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"MDR-TB: Isolates ofMlycobacterium tuberculosisomplex showing in vitro resistance to isonaizidi aifampicin,
with or without resistance to other first-line amB drugs

" XDR-TB: Isolates ofMycobacterium tuberculosisomplex defined as multidrug-resistant, with siddil resistance
to a fluoroquinolone and one or more of the follogvinjectable drugs: kanamycin, amikacin, caprgdm
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INNOGENETICS

WISTILHROLUST FO8 HEARTELALL

INNO-LIPA (Line Probe Assay)

Steps involved

dTTP, dATP, dGTP, dCTP DNA target
Biotinylated primers W
+

Thermal cycler

7 INNO-LIPA strip
Trough Troughholder
W—» n — H —- == Interpretation

PCR amplification Hybridization
Stringent wash
Conjugate incubation
Color development
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MOLECULAR LINE-PROBE ASSAYS FOR RAPID SCREENING OF PATIENTS AT RISK OF
MULTIDRUG-RESISTANT TUBERCULOSIS

- EXPERT GROUP MEETING -

Date and time: 31 March 2008, 09:00 — 17:00
Venue: Crowne Plaza Hotel, Geneva
BACKGROUND

Alarming increases in multidrug-resistant tuberculosis (MDR-TB) have been documented globally,
compounded by the emergence of extensively-drug resistant TB (XDR-TB) which is virtually
untreatable in many settings. Lethal outbreaks of MDR-TB and XDR-TB in association with HIV
infection have recently been described in South Africa and linked to institutional transmission,
particularly in the absence of adequate infection control.

In response to the XDR-TB crisis, the World Health Organization (WHO) and partners constituted a
Global XDR-TB Task Force in October 2006 and subsequently issued a Global XDR-TB Response
Plan. Among a number of measures, the plan calls for wide-scale implementation of rapid
methods to screen patients at risk of MDR-TB in order to enable prompt and appropriate treatment,
decrease morbidity and mortality, and interrupt transmission. However, lack of appropriate
diagnostics and inadequate laboratory capacity is a key barrier preventing an effective response to
MDR- and XDR-TB.

Novel technologies for rapid detection of TB drug resistance are in development phase, undergoing
laboratory validation, or in early stages of large-scale field studies to assess their feasibility, cost-
effectiveness and cost-benefit. Molecular line probe assays focused on rapid detection of
rifampicin resistance as a proxy for MDR are most advanced. Apart from the impact on morbidity,
mortality and transmission of MDR-TB, introduction of these assays in screening and diagnostic
algorithms could significantly reduce the need for sophisticated and costly laboratory infrastructure,
still vastly inadequate in most high-burden countries.

An Expert Committee has been convened by WHO to assess available data on rapid line probe
assays for rifampicin resistance as a proxy for MDR-TB, with the aim towards development of a
policy recommendation on their use to the WHO Strategic and Technical Advisory Group for TB
(STAG-TB). The Expert Committee constitutes a mix of laboratory experts with technical
experience in TB molecular assays, scientists/researchers, epidemiologists and national TB
programme representatives.

MEETING OBJECTIVES

To review and evaluate data from published literature and laboratory validation studies on the
performance characteristics of rapid line probe assays for MDR-TB screening;

To evaluate preliminary data from field demonstration projects on rapid line probe assays for
MDR-TB screening, coordinated by the Foundation for Innovative New Technologies (FIND);
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To define the laboratory infrastructure, human resource requirements, and further operational
research data needed for programmatic implementation of rapid line probe assays.

EXPECTED OUTCOMES

Recommendations on the use of line probe assays for rapid screening of patients at risk of

MDR-TB;

Consensus on laboratory infrastructure, human resource requirements and further operational
research data needed for programmatic implementation of rapid line probe assays.

Chair: C Gilpin
09:00 — 09:10
09:10 — 09:20
09:20 — 09:50
09:50 —10:30

BREAK 10:30 — 10:45

10:45 -11:30

11:30 - 13:00

LUNCH 13:00 — 14:00

14:00 — 14:20
14:20 — 14:40
14:40 — 15:00
15:00 — 16:00

BREAK 16:00 — 16:15

16:15 - 16:45
16:45 -17:00

AGENDA

Welcome

Introductions

Meeting scope and objectives

Systematic review of data from published
literature and laboratory validation studies on the
performance characteristics of rapid line probe
assays for MDR-TB screening

Discussion

Preliminary data from field demonstration projects
on rapid line probe assays for MDR-TB screening

Discussion

Laboratory infrastructure and human resource
requirements needed for implementation of rapid
line probe assays

Further operational research data needed for
implementation of rapid line probe assays
Programmatic perspective on implementation of
rapid line probe assays

Discussion

Meeting summary and consensus

Next steps and closing

P Nunn

Chair

K Weyer

All

R O’Brien, FIND

All

F Drobniewski

F Cobelens

S Egwaga

Chair
Chair
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LIST OF PARTICIPANTS

EXPERT GROUP

Dr Richard Anthony
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NETHERLANDS
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Research Unit
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Ministry of Health
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Dar Es Salaam

UNITED REP. TANZANIA

Mr Khye Seng Goh
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FRENCH WEST INDIES

Dr P.R. Narayanan
Tuberculosis Research Centre
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600 031 Chennai
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Dr John Ridderhof

Laboratory Systems Development
Division of Laboratory Systems, PHPPO
Centers for Disease Control & Prevention
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USA
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e-mail: R.Anthony@kit.nl

Telephone: +31 704270 955
Fax: +31 70 358 4004
e-mail: cobelensf@kncvtbce.nl

Telephone: +255 22 211 8619
Fax: +255 22 212 4500
e-mail: tantci@intafrica.com

Telephone: +590 89 76 63
e-mail: khyegoh@hotmail.com

e-mail: prnarayanan@trcchennai.in

Telephone: +1 770 4888 076
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e-mail: jridderhof@cdc.gov
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