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Latent TB infection (LTBI)

 No gold standard
 Traditionally defined as a positive tuberculin skin test, 

with no evidence of active TB disease
 TST is known to be imperfect
 False-positives can occur
 False-negatives can occur

 IGRAs are newer LTBI tests, but comparing them with 
TST as gold standard poses problems
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Hierarchy of evidence on IGRAs developed by a systematic 
review team and shared with WHO Expert Group on IGRAs

Efficacy of preventive therapy based on 
IGRA results

 No evidence for IGRAs!

 Evidence for IPT based on TST: strong (~60% protection)
 Latest RCT from Botswana (Samandari et al. Lancet 2011) 

confirmed the prior observations that IPT works only in TST-
positives
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Predictive value of LTBI tests for progression 
to active TB 

 Evidence for TST: historic cohort studies: only modest 
predictive ability: most TST+ do not progress to disease 
(i.e. lifetime risk of only 10%)

 Evidence for IGRA: similar to that of TST – based on 
systematic review of several cohort studies (Rangaka M et 
al. Lancet Infect Dis 2012)
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Performance of IGRAs and TST 
across a gradient of exposure

Hill PC et al. CID 2004 Ewer K et al. Lancet 2003

 Systematic review by Mandalakas et al. IJTLD 2011
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Sensitivity and specificity in active TB (where active TB is the 
surrogate reference standard for LTBI)

Both concluded that IGRAs cannot be used to rule in or rule out active TB

Concordance (agreement) between TST and 
IGRA

Pai M et al. JAMA 2005
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In the absence of a gold standard
 Latent class analysis may be helpful

INT J TUBERC LUNG DIS 12(8):895–902
© 2008 The Union

INT J TUBERC LUNG DIS 12(8):895–902
© 2008 The Union



15/03/2012

7

INT J TUBERC LUNG DIS 12(8):895–902
© 2008 The Union

Other IGRA studies with latent class analyses


