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OVERVIEW: TST/IGRA discordance 

TST possible causes of variability

• BCG vaccination (effect in first 10 years)

• NTM exposures (more common in tropical 
areas)

• Operator dependence

IGRA possible causes of variability

• Reliability of the test (specially with low 
readouts)

• Lack of a clear cut off point

• TST induced IGRA response



SOURCES OF IGRA VARIABILITY

Pai et al, Clin Microbiol Rev January 2014



TST/IGRA discordance: Epidemiology

• Large observational study in USA

• Foreign born, contacts

• TST, IGRA (Quantiferon, T-spot)

• 18 TB clinics: 26962 patients 
enrolled

Ho et al Lancet Infectious Diseases January 2022
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TST/IGRA discordance: Epidemiology

• TST positivity is more common than IGRA positivity

• Among IGRA, Quantiferon + more common than T-spot +

• Foreign born: TST+/IGRA- more common (significant)

• US born: TST-/IGRA+ more common (slight) 



EFFECT OF AGE ON TST/IGRA EXPOSURE

• TST/IGRA discordance more 
common in younger ages

• Mainly driven by TST+/IGRA-

• Likely BCG related in younger ages

• Older: TST-/IGRA+ more common

Ho et al Lancet Infectious Diseases January 2022



SPECIAL CONSIDERATIONS ON TST/IGRA DISCORDANCE

• Effect of TST cut off

• Special populations: PLHIV, TST converters

• Effect of intensity of exposure

• TST or IGRA to predict progression



Does the TST cut off improve discordance

• HCW in South Africa

• TST/IGRA discordance unchanged 
when TST cut off > 5 mm or 15 mm

• No major change on % agreement

• Trade between sens/specificity  

Adams et al, Eur Resp Journal, Feb 2015



EFFECT OF HIV IN DISCORDANCE

• HCW in South Africa (N=595)

• TST/IGRA (Quantiferon, T spot)

• HIV independently associated with 
discordance

• TST-/Tspot positive 

Adams et al, Eur Resp Journal, Feb 2015



EFFECT OF EXPOSURE ON TST IGRA DISCORDANCE

• Close contacts in Brazil

• TST/IGRA 8 weeks after exposure

• TST/IGRA concordance increased 
with more intense exposures

• TST diameters/IGRA readouts also 
increased

Acuna-Villaorduna et al, Eur Resp Journal, January 2018



EFFECT OF EXPOSURE ON TST IGRA DISCORDANCE

• Clear negative relationship between exposure and discordance

• Mainly driven by TST+/IGRA- in lower-level exposures

• TST more sensitive OR IGRA better marker of bacterial replication

• Higher risk of TB disease with more intense exposures



EFFECT OF INTENSITY OF EXPOSURE

Collins et al, Annals of Int Med, January 2016



IGRA DISCORDANCE IN TST CONVERTERS

• Brazil: Close contacts N = 838
TST converters N = 62 (7%)
IGRA negative N = 18 (31%)

• USA: HCW Mayo Clinic N = 40142
TST converters N = 123 (0.3%)
IGRA negative N = 60/91 (66%)



Is IGRA better than TST to predict progression?

• IGRA slightly better than TST in low 
incidence settings

• IGRA equal to TST in high incidence 
settings. 

Hamada et al; EClinical Medicine, January 2023



Case 1

• 45 yo M with HIV with CD4 250, VL 
<20 (on Biktarvy) and history of 
IVDU and numerous incarcerations. 
Numerous previous TSTs and T-
spots have been negative. 

• After his most recent incarceration, 
his T-spot was found to be positive. 
Unconvinced about the T-spot, he 
requested a TST which was 
negative (4mm).

What would you do?

a. Offer treatment for LTBI based on 
positive T-spot

b. Repeat T-spot assay in 12 months
c. Repeat TST in 12 months
d. No further testing needed



Case 2

• A US born nurse presents with a 
positive TST (10mm) on annual 
screening.

• Previous TSTs have been negative.
• She requested an IGRA for 

confirmation which was negative 
(TB1-Nil: 0.32; TB2-Nil: 0.26)

What would you do?

a. Offer treatment for LTBI based on 
positive TST

b. Obtain a T-spot assay as a tie 
breaker and treat for LTBI if 
positive

c. Repeat TST in 12 months and treat 
for LTBI if positive

d. Repeat IGRA in 3-6 months and 
treat for LTBI if positive



Case 3

• 78 years-old gentleman who 
immigrated to Boston from Haiti 35 
years ago and has not left 
Massachusetts since then. 

• As part of the screening process, an 
Quantiferon gold plus was done 
which was positive (TB1Ag-Nil 0.56; 
TB2Ag-Nil: 0.68) whereas a TST 
done 3 months previously was 
negative (4mm). No travel, 
hospitalization, or exposures since 
then.

What would you do?

a. Offer treatment for LTBI based on 
positive IGRA

b. Repeat TST and treat for LTBI if 
positive

c. Repeat IGRA in 3-6 months to see 
if still positive

d. No further testing or treatment 
necessary


