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MORE ABOUT…

The FACT Project Consortium: A Worldwide Collaboration To Develop 
and To Deliver ASMQ

In 1998, TDR, with support from the US Agency for International Development and the Wellcome Trust, embarked on the 
search to identify suitable combinations of existing antimalarial drugs to control malaria resistance. From their data analyses, 
it emerged that the combination of AS and MQ could be a good clinical option in Latin America and Southeast Asia. When, in 
2001, the WHO recommended AS and MQ as one of four artemisinin-based combination therapies (ACTs), there was neither 
a co-formulation nor any development partners. 

The FACT Project began in 2002, under the umbrella of MSF (and then DNDi) in coordination with TDR. 

•  Objective: To develop a fixed-dose combination of AS and MQ for international registration that would improve compliance 
and would be available to all countries where the toxicity of mefloquine was low (mainly in Latin America and Southeast 
Asia), but also potentially in all endemic regions, including multi-drug resistant areas and Africa.

•  Key partners (who signed on to the original Eu INCO-DEV grant): Centre National de Recherche et de Formation sur 
le Paludisme (CNRFP) in Burkina Faso, Instituto de Tecnologia em Fármacos of Farmanguinhos/Fiocruz, Mahidol Univer-
sity, Université Victor Segalen Bordeaux 2 (TROPIVAL), University of Oxford, University Sains Malaysia, TDR, and MSF, 
followed by DNDi. These partners were represented in a FACT development project team by international experts contrib-
uting to the development plan and supporting the management and assessment of project progress.

k FACT 2002-2007: ASMQ Development through Registration

DEVElOPMENT STEP INSTITUTIONS INVOlVED

Pharmaceutical and Preclinical Development

Pharmaceutical development (with Catalent, formerly Cardinal Health); clinical batch 
production; report and quality dossier generation; monitoring of toxicology studies 
performed in contract laboratory. Formulation of the fixed-dose combination product 
with appropriate stability and biopharmaceutical characteristics, and with a viable 
manufacturing process. Development and validation of analytical methods

Farmanguinhos/Fiocruz (Brazil)

Support in pharmaceutical development and registration file preparation Catalent (formerly Cardinal Health) 
(France)

Contribution on Good Laboratory Practices (GLP) genotoxicity and toxicology studies 
on single drugs and combinations

Independent expert; University of 
Bordeaux (France)

Set of GLP toxicology and genotoxicity studies and reports on single drugs and 
combinations

Unitox and Genotox (Brazil)

Development of bioanalytical methods and blood level determinations in toxicokinetic 
and pharmacokinetic studies. Pharmacokinetic evaluation. Analytical support for 
method development

University Sains Malaysia (USM; 
Malaysia)
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Clinical Development

Population pharmacokinetics, clinical study support University of Oxford (UK)

Phase I in healthy normal volunteers for pharmacokinetic data, biopharmaceutical 
quality, tolerability, and bioavailability (PK/PD analysis)

Mahidol University (Thailand); USM 
(Malaysia); Quintiles (USA)

Phase II in patients for pharmacokinetics, efficacy, and tolerability of fixed-dose ASMQ 
versus non-fixed AS+MQ 

Mahidol University (Thailand); USM 
(Malaysia); Quintiles (USA)

Phase III field study examining efficacy and tolerability of fixed-dose ASMQ versus non-
fixed AS+MQ 

Shoklo Malaria Research Unit, 
Mae Sot Clinic, Mahidol University 
(Thailand); Quintiles (USA)

Individual patient meta-analysis examining the use of AS and MQ in 5,277 patients Shoklo Malaria Research Unit 
(Thailand)

k FACT 2008-2010: ASMQ Development through Implementation

Through 2010, DNDi intends to play an active role in facilitating FACT implementation by engaging partners: Pharmaceutical 
companies, national malaria programmes, research institutes, contract research organizations, and NGOs, as well as the 
WHO and TDR.

In order to receive external advice and critical guidance about issues related to ASMQ implementation and recommendations 
on issues related to rational use and the ensuring of equitable access, DNDi has convened an independent panel of experts, 
the FACT Implementation Advisory Group, who meet on an annual basis.

Examples of Ongoing & Next Steps Sponsored by DNDi Institutions Involved

Efficacy, safety, and population pharmacokinetics study in India Indian Council for Medical Research (ICMR; India); 
Farmanguinhos/Fiocruz

Regional scientific symposium with participation of national malaria 
control programme managers and international and regional 
organizations

Farmanguinhos/Fiocruz and DNDi, Rio, April 2008

Meeting of FACT Implementation Advisory group DNDi, Geneva, April 2008

Regional workshop briefing to engage national malaria control program 
managers and international & regional organizations

India & Southeast Asia; 4th quarter 2008

Continuing work on age-based dosing optimization per region to be 
provided for upcoming meeting on WHO Malaria Treatment Guidelines

University of Liverpool (UK)

Efficacy and safety study of ASMQ in Tanzania National Institute for Medical Research  
(NIMR; Tanzania)

DNDi will also contribute to a number of other studies by offering drug supplies, technical input, or bioanalytical work. Exam-
ples of such activities include continuing support in the large-scale intervention study of ACTs in programmatic use in Amazon 
Basin, in Brazil (see “Large Intervention Study in the Amazon Basin” section), a Malaria-in-Pregnancy Consortium-led phar-
macokinetic study in pregnant women in Brazil and Burkina Faso, and a MSF-conducted effectiveness field study comparing 
5 ACT regimens, including fixed-dose ASMQ, in Myanmar.


