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The evidence we would like to see

Standard evidence pathway:
Aggregated meta-analyses from publications

Limitations

• Requires data from 
randomised controlled 
clinical trials

• Subject bias 

• Unable to tease out heterogeneity across disease area, 
methodology, standards…

• Limited analysis of sub-groups: lack of granularity



Volume of data available

Publications vs Drug Trials (source: Pubmed Q1-2017)



Scarce data on poverty-related diseases
• Limited commercial interest
• Challenges in patient recruitment
• Small sample sizes

Thus strengthening the case of journals, funders 
and public health agencies that sharing data is 
necessary to maximise health benefits.



Barriers to accessing data on poverty-
related diseases

• Perceived disadvantage for researchers in low-resource 
settings

• Risk vs. benefit
• Political sensitivities
• Concerns regarding consent and data privacy
• Lack of confidence in data quality
• Challenges of sharing benefits with communities of 

data origin
• Geographically scattered
• Methodologically diverse
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Dihydroartemisinin-Piperaquine (DHA-PPQ)

Dose by weight band

Case reports: 
high failure rates 
in young children



Dihydroartemisinin-Piperaquine (DHA-PPQ)

26 studies over 10 years - 7,072 patients
individual patient-level data (IPD)
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Dihydroartemisinin-Piperaquine (DHA-PPQ)
IPD meta-analysis

¼ of children were 
under-dosed

WWARN DP Study Group. PLoS Med. 2013 Dec;10(12):e1001564
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https://www.ncbi.nlm.nih.gov/pubmed/24311989


WHO 
recommended 
therapeutic 
range
(48 -78 mg/kg) 
for piperaquine

Dihydroartemisinin-Piperaquine (DHA-PPQ)
IPD meta-analysis

WWARN DP Study Group. PLoS Med. 2013 Dec;10(12):e1001564

https://www.ncbi.nlm.nih.gov/pubmed/24311989
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POLICY IMPACT.



!

Artesunate – Amodiaquine (ASAQ)
1st line treatment in 25 countries: Signs of reduced efficacy

7796 patients, 36 studies 

Fixed dose 
Blister pack

Loose dose 



Artesunate – Amodiaquine (ASAQ)

Differentiate incorrect dosage from resistance

• ≠ conclusion to meta-analysis based on aggregated data

• ≠ formulations lead to ≠ outcomes

• Prevent premature withdrawal of one of few effective ACTs

PRODUCTION IMPACT.

POLICY IMPACT.



PATIENT IMPACT.



Visceral Leishmaniasis clinical trials landscape

• 141 clinical studies on VL drugs
– 25,865 patients 
– N < 200 for most trials

• >10,000 patients in active trials
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Understanding factors affecting efficacy

• Extreme variations in treatment response 
observed by drugs and regions (source DNDi)

• Can the 35,000 patients enrolled in clinical 
trials help to answer thee questions?



Repurposing medicines in tropical medicine
The norm, rather than the exception.

• From animal health
• Ivermectin, Moxidectin, Albendazole

• From other human indications
• Oncology à miltefosine for VL, eflornitine for HAT
• Mental health àthalidomide for erythema nodosum leprosum
• Other ID à amphotericin B for VL

Access to data can support the innovation of better 
treatment. A data platform enables access to data that 
could not otherwise be considered.



Repurposing drugs: Ivermectin
as novel malaria control measure

• Ivermectin mass drug administration (MDA) under 
evaluation to aid malaria elimination

• Current label indications prohibit treatment of 
children <15kg for MDAs à weakens strategy

• Safety evidence for children <15kg exists in 
Strongyloidiasis - Onchocerciasis - Scabies

• Safety parameters for this population are not 
reported in the literature – IPD can provide the 
evidence base for re-labelling (on-going)



Other examples

• Visceral Leishmaniasis
– Miltefosine single dose and Liposomal amphotericin B

à Now considered in combination

• Human African Trypanosomiasis 
– Recently registered fexinidazole for HAT (EMA CHMP 

Article 58) – now considered for Chagas disease

• Malaria
– Primaquine registered for P. vivax to FDA in 1952

à Repurpose for P. falciparum



Cost-effectiveness: 
IPD vs. standard evidence pathway

• Access to IPD reduces the time to evidence 

• Every study can accelerate treatment optimisation 
– greater health benefits (improved health outcomes, limit resistance, 

QALYs) 
– cost-savings (avoid rescue therapy, AE treatment, economic loss)

• Reduce waste in clinical research and surveillance
• Expedite change to policy and treatment guidelines



The place of a data platform for regulators?
STAMP 10/43 

Objective 1: Supporting the framework
• Resources, expertise, access to data

Objective 2: Real-life examples
• Repurposing is at the forefront of treatment options for 

poverty-related diseases

Objective 3: Communications
• Network of academics, policy makers and clinicians
• Connection to expert input and dissemination of EMA 

messages



Place of data platform for regulators?
Value pre-registration
• Lessons learned from the past
• Inform new drug development

Value post-registration
• Phase IV and post-marketing clinical trials 
• Capture safety signals: especially in settings with weak 

pharmacovigilance
• Critical for sub-populations 

- “vulnerable populations” usually excluded from trials: pregnant 
women, obese, malnourished, HIV, co-infections



Specific value for poverty related diseases

• Sufficient size to examine vulnerable populations
– Often excluded/under represented in registration trials

• Better historical baseline for evaluating treatments
– Produce evidence not otherwise accessible 
– Prevent irremediable knowledge lost
• Drug repurposing 

• Ethical imperative
• Increase life span of registered drug
– Optimisation of dose à role in AMR for antimicrobials



Reflections for the future

• Started a dialogue with US-FDA
• Regulators could help to define priorities for data pooling
– Drug developers may not realise the potential of data 

• Quality and integrity of data
– Open source standards (CDSIC) and improved methodology

• Cost effectiveness approach
– Consolidate a registration dossier
– Accelerate the development process

• Neutral role
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IDDO, in collaboration 
with the research community
Researchers and Policy Makers

Data shared 
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Data re-use, 
analysis and 

results
WHO 

changes 
treatment 
guidelines 

Redefine 
questions 

and 
optimise
research

Researchers 
collect data

Clinical trial outputs 

S U P P L E M E N T A R T I C L E

Filovirus Hemorrhagic Fever Outbreak Case
Management: A Review of Current and Future
Treatment Options

Paul Roddy,1 Robert Colebunders,2,3 Benjamin Jeffs,1 Pedro Pablo Palma,1 Michel Van Herp,4 and Matthias Borchert5

1Médecins Sans Frontières—Spain, Barcelona, Spain; 2Institute of Tropical Medicine, and 3University of Antwerp, Antwerp, Belgium; 4Médecins Sans
Frontières—Belgium, Brussels; and 5Institute of Tropical Medicine and International Health, Charité Universitätsmedizin Berlin, Berlin, Germany

Testing an innovative therapy for filovirus hemorrhagic fever (FHF) in an outbreak setting may be years away.
Moreover, beyond anecdotal evidence, little is known about best practice for outbreak case management.
Currently, Médecins Sans Frontières and others provide FHF patients with basic supportive treatment.
We describe and discuss treatment possibilities, challenges, and potential next steps for FHF outbreak case
management. More comprehensive supportive treatment, including vital sign monitoring, intensive care
components, and goal-directed interventions may contribute to improved clinical outcome; the feasibility and
effectiveness of this more comprehensive supportive treatment should be assessed. Our outlined summary
may assist future FHF outbreak case management teams to create collaborative platforms and develop relevant
treatment protocols aimed at improving clinical outcome.

Filovirus virions are filamentous, enveloped particles

with a negative-sense, single-stranded RNA genome [1].

Filoviruses are taxonomically separated into 2 genera,

Ebolavirus and Marburgvirus, and comprise the family

Filoviridae. Respectively, they cause Ebola hemorrhagic

fever (EHF) and Marburg hemorrhagic fever (MHF) in

human and nonhuman primates, and are characterized

by person-to-person transmission and high case fatality

[2]. To date, 34 filovirus hemorrhagic fever (FHF)

outbreaks and laboratory-acquired infections are known

to have occurred in humans (23 EHF and 11 MHF), all

in or originating from sub–Saharan Africa and yielding

approximately 2800 laboratory-confirmed, suspect, or

putative cases [3–7].

Herein, we review treatment possibilities, challenges,

and potential next steps for improving FHF outbreak

case management during outbreaks. Topics include:

(1) innovative treatment, (2) standard supportive

treatment, (3) past and current challenges for outbreak

case management, and (4) recommendations for im-

proved case management. This review may assist future

FHF outbreak case management teams to deliver im-

proved treatment for patients.

INNOVATIVE TREATMENT

Efforts by researchers working in high-containment

laboratories to address the absence of an effective, ap-

proved, and available filovirus treatment in humans are

ongoing. Evaluated in nonhuman primates (NHPs) and

other animals, some postexposure prophylaxes have

achieved promising results [8–10] and have the poten-

tial to be innovative components of human treatment

[8–12]. Innovative treatment can be divided into 2 cat-

egories: (1) disease-modifying agents, and (2) inhibitors

of viral replication [3].

Disease-Modifying Agents
The pathophysiology of FHF resembles sepsis and

septic shock, with strong inflammatory responses and

disseminated intravascular coagulation (DIC) [13]. This

similarity served as the impetus for animal-model
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