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On 20 July 2011, WHO published a historic 
first-ever negative policy in TB
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WHO Expert Group 
meeting in 2010

Ban and scale-down at 
the country level &
impact

Value chain: serological TB tests
Advocacy and evidence
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Serological (antibody-detection) tests for TB…
…have been around for a long time
…are attractive, especially if made into point of care tests
 But existing serological tests have variable accuracies and a 

limited clinical role (based on systematic reviews)

2007
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WHO/TDR study of 19 rapid serological tests…2008

While everyone acknowledged these 
problems

 Nobody quite acted on the evidence…

 While positive results often generate publicity and 
excitement, negative findings rarely evoke action

 How do you recommend against a test that nobody has 
ever recommended?!?

 WHO, for quite sometime, declined to consider a 
“negative” policy recommendation
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Do we worry enough about “bad 
diagnostics”?

 While most regulatory and guideline bodies have 
mechanisms in place to withdraw or ban 
irrational/dangerous drugs and vaccines, there is little 
awareness about the consequences of bad diagnostics. 

 In fact, there is little published data on the human and 
economic impact of bad diagnostics.

 One reason why agencies such as WHO did not act was 
the perception that TB serological tests were not widely 
used
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Survey of 22 high burden countries re serological 
tests for TB: 17 of 22 use these tests!

Grenier J et al. ERJ 2012

In India alone, we estimate > 1.5 million tests @ over 15 million USD per year!

Dowdy D et al. PLoS Med 2011
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Kits that are not used in developed countries 
are exported to developing countries

Anda TB
France

PathozymeTB
UK

Other such countries: USA, Canada, Italy, Australia, Germany, Japan

12

Growing awareness of the problem of bad 
diagnostics... and the magnitude of the problem in 
countries like India

>1.5 m serological
tests in India per year
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In 2010
 WHO finally agreed to consider a policy 

recommendation!
 Updated meta-analysis was commissioned (Steingart et al. PLoS 

Med 2011)
 Cost-effectiveness model was also conducted (Dowdy et al. 

PLoS Med 2011)
 WHO EG meeting was held along with meeting on IGRAs

 WHO EG recommendations were endorsed by STAG in 
2010

 Final WHO policy was published on 20 July 2011

Steingart KR, Flores LL, Dendukuri N, Schiller I, Laal S, et al. (2011) Commercial Serological Tests for the 
Diagnosis of Active Pulmonary and Extrapulmonary Tuberculosis: An Updated Systematic Review and Meta-
Analysis. PLoS Med 8(7): e1001062. doi:10.1371/journal.pmed.1001062

“Despite expansion of the literature since 2006, commercial serological tests continue to produce
inconsistent and imprecise estimates of sensitivity and specificity. Quality of evidence remains very low.”
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As an initial test for active TB among adults in India, serology results in more human suffering, secondary infections, 
and false-positive diagnoses than sputum smear microscopy, while increasing per-patient costs to the Indian TB 
control sector. In areas where high-quality sputum microscopy is available, adding MGIT culture (a WHO-
recommended diagnostic test that generates far fewer false-positive results) is both more effective and less costly 
than adding serology.

Dowdy D et al. PLoS Med 2011

Negative policy from WHO
 Commercial serological tests provide inconsistent and 

imprecise estimates of sensitivity and specificity. There 
is no evidence that existing commercial serological 
assays improve patient-important outcomes, and high 
proportions of false-positive and false-negative results 
adversely impact patient safety. 

 Overall data quality was graded as very low, with 
harms/risks far outweighing any potential benefits 
(strong recommendation). 

 It is therefore recommended that these tests should 
not be used in individuals suspected of active 
pulmonary or extra-pulmonary TB, irrespective of their 
HIV status.

 Note: WHO policy does not discourage research on TB 
serology… or ban the use of platforms such as ELISA 
or ICT
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So, how do we translate the policy into 
practice?

India as case study

Immediately after 
the WHO policy, 
Indian NTP 
released an 
advisory against 
serological tests
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We need to first understand why TB 
serologics became so popular in India
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Jaroslawski & Pai. JEGH 2012

Root causes for popularity of serology
 Technical/medical: 

 RNTCP’s low budget does not allow scale-up of newer, WHO-endorsed technologies. Thus, 
under the RNTCP, most patients have access to only smear microscopy, a test that is insensitive 
and underused in the private sector. 

 Because there is no accurate, validated, point-of-care test for TB, serological tests meet a felt 
need among doctors and patients. 

 Economic: 
 While imported molecular or liquid culture tests are too expensive, there are no affordable 

Indian versions on the market, leaving serological tests as the main alternative. 

 Although serological tests are inaccurate, various players along the value chain profit from their 
use, and this sustains a market for these tests. 

 Regulatory: 
 TB tests are poorly regulated and a large number of serological kits are on the market. 

 Private healthcare in general is poorly regulated, and doctors in the private sector are outside 
the scope of RNTCP and do not necessarily follow standard guidelines.

Jaroslawski & Pai. JEGH 2012
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Jaroslawski & Pai. JEGH 2012

If a new test has to succeed in India, how should it look like?

Jaroslawski & Pai. JEGH 2012



15/03/2012

13

What we are trying to do

 Encourage RNTCP to scale-up WHO endorsed tests
 Encourage professional bodies to issue a negative policy 

statement against serology
 Advocate for the DCGI to improve regulation of IVDs
 Help the RNTCP to provide DCGI with minimum expected 

performance characteristics for all TB tests
 Work with private labs and incentivize them to replace 

serology with WHO-endorsed tests
 Work with consumers/civil society/media to raise awareness 

about this issue
 Engage with Indian industry to develop accurate, low-cost 

diagnostics

On Dec 1, 2011, Indian FDA (DCGI) convened an 
expert committee on serological tests
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TrueNAT MTB, Molbio (Indian fast-follower)

Pai NP, Pai M. Discov Med 2012

30

What is next? Crafting a serology replacement 
strategy for Indian private labs
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This story is evolving as we speak…


