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Exploratory
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Screening Centres:

LSHTM, Swis
Tropical Institut e,
Antwerp Univ
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Screening Centres:

LSHTM, Swis
Tropical Institut e,
Antwerp Univ
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} Clinical } Available to Patients
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Alternative Formulations )*(+,-./0,-.1,-23

Amphotericin B (VL) . ,
in preparation - in preparation

Exploratory



Combination Therapy
(VL in Asia)

Combination Therapy
(VL in Africa)

™AEgbdbXA"c
™ 6b7rhdbZce
™ BZHh” eidpreparation

Combination Therapy
(VL in Latin America) - in preparation

Paediatric Benznidazole
(Chagas)
Azoles (Chagas)

Exploratory

CLINICAL
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Fexinidazole (HAT)

Combination Therapy
(VL in Africa)

™AEgbdbXA"c
™ 6b7rhdbZce
™ BZHh” eidpreparation

Combination Therapy
(VL in Latin America) - in preparation
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(Chagas)

Azoles (Chagas)
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Fexinidazole (HAT)

Combination Therapy
(VL in Asia)

™ 6b7rhdbZce
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Combination Therapy
(VL in Latin America) - in preparation
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Paediatric Benznidazole
(Chagas)
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As it can take five to ten years to bring a compound through the preclinical and clinical phases of
development, DND! is currently building on previous research by extending the registration and availability
of current drugs, while maximizing their potential and minimizing their drawbacks. There has been a
significant improvement in the number of treatments available for VL during the past decade, but the new
therapeutic options for VL are generally expensive and have long treatment periods (of up to one month).

Combination therapies of these new treatments represent a critical path forward because they could offer
the following important advantages: shorter course of treatment, better tolerability, reduction in the work
load on the health systems in resource-limited areas, better affordability, and potential to prevent or retard
resistance development and prolong the life span of effective drugs.

DND! has already begun two clinical (Phase Ill) projects: one developing combination treatments
(AmBisome®, paromomycin, miltefosine) in India and a second developing paromomycin (including in
combination) in East Africa. In addition to completing these projects, DND! will conduct further work to
geographically extend other existing drugs in South Asia and East Africa and develop other combination
treatments for East Africa.

For Latin America a similar strategy of combination of current drugs will be undertaken.
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I"-$%(.'%+, Epicentre, France; MSF; the national HAT control programmes of the Democratic Republic of the
Congo (DRC) and the Republic of the Congo; SCIH/STI, Switzerland
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1"67.)*.&," Foreign and European Affairs Ministry (MAEE), France; Medicor Foundation, Liechtenstein; Médecins
Sans Frontiéres/Doctors without Borders, International; Spanish Agency for International Development
Cooperation (AECID), Spain; Department for International Development (DFID), UK; individual donors.

With the ultimate goal to enable a WHO recommendation on the use of the nifurtimox- eflornithine combination
therapy (NECT), the NECT project has shown that the combination is as effective and safe as standard eflornithine
monotherapy, but easier to use, and safer than melarsoprol (toxic though still widely used in ~70% of patients with
stage 2 HAT).

Begun originally as a single centre study by MSF-Holland and Epicentre in the Republic of Congo (Brazzaville) in
2003, this study was extended, as of 2004, to additional sites in the DRC by DNDi in collaboration with Epicentre,
MSF, STl and the national HAT control programme of the DRC.

This multi-centre clinical study, which enrolled 287 patients and was completed in 2008, compared the safety and
efficacy of NECT, a coadministration of the oral drug nifurtimox and the intravenous drug eflornithine, with eflorni-
thine monotherapy, the current first-line treatment for stage 2 T. b. gambiense HAT. As is requisite to establish
efficacy in this disease, patients were actively followed up for 18 months after treatment.

At the end of 2008, the final efficacy and safety results of the Phase Il study were available and led to DNDi’s
submission of NECT for inclusion on the WHO Essential Medicines List (EML). In May 2009, MSF, Epicentre, and
DNDi announced that NECT had been included on the EML. According to the WHO, NECT can now be used in
patients and will provide an opportunity to improve the management of HAT cases.

DNDi and partners are conducting a field study, which began enrolling patients in April 2009, to further document
the safety and ease of use of the combination in real-life field conditions and in special populations like children.
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"#$%&'(")*+'$+', malaria

I"-$%(.'%+, sanofi-aventis, France; Medicines for Malaria Venture, Switzerland; National Centre for Research and
Development on Malaria, Burkina Faso; University Sains Malaysia; Oxford University, UK; Institute of Research for
Development (IRD), Senegal; Mahidol University, Thailand; Ellipse Pharmaceuticals, France; MSF; Epicentre,
France; TDR; Catalent, USA; KEMRI, Kenya ; ICMR, India; GVK BIO, India; Quintiles, USA; Cardinal Systems,
France; Epicentre, France; MSF; Komfo Anokye Teaching Hospital, Ghana

I"10/*"1%23'4("5$.$&'%"$.)"422%)*.  $(2%Jean-René Kiechel, Gwenaélle Carn

1"-%23'4("+($%(January 2002

I"67.)*.&," Social and Institutional Development Department, Social Policy Division, Ministry of Foreign Affairs
(DGIS), The Netherlands; French Development Agency (AFD), France; European Union - Specific International
Scientific Cooperation Activities (INCO); Swiss Agency for Development and Cooperation (SDC), Switzerland;
Médecins Sans Frontiéres/Doctors without Borders, International; Spanish Agency for International Development
Cooperation (AECID), Spain; Department for International Development (DFID), UK; individual donors.

ASAQ, the new fixed-dose combination (FDC) of artesunate (AS) and amodiaquine (AQ), was the first drug to be
made available by DNDi. Now available in 24 countries in sub-Saharan Africa, with over 20 million treatments
ordered in 2009, the continuing focus of this post-registration project is to support sanofi-aventis the implementation
of ASAQ for the treatment of uncomplicated falciparum malaria after its registration in endemic countries, mainly in
sub-Saharan Africa, India, and Indonesia.

ASAQ provides a true innovation in patient treatment by being a tropical-stable bilayer co-formulation, which allows
AS and AQ to be taken together and in the correct proportions in a simplified three-day dosing regimen where the
most vulnerable population, children under the age of five, take one tablet per day.

DNDi, sanofi-aventis and additional partners, in particular MMV and national malaria control programmes, are
implementing a comprehensive “ASAQ Deployment Monitoring Plan” that aims to collect high-quality data on ASAQ
effectiveness and safety profile in “the field”. This programme includes a series of proactive clinical studies conduc-
ted in several countries of sub-Saharan Africa with different levels of disease transmission.

Key ongoing studies include two post-registration studies being done in collaboration with MSF, Epicentre, and the
national malaria control programme in Liberia. In lvory Coast, two clinical studies are being set up in a collaboration
between sanofi-aventis, MMV, and DNDi. Ultimately, more than 20,000 patients will be followed as part of this
monitoring plan.

The deployment monitoring plan as well as additional clinical data supporting the use of ASAQ has been presented
over the past 6 months at international meetings such as ASTMH and the 3rd Annual East African Health Sciences
in March 2009. Highlights of these data and the plan can be found on www.actwithasaq.org.



