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ABSTRACT

In January 2021, Dr Tedros Adhanom Ghebreyesus,
director—general of the WHO, warned that the world was
‘on the brink of a catastrophic moral failure [that] will

be paid with lives and livelihoods in the world’s poorest
countries’. We are now past the brink. Many high-income
countries have vaccinated their populations (which, in
some cases, includes third and even fourth doses) and

are loosening public health and social measures, while
low-income and middle-income countries are struggling to
secure enough supply of vaccines to administer first doses.
While injustices abound in the deployment and allocation of
COVID-19 vaccines, therapies and diagnostics, an area that
has hitherto received inadequate ethical scrutiny concerns
the upstream structures and mechanisms that govern and
facilitate the research and development (R&D) associated
with these novel therapies, vaccines and diagnostics.
Much can be learnt by looking to past experiences with

the rapid deployment of R&D in the context of public

health emergencies. Yet, much of the ‘learning’ from past
epidemics and outbreaks has largely focused on technical
or technological innovations and overlooked the essential
role of important normative developments; namely, the
importance of fostering multiple levels of trust, strong and
fair governance, and broad research collaborations. In this
paper, we argue that normative lessons pertaining to the
conduct of R&D during the 2014-2016 Ebola epidemic in
West Africa provide important insights for how R&D ought
to proceed to combat the current COVID-19 pandemic and
future infectious disease threats.

INTRODUCTION

In January 2021, Dr Tedros Adhanom
Ghebreyesus, director-general of the WHO,
began his address to WHO'’s Executive Board
with the bold statement that the world was
‘on the brink of a catastrophic moral failure
[that] will be paid with lives and livelihoods
in the world’s poorest countries’.! We are now
past the brink. Many high-income countries
(HIGs) have vaccinated their populations
(which, in some cases, includes third and
even fourth doses) and are loosening public
health and social measures, while low-income
and middle-income countries (LMICs)
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= The global response to the COVID-19 pandemic is
characterised by global vaccine inequity. While the
grossly inequitable global allocation of vaccines and
other interventions like therapies and diagnostics
deserves scrutiny, so too do the upstream structures
and mechanisms of R&D leading to the development
of such interventions.

= We can improve the R&D response to COVID-19 and
future infectious disease threats by learning from
past experiences. Yet, much of the ‘learning’ from
past epidemics and outbreaks has largely focused
on technical innovations, overlooking the essential
role of normative innovations, namely, the impor-
tance of fostering multiple levels of trust, building
strong and fair governance, and cultivating broad
research collaborations.

= Cultivating these normative innovations to R&D
from past epidemics and outbreaks, including the
2014-2016 Ebola epidemic in West Africa, is likely
to play a key role in building trust in therapeutics,
vaccines and diagnostics for COVID-19, particularly
if (or when) high-income countries turn their atten-
tion from their domestic needs to supporting R&D
efforts in low-income and middle-income countries.

are struggling to secure enough supply of
vaccines to administer first doses. While injus-
tices abound in the deployment and alloca-
tion of COVID-19 vaccines, therapies and
diagnostics, an area that has hitherto received
comparatively inadequate ethical scrutiny
concerns the upstream structures and mech-
anisms that govern and facilitate the research
and development (R&D) leading to the devel-
opment of such therapies, vaccines and diag-
nostics.

R&D spans many diverse activities. The
focus taken in our paper draws on the strategy
outlined in WHO’s R&D Blueprint for
COVID-19 and the R&D activities addressed
therein, which encompass a diverse but coor-
dinated set of activities aiming to accelerate
R&D for vaccines, therapies and diagnostics,
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undertaken by stakeholders such as scientists, research
institutions, manufacturers, governments and regula-
tory bodies.” > These include traditional R&D activities
like preclinical research, clinical research and manufac-
turing, but also activities like global research platforms,
research priority setting, community engagement, data
sharing, funding, and associated regulatory and ethical
pathways.* In addition, given our focus on the ethics of
R&D, we also consider the broader social and political
contexts within which R&D occurs, which includes the
impacts that R&D activities may have for those contexts.

Many of the pressing R&D challenges faced during the
COVID-19 pandemic are not new. Some were present
during the 2014-2016 Ebola virus disease outbreak in
West Africa.*® Controlling the Ebola epidemic required
novel approaches to R&D—largely with respect to
the speed and degree of communication required—
to rapidly study and produce novel therapeutics and
prophylactics to complement the public health measures
deployed to curb the spread of disease.*” From collabo-
ration between countries to efforts to encourage trust in
local and international leaders, many innovations in the
role of human relationships in R&D were key in curbing
the Ebola epidemic.®’

The R&D response during the West African Ebola
epidemic demonstrated the speed with which therapeu-
tics, vaccines, diagnostics and related R&D architecture
can be developed to address outbreaks. Much can be
learnt from these experiences and others for the world’s
response to COVID-19 and future public health emer-
gencies. Indeed, those evaluating the global response to
the Ebola epidemic have subsequently urged for finan-
cial investments to jumpstart research innovations, facil-
itate manufacturing capacity and enhance information
systems.” However, as these examples illustrate, much
of the ‘lessons learnt’ and associated recommendations
have largely focused on technical or technological innova-
tions informed by the West African Ebola epidemic and
overlooked the essential role of normative (eg, ethical,
relating to a value judgement) developments pertaining
to R&D during public health emergencies,”® namely, the
importance of fostering multiple levels of trust, building
strong and fair governance, and cultivating broad
research collaborations. We argue that these normative
lessons provide important insights for how R&D ought to
proceed to combat the current COVID-19 pandemic and
future infectious disease threats.

Given the relevance of social and political contexts
for the normative evaluation of R&D conducted during
public health emergencies, we begin by briefly addressing
key elements of the social and political context for the
response to the West African Ebola epidemic. We then
highlight the normative relevance of trust, governance
and collaboration in the R&D response to that epidemic.
Finally, we discuss how successes and setbacks in R&D
related to the West African Ebola epidemic should
inform R&D responses to the COVID-19 pandemic and
future infectious disease threats.

SOCIAL AND POLITICAL CONTEXT OF THE WEST AFRICAN
EBOLA VIRUS DISEASE EPIDEMIC

The successes and setbacks in R&D during the Ebola
epidemic must be situated within the social and political
contexts of Liberia, Guinea and Sierra Leone to under-
stand how they relate to the central themes of trust,
governance and collaborative partnerships explored
in this paper. First, as others have noted, many of the
interactions and instances of initial hostility towards
international healthcare workers and foreign aid experi-
enced in some cases were due to a legacy of colonialism
in West Africa.? For instance, in each of the countries
that were primarily affected by the Ebola epidemic, aid
and research (which are often difficult to disentangle)
were largely directed through or governed by national
institutions with direct ties to former colonial powers:
France intervened in Guinea, the UK in Sierra Leone
and American organisations in Liberia.? These colonial
legacies shaped how aid was initially offered and distrib-
uted in West Africa, as well as how research was designed
and implemented.'"’ Underlying historical distrust of
Western involvement led in some cases to local commu-
nities hesitating or refusing to comply with directions,
thereby aiding the spread of the disease.” Initial Ebola
response strategies—including those for designing
and implementing R&D—were not readily accepted by
communities across the three countries and were erro-
neously framed as ‘resistance’ by media in HICs.” While
some Ebola-related initiatives were able to overcome this
entrenched distrust, acknowledging the historical, colo-
nial injustices visited on many LMICs by HICs is an impor-
tant aspect of creating a strategy for R&D in response to
a global public health emergency. This is particularly
critical to keep in mind as much of the Global North
vaccinates their populations while planning to ‘aid’ the
Global South once the pandemic is ‘over’ in their home
countries, and while new and ongoing clinical trials for
novel COVID-19 vaccines and therapies are conducted
in LMIC settings. In the following sections of this paper,
we elaborate on why trust, governance and collaboration
played vital roles in R&D during the West African Ebola
epidemic, and how these normative developments for
the conduct of R&D are crucial to COVID-19 and other
disease threats.

TRUST
As a result of the colonial legacy in West Africa, fostering
and building trust was difficult but paramount to the
success of international involvement in R&D during the
Ebola epidemic. While Guinea, Liberia and Sierra Leone
each responded to the epidemic differently, trust—and a
lack thereof—played a significant role in each case.
Trust was inhibited or otherwise eroded, for example,
by approaches to data collection, storage and use during
the West African Ebola epidemic.'’ The generation and
sharing of data are crucial for R&D, but their use—
and by whom—is complicated and imbued by ethical
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considerations, and so must be carefully navigated for
data generation and sharing to be successful.'”® '* The
Ebola epidemic created an avenue for data exploitation
and hoarding, given the extensive exportation of biolog-
ical samples and data from West Africa to Europe and
North America.* To date, these remain largely inacces-
sible to researchers and governments of Liberia, Guinea
and Sierra Leone.” Responsibility in the collection,
storage, use and sharing of data was a key determinant of
the successes or failures of the Ebola emergency response
and related R&D."* In order to learn from—rather than
repeat—the poor data sharing examples observed during
the Ebola epidemic, policies for sharing high-quality data
that preserve and promote trust must be defended to
enhance the quality and integrity of global COVID-19
R&D.°

For instance, leaders in Sierra Leone expressed confu-
sion over healthcare workers’ need to take a blood sample
from a woman who was dying from Ebola.” The team that
collected the sample was not treating the woman, nor was
the village leader who expressed confusion made aware
of why the blood sample was needed to confirm that the
woman had Ebola.” The already low level of trust was exac-
erbated by the spare-no-expense approach to controlling
the Ebola outbreak, which was in stark contrast to the
hands-off approach the international community gener-
ally employs for other diseases endemic to Africa.” People
living in communities affected by Ebola distrusted the
large number of R&D initiatives implemented to control
the Ebola epidemic, while no such action had been taken
for other diseases, and some wondered if interventions
such as taking blood from Ebola patients was part of a
conspiracy to sell blood to international buyers.” Families
were hesitant to report cases of Ebola in their households
because they distrusted the healthcare system, available
interventions and ongoing R&D projects.”

To foster and build trust, the WHO has proposed global
norms for public health emergencies that should be incor-
porated into R&D strategies for COVID-19 and future
infectious disease threats, namely, timely and transparent
sharing of data and results during public health emer-
gencies as a global norm; timely publications of public
disclosure information of relevance to public health
emergencies; demonstrated responsibility by researchers
for accuracy of shared data; data sharing as a default
practice; and incentivising data sharing and enhancing
data management and analysis expertise.® Each of these
strategies can promote trust, which can facilitate more
successful R&D initiatives, largely because trust promotes
collaboration, an important factor discussed later. Trust
is a reciprocal process; two or more parties must engage
in good faith in order to forge a trustworthy relationship
that can further these aims in the context of R&D. The
strategies outlined by the WHO ought to be considered
and employed by all stakeholders involved in COVID-19
R&D and particularly those working with LMICs. These
stakeholders include (but are not limited to) researchers
in both HICs and LMICs, multilateral organisations,

non-governmental organisations (NGOs) and communi-
ties at large.

GOOD GOVERNANCE
Strong governance of R&D, especially during a public
health emergency, often consists of the formation, coor-
dination, and implementation of policies, guidelines
and arrangements for participation, access to informa-
tion and decision-making for the various R&D stake-
holders operating within a given context."” Two instru-
ments of normative governance were especially impor-
tant during the Ebola epidemic: regulations and rapid
ethics review. This was in addition to the involvement of
relevant international bodies with normative functions,
such as the WHO (though, following the conclusion
of the Ebola epidemic in 2016, the WHO was criticised
for being ill-prepared to effectively lead the response to
an epidemic or pandemic).” A number of panels subse-
quently published reports critical of the WHO’s handling
of the Ebola epidemic, calling for widespread reforms'®;
however, the WHO’s own advisory group on the Organi-
sation’s emergency reform did not endorse some of these
major changes.'® Other international governments were
criticised for their interventions having more to do with
protecting international interests than helping those who
were actually sick at the time.'” This phenomenon has
been referred to as the ‘pharmaceuticalisation’ of global
health governance strategies; in the context of Ebola, this
was critiqued as the interventions being approved at the
time were seen as unlikely to be useful in curbing the
epidemic.'” This highlights how instruments of norma-
tive governance (eg, research oversight and ethics review)
ought to be guided by a principle of subsidiarity, which
is itself predicated on efforts to build local capacity.'
As others have noted, this requires that research teams
actively engage with affected communities while plan-
ning research to determine suitable trial designs that best
reflect normative requirements.11

In the context of the outbreak, the governance
of ethics review involved input and oversight from a
number of different organisations, including the WHO’s
advisory committee on ethics, along with local organi-
sations on the ground in affected countries. Ultimately,
many of the successes and failures in the response to the
West African Ebola epidemic were a result of speed (or
a lack thereof). Initially, trust levels were low in affected
communities, which made it difficult to implement quar-
antine measures.” Once that trust was further developed,
it became easier for local governance measures to be
implemented, such as the introduction of community
leaders, who had more personal rapport with people
living in small towns away from centralised governments.”
A similar situation unfolded on the ethics approval side
of governance. Groups such as the Médecins sans Fron-
ticres (MSF) Ethics Review Board committed themselves
to rapid project reviews even for complicated interven-
tions, illustrating that rapid ethics response is possible
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(though as noted by Schopper and colleagues, future
emergency ethics reviews must be completed faster than
those completed during the Ebola epidemic).'® "

COLLABORATIVE PARTNERSHIPS

Collaboration was a third normatively crucial factor in
both international and more local or regional settings
during the Ebola epidemic. As stated previously, different
HICs were directly engaged with countries with whom
they have a colonial history: France intervened in
Guinea; the UK in Sierra Leone; and American organ-
isations provided initial aid in Liberia.® However, such
interactions between HICs and LMICs were not always
‘true’ collaborations as they tended to prioritise the inter-
ests of HICs rather than those of the affected countries."!
The interactions embodied colonial legacies in which the
balance of power tilted toward HICs and in which indus-
trialised nations dictated the nature of engagement.

Several HICs framed their response in the context of
their domestic agendas and prioritised effort in securing
their national borders ahead of sending healthcare
workers to West Africa with their engagements under-
pinned by selective historical alliances."’ Collaborative
R&D partnerships were therefore being established or
cultivated in a context were HICs were in some instances
working for their own good. For instance, Nohrstedt
and Baekkeskov identified five main political motiva-
tions that shaped HICs” decisions to deploy healthcare
workers in Liberia, Guinea and Sierra Leone, including
threats to a foreign country’s own national security due
to epidemics abroad, interdependence on medical and
other resources, the presence/activity of international
organisations and networks, domestic priority setting,
and the influence of national institutions in intervening
countries."’

This pernicious pattern of HIC-LMIC interaction
is unfortunately familiar, but not every collaboration
of this sort was forged to protect the interests of HICs.
Notable among these was a unique data-related collab-
oration between Sierra Leone and the US Centres for
Disease Control and Prevention (CDC). The Sierra
Leone Ministry of Health — the body that owned the
data collected in the country — partnered with the
CDC primarily to consolidate Ebola data in order to
share the locations of loved ones’ graves with surviving
family members."' *” This counterexample illustrates an
instance where the decision to trust other groups, form
good governance practices, and collaborate effectively
led to a positive experience with data sharing.

LESSONS FOR COVID-19 AND FUTURE PUBLIC HEALTH
EMERGENCIES

Experiences with past outbreaks, like the 2014-2016
Ebola epidemic, have led to significant technical innova-
tions to the way in which we approach R&D for vaccines,
therapeutics, and diagnostics in the context of public
health emergencies. It is critical that we also learn

normative lessons from our experiences with R&D during
past public health emergencies. While scientific advances
contribute valuable lessons to how we can better combat
future public health emergencies, normative lessons
show us how to better manage the human elements that
are intrinsic to emergency management, and which facil-
itate or otherwise pave the way for the success of tech-
nical innovations. These lessons can inform individuals,
groups, organisations and countries about how to best
act in the face of a crisis and how to interact with other
stakeholders. Failure to consider these normative aspects
of R&D can lead to a failure to enact lasting change, both
within the R&D space and in communities affected by
health emergencies. Decision-makers in HICs must heed
the many lessons learnt during the West African Ebola
epidemic as efforts to vaccinate the global population
against COVID-19 succeeds in HICs but flounders in
LMICs. Studying the successes of certain relationships
related to R&D during the Ebola epidemic and the condi-
tions that led to their success is important, particularly
where the inequities surrounding current vaccination
efforts are concerned. Table 1 summarises these compar-
isons.

Considering the challenges faced during the West
African Ebola epidemic response, the global approach
to curbing the COVID-19 pandemic must involve the
development of trust on micro, meso and macro levels.
This would involve actors including, but not be limited
to, local and national politicians, organisations working
in LMICs on COVID-19 R&D, and healthcare workers
whose work may bridge both patient care and R&D proj-
ects. The development of a framework for R&D that
addresses the importance of community engagement
and transparency will play a key role in building trust
in therapeutics, vaccines and diagnostics for COVID-
19, particularly if (or when) HICs turn their attention
to supporting R&D efforts in LMICs. This entails the
involvement of local organisations and leadership by
engaging health-related volunteer groups, such as those
present in Sierra Leone during the Ebola epidemic."
Volunteers in the healthcare sector liaised between
healthcare providers and the general public, helped set
up clinic and testing sites, and dispelled myths the public
held about healthcare providers."**' Local and national
groups have contextual knowledge about their commu-
nities” health that must be acknowledged, respected and
funded. Large international foundations have come
under scrutiny for their decisions regarding donations
and overall involvement in foreign aid during epidemics
such as Ebola.”” During the Ebola epidemic, there was
no clear or robust framework for ensuring accountability
of independent agencies and NGOs such as the Bill and
Melinda Gates Foundation (BMGF) and MSF for Ebola
R&D initiatives.” ** An accountability framework for
R&D during global health emergencies is thus crucial to
ensure all major stakeholders can be held to account and
that more equitable outcomes from R&D are produced.
Upholding a global health system accountability strategy
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Table 1
COVID-19 pandemic

Summary of the ways trust, governance and accountability apply to both the West African Ebola epidemic and the

Trust

Governance

Collaboration

Trust enables the formation of
strong governance measures,
collaborative partnerships and

Importance to R&D

Changes to extant R&D governance
during a health emergency enable
the quicker processing of ethics
‘buy-in’ from local communities. review and aids in accelerating the

Collaboration is required in

order to conduct research that
equitably engages with the affected
communities.

development of R&D initiatives.

Positive effect on R&D during
or following the West African
Ebola epidemic

More timely and open data
sharing was suggested as a
way to build trust between
researchers and communities.

Applicability to COVID-19 R&D Researchers should engage
with local leadership in order
to build trust with affected
communities, especially as
COVID-19 is brought under
control in HICs while the
pandemic continues to rage in
LMICs.

Policies were implemented to
streamline ethics review for
interventions relevant to R&D that
was beneficial to curbing the Ebola
epidemic.

As HICs rein in their domestic
COVID-19 case numbers, it is vital
that international governments
recognise that while the pandemic
may be under control in HICs, the
securitisation of their interests is
insufficient to curb the pandemic.

Collaborative efforts between Sierra
Leone and the USA facilitated the
dissemination of data on deceased
loved ones to surviving family
members.

In order to amend and improve on
the lack of collaboration between
HICs and LMICs early in the
pandemic, researchers must initiate
collaborations that actively engage
individuals who have local expertise
regarding their own communities’
needs.

HIC, high-income country; LMICs, low-income and middle-income countries; R&D, research and development.

is crucial for the success of COVID-19 R&D initia-
tives. The implication for R&D during the COVID-19
pandemic is that large organisations ought to consider
allotting their financial contributions to local-level and
national-level groups already working on the ground in
communities, whether in LMICs or HICs, as opposed
to establishing parallel R&D initiatives that may end up
competing for the limited local health resources. As was
observed during the Ebola epidemic, organisations such
as the BMGF sought to fund the distribution of supplies,
namely, through donations to United Nations agencies,
along with ‘private and public sector partners to accel-
erate the development of therapies, vaccines, and diag-
nostics’.*” Global philanthropic organisations should
avoid allocating resources to large international groups
and NGOs and instead channel them to domestic groups
and institutions that have already built strong bonds with
local communities in LMICs hard hit by the COVID-19
pandemic.

A global pandemic naturally requires a global response.
The WHO’s Access to COVID-19 Tools Accelerator
(ACT-A) initiative has emerged as an international initia-
tive that has significant potential to bring crucial vaccines,
therapeutics and diagnostics to LMICs.”® While there are
reasons to be hopeful that agreements via the ACT-A
give LMICs a seat at global health policy tables, there is
still reason for concern. Inclusion does not necessarily
entail meaningful involvement, and it is possible that
LMICs who have signed on to ACT Accelerator mecha-
nisms, like COVAX, may hold little power as compared
with the HICs in the development and implementation
of policies surrounding the development of COVID-19
vaccines, diagnostics and therapeutics.”” The goal of
COVAX, for instance, is to ensure equitable access to
vaccines globally, so that self-financed and funded coun-
tries can access safe and effective vaccines.?! However, this

egalitarian, collaborative approach to the distribution
of COVID-19 vaccines can be compromised by funding
shortages or offers for additional support of COVAX at
an additional cost for the programme.*® This is perti-
nent as there is precedent in global health collaboration
where LMICs have been largely included without being
equally involved. For instance, global health initiatives
(GHIs) in Africa were introduced to align and harmo-
nise health interventions by governments and develop-
ment partners.g9 Since their introduction, however, GHIs
have largely operated independently of the governments
and bypassed country systems.'* Most importantly, GHIs
often do not align with national strategic plans, and their
specific earmarked funding has been used to impose
restrictions on countries’ health development priorities."*
In the aftermath of the 2014-2016 Ebola epidemic, inter-
national efforts were made to strengthen global outbreak
response systems, leading to the establishment of at least
nine agencies, including Africa CDC and the Coalition
for Emergency Preparedness Innovations 1930 However,
these initiatives were laden with significant disparities in
the level of ownership granted to HICs as compared with
those of LMICs; only three of nine initiatives reviewed
significantly involved LMICs, while the others were
largely sponsored and controlled by HICs.'®

CONCLUSIONS

Key normative lessons of the importance of fostering
multiple levels of trust, building strong and fair govern-
ance, and cultivating broad research collaborations
gleaned from R&D efforts during the West African
Ebola epidemic should inform the R&D response to the
COVID-19 pandemic, with particular emphasis on miti-
gating the growing disparities and inequities between
HICs and LMICs. It is essential to build trust with local
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communities and researchers in affected countries.
Legitimate collaborations between HICs and LMICs
should emphasise justice and equity and should prioritise
the needs of populations in LMICs. Crucially, it should
be clear that local communities in LMICs have expertise
and extant relationships that should be acknowledged,
respected and included in R&D efforts related to the
pandemic. Efforts to operationalise these normative
lessons for R&D ought to be guided by a principle of
subsidiarity, which is predicated on efforts to build local
capacity for research collaboration and governance. The
issues examined in this paper can help build the founda-
tion for more efficient and equitable R&D approaches to
the public health emergencies that will inevitably surface
in the future.

Twitter Maxwell J Smith @maxwellsmith
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