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ARTICLES

Multiple ethical review in North-South collaborative research:the
experience of the Ebola-Tx trial in Guinea

MAAIKE DE CROP, ALEXANDRE DELAMOU, JOHAN VAN GRIENSVEN, RAFFAELLA RAVINETTO

Abstract

The process of double ethical review involves the ethics
committees (ECs) in the country(ies) of the research site(s) and
of the sponsor. This paper aims to assess the experience of the
double ethical review in the Ebola-Tx trial, and to make general
recommendations for research conducted during public health
emergencies.

The Ebola-Tx trial (ClinTrials.gov NCT02342171), sponsored by the
Institute of Tropical Medicine in Belgium, was carried out at the
Ebola Treatment Center of Médecins Sans Frontiéres in Donka,
Guinea. The protocol was submitted to the national EC in Guinea,
and to five more review boards of the sponsor and research
partners. It took 55 days to get it approved.

Some aspects were considered by at least three ECs, eg the
informed consent and the ethical implications of the study design
and exclusion criteria. Issues such as the fate of biological samples
and capacity-building of local researchers were considered by
one EC. The reviews complemented each other, thus raising the
quality of the research and affording greater protection to the
participants and community. In our experience, the double ethical
review should be implemented routinely in externally sponsored
trials. But in “urgency” situations, direct dialogue among the ECs
should be fostered. Joint reviews would be greatly beneficial, but
they would be feasible only if ad hoc mechanisms were planned
before the emergence of a public health emergency.

Background
Double ethical review

The “double ethical review” of externally-sponsored trials,
ie ethical review carried out both in the country(ies) where
a study is being carried out and in the country(ies) of the
sponsor and research partners, has been widely proposed
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as a way of improving the protection of the participants
and communities involved in the trial. For instance, it is
recommended in the Ethical Guidelines for Biomedical
Research Involving Human Subjects of the Council for
International Organisations of Medical Sciences (CIOMS)
(1) and in the report on The Ethics of Research Related to
Healthcare in Developing Countries of the Nuffield Council
on Bioethics (2). Double ethical review has also been explicitly
requested by independent research groups (3,4).

Some regulators from sub-Saharan Africa took this line of
thought further and considered the possibility of joint ethical
reviews. For instance, the Guidelines of the Ethiopian National
Research Ethics Review Committee (NRERC) (5) affirm that in
collaborative research, “to avoid duplication of review efforts
by IRBs, the NRERC may choose to conduct joint reviews in part
or in whole, accept the review of another qualified IRB, or make
other arrangements to establish oversight responsibilities” The
Uganda National Guidelines for Research Involving Humans
as Research Participants affirm that in collaborative research
projects, “each participating organisation is responsible for
safeguarding rights and welfare of research participants.
This involves securing research ethics committee approvals
in both the local and foreign organisation. Where desirable,
participating organisations in a collaborative research project
may have a joint review arrangement for that particular
research project” (6). Nonetheless, most national laws and
regulations do not list double ethical review as a mandatory
requirement in externally sponsored trials. Therefore, there
is still a need to assess the double ethical review and provide
evidence on its advantages and disadvantages.

The double ethical review in the West Africa Ebola outbreak

Since March 2014, West Africa, in particular Guinea, Sierra
Leone and Liberia, has been ravaged by the worst outbreak of
Ebola Virus Disease (EVD) that has ever been witnessed (7). As
of June 25, 2015, the number of laboratory-confirmed cases
of Ebola recorded in Guinea was 3267, of whom 62.4% died
(8). One of the key factors contributing to the high mortality
rates was the lack of a proven effective EVD-specific treatment.
Acknowledging the urgent need for clinical research to test
candidate vaccines and therapies, in September 2014 the
World Health Organisation (WHO) convened a consultation
on vaccines and therapies that had demonstrated promising
results in animal models for the prevention and treatment
of EVD (9). The consultation resulted in a consensus that
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appropriate protocols should be rapidly developed for testing
the most promising candidate interventions. It also stated
that the investigation of innovative therapeutic approaches
to EVD requires a concerted effort by multiple institutions
based in different countries, and that “flexible approaches are
required to harmonise various review processes, and ensure
that the various ethics committees can review the projects
simultaneously and share and discuss the review outcomes
with each other”To our knowledge, it is not yet known whether
and how this specific recommendation has been implemented
in the ethical review of externally sponsored clinical trials
carried out for the current Ebola outbreak.

The Ebola-Tx trial

Among the interventions identified during the September
2014 consultation, the assessment of the use of convalescent
whole blood (CWB) and convalescent plasma (CP) was
prioritised. This recommendation was driven by several
reasons, including the pragmatic reality that - in contrast
to most novel experimental drugs the supply of which was
limited - the therapeutic value of CWB and CP could be
evaluated within a short time span, and their widespread
use for therapy could be implemented rapidly if proven
effective. A pivotal document was drafted for use by national
health authorities and blood transfusion services: “Use of
Convalescent Whole Blood or Plasma Collected from Patients
Recovered from EVD for Transfusion, as an Empirical Treatment
during Outbreaks” (10). To help address this urgent research
need, a research consortium was created to assess the
efficacy and safety of CP in EVD cases. The consortium is led
by the Institute of Tropical Medicine (ITM), Antwerp, Belgium
and brings together 17 northern and southern institutions
(Table 1). At the end of 2014, it obtained a grant from the EU
Framework Programme for Research and Innovation Horizon
2020 to carry out the Ebola-Tx trial (Emergency Evaluation of
Convalescent Plasma for Ebola Viral Disease in Guinea). This is

Table 1: Members of the Ebola-Tx consortium
Institute of Tropical Medicine, Antwerp, Belgium
National Blood Transfusion Centre, Conakry, Guinea
Gamal Abdel Nasser University of Conakry, Guinea

National Center for Training and Research in Rural Health of Maferinyah,
Guinea

Institut National de Recherche Biomédicale, Kinshasa, RDC
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an emergency, phase 2/3, open-label, non-randomised, clinical
trial that evaluates the use of CP together with standardised
supportive care (SC) in patients with confirmed EVD.Its primary
objective is to assess if CP+SC improves the 14-day survival of
patients, compared to SC alone. The ITM was the regulatory
sponsor of the trial. The trial was carried out at the Ebola
Treatment Centre (ETC) of Médecins Sans Frontieres (MSF),
Belgium in Conakry, Guinea, and it was registered in ClinTrials.
gov as NCT02342171. Unlike other therapeutic trials, which
evaluate the efficacy and safety of investigational medicinal
products, the trial intervention (the plasma) in the Ebola-Tx
comes from Ebola survivors in Guinea.Thus, this study involves
two different vulnerable groups: the Ebola survivors who
donated the plasma and the Ebola patients who received it.

The study protocol was submitted to the national ethics
committee (EC) in the study country (Guinea); the institutional
review board (IRB) of the sponsor; the competent EC in the
sponsor’s country (Belgium); and the IRBs or ECs at those
partner institutions whose institutional policies require ethical
review of trials in which they are partners, namely the MSF,
WHO and London School of Hygiene and Tropical Medicine
(LSHTM). They will all be referred to as “the ethics committees
(ECs)" throughout this paper. An overview of the ECs concerned
is given in Table 2.

The remaining partners did not require submission to their
EC/IRB. The protocol was also reviewed by the scientific
commission of the National Ebola Coordination in Guinea.
This committee only looked at the scientific rationale, so it
is not considered further in this paper. After approval of the
initial protocol and the initiation of the trial, an amendment
was submitted to the same ECs.This is also not included in the
scope of this paper.

Objective

The primary objective of this paper is to assess the experience
of the double ethical review in the Ebola-Tx trial, and to make
general recommendations related to the usefulness and
implementation of the double ethical review in externally
sponsored trials.

Table 2: ECs that reviewed the protocol of Ebola-Tx

Etablissement Francais du Sang, France
Belgian Red Cross, Flanders, Belgium
Institut Pasteur, Dakar, Sénégal

Médecins Sans Frontieres, Brussels, Belgium
World Health Organisation

International Severe Acute Respiratory and Emerging Infection
Consortium

— Guinea Comité National d’Ethique pour la Recherche en Santé
University of Oxford, UK https://cners-guinee.org
Institute of Translational Medicine, University of Liverpool, UK Belgium Institutional review board of the Institute of Tropical
London School of Hygiene and Tropical Medicine, UK Medicine
Aix Marseille Université, France Belgium Ethics committee of Antwerp University Hospital
UBIVE, Institut Pasteur, Paris, France http://www.uza.be/ethics-committee-uza
Institut National de la Santé et de la Recherche Médicale, France WHO Ethical Research Committee

http://www.who.int/rpc/research_ethics/erc/en/

Médecins Sans | Ethical review board of Médecins Sans Frontiéres

Frontiéres http://fieldresearch.msf.org/msf/handle/10144/11645
London Interventions Research Ethics Committee of the
School of London School of Hygiene and Tropical Medicine
Hygiene http://www.Ishtm.ac.uk/research/

and Tropical governanceandresearchintegrity/ethicscommittees/

Medicine
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The secondary objective is to assess whether and how the
recommendation from the WHO Background Document
of September 2014 (“flexible approaches are required
to harmonise various review processes, and ensure that
the various ethics committees can review the projects
simultaneously and share and discuss the review outcomes
with each other”) has been implemented in the Ebola-Tx trial,
and to make general recommendations for future outbreaks.

Methodology

The process of the double ethical review in the Ebola-Tx trial
was assessed by the trial coordinators in Belgium and Guinea,
on the basis of an in-depth analysis of the documentation of
the submission and review. In particular, we looked at:

* the similarities and differences between submission
requirements across the different ECs, as an indicator of the
harmonisation or non-harmonisation of procedures in the
double ethical review;

e the timelines for the reviews, as an indicator of the
efficiency of the double ethical review process; and

¢ the contents of the reviews, to assess whether there were
complementarities, contradictions or redundancies across
the reviews of different ECs.

The fact that the ECs named above have reviewed the Ebola-
Tx trial is in the public domain, and it will be mentioned in
the main paper that presents the results of the trial. To ensure
confidentiality, the contents of the reviews are presented here
in an anonymised way, ie without linking individual comments
to a specific EC.

Findings
Submission requirements

The documents requested by the different ECs were quite
similar. Each received copies of the protocol, the informed
consent documents, the no-fault insurance certificate and the
curricula vitae of the scientific coordinator and the country
principal investigator. One EC also requested copies of the case
report forms. Committee-specific questionnaires or templates
were to be filled in for the majority of ECs (4/6). There were
major differences across these templates, which ranged from
simple checklists, to an on-line submission form including
both checklists and narrative texts, to the template of the MSF
ethics review board (ERB), based on a series of open-ended
questions (11). As for the submission methods, one EC used a
web-based submission platform, requiring log-in credentials;
three required the submission package on paper as well as
an electronic copy; and the two remaining ECs received all
documents electronically only.

Timelines for review

Table 3 gives an overview of the timelines for the submission
and review process. First, in line with the sponsor’s internal
procedure, the pre-final version of the protocol was sent to the
IRB of the ITM. Given the urgency on account of the outbreak,
the ITM IRB issued its comments immediately and discussed
them in person with the study scientific coordinator, rather
than waiting for the next scheduled meeting. This allowed for
a very quick review (three days to approval). The protocol and
informed consent documents were modified accordingly and
the final version 1.0 was issued on December 2,2014.

Table 3: Timelines for the multiple ethical review
Version 0.7 Version 1.0 dated 2/12/2014 Version 2.0 dated 26/12/2014 Version 3.0 dated 7/1/2015
(pre-final)
EC Sub-  |Comments |Sub- Comments |Comments |Approved |Sub- Comments | Comments |Approved |Sub- Comments |Comments |Approved
mission |and mission |received answered mission  |received |answered mission  |received |answered
approval
IRBITM, (22/11/ (25/11/ 2/12/14 [NA NA 2/12/14  (30/12/14 |/ / 6/1/15  |9/1/15 / / 12/1/15
Belgium (2014 (2014
CNERS, 9/12/14 (24/12/14 6/1/15 (24/12/14 |/ / / / 16/1/15 |/ / 23/1/15
Guinea
ECUZA, 4/12/14 (15/12/14 |30/12/14 |Cond- 30/12/14 |/ / / 9/1/15 / / 26/1/15
Belgium itional
15/12/15

WHO 4/12/14 |17/12/14 |26/12/142 |/ 26/12/14 |30/12/14 |9/1/14° |/ 9/1/15 / / 26/1/15
ERC (received

by

sponsor

25/12)
MSF 4/12/14 |23/12/14 |/ / / / / / 9/1/2015 |/ / 20/01/2015
ERB*
LSHTM 4/12/14 |19/12/14 |/ / / / / / 9/1/2015 |/ / 14/01/2015
EC, UK

aThe comments to version 1 were addressed concomitantly to the submission of version 2.
®The comments to version 2 were addressed concomitantly to the submission of version 3.
¢The given date is the date when the submission package was sent to the MSF research coordinator (who then did the submission).
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Version 1.0 was submitted to the European ECs on December
4, 2014." The translation of the submission package required
a few days, leading to a slight delay in submission to the
Comité National d’Ethique pour la Recherche en Santé (CNERS)
in Guinea. In view of the time constraints dictated by the
outbreak, all ECs were requested to address this submission as
soon as possible, preferably by December 18.

Version 1.0 was promptly approved by the IRB of the ITM,
which had given inputs for the pre-final version. One EC
granted approval on the condition that formal modifications
be made to the title of the informed consent documents. The
remaining four ECs sent their comments 11-19 days after
submission. The comments were bundled and integrated in
version 2.0, dated December 26,2014, and a few other changes
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were made that resulted from more in-depth consultation with
the study team in the field.

The submission of version 2.0 started on December 26, 2014.
Meanwhile, two new elements came in: the research partners
gave some additional inputs on version 2.0, while one of the
ECs replied within four days only to version 2.0.This led to the
decision to prepare version 3.0, incorporating all these inputs.
Version 3.0, dated January 7, 2015, was submitted on January
9,2015.No more comments were received, and approvals were
obtained between January 12 and 26.

Contents of review

Table 4 gives an overview of the main issues raised during the
ethical review.

Table 4: Main issues raised during the multiple ethical review
Group Number | Specific issues How issues are dealt with in protocol version 3.0
of ECs
Informed 4 Keep the consent brief and concise Considered (but somehow contradicted by other requests to
consent add details)
documents Add information on the nature of research Included
Add information on supportive care for EVD Included
Add information on storage/shipment of samples Included
Clarify the extent to which patients initially declining Patients are given the option to consent later on
consent may still change their mind
Ask for minors’ assent in the donors’ consent form Included
Indicate who would be the ad hoc representatives for Included
unaccompanied minors and unconscious patients
Add consent for collection of data from health workers Included
exposed to an incident involving their safety
Collect more information on biological samples Included
Make formal modification to the documents’ title Included
Ethical 3 Choosing not to randomise Reasons for the choice not to randomise made more explicit
implications of Choosing the comparison group Concurrent control chosen as control group
the study design Prioritise plasma allocation in case of scarcity Prioritisation scheme based on “first come, first served”
principle adopted and window for starting the intervention
defined
Exclusion criteria Exclusion criteria of futility adapted to favour inclusiveness
Give more information on size of samples Included
Ethical 2 Compensate donors Support to the Ebola survivors’ association in Conakry
implications Increase number of donations and decide on interval Included
of pla§ma between donations
donation Manage incidental findings on the donors (TTls) Recommendation not taken (survivors who choose not to
know the results of transfusion transmissible disease tests
may also be accepted as donors)
Carry out plasmapheresis procedure Recommendation not taken; priority given to the
suggestions of plasma donors
Biological 1 Rationale, rules and conditions for long-term storage and | Recommendation taken
samples secondary use
Rationale, rules and conditions for shipment abroad Explained in the answer to the EC concerned
Total budget allocated to the project Described in the answer to the EC concerned
Data and Safety |1 Ensure that the DSMB is operational before the start of Done
Monitoring the study
Board (DSMB)
Benefit-sharing |1 Build capacity of local researchers/institutions Explained in the answer to the EC concerned
Anthropological |1 If anthropological research is planned, submit a separate | Submitted but then put on hold
research protocol
Others 2 Clarify haematological measurements Explained in the answer to the EC concerned
Give a tentative date for the end of the project Confirmed
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The first thread, concerning 4/6 ECs, was about the informed
consent documents. The ECs’ inputs mainly concerned
the contents of the informed consent documents, ie the
information to be given to the patient or tutor, rather than its
timing (either at admission or after confirmation of the EVD
diagnosis) and modalities (eg written or oral consent). All ECs
expressed a clear preference for a brief and concise form, which
was considered appropriate in the context of the high-risk area
in the ETC, where the personal protection equipment used by
the medical staff poses a significant barrier to interpersonal
communication. However, there were also various requests to
include more details, eg on the nature of research in general,
supportive care for EVD patients, the storage and shipment
abroad of biological samples, and suggestions to add a specific
word or to modify the phrasing. These detailed suggestions
were incorporated in the final consent documents. However,
the final impact of these changes remains uncertain to some
extent because the way they are practically reflected in the
interview will still depend on the linguistic and communication
skills of the person administering the consent form to each
individual patient in the ETC environment. In theory, all ECs
preferred short and concise consent documents, but once
all the comments were incorporated, the revised consent
document appeared to be longer than the original.

The ECs also requested that it should be indicated as to who
would be the ad hoc representatives for unaccompanied
minors and patients who were unable to consent. Also, the
extent to which patients initially declining to consent may
change their minds was to be indicated. On the request of
one EC, a consent document for collecting data from health
workers who would have been exposed to an incident
endangering their safety was also added,.

The second thread, raised by 3/6 ECs, concerned the ethical
implications of the study design. This is not surprising since
the issue of placebo control and randomisation has been
debated in depth during the current outbreak of EVD (12),
and it remains controversial even at the time of writing. As
far as the Ebola-Tx study is concerned, it had been decided
from the outset that it would not be placebo-controlled. This
was based on the explicit request of the MSF team and the
preliminary opinion of the chair of the CNERS, who advised
the consortium during the protocol-writing phase that a
design randomising patients to active intervention plus
standard of care, versus standard of care alone, would not be
acceptable to the community (with EVD considered a death
sentence, randomisation would have been perceived of as an
unacceptable “lottery system”). However, this decision raised
comments at various levels.

* First, explicit clarifications were sought on why a
randomised design had not been considered at all (the
non-randomised design may reduce the likelihood to
obtain conclusive results).

* Second, clarifications were requested on how the
comparison group would be identified.

e Third, there was a call for a clearer and more detailed

procedure with respect to the criteria for the prioritisation
of plasma allocation, in case of scarcity.?

* Fourth, clarifications were requested on the exclusion
criteria, in particular, futility, with an underlying “push” to
maximise inclusiveness.

The third thread of comments, raised by 2/6 ECs, concerned
the ethical implications of plasma donation. This is also
not surprising since the nature of the study intervention
(plasma obtained from the blood donated by Ebola survivors,
a particularly stigmatised and vulnerable group) adds
considerably to its ethical complexity. The following is a list of
the issues on which clarifications were sought.

* The compensation to the plasma donors
*  The number of donations per donor

* The management of possible incidental findings and,
in particular, the issue of if and how positive results
for transfusion transmissible infections (TTI) would be
disclosed to participants

Other issues were raised by just one EC. These include the
following.

* The rationale for the long-term storage and shipment
abroad of biological samples, and the rules and conditions
for any future use

* The total budget allocated to this project

e The measures taken for capacity-building of local

researchers and partner institutions

Discussion

The experience of the Ebola-Tx showed that the double ethical
review becomes more complex in the backdrop of a public
health emergency. First, the complexity of research consortia
and the consequently high number of ECs involved resulted in
multiple, rather than double, ethical review. (The number of ECs
reviewing the Ebola-Tx could have been even higher if all the
partner institutions had decided to submit the protocol to their
own EC/IRB.) Second, there were major differences in the EC-
specific submission forms, and their completion, whether on
paper or through the web, was somewhat complex and time-
consuming for the academic sponsor.Third, we had considered
sending a common reply letter so that each EC would have a
clear overview of everybody else’s replies. This option had to
be dropped for practical reasons: we started working on each
reply letter the day that the comments of a given EC were
received, in an attempt to minimise the time needed for re-
submission (the sense of urgency was somehow exacerbated
by the fact that re-submission took place in the period
between Christmas and New Year’s Eve). However, a common
answer, possibly pooling all comments in an anonymised way
(listing all the comments without specifying from which EC
they came), would have allowed the ECs to get the overall
picture in addition to viewing their own set of questions and
answers. However, in practice, to our knowledge there was
neither direct, nor indirect communication among the ECs
involved in the review.
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Time-wise, all ECs did their best to ensure that the review
was performed as soon as possible, often adapting their own
procedures in accordance with the urgency of the situation.
The total time to approval was 55 days. The ethical review, even
if complex, was not the main hurdle that delayed the start of
the study: the last approval was obtained on January 26, while
the first plasma collection started on February 9 and the first
CP administration was done on February 19.The case might be
different for trials assessing investigational medicinal products
that do not require the same complex technical set-up and the
same level of engagement with a stigmatised and vulnerable
group such as the Ebola survivors.

The reviews varied greatly in terms of the format and the
length of the answer, as well as content-wise. Some ECs sent
reviews that were quite succinct, while others framed the
required changes in a narrative text explaining the ethical
reasoning behind their requests. ECs with greater experience
in the review of research conducted in vulnerable communities
and research-limited contexts provided more comprehensive
and targeted comments, although the levels of detail differed.
The inputs of the ethical review led to a clear improvement
in some aspects of the trial. These include, for instance, the
addition of consent for collecting data from health workers
who would have been exposed to an incident involving their
safety, and the replacement of a broad exclusion criterion
of futility by more focused exclusion criteria, aiming at
maximising inclusiveness. The critical question raised by
various ECs as to who to treat in case of plasma scarcity
resulted in a prioritisation scheme based on the “first come, first
served” criterion. These changes also made the protocol more
acceptable for the team on site. The comments concerning
plasma donors, conversely, did not lead to substantial
modifications of the protocol. In particular, the suggestion to
exclude a priori those potential donors who were not willing
to know the results of TTI tests was rejected after consultation
with representatives of the donors themselves. The important
issue raised by one EC on the shipment and long-term storage
of samples abroad did not result in substantial changes to
the protocol, but more details on this issue were added in
the informed consent form, thus improving the information
given to the participants. Also, the rationale for the proposed
strategies became clearer, and researchers were encouraged
to give attention to the issue of future biobanking throughout
and after the study. The request for describing measures for
building the capacity of the local researchers and partner
institutions, also raised by just one EC, did not lead to
modifications in the protocol. However, plans were described in
the answer to the EC concerned, and long-term plans that went
beyond the study period itself were designed.

We have seen that in theory, all ECs preferred short and concise
informed consent documents, but once all the comments were
incorporated, the revised consent documents appeared to be
longer than the original. This might have been avoided if a joint
ethical review had been carried out, rather than assembling
different comments from different sources.
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Overall, the variability observed across the reviews of the
different ECs resulted in just a few contradictions, concerning
the contents of the informed consent documents, and in a lot
of complementarity. The different perspectives of the various
ECs made it possible to cover a broader range of ethical issues,
which had a positive influence on the ethical soundness of the
study. These findings are in line with those of other groups. In
particular, the 4ABC study group (13) found that the process of
double ethical review led to important complementarities. This
study on malaria was carried out in seven African countries and
was also sponsored by the ITM. The Belgian ECs highlighted
the ethical aspects related to indemnification for harm,
insurance and confidentiality, while the African ECs focused on
the need to ensure co-ownership of the study data, the sites’
qualification and capacity, the transfer of biological samples
abroad, and the appropriateness of reimbursement of the
patients’ travel expenses (4).

These observations could appear to be in contrast with other
groups’ findings concerning the multiple ethical review
in multicentre trials. For instance, Burman and colleagues
observed that the local approval of two multicentre clinical
trials was time-consuming and resulted in many changes in
the centrally approved consent forms, which often decreased
readability and introduced errors (14). Silverman and
colleagues noticed a high degree of variability among the
research practices of the IRBs of the institutions participating in
a multicentre trial (15). These discrepancies could indicate that
the double (or multiple) ethical review is particularly useful
for externally sponsored, North-South collaborative clinical
research. It is in these contexts that, rather than resulting in a
simple multiplication of approvals, the double ethical review
is likely to improve the ethical soundness of research through
the complementarity of perspectives from the country(ies)
of the sponsor and the country(ies) of the study participants
(1,2). However, the lack of communication among all the
ECs concerned may give rise to some contradictions in the
reviews, and this regrettably results in a lack of mutual learning
between the northern and southern ECs (4).

Conclusion

Overall, the double ethical review improved the quality of the
Ebola-Tx protocol and led to better protection of patients and
the community, thanks to the complementarity of the different
reviews. Our findings support the position that the double
ethical review is beneficial in North-South collaborative
clinical research, and that it should be routinely required and
implemented in externally sponsored trials.

The quality and coherence of the review would have been
enhanced by joint ethical reviews, or at least by direct dialogue
between the reviewing bodies, in accordance with the
recommendations of the EVD WHO Background Document
of September 2014 (“flexible approaches are required to
harmonise various review processes, and ensure that the
various ECs can review the projects simultaneously and share
and discuss the review outcomes with each other”). However,
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the time constraint imposed by the epidemic did not allow for
harmonisation of the various review processes, and there was
no scope for the various ECs to share and discuss the review
outcomes with each other. During public health emergencies,
much more should be done to harmonise the review process,
such as fostering direct dialogue among ECs. Joint ethical
review would also be beneficial, but would be feasible only if
ad hoc mechanisms were planned before the emergence of
the next outbreak.
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Notes

' For MSF ERB, the submission package was sent on this date to the MSF
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2 It is noteworthy that this remained a theoretical scenario since in
practice, plasma was always available to all eligible patients during the
study.
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