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List of abbreviations

 4FDC Four fixed-dose combination

 AHRI Armauer Hansen Research Institute

 ART Antiretroviral therapy

 ARV Antiretroviral

 CIDA Canadian International Development 
Agency

 DEC Disease endemic country

 DFID UK Department for International 
Development

 DOTS Directly observed treatment (short-
course)

 DOT strategy WHO-recommended strategy for detection 
and cure of TB, including political 
commitment, microscopy services, drug 
supplies, surveillance/monitoring and 
directly observed treatment

 DSMC Data and Safety Monitoring Committee

 EC European Commission

 FDA (US) Food and Drug Administration

 FDC Fixed-dosed combination

 GCLP Good clinical laboratory practice

 GCP Good clinical practice

 GDF Global Drugs Facility

 GFATM Global Fund to Fight AIDS, Tuberculosis 
and Malaria

 GLP Good laboratory practice

 HAART Highly active antiretroviral therapy

 IRIS Immune reconstitution inflammatory 
syndrome

 JATA Japan Anti-Tuberculosis Association

 JCB Joint Coordinating Board

 KEMRI Kenya Medical Research Institute

 MDG Millennium Development Goal

 MDR-TB Multidrug-resistant tuberculosis

 MRC Medical Research Council (South Africa)

 NIMR National Institute of Medical Research 

(South Africa)

 NTP National TB control programmes

 OR Operational research

 PDT Product development team

 PEPFAR (US) President’s Emergency Plan for AIDS 

Relief

 PI Principal investigator

 PK Pharmacokinetic

 PMTCT Prevention of mother-to-child transmission

 Q1/Q2/Q3/Q4 Quarters by year

 QA Quality assurance

 RIT Research Institute for Tuberculosis

 RPC Research Programme Consortium

 SAC Strategic and Scientific Advisory 

Committee

 SAPIT Starting Antiretrovirals at Three Points in 

Tuberculosis (South Africa)

 SIDA Swedish International Development 

Cooperation Agency

 SSCC Serial sputum colony counts

 STAC Scientific and Technical Advisory 

Committee

 SWG Scientific Working Group for TB 

tuberculosis

 UNAIDS Joint United Nations Programme on

HIV/AIDS

 UNDP United Nations Development Programme

 UNICEF United Nations Children’s Fund

 USAID United States Agency for International 

Development

 UTH University Teaching Hospital (Zambia)

 UVRI Uganda Virus Research Institute

 XDR-TB Extensively drug-resistant tuberculosis
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This business line aims to produce the evidence 

needed to drive the development and delivery of 

TB/HIV care guidelines in disease-endemic settings.

Despite improved availability of TB drugs through 

the WHO Global Drugs Facility (GDF) and the 

universal scale-up of antiretroviral (ARV) medicines, 

developing countries are confronted by a soaring 

disease burden of HIV-driven TB. Further, there is 

limited evidence on case management strategies 

– factors which challenge resource-limited health 

systems to cope effectively.

The global challenge inherent in both the burden of 

TB driven by HIV/AIDS and a dearth of resources to 

optimize control is that new lines of evidence that 

would improve control are in urgent demand. It is 

in this context that the activities being undertaken 

by this BL since its inception in 2007 have increased 

in importance and urgency.

According to WHO, 79% of HIV-infected TB 

patients live in sub-Saharan Africa, and the 

annual trend in TB incidence almost parallels HIV 

prevalence in some countries. This concomitant 

occurrence of TB with HIV provides an acute 

need to define optimal timing of ARV therapy 

during TB treatment and to find alternatives to 

current drug regimens (particularly those with 

rifampicin) to minimize side-effects from drug 

interactions. Independent of HIV status, the 

long duration of TB treatment is an obstacle to 

effective TB control. Fluoroquinolone-containing 

regimens may allow for simpler, shorter regimens; 

however, these must be evaluated in clinical trials 

that investigate efficacy as well as safety so as 

not to sacrifice appropriate treatment outcomes 

for a shortened duration of treatment. In spite of 

widespread deployment of fixed-dose combination 

anti-TB chemotherapy, their safety and comparable 

efficacy has not been appropriately evaluated, 

Overview and highlights

especially in the targeted mixed populations of 
HIV-infected and -uninfected TB patients. There 
is also a need for bioavailability studies to ensure 
that serum drug concentrations of these fixed-
dose combinations are not being compromised by 
“fixing” and by altered absorption resulting from 
concomitant HIV disease.

Currently, as work progresses within the 
portfolio, the pharmacokinetic study linked to 
the TB–HAART (highly active retroviral therapy; 
optimal timing) study has been completed and 
is undergoing data cleaning for publication. The 
gatifloxacin and four fixed-dose combination 
(4FDC) studies are in their final phases, having 
attained their target sample sizes and are currently 
acquiring data to determine non-relapsing cure. 
The flagship of the portfolio, the TB–HAART 
project, is on target to meet all milestones and, at 
the current rate of enrolment, is poised to generate 
preliminary data by Q1 2011. This is critical as 
the demand for this data has increased with the 
publication of several studies that do not fully 
address the overall question of optimal timing for 
concurrent use of ARV and anti-TB chemotherapies 
stratified by appropriate CD4 T cell entry points 
and linked to critical safety information regarding 
the effect of concomitancy at various levels of 
immune deficiency.

An emerging requirement in the optimal control of 
TB in high-HIV-burden settings is the need to invest 
in basic science research to identify biological or 
pathogen surrogate markers that would facilitate 
the monitoring of disease and treatment response. 
Identification of such markers could potentially 
accelerate treatment evaluation, shorten clinical 
trials and possibly accelerate drug registration. The 
BL8 portfolio, having convened the first meeting of 
experts to determine the utility of biomarkers for TB 
clinical studies and published a report, is partnering 
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with other groups to develop studies responsive 
to the current needs to shorten the duration of TB 
studies through the use of appropriate biomarkers 
and biosignatures.

Underpinning all this is a need to determine 
and strengthen the health system in disease-
endemic settings to ensure that the interventions 
being investigated can be delivered without 
major resource and systems implications. Thus, 
the generation of evidence that may indicate 
preferential survival benefit from early anti-TB 
and ARV treatment is merely the first stage in 
the complex process of developing evidence for 
policy change.

The operational research activities in support of 
the universal scale-up of antiretroviral therapy 
(ART) have completed the first phase of the studies 
and the report has just been published. However, 
it should be noted that the issues investigated 
in these series of operational research activities 
represent challenges and questions relevant to 
the early phase of ARV scale-up. These activities 
give us the first glimpse of the challenges facing 
national HIV/AIDS control programmes in 
controlling the HIV and AIDS pandemic within 
the resource-constrained settings of developing 
countries. There is a need to invest in operational 
research within national programmes as a means 
of optimizing service delivery at all levels of health 
care. This needs to be closely associated with a 
cost–effectiveness analysis of interventions being 
proposed, especially now with the global credit 
crunch challenging our capacities to maintain 
routine care for these categories of patients needing 
chronic care and support.
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1.1 Context and rationale

On World TB Day, 24 March 2009, the Stop TB 
department of WHO announced that the total 
number of new TB cases had remained stable in 
2007, and the percentage of the world’s population 
becoming ill with TB was continuing the slow 
decline first observed in 2004. However, the 
2009 Global TB Control Report launched on the 
same day also revealed that one out of four TB 
deaths is HIV-related, twice as many as previously 
recognized. In 2007, there were an estimated 
1.37 million new cases of TB among HIV-infected 
people and 456 000 deaths. These figures reflect 
an improvement in the quality of the country data 
available, as compared to previous years. Yet this 
improved data collection at country level further 
serves to underscore the enormity of the problem, 
and bring into sharper focus the control challenges. 
Dr Margaret Chan, Director-General of WHO, aptly 
summarized these, saying:

“These findings point to an urgent need to find, 
prevent and treat tuberculosis in people living 
with HIV and to test for HIV in all patients with 
TB in order to provide prevention, treatment and 
care. Countries can only do that through stronger 
collaborative programmes and stronger health 
systems that address both diseases.”

(Comments from WHO Media Centre on World 
TB Day: http://www.who.int/mediacentre/news/
releases/2009/tuberculosis_report_20090324/en/
index.html, accessed 8 February 2010).

Along with TB/HIV coinfection, drug-resistant 
forms of TB present the second greatest control 
challenge. The Global TB Report 2009 reports 
that in 2007 an estimated 500 000 people had 
multidrug-resistant TB (MDR-TB), but less than 1% 
of these were receiving treatment based on WHO’s 
recommended standards.

1. Context, strategic
objectives and framework

Along with the epidemiological challenges, the 
global credit crunch and the attendant financial 
crisis create another set of challenges to new control 
initiatives aimed at TB, especially in the context of 
the HIV and AIDS pandemics. The same Global TB 
report documents this growing reality. It notes that 
among the 94 countries in which 93% of the world’s 
TB cases occur, the funding shortfall in 2009 needed 
to meet the Stop TB Partnership’s Global Plan 
milestones for 2009 rose to some US$ 1.5 billion. 
The Global Plan aims to halve TB prevalence and 
deaths by 2015, as compared with 1990 levels. The 
tragic conclusion from the current trends is that 
the gains documented by the enhanced global TB 
control effort could be reversed in an era of credit 
scarcity and ensuing economic hardship, where 
health and social welfare services are often the 
first to suffer the consequences of difficult political 
decisions.

Against this background, TDR’s TB portfolio 
strives to make a difference by embedding its 
activities within national control programme 
routine operations and facilitating measureable 
improvements in service delivery and utilization 
even in these difficult times. It also strives 
to support the sustainable development of a 
culture of research and research initiatives within 
the ministries of health of disease endemic 
countries (DEC).

1.2 Strategic objectives

In 2005, TDR initiated a priority-setting exercise in 
consultation with international TB and HIV/AIDS 
research experts. The resulting Scientific Working 
Group Report on Tuberculosis (TDR/SWG, 2006) 
was endorsed by the WHO Stop TB Department. 
The report sets forth a research agenda that aims to:

• define the optimal timing of ART during TB 
treatment;
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• find alternatives to current TB drug regimens 

(particularly rifampicin) that minimize drug 

interactions with first-line HIV drugs;

• test, develop and register fluoroquinolones that 

may open possibilities for simpler and shorter 

regimens;

• evaluate the efficacy and safety of fixed-dose 

combination anti-TB chemotherapy in mixed 

populations of HIV-positive and -negative TB 

patients;

• rapidly address other gaps at both “upstream” and 

“implementation” ends of the research chain. 

These include research into:

  TB biomarkers that could shorten time 

required for TB clinical studies as well as 

improve TB diagnosis and case management;

  more optimal management of immune 

reconstitution inflammatory syndrome (IRIS) in 

HIV-infected TB patients treated concomitantly;

  verification of safety and efficacy of 4FDC 

already in routine use to ensure that safety and 

efficacy have not been compromised through 

“drug fixing”;

  definition of optimal case management and 

treatment approaches for ART scale-up among 

HIV-infected populations (TB+/−) in resource-

limited settings.

Looking forward, there is also a compelling need 

to anticipate and plan for future TB research needs 

in light of new and emerging trends, e.g. research 

into the impact of social and gender-related 

factors related to treatment-seeking behaviour; 

research into the impact of regimen adherence 

on TB transmission; and methods for more rapid 

development of evidence-based responses to care 

and management of HIV-infected TB populations, 

ahead of policy decisions. Such research must 

also be done in the context of DEC programmatic 

realities, including cutbacks and eroded service 

levels, which provide a challenging environment for 

implementation of the evidence developed through 

research.

In response to the aforementioned needs and issues, 

the goal of this business line was defined as follows: 

to develop evidence for optimizing treatment and 

case management of TB and TB/HIV coinfection, 

informing planned standard treatment guidelines 
revision with respect to three strategic objectives 
and associated end-products.

Objective 1: Develop evidence to 
shorten and simplify the treatment of TB 
in HIV-infected TB patient populations 
(2013):

• Shorten TB treatment duration to 4 months, 
and register a fluoroquinolone-based fixed-dose 
anti-TB regimen (2011).

• Establish an evidence base for safety and 
efficacy of fixed-dose anti-TB therapy for 
pulmonary TB (2011).

Objective 2: Develop evidence for 
timing and optimal management of HIV-
infected TB patients (2013):

• Establish an evidence base for concomitant 
treatment and optimal timing of HAART therapy 
in HIV-infected patients with newly diagnosed TB 
(2013).

• Secure regulatory approval by the FDA and 
other relevant regulatory bodies in TB high-
burden countries for the use of rifabutin-
containing TB regimen (rifampicin-free regimen) 
for management of HIV-infected TB patients 
failing first-line ARVs (2013).*

• Identify and evaluate surrogate markers of 
TB disease activity for improvement of case 
detection, facilitation of the monitoring 
of response to treatment, including the 
determination of cure, and the detection of 
relapse, potentially leading to shortening 
of the observational phase of TB clinical 
trials (2013).*

* These aspects of Objective 2 are in the BL8 business plan 
and have specific and relevant research questions defined, 
and are awaiting funding.
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Objective 3: Operational implementation 
of case management approaches and 
treatment strategies in resource-limited 
settings of high-burden countries, in 
support of the scale-up of ART (2013):

• Establish an evidence base for treatment 
guidelines and optimal access to care for HIV-
infected TB patients, including paediatric, 
pregnant and non-pregnant women. Preliminary 
evidence was developed in Q4 2008 and further 
follow-up activities to evaluate and disseminate 
the interventions proposed at programme level 
will be ongoing until Q4 2010.

• Enhance research capacity, embedded into 
national control programmes of the five countries 
participating in research, in a manner that is 
country-owned (2013).

1.3. Strategic framework

This business line’s strategic model works through 
existing TB control and research structures within 
target countries. This model “embeds” research 
activities within the routine operational activities of 
the national TB control programmes (NTPs). The 
model aims to improve the delivery framework 
of national programmes through optimization of 
systems and improvement of outreach facilities, 
and through twinning of traditional research 
institutions with NTPs. Expertise of national 
programme staff not previously trained in research 
methods is thus enhanced, and at the same 
time the culture of research, which enhances 
service delivery, is reinforced. The model also has 
stimulated national governments to develop TB/HIV 
treatment centres in areas where such facilities did 
not exist to accommodate the research studies and 
simultaneously support ART scale-up. The focus of 
this approach is to promote ownership of research 
activities and agenda at country and programme 
levels. Thus, research ceases to be an academic 
exercise with the singular objective of peer-reviewed 
publication and vague notions of translation of 
evidence into policy without consideration being 
given to the capacity of the health system to absorb 
the evidence and implement policy.

In a contribution to a series of papers pre-empting 

the last ministerial meeting on health research in 
Bamako, Mali in 2008, WHO Assistant Director-
General for Information, Evidence and Research 
Tim Evans and colleagues indicate that leadership 
will be vital if health systems research is to succeed 
and yield meaningful evidence to inform policy and 
practice to save lives. Greater direct access to funds 
for country-based researchers and investment in 
robust systems for monitoring and evaluation are 
fundamental first steps, coupled with investment in 
academic institutions, civil society, and appropriate 
agencies in the public and private sectors in 
countries to develop analytical and learning 
capacity.1

The model further accommodates another 
important strategy of TDR and the Stop TB 
Partnership, referred to as “retooling”. This is a 
framework for catalysing accelerated introduction 
of new health technologies into TB control 
programmes, targeted at global- and national-level 
policy-makers and practitioners. As compared to 
a classical research model, a “learning by doing” 
culture, as per the model described here, also 
ensures stakeholder engagement early in the process 
of evidence development. Evidence generated may 
thus be perceived as more relevant than knowledge 
developed in a more classical (academic) model 
– however important the latter still may be. The 
empowerment of a cadre of nationals also promotes 
research leadership and ensures that policy will 
be updated continuously through the provision of 
appropriate evidence testable at the delivery phase 
in “real-life” settings. However, in developing such a 
model, other challenges are evident, particularly the 
enormous training requirements needed to maintain 
quality and standards.

Multilevel investigating teams have been developed 
that include staff both at peripheral clinics and 
health centres as well as at secondary and tertiary 
referral facilities, where validation of the initial 
diagnosis is made on the same sputum and blood 
samples. This has helped optimize clinical study 
conduct, quality assurance and enrolment as well as 
strengthening health services delivery mechanisms 
at multiple levels, e.g. in terms of patient support, 
improved case detection and management.

1 Evans T et al. Scaling up research and learning for health 
systems: time to act. Lancet, 2008, 372:1530–1531.
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BL objectives End-products
(by 2013)

Indicators for 
end-products

Expected 
outcomes

Indicators 
for expected 

outcomes

1. Development 
of evidence to 
shorten and 
simplify the TB 
treatment in 
HIV-infected TB 
patient popula-
tions as well as 
TB-only infected 
patients

clinical trial 
data showing 
safety, efficacy 
and improved 
adherence of 
shorter and 
simplified tB 
treatment in 
tB-infected and 
Hiv-infected 
tB patient 
populations

1. Registration of 
4fDc, including
gatifloxacin for 
4-month tB 
treatment

2. evidence 
of safety and 
efficacy of 4fDc 
in Hiv+ tB cases

1. Adoption and 
implementation 
of evidence 
for policy 
internationally 
by high-burden 
countries

2. improved 
safety and 
efficacy in mixed 
populations of 
Hiv+/– tB cases

1. number of 
new countries 
adopting policy 
for new drug 
treatment

2. number of 
new countries 
adopting policy 
for 4fDc in 
mixed Hiv/tB 
populations

2. Development 
of evidence for 
optimal man-
agement of 
HIV-infected TB 
patients

completion of 
phase 4 clinical 
trials conducted 
by four national 
programmes, 
showing safety 
and efficacy of 
concomitant 
use of HAARt/
tB therapy in 
Hiv-infected tB 
patients

peer-reviewed 
publication of 
evidence on 
optimal timing 
of concomitant 
HAARt/tB 
therapy, and 
adoption 
into policy 
by national 
programmes 
involved in trial

Adoption and 
implementation 
of international 
policy for 
optimal timing 
of concomitant 
HAARt/tB 
therapy in high-
burden tB/Hiv 
countries

number of 
countries 
adopting and 
implementing 
policy for 
optimal timing 
of concomitant 
HAARt/tB 
therapy

3. Safe scale-
up of ART in 
resource-limited 
settings

evidence from 
operational 
research in five 
countries to 
optimize scale-
up of ARts (2009)

peer-reviewed 
publication 
of research 
evidence and 
adoption for 
international 
guidelines 
by national 
programmes 
involved in study 
and other tB/
Hiv high-burden 
countries

Adoption and 
implementation 
of policy for 
optimized 
scale-up of ARt 
in high-burden 
countries by 
2015

number of 
countries 
adopting and 
implementing 
policy for 
optimized 
scale-up of ARts

Table 1. InDICaTORS fOR enD-PRODuCTS anD OuTCOmeS
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2.1 Stop TB Partnership and 
WHO Stop TB department

The Global Plan to Stop TB 2006–2015, developed 

by the Stop TB Partnership, presents a major 

opportunity to initiate and conduct research 

of direct relevance to urgent TB control needs. 

The Global Plan sets out plans for the coming 

decade designed to reduce TB incidence in line 

with the Millennium Development Goals (MDGs) 

and to halve 1990 TB prevalence and deaths by 

2015. The new Global Plan is underpinned by a 

planned investment of some US$ 9 billion to be 

earmarked for research and development over the 

coming decade. This represents an unprecedented 

opportunity for major new research efforts to 

be initiated in the control programme context. 

However, as indicated earlier, this is subject 

to these pledges being actualized, a daunting 

challenge in the era of global credit crunch.

Together with TDR, the Partnership has launched 

a global Stop TB research movement. The 

Partnership has asked TDR to contribute to 

the development of a research agenda and the 

operational deployment of new tools (drugs, 

vaccines and diagnostics) within NTPs and in 

conjunction with other key players. WHO’s Stop 

TB department also links to TDR activities at 

operational level through a range of activities. 

These have included the joint conduct of expert 

consultative meetings and development of a joint 

agenda for priority research, as reflected in the 

report of the TDR/WHO-cosponsored Scientific 

Working Group on TB (TDR/SWG, 2006), and the 

identification of global TB control needs that will 

drive appropriate research activities. The Stop TB 

Partnership, through its research working groups 

2. Key stakeholders, roles
and responsibilities

(vaccines, diagnostics and new drugs) and the 
Special Task Force on Retooling, engages with this 
BL to ensure the development of “real-life” research 
activities in response to the global needs.

2.2 National stakeholders

As noted, the strategic model emphasizes 
embedding of activities in national TB and HIV/
AIDS control programmes of participating 
countries. Therefore, the key stakeholders for this 
business line are indeed the national programmes 
of target TB and HIV/AIDS high-burden countries. 
TDR’s TB/HIV research agenda reflects the concerns 
of these programmes and accommodates the 
evaluation and deployment of new interventions 
and strategies within the context of their 
operational capabilities. TDR’s links with NTPs and 
its regionally based clinical coordination research 
support network will facilitate real-life evaluation 
of the effectiveness and feasibility of the proposed 
interventions. The countries in which BL activities 
are ongoing have been chosen predominantly from 
the high-burden countries identified by the Stop TB 
and HIV/AIDS departments of WHO. (A listing of 
clinical research projects is provided in the annex.)

Considerations for the country and site selections 
include:

• high disease burden for both TB and HIV/AIDS;

• consultation with NTP managers of the African 
countries identified by the Stop TB department 
as being one of the 22 high-burden countries 
contributing to 80% of the global TB burden;

• consultation with the Stop TB department and the 
Partnership regarding countries currently receiving 
quality-assured anti-TB medications supplied by 
the Global Drug Facility (GDF) of WHO;
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• availability of laboratory support infrastructure 
or access to the nearest laboratory facilities with 
uncomplicated logistical access for patients and 
sample movement;

• specific recommendations of technical partners 
and other research agencies, including funding 
agencies;

• previous experience in conducting TB- and HIV/
AIDS-related studies.

2.3. Donors and other part-
ners

In addition to the donors that provide undesignated 
funding to TDR as a whole, the United Nations 
Development Programme (UNDP), the United States 
Agency for International Development (USAID), the 
Swedish International Development Cooperation 
Agency (SIDA), Research Institute for Tuberculosis/
Japan Anti-Tuberculosis Association (RIT/JATA) and 
the Canadian International Development Agency 
(CIDA) have provided direct financial support to 
the activities of BL8. Other key partners in study 
conduct and development of evidence for policy 
include the following:

• Pharmaceutical industries: Merck, 
GlaxoSmithKline and Lupin Pharmaceuticals 
are key suppliers of clinical trial materials and 

development of safety profiles.

• Academic institutions: University College 
London; London School of Hygiene and Tropical 
Medicine (LSHTM); Medical Research Council 
(MRC), South Africa; National Institute of 
Medical Research (NIMR), Tanzania; Armauer 
Hansen Research Institute (AHRI); Kenya Medical 
Research Institute (KEMRI); the United Kingdom 
MRC; and the Uganda Virus Research Institute 
(UVRI) are partners in providing technical 
support for several clinical studies.

• Partnership activities continue with WHO’s 
Stop TB and HIV departments. The recent 
creation of a research focal point within the Stop 
TB department and the Stop TB Partnership 
secretariat presents a good opportunity for 
initiation of joint activities and exchange of ideas.

• Along with providing financial support, UNDP 
has partnered in development of evidence 
supporting ART scale-up in resource-limited 
settings, through technical support from its 
Southern African Capacity Initiative Unit in 
Johannesburg, South Africa.

• The European Commission has partnered in 
development of research on neglected priorities.
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The following activities, identified as the highest 
priorities for immediate action, are the only activities 
currently funded in the TB/HIV portfolio:

• gatifloxacin TB treatment shortening studies (large 
multicountry trial);

• 4FDC safety and efficacy studies (multicountry 
trial);

• TB–HAART study for optimal timing and 
concomitant use of anti-TB and ARV treatment 
(large multicountry trial);

• operational/implementation research to optimize 
the scale-up of ART in resource-limited settings of 
disease endemic countries (multicountry study).

One of the major challenges to implementation 
of the clinical trials has been patient recruitment 
and enrolment. Key milestones were reached in 
2009 when recruitment for 4FDC was met (996 
patients), and recruitment for TB–HAART neared 
its halfway mark with 780 patients enrolled by the 
end of January 2010. In the case of TB–HAART, 
there was also a trebling of the overall monthly 
rate of enrolment in 2009, as compared with 2008, 
exceeding expectations for the period. In 2008 the 
recruitment rate on which the target milestones 
were predicated ranged from 20 to 25 per month. 
The rate seen in 2009 increased to about 60–65 per 
month.

The pharmacokinetic arm of the TB–HAART study 
was also completed in 2009, with 82 enrollees, and 
a paper on the findings, deemed vital for treatment 
policies, is planned in 2010.

In the case of TB–HAART particularly, attainment of 
recruitment goals involved careful streamlining and 
continuous re-evaluation of recruitment procedures, 
and some modification of initial recruitment 
plans (e.g. site expansion) during 2009. These are 
described further in Section 3.4.

3. Implementation plan 
2008–2013 and progress

Implementation of these projects was initially 
anchored wholly within the activities and the 
institutional arrangements of national TB and HIV/
AIDS control programmes of target countries. 
However, it later became evident that the 
involvement of research institutions experienced in 
the conduct of clinical studies was also required to 
meet the stringent standards and maintain quality, 
including attaining recruitment targets. This, in 
fact, further supported strengthening of capacity 
of national programmes, in line with the BL’s dual 
purpose and aims.

3.1 Scope of activities

The scope of activities in 2008 and 2009 is shown 
in Table 2.

3.2 Plans, progress and  
key milestones

As noted in the introduction to this section, all key 
milestones have been met and in some instances 
exceeded. Description here is of progress by objective.

Objective 1: develop evidence to shorten 
and simplify the treatment of TB in HIV-
infected TB patient populations by 2013.

a) Gatifloxacin treatment shortening study: 
this study attained its estimated sample size of 
1836 patients in October 2008. Among those 
enrolled, 350 patients have also been recruited to 
the pharmacokinetic component of the trial aimed 
at identifying any interaction between gatifloxacin 
and other anti-TB medications. Investigators are 
now conducting the 18–24-month follow-up 
observational stage of the study, designed to elicit 
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Table 2. SCOPe Of aCTIvITIeS In 2008 anD 2009

2007 and 2008 only Clinical studies Community-based 
studies

1. total number of studies 5 1

2. total number of countries 10 5

3. total number of patients enrolled 3482 5000

4. total number of investigators/staff 450 100

4a. number of investigators and staff undergoing 
capacity strengthening (e.g. protocol 
workshops, training in good clinical laboratory 
practice, good clinical practice, good laboratory 
practice, other) either supported or leveraged 
by tDR

400 50

4b. number of investigators/researchers 
completing their training in phD, masters/other 
in the context of the research

4 2

5. total number of research sites 31 20

5a. number of research sites with physical 
infrastructure strengthening supported or 
leveraged by tDR (e.g. labs, vans, buildings, 
phones, energy generation, etc.)

25 20

5b. estimated us$ value of physical infrastructure 
strengthening supported or leveraged by tDR

500 000 400 000
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non-relapsing cure data compared with traditional 
4FDC anti-TB chemotherapy without gatifloxacin. 
This phase of the study is expected to be completed 
by Q3 2010, with data cleaning and analysis 
occurring shortly after. It is hoped that TDR will 
then be poised to submit the data to the US FDA 
as well as to Government of India regulatory 
authorities, where our pharmaceutical partners have 
undertaken to register fixed-dose gatifloxacin with 
rifampicin, isoniazid and pyrazinamide, if it meets 
criteria, by 2011–2012.

b) 4FDC safety and efficacy study: this study 
attained its sample size of 996 patients early in 
2009 and has also embarked on long-term follow-
up of 18 months to document non-relapsing cure 
data. The current loss to follow-up within the two 
participating countries, Ethiopia and Nigeria, is 
about 5–10%. Efforts are under way to recover as 
many patients lost to follow-up as the infrastructure 
permits. Despite this challenge, the study is poised 
to deliver the first body of information about the 
use of 4FDC within routine programme conditions 
associated with well documented safety information 
by the target date of 2011. The pharmacokinetic 
(PK) component of this study, which will 
complement information from the gatifloxacin PK 
and the TB–HAART PK, has been postponed until 
next year as a result of financial considerations.

Objective 2: develop evidence for 
timing and optimal management of 
HIV-infected TB patients by 2013.

a) TB-HAART study: optimal timing of HAART 
in HIV-infected patients with newly diagnosed 
TB (2013).

Following a slow beginning in recruitment in 2008, 
largely as a result of the huge logistical challenges 
and the stringency of the recruitment criteria, this 
study has not only met its milestones, but has 
exceeded expectations with regard to enrolment for 
the period of 2009. As of the end of January 2010, 
780 patients had been enrolled. The Data Safety 
and Monitoring Committee (DSMC) has indicated 
that, when 900 patients (50% of the estimated 
sample size) have been enrolled and have received 
6 months of treatment, an unblinded analysis 

will occur. If the present rate of recruitment is 
maintained, this target will be attained in Q3 2010. 
It is likely that, if the analysed cohort demonstrates 
clear survival benefit, the DSMC will be obliged 
to stop that arm and publish preliminary results. 
Publication of results from this trial would represent 
the first major and systematically collected evidence 
on optimal timing of concomitant HAART and 
anti-TB treatment that combines safety and efficacy 
stratified by CD4 T cell count.

b) TB–HAART PK study: this study aims to 
investigate the potential impact of varying levels of 
immunodeficiency on absorption of both anti-TB 
and ARV drugs. The PK study was initially delayed 
owing to the obligatory regulatory validation of the 
clinical trial material. It has now been completed, 
albeit without attaining the target sample size of 
120. The study recruited and studied 82 patients. 
The below-target recruitment was due to extreme 
difficulties experienced in recruiting patients 
within the upper CD4+ T cell stratum (350–500). 
The DSMC recommended conclusion of the study 
with 82 patients after becoming convinced that 
further enrolment of patients from the upper CD4 
stratum would not have contributed significantly 
to information on potential drug interactions 
or safety concerns. The DSMC members also 
believed that information about potential 
drug–drug interaction and the effect of levels of 
immunodeficiency was far too important to be 
delayed by the lower number of enrolled patients 
from the upper CD4 stratum. The data has now 
been cleaned and is currently being analysed 
with the intention of producing a peer-reviewed 
publication in 2010.

c) Expert consultations on timely issues: 
in 2008, TDR convened an expert consultation 
on the use of rifabutin for TB treatment in HIV-
positive patients who are using second-line ARTs. 
This consultation stimulated a subsequent joint 
agreement leveraged by the Clinton Foundation 
(which participated in the meeting) and the industry 
producers of rifabutin (Pfizer and Mylan) for a 
28–60% drop in the cost of rifabutin sold to DEC 
control programmes. (http://www.clintonfoundation.
org/news/news-media/index.php?page=3, accessed 8 
February 2010 ).
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Meanwhile, the TDR–EU cosponsored expert 
biomarker consultation held in 2008 continued 
to generate longer-term impacts in 2009, in the 
form not only of a TDR report (available at http://
apps.who.int/tdr/svc/publications/tdr-research-
publications/biomarkers) and two peer-reviewed 
papers (see annex), but also a longer-term 
commitment by the EU to fund the further systematic 
studies and investigations of promising new 
biomarkers. This is an illustration of the stewardship 
component of this portfolio stimulating development 
that has major long-term impact on the target 
diseases.

Objective 3: operational implementation 
of case management approaches and 
treatment strategies in resource-limited 
settings of high-burden countries, in 
support of the scale-up of ART by 2013.

a) Operational research studies in support of 
universal scale-up of ART in resource-limited 
settings: the first phase of the operational research 
component of the business line’s activities has 
been finalized. The operational research studies on 
scale-up of ART were published in 2009 as a TDR 
report, which is available online at http://apps.who.
int/tdr/svc/publications/tdr-research-publications/
operational-research.

It is expected that the second phase of these 
projects will continue, especially in countries that 
have specified the need for a continuation of their 
studies as a result of findings from the initial phase. 
However, the exact shape of this second phase 
of research will be determined both by resource 
availability (in TDR and externally) as well as by 
operational challenges experienced by the countries 
themselves during the phase of scale-up. Potential 
issues that may inform the next set of research 
activities include: programme-based adherence 
strategies, human resource strengthening, affordable 
resistance testing, and programmatic decisions 
underpinning ART switch arising from documented 
resistance.

3.3 Financial analysis

The breakdown of financial implementation 
between 2008-2009 is shown in Table 4.

3.4 Implication of progress/
delays and global context 
changes on 2008–2013 plans

In conducting these huge multicountry studies 

which are guideline-forming we have encountered 

several challenges, with the most critical being the 

delays in meeting our recruitment targets. Another 

challenge is the adequate quality assurance of trial 

procedures and the safety of the patients recruited.

Recruitment challenges

In the case of the TB–HAART study in particular, 

the stringent nature of the recruitment criteria 

challenged our initial recruitment strategy and led 

to its modification in 2009, through expansion of 

sites within participating countries, to meet targets. 

Expansion to other high-burden countries was also 

considered, but dropped in favour of the softer 

options.

As another means of optimizing patient enrolment, 

the principal investigators (PIs) were asked to set up 

recruitment committees made up of all investigators 

operating at all levels of health care delivery. These 

committees meet weekly to review enrolment data 

and analyse the national reporting system as a 

means of targeting the right communities for patient 

recruitment. Community-based active recruitment 

was actively implemented, including partnering 

with TB/HIV care centres to apply the study 

inclusion criteria on their patient cohorts with a 

view to improving study enrolment.

In each country the investigating team is organized 

by central coordinators (clinical, laboratory, 

pharmaceutical and administrative); assistant 

coordinators serve the function of liaising with 

several facility-based sub-coordinators. Sample 

transfer for processing and laboratory data necessary 

for enrolment is facilitated through “runners” who 

are community health care workers who bond with 

the patients in addition to accessing patient clinical 

and laboratory data.

The recruitment yield through this continuous 

analysis and reappraisal of strategy has been 

significant. The effect of this new strategy has been 

a trebling of the enrolment rate in 2009 compared 

with a similar period in 2008.
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Strategic 
objectives

Activities
(2008–2013) Milestones and target dates Progress made Revised dates

(if relevant)

1. Evidence 
for TB 
treatment 
shortening 
and simpli-
fication

1.1 phase 3 
clinical trial of 
4fDc, including
gatifloxacin, 
for 4-month tB 
treatment in five 
African countries

1. completion of multicentre 
phase 3 study, Q3 2010
2. completion of evaluation 
of study for evidence base for 
policy-makers, Q4 2013

Recruitment of 
1836 patients 
in five countries 
completed 
october 2008. 
long-term follow-
up ongoing

on track

1.2 evidence 
of safety and 
efficacy of 4fDc 
in Hiv-positive 
cohorts

1. completion of patient 
recruitment, Q1 2009
2. completion of the study 
and data collection on safety 
and efficacy of 4fDc, Q4 
2010

Recruitment of 
996 patients in 
two countries 
completed march 
2009

All on track

2. Develop 
evidence 
for optimal 
manage-
ment 
of HIV-
infected TB 
patients

2.1 tB–HAARt 
clinical trial

1. completion of recruitment, 
Q4 2010
2. interim analysis, Q4 2010
3. completion of long-term 
follow-up and analysis of 
safety and efficacy data, 2012
4. submission to regulatory/
ethics authorities in 
participating countries, 2013

Recruitment 
ongoing

on track

2.2 pK tB–HAARt 
with 120 patient 
sample size

completion of recruitment, 
2009

Recruitment 
attained

Data 
available Q1 
2010

3. Op-
erational 
implemen-
tation of 
improved 
TB and 
HIV/AIDS  
case 
manage-
ment and 
treatment 
strategies

3.1 operational 
research on ARt 
scale-up in five 
African countries

1. Development of a final 
report by WHo/tDR for 
publication, Q1 2009
2. identification of key 
lessons leading to next phase 
and further follow-up studies 
and evaluations, Q3 2009

final report 
published Q4 2009

on track

3.2 Development 
of research 
capacity 
at national 
programme level

participating countries 
demonstrate capacity to 
conduct and implement 
operational research 
activities within national 
control programmes

A cadre of 
national control 
and research 
officers trained 
in operational 
research methods 
developed

on track

Table 3. BuSIneSS LIne 8 mILeSTOneS anD PROgReSS TOWaRD COmPLeTIOn



18 TDR BL8 • 2009 Report

eviDence foR tReAtment of tB/HivBl8

18 TDR BL8 • 2009 Report

eviDence foR tReAtment of tB/Hiv

Title

JCB approved 
budget 

2008–2009 
US$121 million 

A

Funds 
available 

B

Expenditures 
2008–2009 

C

Implementation 
as a % of funds 

available 
D

BL8 Evidence for  
treatment of TB/HIV

9 000 000 7 670 000 6 668 846 87%

simplifying treatment 4 304 959 3 695 673

tB HAARt 3 774 489 2 427 435

optimal care & delivery 10 000 0

immunopathology of tB 5 000 5 000

coordination 905 552 540 738

Table 4. fInanCIaL ImPLemenTaTIOn 2008–2009

Table 5. BL8 BuDgeT fOR 2010-2011

JCB approved budget 2010–2011 
US$ 121 million

tDR8 evidence for treatment of tB/Hiv-so1 9 000 000

1. simplifying treatment
 a. tB treatment shortening
 b. safety and efficacy of 4fDc
 c. pK for 4fDc

4 304 959
3 533 834

771 125 

2.tB–HAARt
 a. When to start HAARt
 b. Biobank for surrogate marker evaluation (Zambia)

3 774 489
3 765 667

3. Rifampicin-free anti-tB regimen
 a. pK for rifabutin and dose-finding studies

8822 

4. optimal care and delivery
 a. phase 2 operational research (oR) studies
 b. strategies to improve adherence and locate mDR-tB 

patients in tajikistan (GeocHAt)

10 000 
 
 

5. coordination 905 552

Total - BL 8 Evidence for treatment policy for HIV-infected 
tuberculosis patients

26 074 448
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Safety challenges

The importance of safety as a critical attribute 
of this study cannot be overstated, as the policy 
consideration will be based on the balance between 
the effect of early initiation on survival compared 
with the safety of longer-term exposure to toxic 
medicines on patients with compromised immune 
and sometimes metabolic systems. A safety physician 
has now been appointed to collate, document and 
follow up all safety events in all participating countries 
and report to WHO’s ethics review committee and the 
partnering pharmaceutical companies responsible for 
the manufacture and supply of the ARV drugs used in 
the clinical trial. There has also been an improvement 
in the total number of patients found at long-term 
follow-up for all the studies in this portfolio.

Changes in the global economic and 
epidemiological context

The challenges of recruitment raise broader issues 
of changes in the global context that need to be 
addressed. In particular, because of their own need to 
respond rapidly to new and emerging disease control 
challenges, TB control programmes cannot wait for 
classical clinical trials to provide evidence for policy 
decisions. Evidence-free standard treatment guideline 
modifications have become common in many high-
burden countries. These are yielding unexpected 
outcomes, both in terms of the proportions of 
patients attaining target end-points for these complex 
regimens and for safety events, which have increased 
in frequency as more people access treatment.

In addition, the recent upsurge in drug-resistant 
mycobacteria (M/XDR-TB) and HIV pose a more 
serious threat to public health now than ever before. 
This is partly caused by steadily increasing mobility, 
an attribute of globalization and rapid population 
migration, either caused naturally or as a result of 
conflict. It is also anticipated that the migrational 
and displacement consequences of extreme climate 
disruption, as happened recently in Haiti, and global 
climate change, especially in low-lying coastal cities of 
Africa, Asia and the Caribbean, may further increase 
the transmission of resistant forms of both TB and HIV.

Since the last report to the Scientific and Technical 
Advisory Committee (STAC), a global credit crunch 
of previously unseen proportions has hit the world. 
US$ 2–4 trillion have now been committed by 
developed nations to rescue the global economy. 

But, even if this effort stabilizes the world financial 

systems, governments will be left with huge national 

debts. In the USA alone, the country’s US$ 700 billion 

bail-out plan for ailing financial institutions could 

see national debt soar to US$ 11 trillion. It is 

expected that to recoup the money spent on the 

bail-out, governments will need to cut back on 

public expenditure or increase taxes – and in many 

countries both measures will be necessary. The impact 

on health service provision is expected to be dire, 

through decreased funding and tax hikes that will 

generate more poverty. Research may have to give way 

to pragmatic decisions between maintaining health 

service provision and funding research. Research 

funding, when available, will be driven by careful 

prioritization of issues critical for optimal programme 

delivery.

Proposed TDR responses

It is in the light of the anticipated cutback in 

funding for research that TDR needs to articulate 

innovative approaches for provision of evidence 

for policy more rapidly through shortened clinical 

trials or simulations of clinical trials. One option is 

a modification of study approaches to move toward 

a “midpoint” between classical regulatory trials and 

academic trials. Projects aimed at the development of 

biosurrogate markers robust enough to predict non-

relapsing cure (usually of 18–24 months’ duration) 

should also be urgently supported.

Modifications to good clinical practice (GCP) that do 

not compromise the quality of acquired data or the 

rigour associated with policy-forming clinical studies 

should also be considered. Currently we estimate 

that close to 50% of the overall cost for running 

our clinical studies is driven by the requirement to 

maintain high levels of GCP compliance and reporting 

to assure the validity of the data being generated.

TDR is currently participating in discussions on these 

topics with its partners, and stands ready to consider 

other suggestions ranging from interim analysis of 

data already acquired to linking studies that are 

similar within the same environment to cut costs.

3.5 Activities for 2010 and 
budget for 2010–2011

See Table 5.
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4.1 Leverage

In terms of overall financing, the majority of 
funding for BL8 is provided by TDR, with 
supporting designated funds from USAID, UNDP, 
CIDA, RIT/JATA and SIDA. USAID has committed 
to funding the portfolio until the planned 
completion dates of all activities, whilst RIT/JATA 
has committed to funding of USAID-identified 
priority activities and countries until 2010.

As reported last year, TDR has continued to seek 
more funding from major funding agencies that 
have ongoing activities in TDR’s collaborating 
countries and/or have partnership and technical 
support agreements with participating NTPs. While 
this approach is considered important and strategic, 
it has yet to yield monetary benefits. The Stop TB 
Partnership has, however, displayed interest recently 
in how TDR’s strategies for embedding research 
in NTPs have improved and optimized TB case 
detection in the context of clinical trials that are 
under way.

Leverage through capacity-

strengthening activities

Interest in building upon this approach may offer 
the possibility of joint resource mobilization under 
the auspices of the Partnership’s own global plan 
and goals. This potential will be carefully explored 
jointly with the WHO Stop TB department and 
the Partnership itself. Another line of leverage 
focuses on the development of partnerships at the 
regional and subregional levels. The operational 
model aimed at “embedding” research activities 
within the framework of the national control 
programmes enables TDR to access in-country 
funds, especially operational research grants 
provided by the Global Fund to Fight AIDS, TB 

4. Leverage and contributions 
to empowerment and  
stewardship

and Malaria (GFATM). In addition, resources 
have been leveraged from health ministries of 
participating countries for patient care, access to 
complementary medications, in-hospital care and 
ancillary investigations.

Leverage of national government 

support

TDR’s activities in countries have even stimulated 
some national government partners to create HIV 
and TB diagnostic and treatment centres in areas 
where such facilities did not previously exist to 
support the universal scale-up of ART access 
initiative and to accommodate studies undertaken.

Linking activities to national health research 
institutes has also resulted in the secondment of 
highly qualified and trained staff and in access to 
satellite facilities of such institutions at identified 
recruitment sites. In November 2009, in response 
to our appeal, GlaxoSmithKline (GSK) agreed to 
donate US$ 50 000 worth of Combivir placebo 
in support of the ongoing TB–HAART study. This 
further adds to the initial generous donation of 
active Combivir (GSK) and efavirenz (Merck) 
without which this study could not have been 
conducted.

Finally, TDR has been able to leverage transport, 
laboratory equipment and other logistical support. 
Additionally, strategies used to improve the 
conduct of the TB–HAART study also helped 
leverage improved national programme case 
detection and improved service provision at 
various levels. The improvement in case detection 
and treatment has also had further secondary 
benefits, contributing to the capacity of the 
national control programmes themselves to 
leverage more funds for routine operations and 
consequently complementing TDR funding.
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In conclusion, through the conduct of these studies, 
national control programmes, associated academic 
hospitals and national research agencies in seven 
collaborating countries were able to raise between 
US$ 300 00 and US$ 550 000 in funds from 
international donors, and the equivalent of more 
than US$ 1 million in terms of in-kind human 
resource and infrastructural support from national 
governments and technical partners, particularly 
for transport and ancillary treatment for patients 
who would not have otherwise been seen through 
routine hospital services. One challenge now, 
however, will be how to sustain these services 
in coming years, and particularly following the 
conclusion of TB–HAART.

4.2 Contributions to overall 
empowerment and steward-
ship objectives

Stewardship

BL8 has played a major stewardship role through 
its initiation, conduct and finalization of reports 
on priority research needs based upon a series of 
expert consultative meetings that it convened or co-
convened, including the most recent meeting on the 
potential use of rifabutin for HIV-infected TB patients.

Two of the three reports emerging from these expert 
meetings are now available for global consideration, 
with reference to research priority agenda setting:

• report of the expert consultation on 
immunotherapeutic interventions for TB 
(published in 2008);

• report of the expert panel on the use of 
biomarkers in TB (published in 2009);

• report of the expert consultation on the potential 
use of rifabutin for HIV-infected TB (meeting 
convened in 2008; draft report now awaiting 
contributions from collaborating partners).

More than the reports per se, these expert 
consultations had highlighted critical issues for 
global consideration and drove priority setting by 
funding agencies and other actors.

In the case of biomarkers, the EU–DG research 
identified biomarkers in its directives in 2009 as a 

priority item for future research funding, following 

the meeting. In the case of rifabutin, the meeting 

helped to stimulate a joint accord between the Clinton 

Foundation and two international pharmaceutical 

producers (Pfizer and Mylan) on a 28–60% price 

reduction in rifabutin for HIV-infected TB patients on 

second-line ART treatment in developing countries 

(where rifabutin may be preferred over rifampicin to 

avoid drug interactions). This price reduction means 

that otherwise unaffordable regimens can now be 

made available to patients in need at a cost of only 

US$ 1 a day, on average.2

Empowerment

As already noted, the core BL8 research activities 

are conducted jointly with the national TB and HIV/

AIDS control programmes of TB and HIV/AIDS 

high-burden countries in “real-life” settings, e.g. 

at the level at which patients from the community 

would normally receive care. This approach has 

already led to the improvement of skills for a cadre 

of nationals within NTPs, skills which have been 

developed through TDR studies and collaborations 

as well as through training in competencies needed 

to design and conduct research studies. As a 

result, these trials have generated a network of 

clinical trial sites compliant with GCP and GCLP 

guidelines, and which may then be sites for future 

clinical studies. Additionally, a statistician has 

been trained and two potential doctoral candidates 

have been identified from among the teams in the 

participating countries. The two doctoral candidates 

are about to begin their PhD studies by designing 

clinical research questions linked to the ongoing 

TB–HAART research. It is expected that sustained 

activities will increase numbers of skilled and 

trained nationals from disease endemic countries at 

both technical and leadership levels.

Two of the participating countries in TB–HAART 

have also formally invited TDR to assist in setting 

up national health research agencies within their 

ministries of health. The dual intention here, as 

2 Press Release. President Clinton, Pfizer, and Mylan announce 
new agreements to lower prices of medicines for patients with 
drug-resistant HIV in developing countries. (http://www.
clintonfoundation.org/news/news-media/index.php?page=3, 
accessed 8 February 2010 ).
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well, is to facilitate research that informs policy 
while also training cadres of national scientists and 
health workers in research methodologies, and thus 
supporting their aspirations to leadership positions 
within national research and policy institutions.

4.3 Disease endemic coun-
tries playing a pivotal role in 
BL8 activities

As per the activities noted in sections 3, 4.1 and 
4.2, through the engagement of national control 
programmes, DECs are playing a pivotal role in 
developing globally relevant and evidence-based 
interventions that can be scaled up to other regions 
and countries. Establishing research initiatives within 
routine activities of health services provides the 
opportunity for research priorities to be driven by 
relevant practical challenges perceived through the 
functions of the health system. As mentioned earlier, 
improvement in services delivery arising from the 
stringency in the international standards demanded 
of research undertaken ensures an improvement 
in programme activity. DECs are thus poised to 
play a pivotal role in the continuum of research 
– from needs identification to implementation of 
activities that test the capacity of the health system to 
intervene, and that ensure that consequent policies 
can be implemented and disseminated in “real time”.

An emerging cadre of nationals in DECs has 
now been trained in GCP- and GCLP-compliant 
study conduct, including information on research 
methodology. But more than that, a formidable 
group of experts has now emerged from the 
activities with whom the business line frequently 
consults in the context of proposal development 
workshops and expert consultations. Between 2008 
and 2009, the business line facilitated three such 
workshops and two expert consultations, in which 
DEC expertise was pivotal.

Regional/global research initiatives  

led by DECs

Additionally, a consortium of DEC countries, 
through the convening influence and technical 
support from TDR, and partners developed an 

operational research proposal to investigate and 
manage the emergence of non-communicable 
diseases associated with the pathogenesis of HIV-
infected TB and its associated treatment. This 
activity would see the use of community health care 
workers complementing the functions of formal 
health care workers in detecting cardiovascular 
and metabolic risk factors for cardiovascular 
and metabolic diseases associated with TB/HIV. 
This consortium includes the United Republic 
of Tanzania, Uganda, Kenya, South Africa and 
Zambia, and was developed in response to the 
United Kingdom’s Department for International 
Development (DFID) request for applications for 
the DFID Research Programme Consortium (RPC) 
coordinated by the London School of Hygiene and 
Tropical Medicine.

4.4 Elements enhancing  
sustainability of outcomes

“Embedding” research activities within service 
elements of national programmes also helps to 
ensure uptake into policy and sustainability of 
research outcomes.

Along with the examples already cited of improved 
laboratory and patient care services in the context 
of the TB–HAART trials, the operational research 
activities undertaken in Zambia and Malawi are 
another illustration of this process.

In both Zambia and Malawi, barriers to accessing 
ARV treatment through TB clinics and preventing 
mother-to-child transmission (PMTCT) clinics 
(Zambia) were investigated and defined. 
Government since has taken corrective action at 
the level of primary health care in response to the 
recommendations of the research investigators, and 
preliminary evidence suggests an increased uptake 
of access to ART since the policies were changed. 
This has also been the experience in Malawi, where 
measures were taken to counteract stigmatization of 
health care workers, which had been identified as a 
main impediment to their testing and accessing of 
treatment.
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Contributions Number (%)

Dec representation in the Bl8 4 (80)

Dec representation in strategic and scientific Advisory committee (sAc) 
and consultancies in the Bl8

7–8 (70–80)

publications related to Bl8 grants led by Dec 3 (60)

institutions in Decs involved in south–south research capacity development 6 (100)

number and name of networks and research initiatives maintained by Decs 
(1, Bagamoyo Research consortium, made up of all participating countries 
within the Bl8 portfolio)

Table 6. DeC COnTRIBuTIOnS TO THe gLOBaL effORT THROugH THe BuSIneSS 
LIne aCTIvITIeS



24 TDR BL8 • 2009 Report

eviDence foR tReAtment of tB/HivBl8 eviDence foR tReAtment of tB/Hiv

Challenges faced by this business line include the 

rapid evolution of scientific knowledge in diverse 

fora, the prolonged periods needed to generate 

evidence through classical large-scale clinical trials, 

and the recent tendency of overburdened NTPs to 

adopt new interventions even with limited evidence.

For instance, some groups (such as SAPIT in South 

Africa) have initiated relatively small studies to 

generate positive indications of concepts such as 

early initiation of TB–HAART treatment. In light 

of this, the impact of TDR’s own research on the 

same issue may be somewhat diminished. This 

notwithstanding, BL8 research activities are poised 

to make a vital contribution to the global evidence 

base through a more refined analysis of certain 

critical questions essential to formal guideline 

development, e.g. regarding the differential impact 

on survival of early initiation of TB–HAART within 

specific CD4 strata.

A related issue is the recent development of a new 

WHO policy, issued in late 2009, recommending 

earlier initiation of ART (at a CD4 count of 350 or 

below), and the anticipated implementation of new 

guidelines and policy changes by several NTPs for 

earlier initiation of anti-TB and ARV treatment for 

HIV-infected TB patients. These could potentially 

raise ethical concerns about the placebo treatment 

arm of TDR’s TB–HAART trial. The solution is to 

accelerate enrolment before implementation of such 

guideline changes. In spite of these challenges, it 

is important to underline the need also to collect 

evidence systematically for future support of 

guidelines.

The emergence of MDR-TB and extensively drug-

resistant (XDR)-TB has meanwhile challenged many 

of the assumptions inherent in TB control strategies 

(e.g. the utility of fixed-dose anti-TB chemotherapy 

in preventing drug resistance and the safety of 

5. Critical issues and
suggested solutions

these formulations in advanced TB and HIV disease 
states) and has increased the need to examine 
the evidential basis for any revision in treatment 
guidelines closely.

In light of issues noted here, the TDR strategy, as 
reflected by BL8, is of tremendous public health 
importance. However, what may be lacking in 
the BL8 strategy is a simultaneous evaluation of 
health system opportunities and constraints in 
accommodating and optimizing new interventions. 
An analysis of capacity and cost–effectiveness of 
the interventions being proposed would serve 
to highlight their importance and improve the 
advocacy needed to acquire more resources for 
these activities.

Another critical issue is the lack of financial and 
human resources currently available for this BL. 
Management and monitoring of clinical trials 
in over a dozen locations across Africa require 
training of principal investigators and support staff, 
regular visits by TDR staff to field sites, regular 
communications and overall strategic technical 
input. Several expert panels, including the data 
safety and management committees of the different 
clinical trials, as well as the BL’s Strategic and 
Scientific Advisory Committee (SAC), have strongly 
emphasized the need for more resources. In its most 
recent review of BL8 activities in 2009, the SAC 
was particularly critical of the paucity of the human 
resource base responsible for this very substantial 
portfolio. The current phase of most of the studies 
requires constant attention to detail and monitoring 
of procedures to ensure that good-quality data is 
generated. In addition to visits by African-based 
monitors, this entails very frequent field visits 
by HQ staff to sites (e.g. an average of two visits 
quarterly per country) and more communication 
with multiple sites (teleconferencing and electronic 
access). These have major implications in cost 
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and staff time (Geneva-based staff). We anticipate, 

however, a decline in these activities toward the 

end of 2010 as many studies round up their intense 

follow-up activities.

The need for improved efficiencies in the 

bureaucracy surrounding fund transfers in the 

wake of WHO’s adoption of a new global system 

of management is another important issue. The 

commitment of partner countries to planned 

activities is undermined when collaborating 

institutions do not receive promised funds on time. 

In certain cases, TDR even runs the risk of triggering 

violations of national regulations for the ethical 

conduct of trials in countries with ongoing TDR-

sponsored clinical studies due to delays in transfers 

of critical funds. Additionally, since clinical trials 

are a multiyear process, firm financial commitments 

from WHO/TDR would ideally be made for the 

entire trial phase cycle to assure a parallel sustained 

commitment from country partners. At present, the 

complex process of annual contract renewal can be 

problematic for participating countries and health 

ministries, which need assurance for their own 

ethical, regulatory and legal processes that when 

a clinical trial is initiated it will indeed be funded 

until its logical conclusion. Some of these issues 

have already been raised in the 2008 annual report, 

but they remain pertinent today as well.

Meanwhile, the global credit crunch with its 
impact on welfare and health services is beginning 
to impact on the national programmes and their 
service arms (hospitals, laboratories, and ancillary 
services such as health care centres and primary 
care clinics). The studies we have been conducting 
are dependent on the functioning of these services 
at least within the minimum criteria expected. Since 
the beginning of 2009, the BL has frequently had to 
respond to emergency calls from country partners 
whose stocks of anti-TB chemotherapy had run out, 
necessitating TDR intervention. In most cases, TDR 
was able to assist countries in leveraging supplies 
through WHO/GDF and, in some instances, 
manufacturers listed on the WHO pre-qualification 
list. Reagents for laboratory diagnostics, test kits 
and basic hospital supplies have also been hit 
by resource constraints. Patients completing 2 
years of observation and care on our projects, and 
who are on ARVs, will be referred to the national 
programmes for continuation of their treatment 
and care. Continuing their treatment at a standard 
acceptable to international trial procedures, 
however, may become a major challenge as 
countries (e.g. United Republic of Tanzania) struggle 
to cope with a flood of new patients with HIV who 
are being accepted for ART based on new national 
policies offering free ARVs to anyone below the CD4 
200 threshold.
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6.1 Full list of publications resulting from BL or related 
activities
Churchyard GJ et al. Advances in immunotherapy for tuberculosis treatment. Clinics in Chest 

Medicine, 2009, 30(4):769–782.
Dheda K et al. Priorities in tuberculosis research. In: Tuberculosis, Global Medicine, Chapter 75. 

Elsevier, 2009.
Report of lessons learned workshop and product development team meeting for operational 

research projects in support of ART scale-up, 7–9 July 2008. Geneva, UNICEF/UNDP/World 
Bank/WHO Special Programme for Research and Training in Tropical Diseases, 2009.

Wallis RS et al. Biomarkers for tuberculosis disease activity, cure, and relapse. Lancet Infectious 
Diseases, 2009, 9:162–172.

Wallis RS et al. 2-month sputum culture conversion as a biomarker for relapse in tuberculosis 
clinical trials. Lancet Infectious Diseases, 2009, 10:68-69.

6. Annexes
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6.2 Scientific Advisory Committee on Evidence for Treat-
ment Policy of HIV-infected Tuberculosis Patients: mem-
bers and observers

MEMBERS IN 2009

1. Dr Faisel ABU-DUHIER, Ministry of Health, Riyadh, Saudi Arabia

2. Mr Kevin BELLIS, HLSP Ltd, Pretoria, South Africa

3. Dr Jeremiah CHAKAYA, Kenya Medical Research Institute, Nairobi, Kenya

4. Dr Abdulamid Isa DUTSE, Aminu Kano Teaching Hospital, Kano, Nigeria

5. Dr Elizabeth MADRAA, Ministry of Health, Kampala, Uganda

6. Dr Helen McILLERON, University of Cape Town, Medical School, Department of Pharmacology, 
Cape Town, South Africa

7. Dr Madhukar PAI, Department of Epidemiology, Biostatistics and Occupational Health, McGill 
University Development New London Montreal, Canada

8. Dr Robert WALLIS, Pfizer Global Research, United States of America

OBSERVERS IN 2009

1. Dr Saidi EGWAGA, Ministry of Health, National Tuberculosis and Leprosy Programme, Dar es 
Salaam, United Republic of Tanzania

2. Dr John HORTON, Tropical Projects, Hitchin, UK

3. Dr Roxana RUSTOMJEE, Unit for Clinical and Biomedical TB Research, South African Medical 
Research Council, South Africa

4. Professor Shabir BANOO, Medicines Regulatory Authority, Pretoria, South Africa

5. Professor Alimuddin ZUMLA, Centre for Infectious Diseases and International Health, UCL, 
London, UK
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Project 
identification

Principal 
investigator Institution Project title Funding in US$ Disease Countries involved Research area

Objective 1: Evidence for TB treatment shortening and simplification

A10712 J chukwu
mile 4 Hospital, ebonyi state, 
nigeria

4fDc efficacy and safety study 240 000 tB and Hiv nigeria clinical trial

A10709 A Assefa AHRi, ethiopia same 200 000 tB and Hiv ethiopia clinical trial

A60820 m Bocar lo pnlt, Dakar, senegal
Gatifloxacin tB treatment 
shortening study

180 000 tB and Hiv senegal clinical trial

A60513 m Diallo
ministère de la santé publique
conakry, Guinée

same 151 418 tB and Hiv Guinea clinical trial

A60514 J odhiambo KemRi, Kenya same 138 038 tB and Hiv Kenya clinical trial

A60512 m Gninafon pnlt Benin same 69 698 tB and Hiv Benin clinical trial

A69509 R Rustomjee sAmRc, south Africa same 51 994 tB and Hiv south Africa clinical trial

Objective 2: Develop evidence for optimal management of HIV-infected TB patients

A30213
s egwaga
s mfinanga

ntlp Dar-es-salaam, united 
Republic of tanzania
nimR, muhimbili, united 
Republic of tanzania

Defining the optimal timing of 
ARv therapy during tB treatment

289 570
300 000

tB and Hiv
united Republic of 
tanzania

clinical trial

A50560
R Rustomjee
A pym

sAmRc, Durban, south Africa same 530 000 tB and Hiv south Africa clinical trial

A50636
p mwaba
n Kapata

utH, lusaka
ntlp, Zambia

same 400 000 tB and Hiv Zambia clinical trial

Objective 3: Operational implementation of improved TB and HIV/AIDS case management and  
treatment strategies

A50477 R swai
nAcp, united Republic of 
tanzania

operational/implementation 
research to optimize the scale-up 
of ARt in resource-limited settings 
of disease endemic countries

99 256 Hiv
united Republic of 
tanzania

operational research

A50478 p. mwaba utH, lusaka, Zambia same 99 980 tB and Hiv Zambia operational research

A50476 Am phoya moHp, lilongwe, malawi same 99 000 Hiv malawi operational research

A50476 W Kirungi nAcp, uganda same 99 000 Hiv uganda operational research

A50479 B sondo
comité ministériel de lutte 
contre le siDA ministère de la 
santé ouagadougou

same 97 780 Hiv Burkina faso operational research

Total 2 945 754

6.3 BL funded projects
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of ARt in resource-limited settings 
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99 256 Hiv
united Republic of 
tanzania

operational research

A50478 p. mwaba utH, lusaka, Zambia same 99 980 tB and Hiv Zambia operational research

A50476 Am phoya moHp, lilongwe, malawi same 99 000 Hiv malawi operational research

A50476 W Kirungi nAcp, uganda same 99 000 Hiv uganda operational research

A50479 B sondo
comité ministériel de lutte 
contre le siDA ministère de la 
santé ouagadougou

same 97 780 Hiv Burkina faso operational research

Total 2 945 754
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