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International Severe Acute Respiratory 
and emerging Infections Consortium
2011
56 networks
112 countries

2017
21 partner organizations 
13 countries 

9 African and 4 European
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Barriers to research 
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Leaping	the	barriers	
L = Logistical

E = Ethical

A = Administrative

P = ePidemiological
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L - Logistics

West Africa  2014
+ +

Yambuku 1976
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Experimental Treatment of Ebola Virus Disease 
with TKM-130803: A Single-Arm Phase 2 
Clinical Trial.
PLoS Med. 2016 Apr 19;13(4):e1001997. doi: 
10.1371/journal.pmed.1001997. eCollection 
2016 Apr.

Evaluation of Convalescent Plasma 
for Ebola Virus Disease in Guinea.
N Engl J Med. 2016 Jan 7;374(1):33-42. doi: 
10.1056/NEJMoa1511812.

Experimental Treatment of Ebola Virus Disease 
with Brincidofovir.
PLoS One. 2016 Sep 9;11(9):e0162199. doi: 
10.1371/journal.pone.0162199. eCollection 
2016.
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E = Ethical
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ALERRT-WHO Ethics workshop 
Ethics preparedness: facilitating ethics review during outbreaks. 

Dakar 20-21 March 2018

51	individuals	from	33	countries.			
Na8onal	Research	Ethics	Commi<ees	
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Recommendations 
  •  Preparing RECs for outbreak response

–  Develop national SOPs for  emergency response ethical review by NECS or competent 
authorities 

–  Workshops to draft SOPs – Nigeria November 2018

•  Pre-review / pre approval of proposals 
–  What does this mean, what can be expected? Clarify terminology
–  Publication in preparation

•  Multi-country review
–  WHO to consult and develop sub-regional mechanisms

•   Data and Benefit sharing
–  What RECs should and should not mandate

•  Export of samples
–  REC should engage with relevant authorities – ethically sound template MTAs
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Grant 
awarded 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		
DM system 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		
Protocol 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		
Drug Selected 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		

Contracts 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		
Ethics 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		
Import license 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		
Export drug 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		
Final 
agreements 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		
First Patient 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		 		

1 2 3 4 1 2 3 4 1 2 3 4 1 2 3 4 1 
Sept       Oct       Nov       Dec       Jan 

A = Administrative
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Clin	Infect	Dis.		
2018	Apr	17;66(9):1454-1457.	
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Clinical study agreements

Time required to initiate outbreak and pandemic observational research. 
Journal of Critical Care (2017), doi: 10.1016/j.jcrc.2017.02.009  

One study in six sites



Centre for Tropical Medicine and Global Health 

Solutions?

•  Template agreements
– ALERRT consortium agreement

•  Pre-positioned protocols

•  Find a sensible lawyer
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P is for ePidemiology

Osong Public Health Res Perspect 2015 6(4), 269e278 
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EIDs are in part a rare disease problem
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What	do	we	need	for	an	interven8on	
trial?	

An	hypothesis:	
	
•  Interven'on	X	when	given	to	pa'ents	with	Y	results	in	

improved	outcomes	compared	to	treatment	Z		

•  Pa8ents	(n)	

•  Time	(t)	
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Uncertainties in EIDs and outbreaks

Parameter	 Outbreaks	

Interven8on	X	 Incomplete	R&D	pipeline,	unpublished	data	

Pa8ents	Y	 What	if	clinical	phenotype	is	uncertain?	

Improved	 Baseline	outcome	rate	uncertain?	

Outcomes	 Measured	how	if	natural	history	uncertain?	

Treatment	Z	 What	if	no	proven	comparator?	

Pa8ents	(n)	 Unpredictable	

Time	(t)	 Unpredictable	
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Preparation & innovation
Parameter	 Poten/al	solu/ons	

Interven8on	X	 R&D	catalysts	–	CEPI,	Blueprint	

Pa8ents	Y	 Standardised	generic	severity	scores	(e.g.	NEWS)	

Improved	 Odds	ra8os	where	baseline	outcome	rate	unknown	

Outcomes	 Standardised	ordinal	outcomes	scales	(Ven8lated	–	02	–	ward)	

Treatment	Z	 Compare	outcomes	between	arms	without	a	single	fixed	
control	

Pa8ents	(n)	 Efficient	–	rare	diseases	approach,	seamless	phaseII/III,	
adap8ve	designs	(seq,	AR,	MSA),	meta-analysis	

Time	(t)	 Efficient	–	simple,	early	endpoints,	sequen8al	analysis,	
adap8ve	designs	
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PLoS Negl Trop Dis. 
2017 Mar 9;11(3):e0005439. 

Clin Trials. 
2016 Feb;13(1):31-8.

PLoS Med. 
2015 Apr 14;12(4):e1001815.
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1. Master protocol
2. Blinded data combination
3. Prospective meta-analysis 

PLoS One. 
2018 Sep 11;13(9):e0203387.
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Pre-positioned protocols 
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Concep/on	

Design	

Agreements	

Approval	

Site	set	up	

Green	light	
&	go	

✓ 

✓ 

ISARIC/WHO 
Clinical Characterisation Protocol for Severe 
Emerging Infections

NIHR - Urgent Public Health Research Status
Activated September 2018
•  MERS-CoV
•  Monkey-pox
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Some remaining challenges

•  Finances and contracting

•  Academic model

– competition & impact

•  ICH GCP

Thank you for your attention


