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Evoluzione della LTBI: 

approccio diagnostico-terapeutico



• 10.8 million (95% UI: 10.1-11.7 million) incident TB cases estimated in 2023 
• 8.2 million people with TB notified in 2023 – more than ever
• Cased detection gap is reducing but still over 2.6 million people last year!
• 1.25 million estimated deaths from TB in 2023

Current TB burden estimates



Natural history of TB

* In the lifetime

Exposure

5-10% (~80% within 2 years)90-95%



Tuberculosis

M Pai, MA Behr, D Dowdy, K Dheda, et Al. Nature Reviews 2016



Incipient and Subclinical Tuberculosis: a Clinical Review of 
Early Stages and Progression of Infection. 

Drain PK et Al. Clinical Microbiology. October 2018

Incipient and subclinical tuberculosis: 
a clinical review of early stages and progression of infection



Early popularity of mass TB screening

6

• Mass TB screening by chest radiography commonplace in
1930’s-1960’s in several countries, with 3 main objectives:

1. Detect patients earlier to reduce mortality
2. Isolate TB patients to reduce transmission
3. Identify people at high risk to progress for follow up

• Follow-up surveys often found substantial reductions in
prevalence of TB in communities

MASS%20ASSAULT%20ON%20T.B.%20-%20British%20Pathé%20(britishpathe.com)








Growing recognition of the role of 
subclinical TB 

in perpuating the TB epidemic



Estimated proportion of transmission from subclinical TB at

the time of 

and in the location of each of the prevalence surveys in Africa 
and Asia 

68%!!



Infection

Disease



50% subclinical
don’t progress???



How to find those with 
subclinical TB?
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Disease



How to find those with subclinical TB?

Active TB

Passive case finding
(patients self-presenting to HFs)

Entry point:

• TB suggestive symptoms

• CXR -> HRCT -> Sputum

• Other imaging/samples for EPTB

• Decision to start anti-TB treatment 

Subclinical TB

Active case finding
(contacts screening, migrants screening, PLHIV, 

candidates to anti-TNF, transplant candidates, other
comorbidities follow up)

Entry point:

• Positive TST/IGRA and/or abnormal
imaging

• HRCT/PET -> Sputum/Induced
sputum/BAL

• Decision to start anti-TB treatment 



How to treat subclinical TB?







Clinical trials on subclinical TB treatment are needed!

How to treat subclinical TB ?



From subclinical TB to asymptomatic TB



Asymptomatic TB definition

Current WHO definitions of TB New definitions for asymptomatic TB

TB disease: 

A person with disease caused by the 

M. tuberculosis complex.

Asymptomatic TB: 

A person with TB disease who did not report 

symptoms suggestive of TB during screening.

Bacteriologically confirmed TB: 

A person from whom a biological 

specimen is positive by a WHO-

recommended rapid diagnostic test, 

culture or smear microscopy.

Asymptomatic TB, bacteriologically confirmed: 

A person with bacteriologically confirmed TB 

who did not report symptoms suggestive of TB 

during screening.

Clinically diagnosed TB (being reworded 

to bacteriologically unconfirmed): 

A person who does not fulfil the criteria 

for bacteriological confirmation but has 

been diagnosed with TB disease by a 

medical practitioner….

Asymptomatic TB, bacteriologically 

unconfirmed: 

A person with bacteriologically unconfirmed TB 

who did not report symptoms suggestive of TB 

during screening.



Asymptomatic TB: Policy implications



Finding asymptomatic TB could be an important way to prevent transmission, future
symptomatic disease, and post-TB health consequences

Summary

Natural history of TB is composed by a continuum of phases, with undulating and
dynamic pathways over time

TB disease ≠ presence of symptoms!!!

Research studies should explore how to treat asymptomatic TB

Passive case finding/symptoms screening miss a considerable amount of disease!!
Symptoms agnostic screening algorithms are needed.
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Subclinical - Culture positive Subclinical - Culture negative



Symptoms screening?

Persistent cough?
Any cough?

4 WHO symptoms?
Or any symptom?



Imaging?

CXR?
Chest HRCT?

PET/TC?



Bacteriological tests?

Xpert? Trace? 1 is enough?
Culture?

On sputum? Induced sputum? BAL?



TST? IGRA? New skin tests? 

Other biomarkers?

Detecting TB infection (IGRA, TST)

Detecting 

M. tuberculosis 

(microbiological 

test)

LTBI TB
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