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Abstract

Background: Major infectious disease outbreaks are a constant threat to human health. Clinical research responses
to outbreaks generate evidence to improve outcomes and outbreak control. Experiences from previous epidemics
have identified multiple challenges to undertaking timely clinical research responses. This scoping review is a
systematic appraisal of political, economic, administrative, regulatory, logistical, ethical and social (PEARLES)
challenges to clinical research responses to emergency epidemics and solutions identified to address these.

Methods: A scoping review. We searched six databases (MEDLINE, Embase, Global Health, PsycINFO, Scopus and
Epistemonikos) for articles published from 2008 to July 2018. We included publications reporting PEARLES
challenges to clinical research responses to emerging epidemics and pandemics and solutions identified to address
these. Two reviewers screened articles for inclusion, extracted and analysed the data.

Results: Of 2678 articles screened, 76 were included. Most presented data relating to the 2014–2016 Ebola virus
outbreak or the H1N1 outbreak in 2009. The articles related to clinical research responses in Africa (n = 37), Europe
(n = 8), North America (n = 5), Latin America and the Caribbean (n = 3) and Asia (n = 1) and/or globally (n = 22). A
wide range of solutions to PEARLES challenges was presented, including a need to strengthen global collaborations
and coordination at all levels and develop pre-approved protocols and equitable frameworks, protocols and
standards for emergencies. Clinical trial networks and expedited funding and approvals were some solutions
implemented. National ownership and community engagement from the outset were a key enabler for delivery.
Despite the wide range of recommended solutions, none had been formally evaluated.
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Conclusions: To strengthen global preparedness and response to the COVID-19 pandemic and future epidemics, identified
solutions for rapid clinical research deployment, delivery, and dissemination must be implemented. Improvements are
urgently needed to strengthen collaborations, funding mechanisms, global and national research capacity and capability,
targeting regions vulnerable to epidemics and pandemics. Solutions need to be flexible to allow timely adaptations to
context, and research led by governments of affected regions. Research communities globally need to evaluate their
activities and incorporate lessons learnt to refine and rehearse collaborative outbreak response plans in between epidemics.

Keywords: Challenges, Barriers, Solutions, Facilitators, Clinical research, Emerging infectious diseases, Epidemic, Pandemic,
Preparedness

Background
Clinical research forms the basis for evidence-based clinical
management of patients and can contribute to effective
outbreak control. Although activities have improved col-
lective preparedness to respond to public health emergen-
cies [1, 2], experiences from previous outbreaks have
highlighted many ongoing challenges for clinical research
responses to epidemics [3, 4]. Some of these stem from the
inherently unpredictable nature of emerging infections. Epi-
demics occur intermittently across geopolitical and cultural
boundaries. Some can be forecast, and others emerge unex-
pectedly and disproportionally affect resource-poor settings
with fragile healthcare systems and infrastructure, adding
additional challenges to responses [5]. Previous epidemics
have generated important information that has helped in-
form preparedness and response; however, it has also
highlighted systemic challenges to our global capability to
address important clinical research questions in these envi-
ronments [1]. Clinical research takes time to plan, conduct
and disseminate, a luxury that is rarely available during an
outbreak. Ethical and regulatory frameworks designed for
non-acute epidemics are not necessarily fit for the purpose
of acute epidemic research [6, 7]. Conducting research
under emergency conditions requires agility, intense activ-
ity, flexibility and adaptability to context [3, 4].
The aim of this scoping review is to identify how chal-

lenges to delivering essential clinical research during acute
epidemics and pandemics have been approached, in order
to inform strategies to strengthen our collective clinical
research preparedness to emerging epidemics [8]. This is,
to our knowledge, the first systematic scoping review of
solutions to political, economic, administrative, regulatory,
logistic, ethical and social (PEARLES) challenges to the
design, delivery and implementation of clinical research
during emerging epidemics and pandemics.

Methods
Drawing on PRISMA extension for scoping review
guidelines [9], we developed a scoping review protocol
in collaboration with researchers with experience in epi-
demic outbreak research and systematic evidence review
methodologies.

Inclusion criteria
We included published, peer-reviewed quantitative and
qualitative studies describing PEARLES challenges and
solutions to clinical research responses to epidemics or
pandemics identified during previous outbreak responses
or through research involving health system stake-
holders. We did not exclude reports based on study ade-
sign. We included editorials and other ‘opinion’ articles
when these were based on experiences derived from
clinical research responses to emerging epidemics or
pandemics. Conference abstracts were included as an
important source of data not yet published in full [10].
We excluded studies presenting findings only relating to
public health responses and not to clinical research.
Studies presenting study outcomes without a reflection
on challenges and/or solutions were excluded.

Search and retrieval of studies
The search strategy (Additional file 1) and terms were
developed collaboratively with an information specialist
who systematically searched six databases (Ovid MED-
LINE, Ovid Embase, Global Health, Ovid PsycINFO,
Scopus, Epistemonikos) for publications in English from
2008 to July 2018, to include up-to-date information
relevant to clinical research responses today. The limits
were set to capture recent, relevant clinical research re-
sponses to Public Health Emergencies of International
Concern (PHEIC), where a clinical research response is
vital to forward knowledge into risk factors and optimal
clinical care to improve patient outcomes and outbreak
control. The search terms were piloted by an informa-
tion specialist and two reviewers. To ensure the search
results were relevant and appropriate, after a review of
the pilot search, restrictions were implemented using
Boolean operators, before the strategy was finalised [9,
11, 12]. The search strategy was adapted for the Ovid
databases to include the relevant thesaurus terms, in
addition to searching the title or abstract fields (Table 1).
Two reviewers independently screened the title and ab-
stracts of the retrieved articles. If either of the reviewers
considered a study potentially eligible, the full-text
article was assessed independently for inclusion by two
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reviewers. Disagreements were resolved by a third re-
viewer. References were checked for additional poten-
tially eligible studies.

Data synthesis
One reviewer extracted data from the included studies
using standardised forms including information on (1)
study characteristics and setting, (2) participants, (3)
intervention, (4) type of outcome measures and (5)
PEARLES challenges and solutions. A second reviewer
checked the extracted data. At the first analysis stage, we
coded challenges and solutions according to the
PEARLES categories. This showed that although the
PEARLES categories were useful for the initial categor-
isation, there were overlap and interdependencies identi-
fied between these categories, especially between
political and economic factors and regulatory, logistic
and administrative factors and between ethical and social
factors. Thus, at the second stage of the analysis, two re-
viewers identified the sub-themes and actions that
emerged under these categories. A risk of bias assess-
ment was not carried out since none of the studies for-
mally evaluated the solutions identified during an
epidemic or pandemic. Most of the studies presented
challenges encountered while delivering clinical research
responses during emerging epidemics and solutions im-
plemented reactively, or solutions identified to address
these, without formal evaluation. Lower evidence arti-
cles, including opinion pieces, were included to enable
capturing the breadth and width of experiences from dif-
ferent settings, to give a voice to research teams deliver-
ing clinical research responses in difficult circumstances.
Studies covering PEARLES challenges and solutions
identified are summarised in the following sections
under the interdependent themes that emerged.

Results
Of the 2673 articles identified through database search-
ing, 234 full-text records were screened for inclusion, 71
of these met the inclusion criteria. Five additional arti-
cles were identified from references (Fig. 1).

Characteristics of included studies
The study designs of the 76 articles included were sys-
tematic review (n = 1), narrative reviews (n = 19),

randomised controlled trials (n = 7), other randomised
trials (n = 8; of which seven were stepped-wedge trials),
case-control study (n = 1), cohort studies (n = 3), cross-
sectional study (n = 1), time-in-motion study (n = 1),
qualitative studies (n = 15) and editorial, comments or
other ‘opinion’ pieces (n = 20) (Additional file 2). Most
articles presented challenges and solutions identified
during the Ebola virus epidemic in 2014 to 2016 and/or
during the H1N1 pandemic in 2009. Some articles fo-
cused on more than one type of outbreak (Table 2). The
studies which used an experimental design (e.g. RCTs)
were reporting solutions implemented to deliver the
intervention. Most articles related to clinical research re-
sponses set in lower-middle-income countries (LMICs)
in Africa (n = 37), Latin America and the Caribbean (n =
3) and Asia (n = 1). Thirteen articles related to research
responses in higher-income countries (HICs), and 22 ar-
ticles focused on a global perspective. Most articles ad-
dressed more than one PEARLES domains (Fig. 2).

Challenges and solutions
There were many solutions identified to address the
multiple challenges encountered. These are presented as
a narrative summary with illustrative examples from
some of the more complex studies. Key actions that
emerged are presented in Table 3. Many of these are
cross-cutting across domains (Fig. 3).

Political and economic solutions identified (Table 4)
Political impediments to global collaborative networking
and a lack of global coordination of funding and efforts
were the key challenges encountered [1, 15, 20, 21, 27,
33, 42]. Delays in mobilising funding [15, 27, 36, 37],
with approval sometimes taking longer than the out-
break duration, was a challenge during the H1N1 pan-
demic in HICs [15, 37] and again during the Ebola
outbreak in LMICs [36].

Strengthen collaboration and coordination
A cross-cutting theme identified was the need to
strengthen collaboration and coordination between orga-
nisations involved in outbreak response at all levels [3, 7,
13–37, 81]. Effective partnerships between countries and
international organisations, such as public health, clinical
research organisations, non-governmental organisations
(NGOs), pharmaceutical companies and regulatory agen-
cies, were described as instrumental for success [3, 14,
16, 19]. International research collaborations should be
tied to capacity building and be genuinely collaborative
[22], with local stakeholders engaged from inception [1,
3, 13, 16–19, 22, 26, 29, 31, 32, 36, 38, 40, 44, 50, 51].
Support from national governments and local communi-
ties was a key enabler [16, 17, 23, 32, 36]. Continuous
dialogue, led by governments of affected nations [16,

Table 1 The search strategy for Scopus and Epistemonikos

(zika* OR zikv* OR ebola* OR “middle east respiratory syndrome*” OR
“MERS-CoV” OR h7n9 OR h1n1 OR h5n1 OR nipah OR cholera* OR “yellow
fever” OR influenza OR ((outbreak* OR pandemic* OR epidemic*) AND
(“infectious disease*” OR “communicable disease*”))) AND (research OR
“clinical trial*” OR “vaccin* trial*”) AND (politic* OR economic* OR
administrat* OR regulat* OR logistic* OR ethic* OR social* OR cultur* OR
behavior* OR behaviour*) AND (barrier* OR bottleneck* OR delay* OR “time
delay*” OR expedite* OR solution* OR facilitate*).
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Fig. 1 PRISMA diagram

Table 2 Study setting and type of outbreaks. Several of the articles focused on a global perspective covered more than one type of
outbreak

Outbreak setting Ebola and other VHFs, n Arboviruses, n CNS infections, n ARI^, n Epidemics*, n Total, n (%)

Africa 35 – 1 – 1 37 (44)

Asia – – – 1 – 1 (1)

Europe 1 – – 7 – 8 (9)

Latin America and the Caribbean – 2 – – 1 3 (4)

North America – – – 5 – 5 (6)

Global perspective 13 2 – 6 9 30 (36)

Total, n (%) 49 (58) 4 (5) 1 (1) 19 (23) 11 (13) 84 (100)

VHF viral haemorrhagic fevers, Arboviruses arthropod-borne viruses, CNS central nervous system, ARI acute respiratory infections
*Non-specified emergency epidemics
^Includes articles focused on influenza, severe acute respiratory infections and pandemics
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17], was identified as a facilitator for ensuring politically
acceptable prioritisation and resource allocation [36].
This was illustrated by Doe-Anderson et al., where the
implementation of a vaccine RCT during an Ebola out-
break was attributed to decisive action by the national
government and an effective partnership between the
USA and Liberia, with strong leadership from both na-
tions [16]. By employing and training local doctors and
scientists and renovation of existing sites for use in the
trial, the study also strengthened the research capacity
for future trials [16].

Establish dedicated funding sources and accelerated
funding systems
There were many calls for dedicated funding for
emergency research [1, 15, 19, 26, 27, 32, 35, 37],
with financial mechanisms for rapid release of funds
[1, 15, 20, 21, 26, 27, 33, 42]. Maintaining political
awareness of the threat of infectious diseases to global
health security (GHS) [35, 63] and an integrated ap-
proach to research was recommended to help marshal
resources [1, 38]. A coalition of international stake-
holders that would provide a global financing facility
was suggested, to bring together funds to accelerate
and prioritise research and development (R&D) [26,
27] and support R&D for communicable diseases
neglected by the commercial market [13]. An example
from the UK showed that through an emergency pol-
icy activation that allowed expedited funding, approvals
and the redeployment of research staff, it was possible to

launch a national, multi-site clinical trial within 12 weeks
during the 2009 H1N1 pandemic [41, 53].

Invest in health systems and infrastructure in epidemic-
prone regions
Limited healthcare systems [3, 29, 32, 39] and support-
ing infrastructure [1–3, 17, 29, 32] and overwhelmed
healthcare facilities [31] brought about specific hurdles
for delivery of research in LMICs. Investments to
strengthen health systems and supporting infrastructure,
targeting regions vulnerable to epidemics and pandemics,
would facilitate effective responses [1, 2, 13, 29, 36]. Re-
searchers delivering an Ebola vaccine RCT in Sierra Leone
illustrated reactive solutions implemented to overcome lo-
gistic challenges. To enable recruitment of 8000 health-
care workers, they had to first renovate enrolment sites,
laboratories and cold chain facilities and build study facil-
ities and laboratories. Moreover, import freezer equipment
and instal satellite-routed internet [29, 42, 43].

Administrative, regulatory and logistic solutions identified
(Table 4)
Administrative and regulatory procedures and limited
access to staff with research training were persistent
challenges in LMICs and HICs [2, 3, 22, 29, 37, 43, 49,
50, 52]. Medical evacuation insurance requirements [42]
and delays in recruiting international staff [38] posed
additional challenges in LMICs. This can pose a risk of
over-reliance on unpaid staff doing research [22, 29] on
top of normal duties, with potential risk to routine patient

Fig. 2 Type of outbreak and PEARLES domains addressed. ^Articles focused on influenza, severe acute respiratory infections and pandemics;
*Non-specified emergency epidemics. VHF, viral haemorrhagic fevers; Arboviruses, arthropod-borne viruses; CNS, central nervous system; ARI,
acute respiratory infections
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care [72]. Multiple ethics committees, bureaucratic pro-
cesses and inconsistency between required documentation
were additional hurdles in LMICs and HICs [6, 15, 18, 40,
45, 46, 49, 50, 78], together with staff [42] and trial insur-
ance [69] cover. The longest delays were often experi-
enced in gaining site [48] and/or data sharing agreements,
as documented in a time-in-motion study by Rishu et al.
(Table 5) [15]. The infrastructure, staff time and an agreed
standard required for dissemination of data were also
often absent during times of crisis [2, 24, 35, 52] and were
further compounded by long delays in institutions

establishing data sharing agreements [15]. Some attributed
a competitive research culture and a fear of losing power
[22, 34] to a reluctance to share data [22, 34, 52, 73].

Develop research capacity
The data shows a need to strengthen research capacity
[1–3, 13, 29, 36] and invest in training for staff across
the board [1, 15, 40, 42, 45, 48] particularly in high-
risk regions. Primed clinical research networks glo-
bally [6, 24, 31, 37, 48] and a pool of researchers and
experts that can be redeployed were recommended [1,

Table 3 Key actions identified

Domain Key actions identified

Political and economic challenges Establish effective, coordinated, equitable collaborations between international and national
organisations involved in public health emergencies at all levels [1, 3, 7, 13–40]

Establish dedicated funding and coordinated, accelerated funding mechanisms
[1, 13, 15, 19–22, 24, 26, 27, 31–35, 37–39, 41]

Invest in health systems and infrastructure strengthening, targeting epidemic-prone
regions [1–3, 13, 17, 29, 31, 32, 36, 42–44]

Invest in sustainable clinical research centres and research training
[1, 3, 5, 6, 15–17, 20, 22, 29, 31, 33, 38, 44–48]

Incentivise clinical research response networks [1, 6, 15, 20, 22, 24, 31, 33, 37, 38, 41, 45, 48, 49]

Engage stakeholders in affected countries from inception
[1, 3, 13, 16–19, 22, 26, 29, 31, 32, 36, 38, 40, 44, 50, 51]

Administrative, regulatory and logistic challenges Develop human resource and research capacity
[1, 3–6, 13, 15–17, 20, 22, 29, 31, 33, 36, 38–40, 42–46, 48, 50, 52]

Train researchers, clinicians and other stakeholders for rapid deployment [1, 36, 38, 41, 53]

Develop international and national research, administrative and logistics support
platforms [1, 3, 4, 18, 20, 29, 32, 42, 43, 45, 47, 50–52, 54–56] with funded coordinating
mechanisms [39]

Agree R&D frameworks and standards for emergencies
[2, 5–7, 13, 14, 18, 19, 21, 22, 24, 26, 27, 35, 37, 39–41, 51, 52, 54, 57–60] include
national stakeholders [26, 38] and systems for evaluating the impact, regular
reviews and updating [19]

Develop pre-designed and pre-approved study protocols and associated tools for
different scenarios [1, 3, 4, 13, 15, 17, 20, 29, 34, 37, 41, 46, 48, 50, 51, 55, 56, 61–63]

Establish accelerated pathways for regulatory and ethical joint approvals
[1, 2, 6, 7, 13, 18, 20, 21, 32, 34, 37, 40, 41, 45, 49, 51, 53, 56, 64–66]

Set up pre-approved site agreements [4, 15, 38, 45, 46, 48, 61]

Establish international data and sample sharing agreements and templates
[7, 13, 18, 20, 22, 24, 25, 27, 28, 35, 44, 48, 52, 57, 58, 62, 67, 68]

Establish coordinated, effective internal and external stakeholder communication
and communication plans [3, 5, 14, 16, 18, 20, 23, 25, 29, 32, 34, 42, 46, 58, 65, 69–72]

Ethical emergency publication agreements with focus on timely, open data
sharing [2, 22, 38, 52, 68, 73]

Ethical and social challenges Explore and trial less complex consent models during emergencies
[2, 6, 15, 25, 32, 37, 44, 46, 48, 51, 69, 70, 74]

Develop frameworks for ethical and scientifically robust study designs for various
epidemic and pandemic scenarios [6, 13, 14, 17–19, 22, 27, 34, 36, 40, 42, 48, 51, 60, 61, 66, 75–77]

Develop international guidelines on ethical standards and conduct for emergencies,
including inclusion of vulnerable groups [5, 18, 21, 22, 27, 40, 44, 50, 51, 59, 60, 62, 69, 77, 78],
and equitable access to care and compensation [44, 59, 77, 79]

Engage and empower communities and stakeholder from the outset
[1, 3, 5, 14, 16, 17, 19, 20, 23, 26, 29, 32, 36, 39, 40, 42, 44, 50, 51, 54, 69, 71, 72, 79, 80]
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6, 41, 53]. The Platform for European Preparedness
Against (Re-) emerging Epidemics was cited as an ex-
ample of a clinical research network set-up to re-
spond at the outset of an epidemic [20].

Frameworks and standards
Internationally agreed frameworks for emergency re-
search to facilitate coordination, focus investments, and
to guide implementation of responses are needed. These
should identify emerging threats and develop roadmaps
to focus R&D investments [19], as well as ethical, regula-
tory and operational standards for conducting emer-
gency research [1, 7, 13, 19, 27, 35]. The World Health
Organization’s (WHO) R&D Blueprint was cited as an
example that aims to guide research efforts and set stan-
dards for high-priority pathogens [82].

Pre-approval and expedited, emergency protocols and
frameworks
Pre-approved, pre-positioned study protocols was a key so-
lution recommended to reduce set-up delays [1, 4, 13, 15,
20, 34, 37, 41, 46, 48, 50, 51, 56, 61–63]. These can be stra-
tegically developed for a range of syndromes and settings.
An international agreement on a financial mechanism to
manage clinical trial liability [32] and coverage provided by
affected countries [32] was suggested to address delays in
gaining insurance cover for all at-risk populations. An art-
icle by Lim et al. presented a trial in ‘hibernation’, with full
regulatory approvals in place set up in the UK ready to be
activated during a future pandemic [46]. Since not all even-
tualities can be predicted, there is also a need for expedited
approval processes for emergencies [1, 2, 6, 7, 13, 18, 32,
34, 41, 45, 53, 54, 56, 64]. There were a couple of examples
of expedited approvals (Table 6). A study by Annane et al.
concluded that parallel rather than sequential scientific, fi-
nancial, regulatory and ethics approval, and preparation of

study drugs by local pharmacists would have enabled a
multi-centre RCT of corticosteroids in ICU patients with
H1N1 influenza pneumonia in France to start 1month
earlier, before the peak ‘flu’ wave [6]. Pollard et al. noted
that despite expedited processes, the bureaucratic burden
was undiminished [53]. Expedited reviews need to be bal-
anced against risk for patients [56]. One article found that
double ethical review improved the quality of an Ebola
protocol and led to better protection of patients due to the
complementarity of the reviews [67]. Ethics commit-
tee staff with experience from epidemic research and
joint research ethics committees (RECs) with repre-
sentatives from all affected countries was recom-
mended to facilitate approvals [1, 2, 18, 45] and to
protect patient safety [2]. RECs should ensure that proto-
cols are consistent with community values [50], are collab-
orative and include capacity building [20, 22].

Dissemination
Keeping stakeholders informed of the study progress
was cited as a facilitator for engagement and delivery
and to prevent misinformation [5, 21, 29, 33]. However,
interim data sharing needs to be managed carefully to
reduce the risk of misinterpretations [69]. International
agencies, such as WHO, are advised to provide a plat-
form for harmonised data sharing [2, 13, 24, 27, 52] and
support capacity for data recording in LMICs. In order
to encourage data sharing, study approval and funding
may be made on the premise of data sharing, and inter-
national agreements include guidance on data sharing
between sponsors and host countries [52]. To control
data sharing, mechanisms need to be in place to ensure
that intellectual property, clinical governance and par-
ticipant confidentiality are maintained [13, 69]. To over-
come issues around traditional publication processes,
scientific journals should review policies to improve

Fig. 3 Key cross-cutting actions recommended
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Table 4 Solutions to PEARLES challenges encountered

Political and economic solutions identified Challenges encountered

Strengthen global collaborations and coalitions
-Ensure global political awareness of infectious disease threats.
-Strengthen collaborations between international organisations,
national leaders, public, private and local stakeholders.
-WHO to set out overarching research governance framework for
research in outbreaks.
-Integrate research in international outbreak response.
-Ensure interventions are supported by all stakeholders, including
national and local stakeholders.
-Close collaboration between local and international researchers from
research inception, tied to capacity building and be genuinely
collaborative.
-Research led by national teams.
-Invest in national public health research institutes globally, targeting
epidemic-prone regions.

Geopolitical
-Ineffective global coordination and collaboration.
-Research not integrated into national outbreak response.
-Establishing outbreak as international concern may depend on the
ability of LMICs to raise international interest.
-Lack of compliance with WHO core capacities to detect, assess,
report and respond.
-Need for political approval.
-Political unrest.
-Research priorities dictated by funding bodies.
-Lack of communication and engagement between stakeholders.

Funding
-Establish dedicated funding sources in inter-epidemic times.
-Establish international agreements on financial mechanisms for rapid
release of funding and for addressing clinical trial liability coverage.
-National governments to strengthen investments in preparedness
and response.
-Coordinate funding to ensure it is rapid and sufficient by using
international coalitions and economies of scale.
-Ensure sufficient, specific and flexible funding for research staff to
avoid healthcare opportunity costs.
-Explore industry funding to complement public funding.
-Provide appropriate compensation for participation in research.

Funding
-Insufficient funding resources.
-Delays in identifying funding.
-Weak funding mechanism and implementation for research in
emergencies and neglected and tropical disease.
-Funding not mobilisable at sufficient pace.
-Limited national health budgets dedicated to research response
efforts.
-Opportunity costs and competing interests.
-Over-reliance on unpaid staff doing research in addition to normal
duties, with risk to care, staff and research.

Health systems and infrastructure
-Strengthen health systems and research capacity.
-Strengthen supporting infrastructure, targeting regions vulnerable to
epidemics.
-Expand critical care resources.
-Develop clinical research facilities in predicted ‘hot spot’ regions.

Health systems and infrastructure
-Limited healthcare systems.
-Limited supporting infrastructure, electricity and water supply and
technical resources.
-Lack of national health research institutes.
-Competing interests of resources.

Administrative, regulatory and logistic solutions identified Challenges encountered

Human resources and research capacity
-Ensure capacity to respond to outbreaks across departments,
particularly in predictable epidemic-prone regions.
-Ensure sufficient support for ethics review boards.
-Identify and utilise existing skills and talents, re-deploy existing re-
search staff.
-Fund dedicated study teams to avoid additional burden on other
staff.
-Ensure adequate, sustained research training for staff, particularly
during stable periods.
-Establish clinical research networks that are incentivised and
prepared to respond to outbreaks and politically supported.
-Form research response teams, with dedicated research coordinators.
-Recruit additional staff from outside of the epidemic area to reduce
strain.
-Set up mobile research teams to reach large areas.
-Improve staff perception of research as a core role of healthcare
professionals.

Human resources and research capacity
-Limited number of staff.
-Risk of already scarce staff becoming overwhelmed and additional
burden of research activities across services.
-Training of staff in research not seen as a priority.
-Lack of research coordinators.
-Increased workload from study protocol risk negatively affecting
patient care.
-Difficulties in deploying staff internationally sufficiently rapidly in
the context of an outbreak.

Communication
-Establish direct stakeholder communication channels.
-Develop harmonised, coordinated communication activities with
shared oversight structures and joint management.
-Establish detailed communication and dissemination plans and
templates.
-Provide continuous updates on research activity to stakeholders as
appropriate through a variety of channels.
-Set up ‘pandemic champions’ to establish links with sites, to facilitate
coordination and to raise awareness.

Communication
-Data stored in countries other than that affected, disempowers the
national team.
-LMICs unable to access trial results after the study is completed.
-Challenges for LMICs to gain international interest from study
results.
-Challenging to control the interpretation of research output by the
media and political leaders.

Frameworks
-Establish a normative framework for research and development.

Frameworks
-Lengthy process of planning, formalising and gaining approval of
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Table 4 Solutions to PEARLES challenges encountered (Continued)

-Create frameworks and governance charts for clear decision-making
procedures, standard operational procedures and administrative
infrastructures.
-Prioritise research questions, pre-design study protocols and training
materials in advance, ready to be deployed.

study protocol.
-Lack of integrated standards for data collection and infrastructure
for data sharing.
-Delays in obtaining inter-institutional data sharing agreements.
-Time lag for distant reference lab results.
-No apparent benefit to those affected to share data.
-Delayed data sharing due to academic competition culture.

Data and sample sharing
-International agencies (e.g. WHO) to establish international data
sharing frameworks.
-Refinement of international agreements, such as the Declaration of
Helsinki to include instructions on how to handle benefit sharing for
sponsor and host countries.
-Develop templates and platforms for data and sample sharing.
-Enhance the value of research output dissemination to all
stakeholders through long-term collaboration and health system
improvements.
-Funding approvals to incorporate agreement on data dissemination.
-Establish data sharing ahead of emergencies.
-Develop a mechanism to manage intellectual property and data
governance.
-Establish standard to reduce uncredited secondary analysis to
facilitate data sharing.
-Ensure global sharing of data with fair distribution.
-Enhance the value of the research to each beneficiary through fair
dissemination of knowledge, product development, long-term re-
search collaboration, and/or health system improvements.

Data and sample sharing
-Data collection and sharing on paper records sometimes not
possible due to infection control and confidentiality issues.
-Loss of control and ownership of data following dissemination.
-Data not made available during outbreaks and long delays in
publishing data after outbreaks.
-Issues around maintaining participant confidentiality when sharing
data.
-Lack of control of communication.
-Confidentiality requirements imposed by commercial entities.

Publication standards
-Agree open data sharing and publication standards.
-A shift in paradigm to a common goal of data sharing rather than
publication.
-Ensure pre-prints of novel data are available prior to publication.
-Develop and use an ‘emergency research pledge’ by journals.
-Ensure researchers, including local collaborators, are credited for
their work.

Traditional publication process
-Traditional journal review processes are too slow to inform
emergency outbreak response strategies.
-Publication authorship imbalances.

Pathways for regulatory and ethics approvals
-Establish accelerated regulatory pathways and expedited ethical
review processes for emergencies.
-Establish institutional review boards in epidemic ‘hot spot’ regions.
-Enable single portals for applications.
-Establish joint ethics review committees.
-Enable parallel submission of ethical, financial and scientific
approvals.
-Develop pre-approved study protocols with agreed acceptable study
design modifications.
-Develop pre-approved site agreements, between multiple sites and
organisations, in geographically strategic regions.
-Consideration of the management of bio-samples should be part of
the ethical and protocol review.

Pathways for regulatory and ethics approvals
-Delays caused by existing ethical frameworks.
-Complex ethic committee forms and inconsistencies between
forms.
-Variation in REB responses to the same study.
-Lack of framework to fast-track vaccine trials or drug testing.
-Existing frameworks not fit for emergency research.
-Lengthy time taken to gain research approvals during epidemics
and pandemics.
-Requirement of approval from multiple entities (including political)
and variations between countries.
-Reluctance from national officials to approve trials.

Drug and vaccine licencing and access
-Form Joint Scientific Advisory and Data Safety Review Committees
for all studies linked to a specific intervention or group of
interventions.
-Global regulatory agencies should collaborate to ensure accelerated
licensure strategy.
-Contracts with multiple manufacturing and distribution units to
improve resilience in the supply of medicines to participating trial
site.
-Primary role of authorising use of investigational vaccines and drugs
should be given to the affected countries.

Drug and vaccine licencing and access
-Length of time for drugs and vaccines to be approved.
-Lack of framework to fast-track vaccine trials and drug testing.

Research support systems
-Provide sufficient funds for the renovation of study facilities and
provide supportive infrastructure.
-Strengthen satellite and wireless internet access in epidemic-prone
regions.
-Use existing infrastructure, e.g. from other disease programmes.

Research support systems
-Rudimentary and overwhelmed healthcare facilities.
-Technical resource limitations.
-Limited access to freezer storage facilities.
-Difficulty reaching remote field sites.
-Lack of effective personal protective equipment
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essential data sharing during emergencies [27, 52, 68]. Jour-
nals were advised to pledge that data sharing during an
emergency would not prejudice later publication [73]. A
shift in perspective to a common goal, rather than publica-
tions, was called for [2, 52, 73]. There were no data on the
implementation of emergency data sharing initiatives
identified.

A publication paradigm must change when lives are
at risk. Shaw et al [73]

Ethical and social solutions identified (Table 4)
The temporal and spatial variation in the risk of infec-
tion during outbreaks presents not only statistical hur-
dles but also an ethical challenge for study designs [75].
Previous research responses have highlighted the many
challenges in agreeing on simultaneously ethical, scien-
tifically valid and acceptable study designs [18, 36, 42,
51, 59, 64, 66], addressing socially valuable questions
[14, 18, 64, 66]. The exclusion of children and pregnant
women was an ethical concern during the Ebola out-
break in LMICs [18, 69], compounded by challenges of
obtaining complex consent [2, 4, 5, 15, 18, 21, 25, 32, 34,
44–46, 50, 69, 70]. Ethical issues also arose around
equity in access to health care for participants and non-
participants [44, 50, 59].
There were calls for international standards for the

conduct of emergency research [21, 51, 60, 62],

Table 4 Solutions to PEARLES challenges encountered (Continued)

-Set up logistical support platforms.
-Ensure flexible solutions that can be readily adaptable depending on
the context.

-Poor safety for staff and participants.

Ethical and social solutions identified Challenges encountered

Standards
-Develop standards for the conduct of research in emergencies,
including frameworks for the inclusion of vulnerable groups and
appropriate study designs.
-Ensure equitable access to best available evidence-based care for all
patients, regardless of consent to participate.
-Ensure appropriate compensation for participation in research.

Standards
-Lack of uniform standards for research ethics committees.
-Lack of international consensus about research groups’ obligations
to provide trial participants health benefits.
-Non-transparent ethical approval processes.
-Exclusion of pregnant women and children from trials.
-Expedited review might pose a risk to patients.
-Research perceived as the only way to access care/treatment.
-Lack of agreement on appropriate study designs for emergencies.

Consent methods
-Evaluate alternative consent methods proposed during emergencies.
-Ensure consent methods are culturally appropriate.

Consent methods
-Obtaining complex informed consent, from severely ill patients
and from relatives.
-Verbal proxy consent contested at later date.

Community engagement
-Invest in community engagement from inception.
-Explore outbreak and community context, and use the findings to
inform the study design, set-up, delivery and dissemination.
-Ensure protocol and consent forms are consistent with community
values and internationally accepted ethical principles.
-Build trust through understanding and respect of different cultures.
-Ensure study design meets cultural needs.
-Manage expectations of all stakeholders.
-Facilitate community empowerment.
-Provide outreach community information sessions.
-Establish community advisory boards.
-Use social messaging and informational materials to improve the
knowledge and perception of the study and disease and to address
rumours.
-Ensure effective consultation and communication with affected or
at-risk communities, for example, through community liaison teams.
-Involve social scientists and medical anthropologists to help
understand the concerns and needs of the community.
-Translate social science research into practice.
-Facilitate relationships between groups with cultural differences.

Community engagement
-Mistrust, suspicion and rumours around clinical trials, national and
international response, sometimes due to local media and other
sources.
-Poor understanding of how to address rumours.
-Fear of the disease.
-Cultural perceptions of tissue and blood sampling.
-Poor understanding of how to respect different cultures.
-Lack of community engagement and poor perception of power
dynamics.
-Perception of research being unfair.

Table 5 Time to initiate an observational study into severe
acute respiratory infections in Canada [15]

Set-up time frames Outbreak Study
setting

Time frame, days,
median (IQR)

Overall start-up procedures H1N1 Canada 335 (128–335)

Site receipt of the protocol
to REB submission

73 (30–126)

REB submission to REB approval 43 (13–85)

Protocol receipt to signed data
sharing agreement

276 (186–312)

REB research ethics board
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including refined definitions of what constitutes research
under these circumstances [51], acceptable study designs
[14] and simplified consent methods [2, 3, 6, 25, 37, 46,
51, 70, 74]. Some studies explored waivered consent [2,
25, 69, 70, 74] and/or proxy consent [69]. However,
gaining proxy consent was also found to be challenging
during emergencies [15]. A qualitative study set in Eur-
ope found public support for consent waiver for publicly
funded, low-risk studies and routinely collected anon-
ymised biological samples for research, and for advanced
or verbal consent models for pandemics [70, 74]. An
interventional Ebola study set in Guinea reported patient
preference for verbal consent [69]. One article
highlighted the risks of using non-documented verbal
consent [5]. Some, but not all countries, allow research
without consent under emergency conditions [2]. Cook
et al. argued that a priori and surrogate consent models
may be contrary to the public good for research involv-
ing critically ill patients during an emerging pandemic
and presented a contextually dependent consent model
[2]. There was a consensus on recommendations for
equitable access to the best available standard of care re-
gardless of consent to participate [29, 32, 50, 59].

Community engagement
The need to engage communities is recognised as essen-
tial for an effective response. Several articles reported
fear and mistrust of international responses as a chal-
lenge for research delivery [18, 51, 69, 71, 79]. Integrat-
ing all stakeholders into each step of the developing
research programme [3, 48, 69], engaging communities
as partners [1, 3] and gaining an understanding of power
dynamics [34] were facilitators cited to address this. It
was also emphasised that interventions need to be cul-
turally sensitive [27, 29, 44, 50, 51, 58] and respond to
national as well as global need [36]. Examples of com-
munity engagement included regular information ses-
sions [3, 5, 16, 29, 34, 42, 69–71], joint communication
plans [20, 29], outreach health promotion teams [69]
and formation of community advisory boards [69].

Discussion
Our findings highlight the many challenges experienced
in the planning, conduct and dissemination of clinical
research responses during epidemic and pandemic

emergencies and the gap in data on our collective cap-
ability to respond globally. Although a range of solutions
to address these challenges were identified, we did not
identify any studies that formally evaluated these during
emergencies. We note the consistency with which key
recommendations for change have been made across dif-
ferent outbreak experiences. Recommendations made to
mitigate challenges experienced during the response to
the H1N1 pandemic in 2009 were not globally imple-
mented, and the same issues were documented again
during the Ebola response in 2014 to 2016. Most chal-
lenges experienced were similar across outbreaks and
settings, with additional challenges due to limited
healthcare systems and infrastructure encountered in
LMICs, and when initiating multi-site responses. The
limited data on our capability to respond to a pandemic
in LMICs is another area of concern. These hard-
learned lessons need firm commitment and action to
build clinical research preparedness for future scenarios
[83]. Challenges to making progress are varied but in-
clude funding shortfalls in the wake of an epidemic as
interest wanes [84], structural problems affecting epi-
demic responses more generally [85] and the absence of
clear accountability for action in a policy area that de-
pends on networked responses from many stakeholders
across disciplinary and institutional boundaries [83].
This review shows a need to strengthen global collabo-

rations and investments to strengthen research capacity
and capability, targeting regions prone to and vulnerable
to epidemics in inter-epidemic times. Progress has been
made in some areas. The UK NIHR portfolio of ‘hiber-
nating’ pre-approved protocols [86], the global research
collaboration for infectious disease preparedness [8] and
the WHO blueprint for R&D into high-threat pathogens
[87] are steps in the right direction. However, the latter
does not include pandemic influenza, and the WHO
public health research agenda for influenza does not
constitute a strategic plan of action [88].
The Platform for European Preparedness Against (Re-)

emerging Epidemics (PREPARE) is an example of a clin-
ical network primed to respond through a suite of active,
syndromic studies across Europe [89]. ALERRT and
Pandora-ID-Net are similar networks strengthening re-
search capacity across Africa [90, 91]. These could serve
as models for similar networks globally. Importantly,

Table 6 Expedited ethical review time frames

Expedited ethical review time frames Outbreak Study setting Time frame

Through an accelerated WHO ethical review process, a sub-committee established specifically
for review of Ebola studies reviewed protocols in 6 days (max. 15 days) on average during the
2014–2016 outbreak. Barriers causing delays were mainly protocol related [18].

Ebola 2014–2016 West Africa 6 days on average

An H1N1 pandemic vaccine cohort study in the UK in 2009 was through expedited review
processes approved by the Oxfordshire Research Ethics Committee within 18 days. Subsequent
substantial amendments were approved within 48 h [53].

H1N1 2009 UK 18 days
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these and similar initiatives need to be evaluated and
sustained to capitalise on existing investments. Strategic
strengthening of local research capability globally will re-
duce reliance on external agencies to deliver research re-
sponses, while ensuring research responses are locally
acceptable, ethical in the context and address local needs
and interest. Local and regional empowerment may also
reduce the risk of unethical studies on vulnerable popu-
lations [5]. Work is also needed to review synergies be-
tween different initiatives and disease programmes to
optimise effectiveness, sustainability and coordination.
Integration of research into outbreak response facilitated
the further assessment of a candidate Ebola vaccine dur-
ing the current outbreak in the Democratic Republic of
the Congo (DRC), aiding the containment of the out-
break, illustrating the importance of clinical research for
outbreak control [92]. A recent RCT of four Ebola treat-
ments in DRC shows that well-planned scientifically and
ethically sound clinical research can be delivered during
prolonged outbreaks, through coordinated collaborative
efforts between a wide range of stakeholders, including
frontline staff and patients [93].
A key strength of this study is that it is the first to

consider the wide range of challenges to the design and
delivery of clinical research during emergency epidemics
from a global perspective. The search strategy was com-
prehensive, spanning multiple databases and incorporat-
ing a range of peer-reviewed literature types.
Nevertheless, due to the paucity of empirical evidence in
this area, we did not carry out a formal quality assess-
ment of included studies. Although findings are limited
by restriction to English language publications, most ar-
ticles addressed challenges to research responses in
LMICs. Most studies were set in West Africa during the
Ebola outbreak or in Europe and Northern America dur-
ing the H1N1 pandemic, highlighting the limited infor-
mation on research preparedness in LMICs and
collective preparedness to deliver timely, coordinated re-
search responses to emergency epidemics globally.

Conclusion
This systematic scoping review shows that potentially ef-
fective measures are not being universally implemented
despite a good degree of expert consensus on their likely
utility. Clinical research communities globally need to
evaluate activities, implement solutions identified during
previous emergency responses and rehearse and refine
outbreak response plans in inter-epidemic times, in col-
laboration with other organisations involved in outbreak
response. Although there may be examples of additional
solutions identified in other regions of the world that were
not included in this review, we have shown that there is
already a substantial body of literature containing valuable
experiences and important recommendations. However,

without concerted, global action to act and to evaluate
those actions in integrated outbreak response plans glo-
bally, we may be destined to encounter the same chal-
lenges and read about the same suggested solutions in the
future. This would mean missed opportunities to forward
knowledge into the clinical management of emerging in-
fectious diseases, improve outcomes and strengthen global
health security.

Supplementary information
Supplementary information accompanies this paper at https://doi.org/10.
1186/s12916-020-01624-8.

Additional file 1. The search strategy.

Additional file 2. An overview of the articles included in the review.

Abbreviations
ALERRT: African Coalition for Epidemic Research, Response and Training;
Arboviruses: Arthropod-borne viruses; ARI: Acute respiratory infections;
CNS: Central nervous system; DRC: Democratic Republic of the Congo;
EVD: Ebola virus disease; GHS: Global health security; HIC: High-income
country; HCWs: Healthcare workers; ICU: Intensive care unit; ID: Infectious
disease; LMIC: Low-middle-income country; max.: Maximum; NGOs: Non-
governmental organisations; NIHR: National Institute for Health Research;
ns: Not specified; PANDORA-ID-NET: Pan-African Network for Rapid Research,
Response, Relief and Preparedness for Infectious Disease Epidemics;
PEARLES: Political, economic, administrative, regulatory, logistical, ethical and
social; PREPARE: Platform for European Preparedness Against (Re-) emerging
Epidemics; RCT: Randomised controlled trial; REB: Research ethics board;
REC: Research ethics committee; R&D: Research and development;
SARS: Severe acute respiratory syndrome; S.E: Southeast; UK: United
Kingdom; VHF: Viral haemorrhagic fever; W: West; WHO: World Health
Organization

Acknowledgements
All stakeholders involved in delivering and taking part in the clinical research
responses and presenting the challenges encountered and solutions
identified to address these.

Authors’ contributions
GC, K-SL, NG and LS designed the project protocol. EH carried out the evi-
dence search. LS, KM, SR, SC, CB, SAI and NG screened the returned search
results. LS, KM, SR, SC, CB, SAI and PGB independently extracted data from
the articles. LS drafted the manuscript with contributions from KM, PGB, SAI,
SC, CB, SR, EH, PH, NG and MC. All authors reviewed and approved the final
version of the manuscript.

Funding
This project was developed by the Global Research Collaboration for
Infectious Disease Preparedness (GloPID-R) Technical Secretariat. The GloPID-
R Secretariat is funded through the European Union’s Horizon 2020 research
and innovation programme under grant agreement number 643434.

Availability of data and materials
The full dataset generated and analysed during the current study is available
from the corresponding author on reasonable request.

Ethics approval and consent to participate
Not applicable

Consent for publication
Not applicable

Competing interests
We declare no competing interests.

Sigfrid et al. BMC Medicine          (2020) 18:190 Page 12 of 15

https://doi.org/10.1186/s12916-020-01624-8
https://doi.org/10.1186/s12916-020-01624-8


Author details
1Centre for Tropical Medicine and Global Health, Nuffield Department of
Medicine, University of Oxford, New Richards Building, Old Road Campus,
Oxford OX3 7LG, UK. 2Deparment for Primary Care and Public Health,
Brighton and Sussex Medical School, Brighton, UK. 3Department of Global
Health and Development, London School of Hygiene and Tropical Medicine,
London, UK. 4School of Population Health and Environmental Sciences,
King’s College London, London, UK. 5Department of Primary Care and Public
Health, Imperial College London, London, UK. 6University Hospitals of Derby
and Burton NHS Foundation Trust, Derby, UK. 7Bodleian Health Care Libraries,
University of Oxford, Oxford, UK. 8Nuffield Dep of Primary Care Health
Sciences, University of Oxford, Oxford, UK. 9Evidence Aid, Centre for Public
Health, Queen’s University Belfast, Belfast, UK.

Received: 12 December 2019 Accepted: 7 May 2020

References
1. Lurie N, Manolio T, Patterson AP, Collins F, Frieden T. Research as a part of

public health emergency response. N Engl J Med. 2013;368(13):1251–5.
2. Cook D, Burns K, Finfer S, Kissoon N, Bhagwanjee S, Annane D, et al. Clinical

research ethics for critically ill patients: a pandemic proposal. Crit Care Med.
2010;38(4 Suppl):e138–42.

3. Bausch DG, Sprecher AG, Jeffs B, Boumandouki P. Treatment of Marburg
and Ebola hemorrhagic fevers: a strategy for testing new drugs and
vaccines under outbreak conditions. Antivir Res. 2008;78(1):150–61.

4. Rojek AM, Dunning J, Leliogdowicz A, Castle L, Van Lieshout M, Carson G,
et al. Regulatory and operational complexities of conducting a clinical
treatment trial during an Ebola virus disease epidemic. Clin Infect Dis. 2018;
66(9):1454–7.

5. Ezeome ER, Simon C. Ethical problems in conducting research in acute
epidemics: the Pfizer meningitis study in Nigeria as an illustration. Dev
World Bioeth. 2010;10(1):1–10.

6. Annane D, Antona M, Lehmann B, Kedzia C, Chevret S, Investigators C, et al.
Designing and conducting a randomized trial for pandemic critical illness:
the 2009 H1N1 influenza pandemic. Intensive Care Med. 2012;38(1):29–39.

7. Kieny MP, Rago L. Regulatory policy for research and development of
vaccines for public health emergencies. Expert Rev Vaccines. 2016;15(9):
1075–7.

8. GLOPID-R. Connecting and mapping: exploring the capacities, capabilities,
and barriers to a rapid response to outbreaks among funders and research
networks Global Research Collaboration for Infectious Disease Preparedness
(GloPID-R) 2016.

9. Tricco AC, Lillie E, Zarin W, O’Brien KK, Colquhoun H, Levac D, et al. PRISMA
Extension for Scoping Reviews (PRISMA-ScR): checklist and explanation. Ann
Intern Med. 2018;169(7):467–73.

10. Scherer RW, Meerpohl JJ, Pfeifer N, Schmucker C, Schwarzer G, von Elm E.
Full publication of results initially presented in abstracts. Cochrane Database
Syst Rev. 2018;11:Mr000005.

11. Bramer WM, de Jonge GB, Rethlefsen ML, Mast F, Kleijnen J. A systematic
approach to searching: an efficient and complete method to develop
literature searches. J Med Libr Assoc. 2018;106(4):531–41.

12. Cochrane. Cochrane handbook for systematic reviews of interventions. 5.1.0
ed. Cochrane, editor 2011.

13. Gostin LO, Tomori O, Wibulpolprasert S, Jha AK, Frenk J, Moon S, et al.
Toward a common secure future: four global commissions in the wake of
ebola. PLoS Med. 2016;13(5).

14. Ellenberg SS, Keusch GT, Babiker AG, Edwards KM, Lewis RJ, Lundgren JD,
et al. Rigorous clinical trial design in public health emergencies is essential.
Clin Infect Dis. 2018;66(9):1467–9.

15. Rishu AH, Marinoff N, Julien L, Dumitrascu M, Marten N, Eggertson S, et al.
Time required to initiate outbreak and pandemic observational research. J
Crit Care. 2017;40:7–10.

16. Doe-Anderson J, Baseler B, Driscoll P, Johnson M, Lysander J, McNay L, et al.
Beating the odds: successful establishment of a phase II/III clinical research
trial in resource-poor Liberia during the largest-ever Ebola outbreak.
Contemp Clin Trials Commun. 2016;4:68–73.

17. Folayan MO, Brown B, Haire B, Yakubu A, Peterson K, Tegli J. Stakeholders’
engagement with Ebola therapy research in resource limited settings. BMC
Infect Dis. 2015;15:242.

18. Alirol E, Kuesel AC, Guraiib MM, de la Fuente-Nunez V, Saxena A, Gomes MF.
Ethics review of studies during public health emergencies - the experience
of the WHO ethics review committee during the Ebola virus disease
epidemic. [Erratum appears in BMC Med Ethics. 2017 Jul 12;18(1):45; PMID:
28701168]. BMC Med Ethics. 2017;18(1):43.

19. Henao-Restrepo AM, Preziosi MP, Wood D, Moorthy V, Kieny MP, WHO
Ebola Research DT. On a path to accelerate access to Ebola vaccines: the
WHO’s research and development efforts during the 2014-2016 Ebola
epidemic in West Africa. Curr Opin Virol. 2016;17:138–44.

20. Wilder-Smith A, Preet R, Renhorn KE, Ximenes RA, Rodrigues LC, Solomon T,
et al. ZikaPLAN: Zika Preparedness Latin American Network. Glob Health
Action. 2017;10(1):1398485.

21. Pollock NR, Wonderly B. Evaluating novel diagnostics in an outbreak setting:
lessons learned from Ebola. J Clin Microbiol. 2017;55(5):1255–61.

22. Canario Guzman JA, Espinal R, Baez J, Melgen RE, Perez Rosario PA,
Mendoza ER. Ethical challenges for international collaborative research
partnerships in the context of the Zika outbreak in the Dominican Republic:
a qualitative case study. Health Res Policy Syst. 2017;15(82).

23. Coulibaly F, Haidara FC, Diallo F, Doumbia M, Traore Y, Tapia M, et al.
Conducting clinical trials in crisis settings, 2012 military coup in Mali and
the Ebola virus outbreak in 2014 in West Africa. Am J Trop Med Hygiene.
2017;97(5 Supplement 1):276.

24. Matthiessen L, Colli W, Delfraissy JF, Hwang ES, Mphahlele J, Ouellette M.
Coordinating funding in public health emergencies. Lancet. 2016;
387(10034):2197–8.

25. Schieffelin J, Moses LM, Shaffer J, Goba A, Grant DS. Clinical validation trial
of a diagnostic for Ebola Zaire antigen detection: design rationale and
challenges to implementation. Clin. 2016;13(1):66–72.

26. Keusch GT, McAdam KPWJ. Clinical trials during epidemics. Lancet. 2017;
389(10088):2455–7.

27. Moon S, Sridhar D, Pate MA, Jha AK, Clinton C, Delaunay S, et al. Will Ebola
change the game? Ten essential reforms before the next pandemic. The
report of the Harvard-LSHTM Independent Panel on the Global Response to
Ebola. Lancet. 2015;386(10009):2204–21.

28. Hurst DJ. Benefit sharing in a global context: working towards solutions for
implementation. Dev World Bioeth. 2017;17(2):70–6.

29. Carter RJ, Idriss A, Widdowson MA, Samai M, Schrag SJ, Legardy-Williams JK,
et al. Implementing a multisite clinical trial in the midst of an Ebola
outbreak: lessons learned from the Sierra Leone Trial to introduce a vaccine
against Ebola. J Infect Dis. 2018;217(Supplement 1):S16–23.

30. Higgs ES, Hayden FG, Chotpitayasunondh T, Whitworth J, Farrar J. The
Southeast Asian Influenza Clinical Research Network: development and
challenges for a new multilateral research endeavor. Antivir Res. 2008;78(1):
64–8.

31. Koita OA, Murphy RL, Fongoro S, Diallo B, Doumbia SO, Traore M, et al.
Perspective piece clinical research and the training of host country
investigators: essential health priorities for disease-endemic regions. Am J
Trop Med Hyg. 2016;94(2):253–7.

32. Larson GS, Baseler BR, Hoover ML, Pierson JF, Tegli JK, Johnson MP, et al.
Conventional wisdom versus actual outcomes: challenges in the conduct of
an ebola vaccine trial in Liberia during the international public health
emergency. Am J Trop Med Hyg. 2017;97(1):10–5.

33. Ruiz-Palacios G, Guerrero ML, Galindo-Fraga A, Flores F, Ramirez A, Rafael SK,
et al. La red: the formation of an emerging infectious diseases clinical
research network in Mexico. Clin. 2011;8(4):545–6.

34. Mitra A, Sethi N. Conducting research in the context of global health
emergencies: identifying key ethical and governance issues. Nuffield
Council onBioethics. 2016. Available at: https://www.nuffieldbioethics.
org/assets/pdfs/Research-in-global-health-emergencies-background-paper.
pdf (Report).

35. Shrivastava SR, Shrivastava PS, Jegadeesh R. Strengthening research and
development activities to effectively contain the epidemics of infectious
diseases: World Health Organization. Ann Trop Med Public Health. 2017;
10(3):499–500.

36. Thielman NM, Cunningham CK, Woods C, Petzold E, Sprenz M, Russell J. Ebola
clinical trials: five lessons learned and a way forward. Clin. 2016;13(1):83–6.

37. Burns KE, Rizvi L, Tan W, Marshall JC, Pope K. Participation of ICUs in critical
care pandemic research: a province wide, cross-sectional survey. Crit Care
Med. 2013;41(4):1009–16.

38. Lang T. Ebola: embed research in outbreak response. Nature. 2015;
524(7563):29–31.

Sigfrid et al. BMC Medicine          (2020) 18:190 Page 13 of 15

https://www.nuffieldbioethics.org/assets/pdfs/Research-in-global-health-emergencies-background-paper.pdf
https://www.nuffieldbioethics.org/assets/pdfs/Research-in-global-health-emergencies-background-paper.pdf
https://www.nuffieldbioethics.org/assets/pdfs/Research-in-global-health-emergencies-background-paper.pdf


39. Levine AC. Academics are from Mars, humanitarians are from Venus: finding
common ground to improve research during humanitarian emergencies.
Clin. 2016;13(1):79–82.

40. Mooney T, Smout E, Leigh B, Greenwood B, Enria L, Ishola D, et al. EBOVAC-
Salone: lessons learned from implementing an Ebola vaccine trial in an
Ebola-affected country. Clin. 2018;15(5):436–43.

41. Walley T, Davidson P. Research funding in a pandemic. Lancet. 2010;
375(9720):1063–5.

42. Widdowson MA, Schrag SJ, Carter RJ, Carr W, Legardy-Williams J, Gibson L,
et al. Implementing an Ebola vaccine study - Sierra Leone. MMWR Suppl.
2016;65(3):98–106.

43. Idriss A, Wertheim RC, Kargbo B. Sierra Leone Trial to Introduce a Vaccine
Against Ebola (strive): implementation challenges, successes and lessons
learned. Am J Trop Med Hygiene. 2016;95(5 Supplement 1):593.

44. Molyneux M. New ethical considerations in vaccine trials. Hum Vaccines
Immunother. 2017;13(9):2160–3.

45. Scheifele DW, Marty K, LaJeunesse C, Fan SY, Bjornson G, Langley JM, et al.
Strategies for successful rapid trials of influenza vaccine. Clin. 2011;8(6):699–
704.

46. Lim WS, Brittain C, Duley L, Edwards S, Gordon S, Montgomery A, et al.
Blinded randomised controlled trial of low-dose Adjuvant Steroids in Adults
admitted to hospital with Pandemic influenza (ASAP): a trial ‘in hibernation’,
ready for rapid activation. Health Technol Assess. 2015;19(16):1–viii.

47. Ebola ca Suffit Ring Vaccination Trial C. The ring vaccination trial: a novel
cluster randomised controlled trial design to evaluate vaccine efficacy and
effectiveness during outbreaks, with special reference to Ebola. BMJ. 2015;
351:h3740.

48. Rojek AM, Horby PW. Modernising epidemic science: enabling patient-
centred research during epidemics. BMC Med. 2016;14(1):212.

49. Kho ME, McDonald E, Zytaruk N, Tkaczyk A, Clarke F, Fowler R, et al. Costs of
clinical research preparation for the H1N1 pandemic in Canada: a single
center, multi-site analysis. American Journal of Respiratory and Critical Care
Medicine Conference: American Thoracic Society International Conference,
ATS. 2011;183(1 MeetingAbstracts).

50. Berry SM, Petzold EA, Dull P, Thielman NM, Cunningham CK, Corey GR, et al. A
response adaptive randomization platform trial for efficient evaluation of Ebola
virus treatments: a model for pandemic response. Clin. 2016;13(1):22–30.

51. Calain P, Fiore N, Poncin M, Hurst SA. Research ethics and international
epidemic response: the case of Ebola and Marburg hemorrhagic fevers.
Public Health Ethics. 2009;2(1):7–29.

52. Chretien JP, Rivers CM, Johansson MA. Make data sharing routine to prepare
for public health emergencies. PLoS Med. 2016;13(8):e1002109.

53. Pollard AJ, Reiner A, John T, Sheasby E, Snape M, Faust S, et al. Future of flu
vaccines. expediting clinical trials in a pandemic. BMJ. 2009;339:b4652.

54. Heymann DL, Rodier GR, Ryan MJ. Ebola vaccines: keep the clinical trial
protocols on the shelf and ready to roll out. Lancet. 2015;385(9980):1913–5.

55. Fowler RA, Webb SA, Rowan KM, Sprung CL, Thompson BT, Randolph AG,
et al. Early observational research and registries during the 2009-2010
influenza A pandemic. Crit Care Med. 2010;38(4 Suppl):e120–32.

56. Lie RK, Wendler D. The Guinea Phase III Ebola Vaccine Trial: lessons for
research ethics review in public health emergencies. IRB 2017;39(2).

57. Dunning J, Kennedy SB, Antierens A, Whitehead J, Ciglenecki I, Carson G,
et al. Experimental treatment of Ebola virus disease with brincidofovir. PLoS
One. 2016;11(9).

58. Crowcroft NS, Rosella LC, Pakes BN. The ethics of sharing preliminary
research findings during public health emergencies: a case study from the
2009 influenza pandemic. Euro Surveill. 2014;19(24):19.

59. Kombe F, Folayan MO, Ambe J, Igonoh A, Abayomi A. Taking the bull by
the horns: ethical considerations in the design and implementation of an
Ebola virus therapy trial. Soc Sci Med. 2016;148:163–70.

60. Richardson T, Johnston AM, Draper H. A systematic review of Ebola
treatment trials to assess the extent to which they adhere to ethical
guidelines. PLoS One. 2017;12(1).

61. Lipsitch M, Eyal N. Improving vaccine trials in infectious disease
emergencies. Science. 2017;357(6347):153–6.

62. Kurz X, Bauchau V, Mahy P, Glismann S, van der Aa LM, Simondon F, et al.
The ADVANCE Code of Conduct for collaborative vaccine studies. Vaccine.
2017;35(15):1844–55.

63. Whitham D, Brittain C, Duley L, Lim WS. Randomised trials during a public
health crisis, such as pandemic flu: a case study for a model of ‘off the shelf’
ready-to-go trials. Trials. 2013;1:170DUMMY.

64. Cavaleri M, Thomson A, Salmonson T, Hemmings RJ. A viewpoint on
European Medicines Agency experience with investigational medicinal
products for Ebola. Clin. 2016;13(1):101–4.

65. De Crop M, Delamou A, Griensven JV, Ravinetto R. Multiple ethical review in
North-South collaborative research: the experience of the Ebola-Tx trial in
Guinea. Indian J Med Ethics. 2016;1(2):76–82.

66. Rid A, Miller FG. Ethical rationale for the Ebola “ring vaccination” trial design.
Am J Public Health. 2016;106(3):432–5.

67. Ravinetto R, De Crop M, Delamou A, Van Griensven J. Multiple ethical
review in North-South collaborative research in an emergency context: the
experience of the Ebola-Tx trial. Trop Med Int Health. 2015;1:431–2.

68. Johansson MA, Reich NG, Meyers LA, Lipsitch M. Preprints: an underutilized
mechanism to accelerate outbreak science. PLoS Med. 2018;15(4):e1002549.

69. Carazo Perez S, Folkesson E, Anglaret X, Beavogui AH, Berbain E, Camara
AM, et al. Challenges in preparing and implementing a clinical trial at field
level in an Ebola emergency: a case study in Guinea, West Africa. PLoS Negl
Trop Dis. 2017;11(6):e0005545.

70. Gobat N, Gal M, Butler CC, Francis NA, Anthierens S, Bastiaens H, et al.
Public attitudes towards research participation during an infectious disease
pandemic: a qualitative study across four European countries. Lancet. 2016;
388(SPEC.ISS 1):52.

71. Smout EM, Enria L, Mooney T, Lees S, Watson-Jones D, Greenwood B, et al.
Implementing a novel community engagement system during a clinical
trial of a candidate Ebola vaccine within an outbreak setting. Int J Infect Dis.
2016;1:191.

72. Enria L, Lees S, Smout E, Mooney T, Tengbeh AF, Leigh B, et al. Power,
fairness and trust: understanding and engaging with vaccine trial
participants and communities in the setting up the EBOVAC-Salone vaccine
trial in Sierra Leone. BMC Public Health. 2016;16(1):1140.

73. Shaw D, Elger BS. Publication ethics in public health emergencies. J Public
Health (Oxf). 2017;39(3):640–3.

74. Gobat NH, Gal M, Butler CC, Webb SAR, Francis NA, Stanton H, et al. Talking
to the people that really matter about their participation in pandemic
clinical research: a qualitative study in four European countries. Health
Expect. 2018;21(1):387–95.

75. Bellan SE, Pulliam JR, Pearson CA, Champredon D, Fox SJ, Skrip L, et al.
Statistical power and validity of Ebola vaccine trials in Sierra Leone: a
simulation study of trial design and analysis. Lancet Infect Dis. 2015;15(6):
703–10.

76. Vandebosch A, Mogg R, Goeyvaerts N, Truyers C, Greenwood B,
Watson-Jones D, et al. Simulation-guided phase 3 trial design to
evaluate vaccine effectiveness to prevent Ebola virus disease infection:
statistical considerations, design rationale, and challenges. Clin. 2016;
13(1):57–65.

77. Lanini S, Zumla A, Ioannidis JPA, Di Caro A, Krishna S, Gostin L, et al. Are
adaptive randomised trials or non-randomised studies the best way to
address the Ebola outbreak in West Africa? Lancet Infect Dis. 2015;15(6):
738–45.

78. Schopper D, Ravinetto R, Schwartz L, Kamaara E, Sunita S, Segelid MJ, et al.
Research ethics governance in times of Ebola. Public Health Ethics. 2017;
10(1):49–61.

79. Kummervold PE, Schulz WS, Smout E, Fernandez-Luque L, Larson HJ.
Controversial Ebola vaccine trials in Ghana: a thematic analysis of critiques
and rebuttals in digital news. BMC Public Health. 2017;17(642).

80. Tengbeh AF, Enria L, Smout E, Mooney T, Callaghan M, Ishola D, et al. “We
are the heroes because we are ready to die for this country”: participants’
decision-making and grounded ethics in an Ebola vaccine clinical trial. Soc
Sci Med. 2018;203:35–42.

81. Nuffield Council on Bioethics. Conducting research in the context of global
health emergencies: what are the ethical challenges? Nuffield Council on
Bioethics. 2016. Available at: https://www.nuffieldbioethics.org/wp-content/
uploads/Research-in-GHEs-note-for-web.pdf (Workshop).

82. Kieny MP, Salama P. WHO R&D Blueprint: a global coordination mechanism
for R&D preparedness. Lancet. 2017;389(10088):2469–70.

83. Gobat N, Amuasi J, Yazdanpanah Y, Sigfrid L, Davies H, Byrne J, et al.
Advancing preparedness for clinical research during infectious disease
epidemics. ERJ Open Res. 2019;5.

84. Feldmann H, Feldmann F, Marzi A. Ebola: lessons on vaccine development.
Annu Rev Microbiol. 2018;72(1):423–46.

85. Abdullah I, Rashid IOD, African Leadership C. Understanding West Africa’s
Ebola epidemic: towards a political economy 2017.

Sigfrid et al. BMC Medicine          (2020) 18:190 Page 14 of 15

https://www.nuffieldbioethics.org/wp-content/uploads/Research-in-GHEs-note-for-web.pdf
https://www.nuffieldbioethics.org/wp-content/uploads/Research-in-GHEs-note-for-web.pdf


86. Simpson CR, Beever D, Challen K, De Angelis D, Fragaszy E, Goodacre S,
et al. The UK’s pandemic influenza research portfolio: a model for future
research on emerging infections. Lancet Infect Dis. 2019;19(8):E295-300.

87. The World Health Organisation. A research and development blueprint for
action to prevent epidemics: WHO; 2018. Available from: https://www.who.
int/blueprint/en/. [cited 2019 Oct.].

88. Horby P. Improving preparedness for the next flu pandemic. Nat Microbiol.
2018;3(8):848–50.

89. PREPARE. Platform for European Preparedness Against (Re-)emerging
Epidemics: PREPARE; 2019. Available from: https://www.prepare-europe.eu/.
[cited 2019 Nov.].

90. ALLERT. The African Coalition for Epidemic Research, Response and Training:
ALLERT; 2019. Available from: https://www.alerrt.global/. [cited 2019 Nov.].

91. Pandora-ID-Net. The Pan-African Network For Rapid Research, Response,
Relief and Preparedness for Infectious Disease Epidemics: Pandora-ID-Net;
Available from: https://www.pandora-id.net/. [cited 2019 Dec.].

92. WHO. Preliminary results on the efficacy of rVSV-ZEBOV-GP Ebola vaccine
using the ring vaccination strategy in the control of an Ebola outbreak in
the Democratic Republic of the Congo: an example of integration of
research into epidemic response. The World Health Organisation; 2019.
Available from: https://www.who.int/csr/resources/publications/ebola/ebola-
ring-vaccination-results-12-april-2019.pdf. [cited 2019 Dec.].

93. Mulangu S, Dodd LE, Davey RT, Tshiani Mbaya O, Proschan M, Mukadi D,
et al. A randomized, controlled trial of Ebola virus disease therapeutics. N
Engl J Med. 2019;381(24):2293–303.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Sigfrid et al. BMC Medicine          (2020) 18:190 Page 15 of 15

https://www.who.int/blueprint/en/
https://www.who.int/blueprint/en/
https://www.prepare-europe.eu/
https://www.alerrt.global/
https://www.pandora-id.net/
https://www.who.int/csr/resources/publications/ebola/ebola-ring-vaccination-results-12-april-2019.pdf
https://www.who.int/csr/resources/publications/ebola/ebola-ring-vaccination-results-12-april-2019.pdf

	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Inclusion criteria
	Search and retrieval of studies
	Data synthesis

	Results
	Characteristics of included studies
	Challenges and solutions
	Political and economic solutions identified (Table 4)
	Strengthen collaboration and coordination
	Establish dedicated funding sources and accelerated funding systems
	Invest in health systems and infrastructure in epidemic-prone regions

	Administrative, regulatory and logistic solutions identified (Table 4)
	Develop research capacity
	Frameworks and standards
	Pre-approval and expedited, emergency protocols and frameworks
	Dissemination

	Ethical and social solutions identified (Table 4)
	Community engagement


	Discussion
	Conclusion
	Supplementary information
	Abbreviations
	Acknowledgements
	Authors’ contributions
	Funding
	Availability of data and materials
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Author details
	References
	Publisher’s Note

