


The way forward: action on 4 fronts
1. Continued scale-up of early diagnosis and
treatment in line with the Stop TB Strategy
2. Development and enforcement of bold health 2. Development and enforcement of bold health 
system policies 
3. Establishment of links with the broader 
development agenda (socioeconomic factors)
4. Promotion and intensification of research



Some future barriers to TB Control

• Poverty, Housing, Social disruption
• The under-diagnosis of TB 
• Perceived complexity of the public health 

systems we are promotingsystems we are promoting
• Natural progression of resistance in drugs
• The benefits and risks of having joint 

project eg malaria, smoking cessation, 
HIV-TB 

Gov. South Australia 



Political Leadership & 
Massive New Resources Are 

Needed to Stop TBNeeded to Stop TB





• tuberculosis transmission from a nurse to a 
newborn assessed in late July 2011. 

• All exposed neonates born between January 
and July 2011 were clinically evaluated and and July 2011 were clinically evaluated and 
tested by QuantiFERON TB gold in-tube; 

• Newborns testing positive were referred for 
prophylaxis.

• Of 1,340 newborns, 118 (9%) tested positive 
and no other active cases of TB were found.









Results of QuantiFERON TB gold by month of birth in
the cohort of children potentially exposed to a nurse

with active tuberculosis, Rome, Italy, January–July 2011
(n=1,340)







Available data on the benefit of treatment of latent 
tuberculosis infection are based on trials using 
TST-positive individuals

It remains to be demonstrated that a similar benefit 
could be found in TST-negative individuals who are could be found in TST-negative individuals who are 
positive to IFN- tests. 

Before routine administration of preventive therapy to 
these individuals is implemented, more natural 
history data, and ideally a clinical trial comparing 
the incidence of tuberculosis among those who are 
treated and those who are not, are needed.
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• IGRAs–release assays offer several 
practical and theoretical advantages over 
TST. 

• -require only 1 patient visit as opposed to • -require only 1 patient visit as opposed to 
2 for TST (1 visit for placement and 1 visit 
for reading 48-72 hours later)



• IGRAs use an objective measurement of 
interferon production as opposed to 
human measurement of induration for TST

• use peptides simulating specific M 
tuberculosis antigens whereas TST uses 
purified protein derivative. 



• Research on performance of IGRAs, 
largely in comparison with TST:
2 important methodological limitations.

• First, there is no gold standard for • First, there is no gold standard for 
diagnosing LTBI.

• (Sensitivity measured using persons with 
TB disease, and specificity has been 
measured using persons with no 
identifiable TB risk factors as surrogate 
standards).



• Research on performance of IGRAs, 
largely in comparison with TST:
2 important methodological limitations.

• Second, studies of certain populations (eg, • Second, studies of certain populations (eg, 
young children, immunocompromised 
persons) have been confined to relatively 
small sample sizes with inadequate 
statistical power. 



• In general IGRAs appear to be no less 
sensitive and specific than TST and more 
specific than TST in persons vaccinated 
with BCG.with BCG.

• The most important property of diagnostic 
tests for LTBI is predicting which patients 
will eventually progress to TB disease. 



• In this regard, TST performs poorly, with 
only 5% to 10% of persons with positive 
TST results developing TB disease.

• Evaluating the ability of IGRAs to predict • Evaluating the ability of IGRAs to predict 
development of TB disease has been 
difficult. 



• Data for TST collected in large prospective 
studies starting in the 1950s. It is not 
possible to replicate such studies for 
IGRAs because of the ethical necessity to 
offer LTBI treatment to persons with 
positive test results. 

• Therefore, prospective IGRA studies have 
often focused on persons refusing or not 
completing LTBI treatment, which limits 
sample size and statistical power and 
introduces potential bias.



• Although no study or combination of studies 
has been definitive, the available data 
suggest IGRAs are at least as good as TST 
in predicting future incident TB and may be in predicting future incident TB and may be 
slightly better. 

• Neither IGRAs nor the TST have high 
accuracy for the prediction of active 
tuberculosis, although use of IGRAs in 
some populations might reduce the number 
of people considered for preventive 
treatment. 



• Until more predictive biomarkers are 
identified, existing tests for latent 
tuberculosis infection should be chosen on 
the basis of relative specificity in different the basis of relative specificity in different 
populations, logistics, cost, and patients’ 
preferences rather than on predictive 
ability alone.



• The testing materials for IGRAs are 
substantially more costly than for TST. 
Even including labor costs, the cost of a 
single IGRA may be 3 times as high as the single IGRA may be 3 times as high as the 
cost of a TST.

• A number of cost-effectiveness studies 
have been performed in different 
populations and, not surprisingly, the 
results are inconsistent. 



• A more unexpected finding has been 
some reports of unusually high rates of 
initial positive IGRA results and high IGRA 
conversion rates (ie, from a negative test conversion rates (ie, from a negative test 
to a positive test) among health care 
workers who undergo periodic testing in 
relatively low TB risk settings.





• A multicenter CDC study with additional 
testing (either TST or repeat IGRA), 
suggested that these unexpected initial 
positive test results and conversions have positive test results and conversions have 
usually been determined to be false-
positive results related to laboratory error 
and inherent assay variability. 



Therefore, TST has 
not outlived its not outlived its 

usefulness. 
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TB can be eradicated?

• Recent mathematical TB transmission
modeling has shown that substantial 
improvements in addressing LTBI will be 
needed to eliminate TB before the 22nd needed to eliminate TB before the 22nd 
century

Hill AN, et al. Epidemiol Infect. 2012;11:1-11.


