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Parts relevant to screening for active TB, active case finding and LTBI management
[bookmark: _Toc411586417][bookmark: _Toc424663901]Objective 1. 	To provide universal access to early and quality diagnosis of all forms of TB including M/XDR-TB
Rationale
One of the main GTSF components is devoted to TB diagnosis and calls upon the countries to embrace new strategies and technologies for improving early detection of TB cases, detect and confirm all cases with DR-TB, roll out new diagnostics, and implement systematic screening for TB among selected high-risk groups. Special attention should be paid to diagnosis of HIV-associated tuberculosis. 
Challenges and Gaps
· While the numbers and rates of notified TB cases have substantially decreased in Georgia over the last three years, the effectiveness of TB case detection is of important concern and should therefore be reinforced to ensure testing of all TB suspects, investigation of contacts of patients with active TB, and rapid and full investigation of all detected TB cases for drug resistance. 
· Despite the improvements in the level of contacts’ investigations over the last three years, it still remains insufficient; in 2014, on average 3.0 contacts per 1 smear positive TB case were screened (2.5 in 2013 and 2.3 in 2012).
· Systematic screening of PLHIV for TB needs strengthening, especially at peripheral level. In addition, diagnostic counselling and testing for HIV among TB patients is insufficient: despite some improvement during the last three years, HIV test results are available for only about two-thirds of TB patients.
· Additional efforts are required to build capacity of staff in the specialized TB service as well as in primary health care; the latter should be reinforced to intensify TB case finding among symptomatic persons, contact tracing and improving referral practices.
Expected Results
It is expected that full and successful implementation of the interventions under this Objective will ensure that by 2020, Georgia will guarantee universal access to early and reliable diagnosis of all forms of TB, including: 
· Appropriate services are in place for contacts’ investigations and screening / diagnosis in special groups (children, prisoners, PLHIV), including X-ray diagnostics.
1.3	Contacts’ investigation, screening and active case finding for TB among high-risk groups including people living with HIV
It is estimated that the burden of undetected tuberculosis is substantial in Georgia, especially in high-risk groups. Significant delays in diagnosing TB and initiating the appropriate treatment are likely in people with limitations in access to health services. Systematic screening for active TB disease among risk groups them improves early case detection.
The primary objective of screening is to ensure that active TB is detected early and treatment is initiated promptly, with the ultimate aim of reducing the risk of poor treatment outcomes, the adverse social and economic consequences of TB, as well as helping to reduce TB transmission. Systematic screening implies identification of people with suspected active TB, in a predetermined target group, using tests, examinations or other procedures that can be applied rapidly[footnoteRef:1]. Such screening is provider-initiated and targets people who do not seek health care because of the lack or neglect of symptoms, barriers to accessing care or for other reasons. Among those whose screening is positive, the diagnosis needs to be confirmed by bacteriological tests and additional clinical assessments. [1:  Systematic screening for active tuberculosis: principles and recommendations (WHO, 2013)] 

Based on the latest international evidence and guidance, the following five groups have been identified for systematic screening for active TB in Georgia:
1. Household contacts and other close contacts of patients with active TB
2. People living with HIV
3. Persons detained in penitentiary institutions
4. People with selected medical conditions that constitute risk factors for TB, who seek health care for other reasons
5. Other subpopulations with estimated high levels of undetected TB or/and limited access to health care services.
Household contacts and other close contacts of patients with active TB. One of the international standards for TB care requires that all providers should ensure that persons in close contact with TB patients are evaluated and managed in line with international recommendations[footnoteRef:2]. A contact is any person who has been exposed to a person with infectious TB (‘index case’). Contacts are divided into two groups, household and non-household. Contact investigation is an important activity to find persons with previously undetected TB and persons who are candidates for treatment of latent TB infection (LTBI). Inability to conduct contact investigations results in missed opportunities to prevent additional cases of TB, especially among children. [2:  International Standards for Tuberculosis Care, Edition 3 (TB CARE I, 2014)] 

The Plan stipulates strengthening of contact investigation activities in Georgia during the next five years. A mandatory contact screening protocol will be developed to guide the process of contacts’ investigation. The highest priority contacts for evaluation are: persons with symptoms suggestive of TB; children aged <5 years; contacts with immunocompromised states, particularly HIV infection; and contacts of patients with M/XDR-TB. In addition, contact investigation for household contacts and close contacts may be performed for all other index cases with pulmonary TB. 
HIV counseling and testing will be offered to household contacts of patients who are HIV-infected, as well as to all contacts who have symptoms compatible with active TB. Contacts among children or PLHIV, in whom the clinical evaluation has not detected active TB, should be treated for presumed LTBI. Children should also undergo a nutrition screening and assessment as part of the investigation. If malnutrition is identified, it should be managed according to WHO recommendations[footnoteRef:3].  [3:  Guideline: nutritional care and support for patients with tuberculosis (WHO, 2013)] 

People living with HIV. It is important to ensure that TB is diagnosed early in this risk group, which has a high likelihood of having undetected TB and a high risk of poor health outcomes in the absence of early diagnosis and treatment. Screening for active TB should therefore be undertaken each time when an HIV-infected individual visits a health care facility.
For intensified TB case-finding in PLHIV, WHO[footnoteRef:4] recommends the use of a special clinical symptom-based algorithm, which is augmented by chest radiography. PLHIV whose screening test is positive should have an Xpert MTB/RIF test as a primary diagnostic test (see Intervention 1.1 above). PLHIV who do not report symptoms of active TB disease (current cough, fever, weight loss or night sweats) should be offered treatment for presumed LTBI. [4:  Guidelines for intensified tuberculosis case-finding and isoniazid preventive therapy for people living with HIV in resource-constrained settings (WHO, 2011)] 

Persons detained in penitentiary institutions. Screening for active TB will be performed in all persons detained in criminal justice facilities during the investigation, in those awaiting trial and in those who have been sentenced. Prison staff are also eligible for systematic TB screening.
The practices of active TB case finding in the Georgian penitentiary system will be further aligned to the international requirements. The program will always include screening when a person enters a detention facility, followed by screening at least once a year while detained, and an exit screening for people leaving detention. In addition, contacts should be investigated whenever a new case is detected.
Prisoners who have symptoms suggestive of TB will undergo TB testing according to the national diagnostic algorithm, with Xpert MTB/RIF as the initial diagnostic test. HIV counselling and testing should be offered to all detainees screened for TB. The screening program in prisons will be combined with screening for other diseases and health promotion activities targeting this group.
People with selected medical conditions that constitute risk factors for TB, who seek health care for other reasons. Screening for active TB disease will be undertaken among people who have risk factors to TB, in addition to passive case finding. The medical groups are prioritized based on their risk of TB, the risk of poor treatment outcomes if diagnosis is delayed and the size of the group in the Georgian settings. The following medical conditions will be considered for TB screening: underweight persons; diabetes mellitus; chronic renal failure or hemodialysis; pregnancy; alcohol dependence; intravenous drug use; tobacco smoking; advanced age; previously treated TB. In addition, the medical providers may consider patients with other medical problems such as gastrectomy, malignancies, immunosuppressive disorders, solid organ transplantation and other conditions requiring immunomodulatory therapies.
The above risk groups should be targeted within the clinic where they are managed. As a common rule, TB screening should be offered if it has not been done during the previous 12 months; however, a different interval may be applied depending on the group. People identified as TB suspects but not confirmed with active disease should be informed about the importance of seeking medical care if TB symptoms continue or re-emerge.
Screening people with diabetes for TB should be combined with reciprocal screening for diabetes in people with TB[footnoteRef:5]; similar reciprocation should be applied in regard to smokers and people with chronic obstructive pulmonary disease[footnoteRef:6], persons with alcohol use disorders or other drug-use disorders, which can be also combined with HIV screening in drug users[footnoteRef:7]. The management of health care institutions should offer screening for active TB to their staff and combine it with other appropriate infection control interventions[footnoteRef:8]. [5:  Collaborative framework for care and control of tuberculosis and diabetes (WHO, 2011)]  [6:  Practical approach to lung health (PAL): a primary health care strategy for the integrated management of respiratory conditions in people of five years of age and over (WHO, 2005)]  [7:  Policy guidelines for collaborative TB and HIV services for injecting and other drug users: an integrated approach (WHO, 2008)]  [8:  WHO policy on TB infection control in health-care facilities, congregate settings and households (WHO, 2009)] 

Other defined subpopulations with high levels of undetected TB or / and limited access to health care services. The NTP will identify the needs of TB screening in specific geographically defined subpopulations with presumed high levels of undetected TB, as well as other subpopulations which have limitations in accessing appropriate medical services, such as homeless people, people living in remote mountainous areas, migrants and other vulnerable groups.
While the key features of screening other categories above are applicable, systematic TB screening in this group has considerable requirements for human resources and other associated costs and will therefore be targeted and appropriately prioritized within the national program. Community screening is performed by inviting people to a health care facility, door to door visits or systematic screening in shelters and other specific locations. It is envisaged to facilitate the involvement of non-governmental organizations in early TB case detection among risk groups in community settings (see Intervention 3.2 below). 
This Plan stipulates that the upgraded and expanded program for systematic TB screening will be fully operational by early 2018. For this purpose, a number of preparatory measures and capacity strengthening activities will be carried out in 2016-2017. The program will be implemented in close cooperation and coordination between MoLHSA, MoC and private health care providers. Systematic TB screening will be integrated in the overall national screening program, which is coordinated by NCDCPH. Appropriate financing will be allocated to systematic TB screening interventions from the state budget.
The main activities under this Intervention include:
· Development of national TB screening guidelines. A separate comprehensive guidance and protocols for systematic TB screening among risk groups, complementary to the national TB guidelines, will be developed by a working group and national consultants.
· Training of health care providers on TB screening. MoLHSA through NCDCPH and NCTLD will organize training on systematic TB screening for managers and medical staff from health care institutions involved in provision of TB services and other related services.
· Medical supplies for TB screening. Procurement of radiography and HIV testing supplies for TB screening among risk groups (Xpert MTB/RIF, microscopy and other laboratory supplies for testing of identified TB suspects are included under Interventions 1.1, 1.2 and 1.4).
· Motivation of health care providers. Performance-related payments will be included in the payment schemes for health care provider institutions to motivate them for improving early case detection through intensified TB screening of risk groups. Along with other preventive activities, TB screening will be introduced in the quality improvement scheme for providers. The contracts with providers will foresee positive incentives for attaining the performance indicators (starting 2018).
[bookmark: _Toc424663902]Objective 2. 	To provide universal access to quality treatment of all forms of TB including M/XDR-TB with appropriate patient support
Rationale
In addition, such components of the national TB response as management of HIV-associated TB, preventive TB treatment and management of comorbidities influencing patient outcomes, need to be given an increased attention.
Challenges and Gaps
· Current practices of preventive treatment for latent TB infection are insufficient and need to be scaled up in risk groups, with particular attention to children – contacts of TB cases and PLHIV. For this purpose, integration and collaboration between specialized TB services, public health services and HIV services requires substantial strengthening. 
Expected Results
Implementation of the interventions under this Objective aims at ensuring, by 2020, universal access to high-quality treatment of all forms of TB, including M/XDR-TB, in Georgia: 
· Testing for and preventive treatment of latent TB infection is provided to all individuals in need from defined risk groups.
2.5	Preventive treatment and vaccination against TB
Prevention of TB has been identified as an area which requires significant improvement within the Georgian TB program. This Plan aims at improving preventive TB treatment in identified risk groups and maintaining universal coverage of vaccination against TB. Preventive activities will be implemented in accordance to the up-to-date international recommendations, laid down in the Post-2015 Global Tuberculosis Strategy Framework and related technical guidance[footnoteRef:9],[footnoteRef:10].  [9:  International Standards for Tuberculosis Care, Edition 3 (TB CARE I, 2014)]  [10:  Guidelines on the management of latent tuberculosis infection (WHO, 2015)] 

Latent tuberculosis infection (LTBI) is a state of persistent immune response to stimulation by M. Tb without evidence of clinically manifested active TB. The infected persons have no symptoms of TB disease and are not infectious, but they are at risk for developing active TB disease. This can be averted by preventive treatment. The most recent analysis of evidence, undertaken by WHO, has shown that administration of LTBI treatment does not increase the risk of drug resistance. Nevertheless, scaling up preventive treatment must be accompanied by a comprehensive systematic screening for active TB disease (see Intervention 1.3 above), as well as by the effective national TB drug resistance surveillance system.
Population-wide mass LTBI testing and treatment are not feasible due to imperfect tests, potential side effects and the high cost. Therefore, preventive treatment should be administered in population groups in which the risk of progression to active disease significantly exceeds that for the general population. On the basis of the latest evidence and benefit-risk considerations, the following seven groups have been identified for systematic testing and treatment of LTBI in Georgia:
1. People living with HIV
2. Child and adult contacts of pulmonary TB cases
3. Persons detained in correctional facilities (prisoners) 
4. Patients with the following diseases or treatment conditions: silicosis, renal dialysis, treatment with anti-tumor necrosis factor (TNF) inhibitors, and preparation for organ or hematologic transplantation
5. People who inject drugs (PWID)
6. Health care workers 
7. Immigrants from high TB burden countries
Screening for symptoms among persons with HIV infection is crucial for identifying both active TB cases and persons who should receive preventive therapy. PLHIV who do not have active TB disease at screening, should receive testing for LTBI and, if positive, preventive treatment. The combined use of ART and LTBI therapy significantly reduces the incidence of TB in PLHIV.
Children (particularly those under the age of five years) are a vulnerable group because of the high likelihood of progressing from latent infection to active TB; they are also more likely to develop disseminated and serious forms of TB disease such as meningitis. For these reasons, testing and treatment for LTBI is indicated in children who are contacts of TB cases, with special attention to children under five years of age.
Mantoux tuberculin skin test (TST) will be used to detect LTBI in individuals belonging to the above risk groups. The increased use of another test based on interferon-gamma release assays (IGRA) will be considered by the end of the period covered by this Plan, upon the mid-term evaluation of progress in the implementation of preventive treatment activities and subject to availability of funds.
The NTP will continue to use the common preventive treatment regimen (Isoniazid for at least 6 months); however the care providers may decide use shorter WHO-recommended regimens for LTBI (Isoniazid plus Rifampicin or Rifampicin alone for 3-4 months) because of tolerance or adherence considerations. At the moment, effective evidence-based preventive treatment for contacts of MDR-TB cases is not available. Therefore, emphasis will be placed on thorough clinical assessment of these contacts and their consequent monitoring for the development of active TB disease for the period of at least two years. 
MoLHSA will place special emphasis on reinforcing TB prevention as an essential component of the national TB control program, including its coverage in the universal health care program and allocation of dedicated financial resources. To be effective, LTBI management requires a comprehensive package of activities that includes: identifying and testing eligible individuals; delivering treatment under clinical supervision, ensuring proper adherence and management of adverse events, and establishing monitoring and evaluation of the process. Specialized TB service units will bear the overall responsibility for conducting preventive TB treatment. This will be accomplished in close cooperation with other providers, involved in provision of medical and other services to the abovementioned groups at risk, including public health services under NCDCPH (for investigation of contacts), National AIDS Program (for PLHIV and PWID through outreach harm reduction activities) and penitentiary services (for prisoners).
During the first two years of the NSP implementation, the NTP will update the existing guidance to accommodate for the expanded scope of TB preventive work and will conduct necessary capacity building activities. Relevant provisions will be incorporated in the national TB information system for ensuring effective monitoring and evaluation of preventive interventions, including development of specific recording and reporting tools, standardized indicators and data capturing mechanisms to inform decision making for program implementation.
The main activities under this Intervention include:
· Development of national LTBI management guidelines. Based on the latest international recommendations, the NTP will develop the national guidance on LTBI testing and preventive treatment, to be carried out in identified risk groups.
· Training on LTBI management will be provided for health care providers from specialized TB services in the civilian and penitentiary sector, as well as for the staff from public health services and HIV services. 
· Diagnostic tests for LTBI. TST (Mantoux) tests will be procured centrally for testing for latent TB infection in defined risk groups. IGRA (interferon-gamma release assay) tests will be procured for targeted testing of health care workers at risk starting mid-2017. 
· Drugs for TB preventive treatment. Isoniazid (and Rifampicin for selected use) will be procured in necessary quantities for the scaled up implementation of preventive LTBI treatment in risk groups.
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Table 15. Key output and coverage indicators
	No.
	Indicator
	Baseline (2014)
	Mid-term target (2018)
	End-term target (2020)

	5.
	Number of contacts of TB patients screened for active TB, per 1 TB case (all forms)
	1.3
	2.5
	3.5
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Systematic screening for active tuberculosis: principles and recommendations (WHO, 2013)
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Executive summary
Definition of systematic screening for active TB
Systematic screening for active TB is defined as the systematic identification of people with suspected active TB, in a predetermined target group, using tests, examinations or other procedures that can be applied rapidly. 
The screening tests, examinations or other procedures should efficiently distinguish people with a high probability of having active TB from those who are unlikely to have active TB. Among those whose screening is positive, the diagnosis needs to be established by one or several diagnostic tests and additional clinical assessments, which together have high accuracy.
Systematic screening for active TB is predominantly provider-initiated. It may target people who do not seek health care because they do not have or recognize symptoms, because they do not perceive that they have a health problem that warrants medical attention, because there are barriers to accessing care, or for other reasons. It may also target people seeking health care who do or do not have symptoms or signs compatible with TB and who may not be identified by “passive case-finding” as possibly having TB. People seeking care who may be eligible for TB screening include people with medical conditions that constitute risk factors for TB (such as people living with HIV and people with diabetes mellitus) who may seek care for reasons other than symptoms compatible with TB.
Objectives of systematic screening for active TB
The primary objective of screening for active TB is to ensure that active TB is detected early and treatment is initiated promptly, with the ultimate aim of reducing the risk of poor treatment outcomes, health sequelae and the adverse social and economic consequences of TB, as well as helping to reduce TB transmission.
Reviews of the evidence
The burden of undetected TB is high in many settings, especially in some risk groups. The delay in diagnosing TB and initiating appropriate treatment is often long, especially in groups with poor access to health care. Many people with active TB do not experience typical TB symptoms in the early stages of the disease. These individuals are unlikely to seek care early, and may not be properly diagnosed when seeking care. Passive case-finding therefore leads to missed or delayed diagnoses for many people. Appropriately diagnosing and treating TB dramatically improves health outcomes when compared with not diagnosing and treating the disease. These observations together constitute indirect evidence that screening for active TB in selected risk groups should benefit individuals and public health.
However, while the systematic reviews show that there is some evidence that screening can improve the early detection of TB, the direct evidence remains weak for the impact of screening on health outcomes and TB transmission when compared with passive case-finding alone. Furthermore, data are lacking on the cost effectiveness of screening compared with other interventions to improve early detection, and it is clear that indiscriminate screening can require a lot of resources.
Therefore, indiscriminate mass screening should be avoided; and screening in selected risk groups requires careful consideration of the potential benefits and risks of harm, including side effects and other harms for the individual from false diagnosis as well as the inappropriate use of health-care resources.
Decisions on when and how to screen for active TB, which risk groups to prioritize and which algorithm to use for screening and diagnosis depend on the epidemiological situation, the capacity of the health system, and the availability of resources.
Key principles for systematic screening for active TB
The following key principles should be considered when planning a TB screening initiative.
1. Before screening is initiated, high-quality TB diagnosis, treatment, care, management and support for patients should be in place, and there should be the capacity to scale these up further to match the anticipated rise in case detection that may occur as a result of screening. In addition, a baseline analysis should be completed in order to demonstrate that the potential benefits of screening clearly outweigh the risks of doing harm, and that the required investments in screening are reasonable in relation to the expected benefits.
2. Indiscriminate mass screening should be avoided. The prioritization of risk groups for screening should be based on assessments made for each risk group of the potential benefits and harms, the feasibility of the initiative, the acceptability of the approach, the number needed to screen, and the cost effectiveness of screening.
3. The choice of algorithm for screening and diagnosis should be based on an assessment of the accuracy of the algorithm for each risk group considered, as well as the availability, feasibility and cost of the tests.
4. TB screening should follow established ethical principles for screening for infectious diseases, observe human rights, and be designed to minimize the risk of discomfort, pain, stigma and discrimination.
5. The TB screening approach should be developed and implemented in a way that optimizes synergies with the delivery of other health services and social services.
6. A screening strategy should be monitored and reassessed continually to inform re-prioritization of risk groups, re-adaptation of screening approaches when necessary and discontinuation of screening at an appropriate time.
Recommendations on risk groups to screen
Strong recommendations
Recommendation 1: Household contacts and other close contacts should be systematically screened for active TB.
Recommendation 2: People living with HIV should be systematically screened for active TB at each visit to a health facility.
Recommendation 3: Current and former workers in workplaces with silica exposure should be systematically screened for active TB.
Conditional recommendations
Recommendation 4: Systematic screening for active TB should be considered in prisons and other penitentiary institutions.
Recommendation 5: Systematic screening for active TB should be considered in people with an untreated fibrotic chest X-ray lesion.
Recommendation 6: In settings where the TB prevalence in the general population is 100/100 000 population or higher, systematic screening for active TB should be considered among people who are seeking health care or who are in health care and who belong to selected risk groups. (The risk groups to be considered are listed in the remarks to this recommendation in Section 8).
Recommendation 7:
(a) Systematic screening for active TB may be considered for geographically defined subpopulations with extremely high levels of undetected TB (1% prevalence or higher).
(b) Systematic screening for active TB may be considered also for other subpopulations that have very poor access to health care, such as people living in urban slums, homeless people, people living in remote areas with poor access to health care, and other vulnerable or marginalized groups including some indigenous populations, migrants and refugees.
Algorithms for screening and diagnosis
Different screening algorithm options have been developed for adults and children.
Options for the initial screening include screening for symptoms (screening either for cough lasting for longer than 2 weeks, or screening for any symptom compatible with TB, including cough of any duration, haemoptysis, weight loss, fever or night sweats) or screening with chest radiography. If symptom screening is used initially, then chest radiography can be used as a second screen to improve the pretest probability of the subsequent diagnostic test, and to reduce the number of people who need to undergo further diagnostic evaluation.
As part of the initial screening, each algorithm includes steps to identify people living with HIV; these persons should be screened and diagnosed by following the algorithm for people living with HIV in Guidelines for intensified tuberculosis case-finding and isoniazid preventive therapy for people living with HIV in resource-constrained settings. Screening can therefore be enhanced by combining screening for TB with screening for HIV.
The algorithms are described below.
Screening in adults and children aged 10 years or older
Option 1: This algorithm includes an interview about TB symptoms and HIV status. All people with cough lasting longer than 2 weeks should be investigated for TB. Chest radiography should be considered as a second screening for people who have had cough lasting longer than 2 weeks; people with an abnormal chest radiograph suggestive of TBii should be evaluated for TB. For people known to be HIV-positive, see the Guidelines for intensified tuberculosis case-finding and isoniazid preventive therapy for people living with HIV in resource-constrained settings.
Option 2: This algorithm includes an interview about TB symptoms and HIV status. Further investigation for TB should be done for persons with any of the following symptoms: cough of any duration, haemoptysis, weight loss, fever or night sweats. Chest radiography should be considered as a second screening for people who screened positive when asked about symptoms; and people with an abnormal chest radiograph suggestive of TB should be evaluated for TB. For persons known to be HIV-positive, see the Guidelines for intensified tuberculosis case-finding and isoniazid preventive therapy for people living with HIV in resource-constrained settings.
Option 3: This algorithm includes chest radiography and an interview about HIV status. Persons with an abnormal chest radiograph suggestive of TB should be evaluated for TB. For persons known to be HIV-positive, see the Guidelines for intensified tuberculosis case-finding and isoniazid preventive therapy for people living with HIV in resource-constrained settings.
Screening in children aged younger than 10 years
Screening children who are living with HIV or who are contacts of someone with TB
· For children who are living with HIV or who are contacts of someone with TB, symptom-based screening should be done to identify those with cough, fever, weight loss or fatigue of any duration; children with any symptom should be investigated for TB.
· For children who are living with HIV or who are contacts of someone with TB, chest radiography may be added to the initial screening. Children with any symptom or a chest radiograph with an abnormality suggestive of TB should be investigated for TB.
Screening children in situations other than as part of contact investigation or screening among people living with HIV
· For children who are younger than 10 years and who are screened in situations other than as part of contact investigation or screening for people living with HIV, an interview should be done to determine whether the child is known to be HIV-positive or has had recent contact with someone who has TB, in either case the algorithm options for children younger than 10 years who are living with HIV or who are contacts of someone with TB apply.
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Guidelines on the management of latent tuberculosis infection (WHO, 2015)
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Executive summary
Latent tuberculosis infection (LTBI) is defined as a state of persistent immune response to stimulation by Mycobacterium tuberculosis antigens without evidence of clinically manifested active TB. A direct measurement tool for M. tuberculosis infection in humans is currently unavailable. The vast majority of infected persons have no signs or symptoms of TB but are at risk for developing active tuberculosis (TB) disease. This can be averted by preventive treatment.
These Guidelines on the management of latent tuberculosis infection provide public health approach guidance on evidence-based practices for testing, treating and managing LTBI in infected individuals with the highest likelihood of progression to active disease. The guidelines are also intended to provide the basis and rationale for the development of national guidelines. The guidelines are primarily targeted at high-income or upper middle-income countries with an estimated TB incidence rate of less than 100 per 100 000 population. Resource-limited and other middle-income countries that do not belong to the above category should implement the existing WHO guidelines on people living with HIV and child contacts below 5 years of age.
The following are the key recommendations of the guidelines:
· Systematic testing and treatment of LTBI should be performed in people living with HIV, adult and child contacts of pulmonary TB cases, patients initiating anti-tumour necrosis factor (TNF) treatment, patients receiving dialysis, patients preparing for organ or haematologic transplantation, and patients with silicosis. Either interferon-gamma release assays (IGRA) or Mantoux tuberculin skin test (TST) should be used to test for LTBI. (Strong recommendation, low to very low quality of evidence)
· Systematic testing and treatment of LTBI should be considered for prisoners, health-care workers, immigrants from high TB burden countries, homeless persons and illicit drug users. Either IGRA or TST should be used to test for LTBI. (Conditional recommendation, low to very low quality of evidence)
· Systematic testing for LTBI is not recommended in people with diabetes, people with harmful alcohol use, tobacco smokers, and underweight people provided they are not already included in the above recommendations. (Conditional recommendation, very low quality of evidence)
· Individuals should be asked about symptoms of TB before being tested for LTBI. Chest radiography can be done if efforts are intended also for active TB case finding. Individuals with TB symptoms or any radiological abnormality should be investigated further for active TB and other conditions. (Strong recommendation, low quality of evidence)
· Either TST or IGRA can be used to test for LTBI in high-income and upper middle-income countries with estimated TB incidence less than 100 per 100 000 (Strong recommendation, low quality of evidence). IGRA should not replace TST in low-income and other middle-income countries. (Strong recommendation, very low quality of evidence)
· Treatment options recommended for LTBI include: 6-month isoniazid, or 9-month isoniazid, or 3-month regimen of weekly rifapentine plus isoniazid, or 3–4 months isoniazid plus rifampicin, or 3–4 months rifampicin alone. (Strong recommendation, moderate to high quality of evidence).
In addition, the Guidelines Development Panel noted the following critical issues for consideration in the implementation of the recommendations set out in these guidelines:
· Strict clinical observation and close monitoring for the development of active TB disease among contacts of multidrug-resistant TB (MDR-TB) cases preferably for at least two years over the provision of preventive treatment. Clinicians can consider individually tailored treatment regimens based on the drug susceptibility profile of the index case, particularly for child contacts below 5 years of age, when benefits can outweigh harms with reasonable confidence.
· Regular clinical monitoring of individuals receiving treatment for latent TB through a monthly visit to the health-care provider;
· Establishment of national TB drug resistance surveillance systems while implementing national latent TB management services;
· Introduction of flexible interventions and incentives by national TB programmes that are responsive to the specific needs of population groups at risk, as well as tailored to the local context and their needs to ensure acceptable initiation of, adherence to and completion of LTBI treatment.
· Documentation of treated individuals through a functional, routine monitoring and evaluation system that is aligned with national patient monitoring and surveillance systems.
· Creation of conducive policy and programmatic environment, including the promotion of universal health coverage, development of national and local policies, standard operating procedures, as well allocation of dedicated resources.
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