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Overview
• The need for clinical research
• Benefits of conducting clinical research

• Struggles of conducting clinical research
• Clinical Trials and Standard of Care
• Globalhealthtrials.org and e-learning
• Chittagong Medical College Hospital and Mahidol
Oxford Tropical Medicine Research Unit Collaboration

Need for Clinical Research in
Resource Limited Settings
• Affluent Countries
– 15% of world’s population
– 75% of world’s clinical trials (Herring Nat Med 2011)
Trials stand to make the most impact in regions of highest disease
burden – YET these communities are under-represented in research

• Huge lack of knowledge on how to treat many “neglected”
diseases in different settings – malaria, helminths,
diarrhoea, TB etc
• Increasing incidence of former “Western” diseases
worldwide – diabetes, hypertension

Benefits for an Institute and
Community of Conducting
Clinical Research
• Answer key questions about delivery of healthcare
• Contribute to world knowledge on medicine
• Opportunity to raise standards of care for patients
• Capacity building – new tools, systems, training,
career possibilities
• Enable patients to access treatments
• Enhance the reputation of the institute

Struggles of conducting clinical
research
• Require resources especially manpower and morale
• Training and experience of Clinical Investigators
• Need for longterm commitment

• Bureaucracy can be overwhelming
• Ethical issues – “Clinical research should be responsive to
the health needs and priorities of the communities in
which the research is conducted” (Council for International
Organizations of Medical Sciences (CIOMS). International ethical
guidelines for biomedical research involving human subjects 2002)

• Needs political and organisational stability

What is a Clinical Trial?
A properly planned and
executed clinical trial is a
powerful experimental
technique for assessing the
effectiveness of an

intervention

What is a Clinical Trial?
Research that involves the participation of human
subjects is clinical research, within which is the
more specific definition of a clinical trial ….
‘ Any research study that prospectively assigns
human participants or groups of humans to one
or more health-related intervention to evaluate
effects on health outcomes (Now includes
phase I and also a broader definition of
interventions)’
ICMJE requirements, July 2008

What are health-related interventions?
The International Committee of Medical Journal Editors
(ICMJE) definition:

“Any intervention used to modify a biomedical or healthrelated outcome (for example, drugs, surgical
procedures, devices, behavioural treatments, dietary

interventions, and process-of-care changes).”

What makes a clinical trial different from
‘Standard of Care’?
• Involves human subjects
• Tests an ‘intervention’ (a product, procedure or health care system)
….in order to improve standard of care
• Measures effects over a period of time
• Most have a comparison CONTROL group
• Must have a method to measure the intervention
– this is captured in the protocol and this must be stuck to
meticulously if the question is to be answered
• Focuses on unknowns: effect of intervention
• Must be done before medication becomes part of standard of care
• Standard of Care is all about clinical judgment decision/flexibility –
trials need all to stick with the protocol, no deviation – within your
clinical judgement

Clinical Trials in Developing Countries
• Clinical trials establish the evidence base for prevention and treatment of
disease.
• Critically important in resource poor settings as greatest potential for
improving health in numerical terms
• Enormous gain from relatively simple interventions: but need evidence
from more trials to guide policy
• These populations have been under represented in clinical trials to date.
• Researchers in developing countries need to address how to best use
Good Clinical Practice (GCP) and to take control of the way GCP is
implemented in order to make trials easier to conduct

What types of trial are needed ?
• Product development
–
–
–
–

New drugs … leishmaniasis, malaria…
Vaccines … TB, malaria, HIV….
New uses for existing therapies … antibiotics..
Safety of new or complex treatments in resource limited settings

• Disease management
– Treat at home or in-patient?
– Better ways to train nurses?

• Also needed:
– Clinical studies to gather information on epidemiology, disease
natural history and healthcare delivery

How is a trial started...?
Discuss idea with peers and colleagues

Generate idea in a concept protocol

Prepare budget and other documents

Protocol review meeting open to all appropriate

Submit final protocol or grant application to sponsor

Hire staff, write CRF, SOPs ,
laboratory plans,
Organise transport, Shipping
and ordering.
Monitoring plan

Ethical Review
committees

Study Start!

Community engagement
DSMB members &
charter
Source data, training
records. Equipment
ordering and servicing

Special issues
• Informed consent – language, literacy and convention
• Ethical Review –
– Local / National / International

• After the trial
– Availability of trial treatment
(The Declaration of Helsinki expresses an expectation that every
patient enrolled in a clinical trial should, at the end of the trial, be
assured access to the best proven therapy identified in the study
– Surveillance (e.g. check no increased risk of disease if intervention
“wears off”

Further reading: Ethical and Scientific Implications of the
Globalization of Clinical Research, glickman et al NEJM 2009

The Global Health Clinical Trials Programme

The goal of the Global Health Clinical Trials Programme is
to promote and make easier the conduct of noncommercial clinical trials across all diseases in
resource-poor settings. It is an integrated collaborative
programme using a website as a platform.

Uptake and Use Since May 2010
GlobalHealthTrials.org metrics January 2012
Members

18532

Visits

38128

Number of different developing countries of origin of visits
Returning Visits %

56
59%

Job roles of members

20% of users have visited the site over 50 times!
Trudie Lang, Global Health Clinical Trials (www.globalhealthtrials.org) Sept 2011

High Quality e-Learning
and Professional
Membership Scheme

• Free and open access
to quality skills training
• Pragmatic courses to
give ‘how to’ skills
• Professional
membership scheme
set up to bring a
mechanism for staff
development

Division of Pharmacology, Department of Medicine, University of Cape
Town
European Developing Country Clinical Trials Alliance (EDCTP)
Institute of Infection and Global Health, University of Liverpool
The PRACTIHC Collaboration
East African Consortium for Clinical Research (EDCTP funded)
Africa Malaria Network Trust (AMANET)
Malaria Consortium, Uganda
Medical Research Council, Clinical Trial Unit
International Vaccine Access Center, John Hopkins
MRC, The Gambia
Malawi-Liverpool WT Research Unit
Swiss Tropical Institute
The Malaria Centre, LSHTM
Drug for Neglected Diseases Initiative (DNDi)
Liverpool Centre for Tropical Medicine
London School of Hygiene and Tropical Medicine
Imperial University Centre for Tropical Medicine
Institute for Tropical Medicine, Antwerp
Facultad de Salud Escuela de Salud Pública Maestría en epidemiología
Colombia
Centre for Paediatric Research, Lucknow, India
Medical Research Unit of the Albert Schweitzer Hospital,
Lamberene,Gabon.
KEMRI-Wellcome Programme, Kenya
World-Wide Antimalarial Resistance Network (WWARN)
Mahidol-Oxford Tropical Medicine Research Unit, Bangkok, Thailand
Oxford University Clinical Research Unit, Ho Chi Minh City, Vietnam
Nuffield Department of Medicine, Centre for Tropical Medicine.
Sri Jayewardenepura Teaching Hospital Sri Lanka
Clinical Trials Transformation Initiative, Duke University. USA
KEMRI/Centre for Disease Control, Kisumu. Kenya.
Clinical Trial Laboratories, Kintampo Ghana
CSH Medical University Uttar Pradesh, India
Consortium for National Health Research, Nairobi, Kenya

List of
collaborators
for
Global
Health Trials

Chittagong Medical College HospitalMahidol Oxford Tropical Medicine Research Unit
Contributions of CMCH malaria research to the world

Dr. Arjen Dondorp, 28 Aug 2010

A productive collaboration..

1. SEAQUAMAT: A randomised comparison of artesunate versus quinine in the treatment of severe falciparum malaria..
2. Direct visualization of the microcirculation in patients with severe malaria, using Orthogonal Polarising Spectrometry.
3. A randomized, double blind, placebo controlled study of N-acetylcysteine as adjunctive therapy in the treatment of severe
falciparum malaria.
4. Levamisole as adjunctive treatment in severe falciparum malaria: a randomized trial.
5. Loop-Mediated Isothermal PCR (LAMP) for the Diagnosis of Falciparum Malaria.
6. Identification of unknown strong acids with prognostic significance in severe malaria.
7. Does artesunate prolong the QT interval in patients with severe malaria?
8. Causes of reduced red blood cell deformability in severe malaria.
9. Timing of start of enteral feeding in comatose patients with cerebral malaria (with Prof Amir Hossain)
10. Optimal fluid management in patients with severe falciparum malaria.
11. Malaria retinopathy

Thank you
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