DISCOVERY

Discovery is a three-stage process consisting of compound screening, lead selection, and lead optimization. The objective is to identify
drug candidates that meet a predetermined set of criteria to enter the clinical development process. DNDi has entered into a number of
partnerships aimed at ensuring that a robust portfolio is built by 2018.

> SCREENING

SCREENING PROCESS

> Compound mining

Extensive proactive investigation of small
series of compounds, on which some
biological tests have already been performed,
to assess them as potential drug leads against
the kinetoplastid parasites (Chagas, HAT, VL),
e.g. nitroimidazoles.

Partners: Sanofi, France; Pfizer, USA;
GlaxoSmithKline Tres Cantos, Spain.

> Screening

Identification of new active compounds via
low- to high-throughput screening assays in
dedicated centres:

- High-throughput screening
High-throughput screening of large-size
libraries for T. b. brucei (Eskitis) has been
developed and is used to identify novel hit
compounds. Screening capacity is a key
element of DNDi's discovery strategy as it
enables the screening of large libraries/
series of compounds and therefore a quicker
identification of hits/leads critical to discovery
programmes.

Partners: Eskitis Institute (Griffith University),
Australia.

> LEAD SELECTION

- Reference Screening Centres

The Swiss Tropical and Public Health Institute
(Swiss TPH), the Laboratory of Microbiology,
Parasitology, and Hygiene (LMPH) of the
University of Antwerp, and the London School
of Hygiene & Tropical Medicine (LSHTM) serve
as reference screening centres to ensure that
screening methodologies are comparable,
and that in vitro and in vivo assays at different
sites and with different groups meet the same
standard. The centres also provide expert
parasitology advice that ensures the quality of
data and work.

Partners: Swiss TPH, Switzerland; LMPH,
University of Antwerp, Belgium; LSHTM, UK.

> LEAD OPTIMIZATION

LEAD OPTIMIZATION (as of May 2011)

HAT Consortium

Objective: To obtain optimized leads by
progressing ‘hits’ with a good safety profile
and activity against Trypanosoma brucei
parasites.

Partners: Anacor, USA; SCYNEXIS, USA; Pace
University, USA; with the support of Swiss
TPH, Switzerland.
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PRE-CLINICAL DEVELOPMENT

Nitroimidazole Back-up (HAT)

Objective: In case the clinical development of a
potentialdrugindevelopmentforHATfailstomeet
theexpectedprofiles, DNDiisundertakingthepre-
clinicaldevelopmentofaback-updrugcandidate
fromthenitroimidazolesproactivescreeningproject.
PartnersTBAlliance,USA;SwissTPH, Switzerland;
Suwinski, Poland.

Oxaborole SCYX-7158 (HAT)

ObjectiveToundertakethepre-clinicaldevelopment
ofoxaboroles-aboron-based compoundseries
originated by Anacor. During the course of the
collaboration,chemistsatSCYNEXISsynthesized
severalhundredsofnewcompoundsandscreened
additionalcompoundsfromtheAnacorlibraries.
One of the optimized compounds, SCYX-7158,
apromising new drug candidate for HAT, will be
advancedintoPhaselfirst-in-humanclinicalstudies
in2011.

Partners: Anacor, USA; SCYNEXIS, USA; Pace
University, USA; Advinus Therapeutics, India.

CLINICAL DEVELOPMENT

Phase |
Fexinidazole (HAT)

Objective:Toundertaketheclinicaldevelopment
offexinidazole, thefirstorallyadministereddrug
candidateinclinical phaseforsleeping sickness.
Fexinidazole enteredintoPhaselfirst-in-human
clinicalstudiesinSeptember2009.Phasellclinical
studies will startin early 2012. DNDiand Sanofi
havesignedanagreementforthedevelopment,
manufacturing,anddistribution offexinidazole.
Major Partners: Sanofi, France; Swiss TPH,
Switzerland; HAT Platform partners.
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IMPLEMENTATION

Co-administration Therapy (HAT)

Objective: The Phase lllb NECT-Field study in

DRCwillfurtherdocumentthesafetyandeaseof
useofthecombinationinreal-lifefieldconditions
andin new populations, such as pregnantand
breastfeeding women, and children.
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