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What is a demonstration project?

Å Large scale implementation in programmatic settings of diagnostic tests 

(that have already completed successful evaluation)

Å To evaluate the feasibility and impact of diagnostic tests under 

operational use in high-burden public health settings

Å To provide information that will enable technical bodies (e.g., WHO) to 

recommend appropriate tests in NTPs 

Å To provide data to convince MoHs and donors to purchase and 

implement tests
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Demonstration project aims and objectives
Å Aim: 

Å Assess the feasibility and impact of rapid assays for diagnosis of MDR-TB under 

operational (NTP) conditions in high TB-burden low-middle income countries

Å Objectives:

Å Compare rapid assays with conventional culture and DST 

Å Determine what factors under NTP conditions determine successful use of rapid 

assays

ï Factors such as rural setting, poverty, laboratory infrastructure/capacity, 

NTP treatment outcomes

ïHIV co-infection ïhigh proportion of smear-negative TB

ï Level of drug resistance, rifampicin mono-resistance, 

Å Determine optimal place of rapid MDR-TB assays in NTP algorithms

Å Determine cost-effectiveness of use of rapid assays for MDR-TB



Demonstration sites for rapid MDR assays

ÅFASTPlaque-Response
ïUnderway in 5 sites in South Africa, 20,000 MDR suspects

ïPlanning for implementation in Russian Federation, Turkey,

ïVietnam, and India

ÅGenotype MTBDRplus
ïUnderway in 5 sites in South Africa, 20,000 MDR suspects

ïPlanning for implementation in Kenya and Russia.  Discussing 
possible studies in Nepal, Uzbekistan, Philippines, Indonesia, 
Thailand, Vietnam.



Global XDR-TB Task Force

ÅGlobal XDR-TB Task Force: First Meeting 

(October 2006, Geneva)

ïAccelerate development of rapid tests for R and I

ïProvide access of currently available rapid R tests to 

highly-affected countries

ïStrengthen laboratory capacity to diagnose, manage 

and survey DR

ÅAccelerating  start of demonstration project in 

South Africa in response to XDR-TB



Location of participating NHLS laboratories

FIND-MRC-NHLS South Africa demonstration project
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Study design

Å Prospective cohort of cases/suspects at high risk for MDR-TB

Å Five provinces, each with one referral laboratory performing rapid assays

Å Cross-over within each laboratory (6 months running each rapid assay in 

each lab)

Å Rapid assays compared with gold standard (MGIT culture + DST)

Å 20 000 sputum specimens from high risk MDR-TB  suspects

Å Sample size estimate based on 2005 figures for DST requests

Å Patient management based on rapid assay result

Å Conventional DST remains gold standard if discrepancy with rapid assay 

result



Current diagnosis of MDR-TB

ÅRequires culture and first-line drug sensitivity testing 
(DST)

ÅMGIT culture in all participating NHLS laboratories

ÅFirst-line DST by MGIT (3 labs) or proportion method on 
7H10 / 11 medium (2 labs)

ÅLimitations ïLong turnaround time > Patient loss

ÅDelay in initiation of appropriate treatment 

> poor outcomes, transmission, generation of further 
drug resistance



GenoTypeÈ MTBDRplus

test procedure

1) DNA extraction

2) Amplification by PCR

3) Hybridization
Reverse hybridization of amplified

nucleic acids to specific DNA

probes bound on strips

4) Evaluation


