advanced kidney disease.

PT ≥10 mm considered positive

Immigrants from areas with high prevalence of TB in last five years.

Intravenous drug users.
Residents and employees in places where high risk situations take place: medical facilities with exposure to TB, 
microbiology lab staff, prisons, hostels, refuges for the homeless, geriatric residences, drug dependency centres, volunteers 
and military personnel in areas with high levels of endemic tuberculosis.
Persons with risk factors for TB different from HIV infection.
Patients with clinical conditions such as: silicosis, diabetes, chronic kidney failure undergoing renal replacement therapy, 
blood diseases (leukaemia and lymphomas), other malignant tumours (carcinoma of head, neck or lung), weight loss of over 
10% under ideal weight, gastrectomy, jejunoileal bypass, celiac disease.
Children <5 years (except for children from countries with a high incidence and not vaccinated with BCG).

Children and adolescents exposed to adults who belong to groups with a high risk of progression of TB.

PT ≥15 mm considered positive 

Vaccinated persons, unless they already meet one of the above criteria.

Persons without known risk factors and under risk of infection (administrative screening).

Note. BCG: bacillus Calmette-Guérin; TT: tuberculin test; TB: tuberculosis; HIV: human immunodeficiency virus.
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more specific antigens of M. tuberculosis complex, 
thus avoiding cross reaction due to infection from 
other non-TB mycobacteria and the strain of the 
vaccine with BCG.

There are two methods currently on the mar-
ket: ELISA, or enzyme-linked immunosorbent assay 
(QuantiFERON®-TB Gold Plus); and ELISpot, or 
enzyme-linked immunospot assay (T-SPOT®.TB)18. 
They are described in greater detail below.:
–	 QuantiFERON®-TB Gold Plus: an ELISA 

technique that uses peripheral blood and eva-
luates the production of IFN- in response to 
the stimulation of blood lymphocytes with 
specific antigens of M. tuberculosis. The test is 
interpreted by quantifying the difference bet-
ween the concentration of IFN- produced in 
the sample exposed to antigens and the negative 
control sample. If the difference is equal to or 
more than 0.35 U/mL, and represents 25% or 
more of the value obtained in the control sam-
ple, the result is considered to be positive. 

–	 T-SPOT®.TB: an ELISpot technique that uses 
mononuclear peripheral blood cells. The dish is 
incubated at 37 oC for 18-22 hours and then the 
immunospot is carried out to enable the number 
of IFN producing cells to be quantified (num-
ber of spots). Interpretation is based on the spot 
count in each vial. In technical terms, T SPOT® 
requires more blood, more preparation time and 
more work than QuantiFERON®.

3.3. Sensitivity and specificity of diagnostic assays

There is no benchmark for diagnosing tuberculo-
sis infection and it is therefore difficult to establish the 
sensitivity and specificity of these new methods. The 
TST is cheap and widely used, but is not very specific 
in persons vaccinated with the BCG vaccine. It also 
has cross reations with environmental bacteria and is 
not very sensitive in immunodepressed persons. The 
specific tuberculosis antigens of the IGRA techniques 
(early secreted antigenic target-6 [SAT-6], cultured 
filtrated protein-10 [CFP-10] and TB 7.7) are absent 
in Mycobacterium bovis and in most non-tuberculosis 
mycobacteria. Therefore, the specificity of the IGRA 
tests for M. tuberculosis is higher than the one in the 
TST (Table 3).

The capacity of the TST and IGRA to predict the 
development of TB is limited, since a large number of 
individuals with positive TST or IGRA results would 
not progress to full tuberculosis6. Despite this limi-
tation, IGRA tests have improved LTBI diagnosis, 
because its higher specificity has enabled the number 
of unnecessary preventive treatments to be reduced. 

The IGRA test have also improved detection of LTBI 
in immunodepressed patients.

The mismatch between the TST and IGRA in HIV 
positive or immunodepressed patients and those vac-
cinated with BCG indicates that IGRA tests should 
be available for use in such situations. There are stu-
dies that suggest that these tests could be more cost 
effective in the medium and long term than TST18. 
Figure 1 shows the algorithm of combined use of TST 
and IGRA for diagnosing tuberculosis infection pre-
sented in the Consensus Document on the Diagnosis 
and Treatment of Tuberculosis by the Spanish Asso-
ciation of Respiratory Diseases (SEPAR). Choosing 
one or the other technique depends on a number of 
factors that go beyond their validity, and which can 
be regarded as comparable. There are other logistical 
factors to take into consideration, such as avoiding 
venipuncture (TST) or patients not requiring a second 
visit to obtain the IGRA results.

4. TREATMENT OF LATENT TUBERCULOSIS 
INFECTION

Any person who runs a high risk of progression to 
full blown tuberculosis (Table 1, group A), and who has 
a positive result in the LTBI detection tests should be 
treated for latent tuberculosis infection if he meets the 
following criteria: he has no symptoms, signs or radiolo-
gical evidence of active tuberculosis, is willing to comply 
with the complete treatment regime and has no medical 
contraindications.

If there is evidence of previous tuberculosis 
treatment, then further therapy is not necessary except 

Table 3. Advantages and disadvantages of IGRA tests compared to 
tuberculin tests.

Advantages of an in vitro diagnosis in comparison to TT

Eliminates subjectivity.
Absence of false positives in persons vaccinated with 
the BCG vaccine or in persons infected by atypical 
mycobacteria.
Control of false negatives in patients infected by HIV.

Avoids treatment of latent tuberculosis infection.

Disadvantages of an in vitro diagnosis in comparison to TT

More expensive.
Difficult to use in community screenings (issues with 
blood extraction, transport and conservation).

Note. BCG: bacillus Calmette-Guérin; IGRA: interferon 
gamma release assay; TT: tuberculin test; HIV: human 
immunodeficiency virus.
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in exceptional cases such as persons at risk of exposure 
to patients with tuberculosis bacilli who meet any of the 
following conditions: HIV positive, undergoing a medi-
cal process where there is a high risk of developing active 
tuberculosis, children who have undergone an intense 
exposure to secondary cases or conversions. The per-
sons included for LTBI screening and therapy in Table 
1 should be subject to the same criteria.

5. THERAPEUTIC OPTIONS FOR TREATING 
LATENT TUBERCULOSIS INFECTION

Latent tuberculosis infection is mainly treated 
with isoniazid and rifampicin, either separately or in 
combination. Isoniazid in regimens of 6-9 months is 
the reference drug for treating LTBI5,6. However, the 
treatment’s duration and toxicity (especially to the 
liver) act as serious obstacles to its use. As a result, 
new shorter treatment regimens of 3-4 months have 
been introduced, using a range of anti-tuberculosis 
drugs such as rifampicin and isoniazid or rifampicin 
alone5,6.

All infected patients should be monitored to 
detect any possible side effects. The regimens that 
present best compliance are short ones of 3-4 months, 
with rifampicin plus isoniazid (3RH) or rifampicin 
alone (4R), respectively (Tables 4 and 5). The regi-
mens with rifampicin have been shown to be effica-
cious when compared to isoniazid in reducing the risk 

of tuberculosis and also present reduced liver toxicity 
and better adherence than isoniazid (82% compared 
to 69%)19.

In practical terms, the therapeutic regimen 
should be selected with the following points in 
mind: the coexistence of an underlying disease, pos-
sible drug interactions and the fact that the most 
appropriate regimen should be agreed with the 
patient to ensure compliance. In fact, the recom-
mended regimen for ensuring compliance is a short 
regimen (3RH or 4R) if there are no contraindica-
tions. Isoniazid (6H-9H) is recommended for the 
following cases: intolerance to or incompatibility 
with rifampicin, patient resistance to rifampicin, 
and pregnancy or breastfeeding. Rifampicin (4R) is 
recommended for the following: intolerance to or 
incompatibility with isoniazid and resistance of the 
index case to isoniazid19.

Ensuring adherence is absolutely essential in 
LTBI treatment. Defective adherence is associated 
with factors such as lack of family support, alcoho-
lism, immigration and social issues. There is no con-
sensus on which particular method can be used to 
improve adherence, but health education and monito-
ring tolerance throughout treatment are essential bac-
kups in ensuring that the therapy continues. Testing 
for hepatic enzymes before therapy and one month 
afterwards is recommended. Patients with underlying 
diseases, such as transplant candidates, may require 

Figura 1. Algorithm of combined use of tuberculin test and IGRA for diagnosing tuberculosis infection.

Positive

PositiveIGRA

Infected

Not vaccinated  
with BCG

Vaccinated  
with BCG

Negative

Negative

Not infected

Immunocompetent Immunosupressed

Tuberculin

BCG: bacillus Calmette-Guérin; IGRA: interferon gamma release assay.
Adapted from: González-Martín J, García-García JM, Anibarro L, Vidal R, Esteban J, Blanquer R, et al. Consensus document on 
diagnosis, treatment and prevention of tuberculosis. Arch Bronconeumol. 2010;46(5):255-74.
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more stringent monitoring. Children may be excep-
tion in this case as hepatic toxicity is rare, and the-
rapy can commence with no prior analyses and is only 
necessary if any symptoms are detected19.

6. CONCLUSIONS

The epidemiological data indicates a need to deal 
with LTBI if we want to make any progress in com-
pletely eliminating TB. Given the estimates of high 
prevalence of LTBI and the limited number of tests 
and therapies that are currently being carried out, 
new efforts need to be made to reduce the number 
of persons with LTBI in the community. Such efforts 
should include a recording and monitoring system 
to supervise progress in populations and patients, an 
increase in testing to detect LTBI in high risk groups, 
more short regimens of LTBI treatment and the active 
participation of communities and health services20. 
Including new tools that offer better indications of 
the risk of reactivation in patients, along with new 

and shorter LTBI treatment regimens, may improve 
TB elimination programmes.
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Table 5. Recommended dose of drugs for treating latent tuberculosis infection.

Therapeutic regimen
Dose for adults  

and children ≥12 years
Dose for children  

<12 years 
Maximum dose

Isoniazid only, daily for 6 or 
9 months

5 mg/kg/day 
10 mg/kg/ day  

(range, 7-15 mg)
300 mg

Rifampicina only,  daily for 4 
months 

10 mg/kg/day
15 mg/kg/ day   

(range, 10-20 mg)
600 mg

Isoniazid and rifampicin,  
daily for 3 months

 Isoniazid: 5 mg/kg/ day  
Rifampicin: 10 mg/kg/day  
15 mg (range, 10-20 mg)

Isoniazid: 10 mg/kg/ day 
(range, 7-15 mg) 

Rifampicin: 15 mg/kg/ day 
(range, 10-20 mg)

Isoniazid, 300 mg 
Rifampicin, 600 mg

Table 4. Therapeutic options for treating latent tuberculosis infection.

Drugs Duration Interval HIV classification (-) HIV classification (+)

Isoniazid 9 months Daily A (II) A (II)

Isoniazid 6 months Daily B (I) C (I)
Rifampicin + 
Isoniazid 

3 months Daily A (II) A (II)

Rifampicin 4 months Daily B (II) B (III)

Note. Weight of recommendation: A: preferable; B: acceptable alternative; C: only use when A and B are not possible. 
Quality of evidence: I: evidence from random clinical assays; II: evidence from non-random clinical assays. III: expert 
opinion.

HIV: human immunodeficiency virus.



Godoy P.  
Guidelines on controlling latent tuberculosis infection to support tuberculosis elimination.

Rev Esp Sanid Penit. 2021;23(1):28-3636
doi: 10.18176/resp.00028

REFERENCES

1.	 Comstock GW, Livesay VT, Woolpert SF. The 
prognosis of a positive tuberculin reaction in 
childhood and Adolescence. Am J Epidemiol. 
1974;99(2):131-8.

2. 	 Uplekar M, Weil D, Lonnroth K, Jaramillo E, 
Lienhardt C, Dias HM, et al. WHO’s new end TB 
strategy. Lancet. 2015;385(9979):1799-801.

3. 	 Ministerio de Sanidad. Plan para la prevención y 
control de la tuberculosis en España. Indicadores 
de seguimiento. Año 2019. [Internet]. Madrid; 
2020. Disponible en: https://www.mscbs.gob.
es/profesionales/saludPublica/prevPromocion/
PlanTuberculosis/IND_SEG_PLAN_TB_2019_
provisionales_web.pdf

4. 	 Getahun H, Matteelli A, Abubakar I, Aziz MA, 
Baddeley A, Barreira D, et al. Management of 
latent Mycobacterium tuberculosis infection: 
WHO guidelines for low tuberculosis burden 
countries. Eur Respir J. 2015;46(6):1563-76.

5. 	 World Health Organization. Latent tuberculosis 
infection: updated and consolidated guidelines 
for programmatic management. Geneva: WHO, 
2018.

6. 	 European Centre for Disease Prevention and 
Control. Programmatic management of latent tu-
berculosis infection in the European Union. Stoc-
kholm: ECDC; 2018.

7.	 Akolo C, Adetifa I, Shepperd S VJ. Treatment 
of latent tuberculosis infection in HIV-in-
fected persons. Cochrane Database Syst Rev. 
2010;2010(1):CD000171.

8.	 Muñoz L, Casas S, Juanola X, Bordas X, Marti-
nez C, Santin M, et al. Prevention of Anti-Tumor 
Necrosis Factor-Associated Tuberculosis : A 10-
Year Longitudinal Cohort Study. Clin Infect Dis. 
2015;60(3):349-56.

9.	 World Health Organization. WHO consolidated 
guidelines on tuberculosis. Module 1: Prevention. 
Tuberculosis preventive treatment. [Internet]. 
Geneva: WHO, 2020. Disponible en: https://
www.who.int/publications/i/item/who-consoli-
dated-guidelines-on-tuberculosis-module-1-pre-
vention-tuberculosis-preventive-treatment

10.	 Muñoz L, Santin M. Prevention and Management 
of Tuberculosis in Transplant Recipients: From 
Guidelines to Clinical Practice. Transplantation. 
2016;100(9):1840-52.

11.	 Greenaway C, Pareek M, Abou CN, Walji M, 
Makarenko I, Alabdulkarim B, et al. The effective-

ness and cost-effectiveness of screening for latent 
tuberculosis among migrants in the EU/EEA: a 
systematic review. Euro Surveill. 2018;23(14):17-
00543.

12.	 Aldridge RW, Zenner D, White PJ, Williamson 
EJ, Muzyamba MC, Dhavan P, et al. Tuberculosis 
in migrants moving from high-incidence to low-
incidence countries: a population based cohort 
study of 519 955 migrants screened before entry 
to England, Wales, and Northern Ireland. Lancet. 
2016;388(10059):2510-8.

13.	 García-Guerrero J, Marco A, Saíz de la Hoya 
P, Vera-Remartínez EJ, Grupo de estudio PRE-
VALHEP de prisiones. Estudio multicéntrico de 
prevalencia de infección tuberculosa latente en los 
internados en prisiones españolas. Rev Esp Sanid 
Penit. 2010;12(3):79-85.

14.	 Jiménez-Fuentes MA, Augé CM, Gómez MN, 
Peiró JS, de Souza Galvao ML, Maldonado J, et 
al. Screening for active tuberculosis in high-risk 
groups. Int J Tuberc Lung Dis. 2014;18(12):1459-65.

15.	 Fundació Arrels. La vulnerabilitat de les persones 
que viuen al carrer a Barcelona. [Internet]. En: 
Arrelsfundacio.org. 2 Mar 2017. [Citado 20 Abr 
2018]. Disponible en: http://www.arrelsfundacio.
org/censsensellar_2016

16.	 Martínez-Lacasa X, Font R, González S, Sallent 
S, Jaen A, Lite J, et al. Usefulness of Quantiferon-
TB Gold in Tube® in screening for latent tuber-
culosis infection in health workers. Enferm Infecc 
Microbiol Clin. 2015;33(8):525-31.

17.	 Isler MA, Rivest P, Mason J, Brassard P. Screening 
employees of services for homeless individuals in 
Montréal for tuberculosis infection. J Infect Pu-
blic Health. 2013;6(3):209-15.

18.	 Domínguez J, Latorre I, Santin M. Diagnósti-
co y abordaje terapéutico de la infección tuber-
culosa latente. Enferm Infecc Microbiol Clin. 
2018;36(5):302-11.

19.	 Sterling TR, Njie G, Zenner D, Cohn DL, Reves 
R, Ahmed A, et al. Guidelines for the Treatment 
of Latent Tuberculosis Infection: Recommenda-
tions from the National Tuberculosis Controllers 
Association and CDC, 2020. MMWR Recomm 
Rep. 2020;69(1):1-11.

20.	 LoBue PA, Mermin JH. Latent tuberculosis infec-
tion: the final frontier of tuberculosis elimination 
in the USA. Lancet Infect Dis. 2017;17(10):e327-
33. 


