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Abstract: In this paper we report findings from
a commissioned report to the COVID-19 Clinical
Research Coalition on approaches to streamline
multinational REC review/approval during pub-
lic health emergencies. As currently envisioned
in the literature, a system of REC mutual recog-
nition is theoretically possible based on shared
procedural REC standards, but raises numerous
concerns about perceived inequities and mistrust.

I. Introduction

Amidst the death and destruction of the ongoing
COVID-19 pandemic, the transformative power
of timely data sharing and scientific collaboration
remains evident. During public health emergencies,
researchers face extreme time and resource pressures
to identify, contain and prevent transmissible diseases.
Quality and effective research ethics committee (REC)
review and approval of public health protocols involv-
ing humans likewise presents acute challenges dur-
ing a pandemic. RECs — also known as institutional
review boards or research ethics boards — must bal-
ance known benefits and risks to participation despite
high scientific uncertainty. They also ensure research
meets standards of scientific rigor, maximizes social
value, and complies with applicable local, regional and
international guidelines and laws.

Researchers who recruit participants and share
data across multiple institutions and international
borders must often obtain REC approval at every col-
laborating site, with few exceptions.! However this
site-by-site approach to REC review and approval
can exacerbate procedural inefliciencies during public
health emergencies, without evidence that it measur-
ably improves participant protections.?> Previous pub-
lic health emergencies? and natural disasters* often
compelled changes to streamline ethics review proce-
dures,® including mandatory site-specific review® and
prompted development of special standards in advance
of such emergencies.”
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History and experience provided key lessons for
RECs in the early months of the COVID-19 pan-
demic in this regard.® Actions to accelerate research,
streamline information-sharing, and improve gover-
nance capacities, for example, were widely supported
in response to the Ebola and HIN1 outbreaks. Such
streamlinining also drew criticism for the lack of uni-
formity and coordination among RECs operating in
affected areas.? A series of consultative workshops
after these outbreaks revealed that stakeholders rec-
ommended RECs should develop special standard
operating procedures to improve coordination among

The ongoing COVID-19 pandemic has renewed a
growing interest among researchers to address pro-
cedural bottlenecks by considering alternative sys-
tems of REC review for collaborative, multisite eth-
ics review. Originally proposed to facilitate multisite
research in genetics/genomics,' ethics review mutual
recognition refers to a system wherein the decisions
of a competent REC are recognized by another REC
based on adherence to shared procedural standards.
As currently envisioned in the literature, ethics review
mutual recognition purports to save both time and
resources. However such efficiency gains have yet to

In this paper, we considered the possible opportunities and challenges of
a hypothetical system of ethics review mutual recognition to accelerate
multinational REC review/approval during public health emergencies.

We report findings from a critical appraisal of the literature on single REC
review models, and summarize discussions with members of the Ethics

Working Group of the COVID-19 Clinical Research Coalition (herein the
“Coalition”). The Coalition was founded in April 2020 by the Drugs for

Neglected Diseases initiative, the Infectious Diseases Data Observatory,

and the Mahidol Oxford Tropical Medicine Research Unit. It’s mission is to
“advocate and collaborate for the advancement of COVID-19 research that
is driven by the needs of people in low-resource settings, and to strive for
equitable access to solutions in the global response to the pandemic.”

Since its founding, the Coalition has grown to more than 900 institutions

and individuals from 98 countries.

local, regional, and national bodies to respond effi-
ciently to evolving public health evidence and guide
pandemic response.’©

Schopper and colleagues lamented that the tan-
gible benefits of joint pre-review of Ebola clinical tri-
als, “or at least of proactive communication among
[ethics committees] reviewing the same Ebola trial
protocol(s), may have been a missed opportunity to
streamline the different reviews into a comprehensive
review (potentially, an advantage for the researchers)
and to foster dialogue and mutual learning among the
different ECs/IRBs (potentially, an advantage for the
ECs/IRBs).” The authors further note that blinding
reviews from different committees involved in review-
ing the same study “prevented exchange of views,
shared approaches, to new dilemmas, and agreement
on common review policies.”?

fully account for concerns about perceived inquity
and mistrust among RECs in low- and middle-income
countries, nor in the specific context of public health
emergencies.

In this paper, we considered the possible opportuni-
ties and challenges of a hypothetical system of ethics
review mutual recognition to accelerate multinational
REC review/approval during public health emergen-
cies. We report findings from a critical appraisal of the
literature on single REC review models, and summa-
rize discussions with members of the Ethics Working
Group of the COVID-19 Clinical Research Coalition
(herein the “Coalition”). The Coalition was founded
in April 2020 by the Drugs for Neglected Diseases
initiative, the Infectious Diseases Data Observatory,
and the Mahidol Oxford Tropical Medicine Research
Unit. It’s mission is to “advocate and collaborate for
the advancement of COVID-19 research that is driven
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by the needs of people in low-resource settings, and
to strive for equitable access to solutions in the global
response to the pandemic.”™ Since its founding, the
Coalition has grown to more than 900 institutions
and individuals from 98 countries. During publica-
tion, the COVID-19 Clinical Research Coalition was
renamed the Coalition for Equitable Research in Low
Resource Settings (CERCLE).

Both the literature review as well as consultations
were conducted as part of a commissioned report to
guide Coalition policy for REC review during public
health emergencies moving forward. In the following
sections, we first provide an overview of the opportu-
nities of ethics review mutual recognition before con-
sidering the challenges (Part III) and making practi-
cal recommendations in Part IV. Our findings suggest,
without being conclusive, that ethics review mutual
recognition seems premature at present given the
wide variation in how RECs are governed, structured,
and coordinated. Discussions with Coalition members
from low- and middle income countries (LMIC) fur-
thermore highlighted that a proposed supranational
system for accelerated REC/review approval accentu-
ates mistrust — particularly when research sponsors
reside in high income countries and research partici-
pants in LMICs — and substantiating the fact that
enhancing trust was a necessary precondition to any
such system.

We summarize lessons learnt from the ongoing
COVID-19 pandemic to synthesize possible oppor-
tunities, persistent tensions, and implementation
factors that may support streamlined REC review/
approval procedures during the next public health
emergency.

I1. Ethics Review Mutual Recognition: A
Conceptual Primer

Ethics review mutual recognition refers to a coopera-
tive system of research ethics review and approval. In a
system of ethics review based on mutual recognition, a
competent REC recognizes the review decisions made
by another REC on a protocol application involv-
ing more than one institution. The reviewing REC,
herein referred to as the “REC of record,” conducts
a one-time, full board review of the multisite study
application on behalf of all institutions named in the
protocol with input from RECs at local sites where the
research will take place and based on shared review
standards. The local REC then reviews the decision;
it may choose to accept the terms of the approval and
serve as a participating site or can reject it, precluding
participant recruitment.

260

Ethics review mutual recognition borrows from the
legal theory of equivalence, where two regimes are
equivalent when the outcomes of a shared regulatory
process are the same.”” Equivalence has been applied
as an international legal instrument to facilitate finan-
cial securities regulation, and to enable cross-border
transfers of personal data, to name two contemporary
applications.! The goals of ethics review mutual rec-
ognition are to enhance the quality, timeliness and
effectiveness of REC review and support consistency
in review decisions for studies that recruit across mul-
tiple institutions and/or international borders with-
out supplanting local review of community norms and
values relevant to the study under review.

We suggest that two preconditions are needed to
accomplish the goals of ethics review mutual recogni-
tion, albeit are difficult to meet simultaneously:

i. procedural equivalence of REC review standards;
and

ii. reciprocity between and among participating
RECs.

Later sections of the paper will elaborate on chal-
lenges to satisfying these conditions and provide a
case study example describing how they were met in
part in one instance. Qualified, competent RECs can
avoid inefficiencies and unnecessary duplication by
standardizing procedures common to all. These pro-
cedures could include, for example, assessments of
study design and scientific validity, compliance with
data protection, confidentiality and security, verify-
ing appropriate subject selection, evaluating realistic
risks and potential benefits of participation, reviewing
informed consent and relevant documents for com-
prehensiveness and comprehension. The WHO Stan-
dards and Operational Guidance for Ethics Review of
Health-Related Research with Human Participants
provides one common set of standards that counld
satisfy the procedural equivalence for condition 1.7
While true the WHO Standards and Operational
Procedures lacks legally binding force, they offer the
nearest proxy for global consensus regarding how to
procedurally apply bioethics principles to the respon-
sible conduct of research involving humans. RECs
that adopt the WHO Standards and Operational Pro-
cedures could theoretically have greater confidence in
the decisions of other RECs insofar as they also adhere
to these same standards. Moreover, the Global Alli-
ance for Genomics and Health Ethics Review Recog-
nition Policy' proposes both essential and common
elements of REC review specific to research involv-
ing human health data. The purpose of the Policy is
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to “provide a common effective baseline of the eth-
ics review process for multi-jurisdictional research™?
that, when adopted, could inspire greater confidence
in the compatibility of two REC’s decisions.

Systems based on mutual recognition then leverage
shared procedural standards to establish reciprocal
agreements between and among RECs. Establishing
reciprocity following a determination of procedural
equivalence together comprises the two-pronged
approach that a system of ethics review mutual rec-
ognition applies to reduce administrative burden and
delays for otherwise ethically compliant research. It
is important to emphasize that the locus of reciproc-
ity in ethics review mutual recognition is procedure,
not substance. Harmonizing the latter would require
that all RECs accept, interpret and apply research eth-
ics principles in the same ways. Requiring this level of
uniformity is highly problematic as it disrespects the
plurality of moral traditions that exist across cultures
and societies and risks being hegemonic.

Importantly, reciprocal agreements pursuant to
condition 2 do not supplant authorization from local
sites, nor do they sidestep community representation
that local RECs bring to their own review processes
(see Section III for a case example). That is, an RECs
may decide at the point of providing local authoriza-
tion that the reviewing REC’s approval is based on an
ethical analysis that is too permissive or too strict to
align with the values and priorities of the local commu-
nity. Instead, systems based on ethics review mutual
recognition place a higher premium on deliberation
of substantive ethical issues that a study presents and
which local RECs are best positioned to address (e.g.
coherence with social, cultural and ethical values of
prospective research participants, research feasibility,
recruitment approach).

II1. Challenges and Opportunities for Ethics
Review Mutual Recognition in LMICs

The first author (VR) led informal discussions with
twelve members from Coalition and their colleagues
from November 2020-January 2021 with the goal
of informing Coalition guidance on multisite ethics
review in pandemic settings. The persons she spoke
with were also members of various RECs from North
and South America, the Caribbean, Europe, Eastern
Europe/Central Asia, and Africa. Discussions were
framed around broad topics and member experiences
related to the quality and timeliness of multisite ethics
review during the COVID-19 pandemic in their home
countries, including;:

 Existing organizational infrastructures for sin-
gle- and multisite REC review, applicable laws/
regulations and REC operations:

» Processes and procedures for reviewing multi-
site research proposals and specific REC stan-
dard operating procedures for public health
emergencies:

e Modifications, if any, to REC procedures during
the COVID-19 pandemic: and

 Perceived challenges and opportunities of pursu-
ing a global system of ethics review mutual rec-
ognition and its impact on perceived quality and
effectiveness of REC review.

The Stanford University Institutional Review Board
deemed the activities to be exempt from review.

Findings from these discussions suggest that eth-
ics review mutual recognition affects at least three
important stakeholder relationships between the
reviewing REC of record and local REC committees,
researchers, and participants. Key mediating factors
influencing whether, and how to pursue a multilateral
system of mutual recognition in ethics review differed
extensively by country and region. Common themes
emerged in discussions about practical challenges,
including a) lack of conceptual clarity on the protected
roles of local RECs, b) the heterogeneity of regulatory
environments within which RECs currently operate,
and c) perceived inequities in North-South research
collaborations. We elaborate on these three aspects
below and provide examples where applicable.

Protecting Local REC Review and Decision-Making
Authority
The importance of local context to REC review is
well characterized in the literature.2° Scholarship on
the most effective methods for incorporating local
knowledge into REC review, however, varies widely.2!
Attention to ethical, legal, and social issues relevant
to proposed research studies have been traditionally
served by localizing the review process amidst grow-
ing criticism about whether such localization mea-
surably improves participant protections. Arguments
against centralizing REC review generally falls into
two categories. Ceding full board review to a central-
ized or single REC either wholly or in part can (1)
compromise protections for local participants because
the REC board of record lacks insight into local val-
ues, interests and priorities; and 2) robs local RECs
of institutional autonomy they would otherwise main-
tain in single-site studies.

Sociologist Adam Hedgecoe was among the first
to empirically study the tradeoffs of local versus
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centralized REC decision-making, claiming “local
knowledge plays a vital yet largely overlooked role in
how RECs make decisions.”? Chair of the Médecins
Sans Frontiéres Ethics Review Board, Raffaela Ravi-
netto, and colleagues confirm the protective benefits
of maintaining a system of “double ethical review,”
when RECs in both the sponsoring and host country
conduct independent reviews of a multisite study.?3
Advocates for double ethical review contend it “de
facto strengthens the protection of the study partici-
pants and their communities...Despite their univer-
sal character, ethical principles governing clinical
research need to be translated into rules, procedures
and practices, which may significantly vary among
countries and regions.”2*

Studies involving REC members in Europe and
North America similarly endorse local review of a
multisite study when it includes international part-
ners and where sociocultural differences warrant local
input.?’ According to another study of REC members
in The Netherlands, RECs manage bureaucratic ten-
sions in the review process based on resource avail-
ability and institutional context. These differences
help RECs develop what the authors call “situational
authority” over when, how, and which studies pro-
ceed?® and was a common theme identified in discus-
sions with REC members represented in the COVID-
19 Coalition when deciding the merits of centralizing
multisite review of vaccine-related trials in the early
stages of the pandemic.

Implicit in many of the above arguments rejecting
single REC review are assumptions about how local
RECs obtain, retain, and effectively apply local knowl-
edge to ensure participant interests and values are
duly served in the research. For instance, it presumes
that the professional elites that dominate ethics com-
mittee deliberations adequately understand and rep-
resent the concerns of lay members of the population
that they serve.

Proponents of single REC review challenge the
assumption that full board review at each participat-
ing site is the most effective way for local values to
be represented in the review process. For instance,
Klitzman and colleagues?” argue that conditions in the
local context could be adequately captured in reviews
conducted by a single REC of record. They identify
four locally specific insights that any centralized body
would need to have in order to conduct a quality and
effective review:

e Cultural and linguistic characteristics of pro-

spective participants;
* Geographic and socioeconomic issues;
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» Knowledge about specific researchers; and
* Institutional differences across participating
study sites.

Furthermore, Emanuel and colleagues claim that
there is insufficient evidence to “substantiate the value
of [...]local knowledge or whether it can only be — or
is best — gained through institution-based review.”s
Put another way, one critical question is whether cur-
rent models for incorporating local knowledge into
reviews — namely by requiring site-specific review
— successfully achieves the goal of community rep-
resentation, and whether this purported benefit is at
the expense of time-sensitive research during public
health emergencies. Workflow improvements, such as
standardized application and review forms,2° online
submission and review portals, as well as software
have been identified as recurring needs to stream-
line RECs process applications,?° monitor progress
and more directly incorporate input from community
members on the REC at each stage in the review pro-
cess from submission to continuing review.

Other scholars advocate for a new conceptual
framework for multisite ethics review. For example,
Townend and Dove propose RECs take a “sounding
board” approach when serving as the board of record
for international, multisite studies.?' The sounding
board model places the onus on researchers to ensure
local interests have been adequately considered and
plans for protecting local participants are sociocultur-
ally appropriate. This model “obviates the need for a
harmonised substantive ethics, which we believe is an
intractable challenge” and instead emphasizes harmo-
nization of those procedural elements common to all
RECs.

Yet key to successful adoption and implementation
of mutual recognition is, as we argue, empowering
RECs to be responsive to local values while optimizing
procedural efficiency in the review process. Discus-
sants consulted for this report emphasized the point
that local RECs should be directly involved in review-
ing all multisite studies and expressed grave con-
cern that a proposed system of ethics review mutual
recognition would eliminate local input from deci-
sion-making. When asked how RECs modified pre-
pandemic procedures to meet the new demand for
multisite studies during the pandemic, each discus-
sant acknowledged that the volume of new COVID-
related protocols stressed local REC resources and
reported that centralizing some component of the
review with local authorization occurred. Discus-
sants were also unclear how local input would be inte-
grated into the final authorization of a multisite or
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multinational study, what authority local RECs would
maintain if any, and the extent to which ethics review
mutual recognition would affect community represen-
tation, more broadly. These are important concerns
that will need to be addressed in the development or
design of any system that proposes to centralise some
of the REC review functions.

REC Organization

Ethical principles guiding responsible conduct of
research involving humans emerged primarily in
response to a troubled history of exploitation and
abuse. While some of the earliest RECs operated in
hospitals and research institutions in the 1960s, it was
not until the early 1970s that the proposal for institu-
tionalized RECs was written into the second revision
of the Declaration of Helsinki and made a regulatory
requirement for human subjects research in the UK,
US, and Canada. The proposed constitution, struc-
ture, and oversight operations of institutional RECs
remain largely unchanged. While membership may be
broad, core REC members have professional expertise
in fields such as ethics, medicine, law, and science, and
many committees consult external experts to guide
their review of studies with novel study designs, for
example, or perhaps to gather informed input on how
the study procedures align with the values of a pro-

Figure |

spective participation population. Importantly, com-
munity representatives help to represent the values
and interests of the local population and their mem-
bership on the REC is mandatory in many countries.
Social, economic and political stability are, as some
authors argue,? key enabling factors for sustaining a
robust REC system that greatly impacts the regulatory
and institutional environments within which RECs
operate. Figure 1 demonstrates various modalities for
how RECs are embedded within these environments.
RECs can be governed by national or regional authori-
ties or by international organizations such as Méde-
cins Sans Frontieres and World Health Organization
Headquarters and operate under rules outlined in
ministerial mandates (e.g. health, research, education
or equivalent). Some countries have a single national
REC that serves as the official reviewing authority for
all research involving humans performed in a coun-
try;32 others have many RECs. In some countries, the
national REC only reviews certain types of research.
Some RECs operate independently from institu-
tions, but apply rules set forth by a country’s national
health system. Finally, regional RECs may comply
with national guidelines for human research protec-
tions but receive funding from or be mandated by a
regional authority. Only in recent years have some

Four models of single or centralized ethics review for multisite studies adopted by RECs during the
pandemic and represented in the Ethics Working Group of the Global COVID-19 Research Coalition.
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national agencies introduced centralized or single
ethics review for studies in which recruitment spans
multiple institutions, including rapid response com-
mittees deployed during public health emergencies.?*

Centralized committees may rely on institutional
RECs to assess locally contingent elements of a pro-
tocol. These assessments can be both pragmatic and
normative. Local REC review may be best positioned
to evaluate the availability of human and material
resources necessary to carry out study interventions
and determine whether participant recruitment is
appropriate and feasible. The arrangements by which
scientific collaborations have traditionally been set up
between researchers in the Global North and South can
further distance researchers from the individuals and
communities involved in the research. This distance is
literal in that powerful information technologies allow
researchers physically located in different geographies
to collect, analyze, and share research data more than
ever before. This distance is also metaphoric in that
researchers may be culturally ignorant of the val-
ues and priorities of communities they recruit to the
study, potentially affecting how effectively the REC
of record can protect the interests of local communi-
ties. The concept of cultural distance is relevant to the
success of ethics review mutual recognition insofar as
members of the RECs of record need to demonstrate
knowledge of, and sensitivity to the norms, values and
priorities of communities within which local RECs are
embedded and serve.

Many discussants articulated that the diversity
in regulatory environments is a primary reason why
establishing reciprocity among RECs — the sec-
ond of two preconditions needed to support ethics
review mutual recognition — is likely unrealistic and
incompatible with applicable rules and laws in their
home countries. For example, establishing reciproc-
ity requires amendments to existing rules/laws for
researchers and healthcare professionals because
RECs are co-regulated with healthcare delivery in
some countries, such as Brazil. In Nigeria and Ghana,
discussants identified similar challenges in that adopt-
ing ethics review mutual recognition would require
one system of governance for two otherwise distinct
professional sectors within the Ministry of Health. All
of these challenges suggest that the introduction of a
system of ethics review mutual recognition is neither
straightforward nor easily implemented.

Our discussions suggest that ethics review mutual
recognition should be better integrated within exist-
ing legal and regulatory systems governing research
involving humans regardless of their location if RECs
are to feasibly implement it. However, such integra-
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tion remains both a regulatory and logistical barrier
to establishing reciprocity. A superior challenge arises
with the introduction of a system of ethics review
mutual recognition that spans the international arena.
In the next section of the paper, we will speak specifi-
cally to one dimension of international collaboration
that our discussants identified as a major obstacle to
regulating ethics review internationally, namely trust
between people from different nations.

North-South Equity Relations and Manifestations in
REC Review
The viability of ethics review mutual recognition is
hindered by a trust problem among RECs working
in LMICs when reviewing applications for sponsored
research from well-resourced institutions in high
income countries (HICs).35 Scholars corroborate this
lack of trust and emphasize the essential role that local
REC review plays in representing not only communi-
ties but also national values, interests and priorities.36
Enhancing opportunities for trust-building among
RECs is a prerequisite to any functioning REC system
based on mutual recognition.?” There are also often
other tensions between government, researchers, and
communities that inevitably affect the durability of
such economies of trust.?® Finally, while measures of
REC review quality should include normative goals
such as equity and inclusion, and performance goals
like effectiveness and efficiency, recent analyses sug-
gest that they rarely do.39

Most published articles available on centralized
ethics review are primarily authored by REC actors/
scholars based in high income countries in North
America, Europe, and Australia. Absent a more glob-
ally balanced representation of REC experiences
during the pandemic, the literature offers a skewed
understanding at best about the merits and pitfalls
of ethics review mutual recognition. Many discus-
sants expressed healthy skepticism to this effect. The
anticipated gains in efficiency afforded by centralizing
reviews did not outweigh concerns about equity rela-
tions between RECs of record and local RECs. Rather,
they precipitated fears that ethics review mutual recog-
nition would further limit opportunities for meaning-
ful engagement and community prioritization in REC
decision-making. This issue was particularly salient
when discussing North-South research collaborations.

There was broad concern about the extent to which
international research conducted in LMICs contin-
ues to entrench unequal power relations characteris-
tic of colonialism, corroborating findings from prior
research.*® While willing participants based in LMICs
were enrolled in vaccine trials, reports indicate they
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have not equitably benefited.*! Few commitments by
HICs to support global vaccine distribution has rein-
forced a perception that internationally, financial
interests of wealthy countries take priority over values
such as solidarity and health equity needed to achieve
global herd immunity.#> Scholars from the global
South have also argued that commitments as to vac-
cine research and equitable distribution were moti-
vated not by genuine solidarity but rather by threats to
the health and welfare of people in wealthy countries.
Rate and trends of vaccine distribution and deaths
are suggestive of gross inequities,** which one retro-
spective modeling study found contributed to at least
1.3 million excess deaths worldwide.** Global vaccine
trackers estimate that 12.8 billion doses of COVID-19
vaccines have been administered globally as of Novem-
ber 2022. Still more than 80 percent of people living
in LMICs have yet to receive even one dose.*s LMICs
now lead the world in COVID-19 deaths per 100,000,
and countries where fewer than 20 vaccine doses have
been administered per 100 are located on the Afri-
can continent.*® Suspicions about the motivations of
researchers and institutions based in wealthier coun-
tries, and experiences of scientific marginalization,
mean that many scholars based in LMICs are deeply
sceptical about efforts that may seem to eradicate the
limited protections that exist in scientific research.
From this perspective, national or local ethics review
provides at least some safeguard against exploita-
tion. A system of multinational ethics review needs
to accommodate such concerns and actively promote
technologies and approaches that are trustworthy and
that promote accountability.

A second challenge confronting collaborative,
multinational ethics review for several discussants
was which ethics should govern transcultural clini-
cal research.*” Their perceptions differed from some
reported in the literature whereby local RECs are
seen to raise administrative (non-ethical) issues more
frequently in ethical deliberations about biomedical
research protocols.*s Indeed, conceptual and theo-
retical frameworks underpinning today’s REC pro-
cedures and operations appeal to principlism and
other predominantly Western paradigms of ethics.
In so doing, indigenous and non-Western values with
respect to responsible conduct of research involving
humans could be discounted without opportunities to
co-construct culturally-competent practices for REC
review.*® Barchi and colleagues highlight the effects of
resulting resource- and power asymmetries between
RECs in the Global North and South.?® The authors
claim that oversight of international research is “fer-
tile terrain for mistrust” when “U.S. IRBs assume that

host-country IRBs are unable to conduct adequate
reviews, and the latter are skeptical that U.S. IRBs
will be sensitive to their national concerns or place the
needs of a local population above the imperatives of
the U.S. research enterprise.” !

Against such concerns, and where researchers or
institutions have little opportunity to avoid exploit-
ative research practices, ethics review can be co-opted
as a source of resistance against the colonizing tenden-
cies of international research.5> We propose, as others
have,3 that theories of reparative justice** could proac-
tively inform approaches to enhancing equity in REC
review by, for example, incorporating specific REC
review related to benefit sharing,5* mandatory compen-
sation for research-related injuries,’® and potentially
adding retrospective REC review of the social impacts
the research had on participant communities.*’

REC Communication Lost in Translation

REC coordination and communication are well-
evidenced problems which are exacerbated in the
context of multisite, collaborative research.”® Many
practical and logistical challenges constrain the fea-
sibility of implementing a system of mutual recog-
nition for multisite, public health research in pan-
demic settings. First, delineating responsibilities
could prove challenging between reviewing RECs
of record and local authorizing RECs. Second, the
absence of a central database listing all operating
RECs globally makes it difficult for researchers to
seek support from local RECs when preparing their
protocol application. Third, RECs based in under-
resourced settings often rely on paper-based filing for
application intake and processing, whereas those in
wealthy countries often employ inaccessible and costly
submission and ethics review portals, which can com-
plicate document sharing across RECs and partici-
pating institutions.

Discussants with direct experience reviewing multi-
site/national studies related to COVID-19 in countries
with and without centralized models of ethics review
described significant issues in coordination and com-
munication between reviewing RECs, local RECs,
and researchers. Because communication was poor
between RECs from the same region and in pre-pan-
demic times, discussants expected such challenges to
scale when RECs from different countries as “research
ethics committee would not wish to regard itself as
being subservient to another, or to give up control
over its current areas of jurisdiction.”® Saxena and
colleagues underscore the negative effects that ter-
ritorial local RECs may have on communication and
coordination. They argue that since RECs do not pro-
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actively communicate with other RECs evaluating the
same protocol, there is a

missed opportunity for a mutual learning
process among ethics committees from differ-
ent contexts. Proactive communication would
offer the opportunity to build collaborative
partnerships among the committees, beyond
partnerships between clinical researchers. Such
committee partnerships could provide a space
where agreement is reached on common ethical
practices and standards...where more efficient
models and schedules for international ethical
reviews are built and the submission schedule is
optimized...and where cases of conflicting opin-
ions in different countries are resolved.5°

Continued efforts to strengthen communication,
reporting and collaborative partnerships among RECs
and their governing authorities across countries (see
for example the work of Fogarty International®) is a
necessary first step to enhancing willingness among
RECs to work together.

II1. Opportunities for Ethics Review Mutual
Recognition in LMICs

Procedural streamlining of particular elements of
REC review that are repetitive (e.g. quality control
of REC applications for consent forms, description of
study objectives, scientific methodology, description
of benefits and risks) and demonstrate a high degree
of consensus (e.g. recognizing special protections for
participants from vulnerable classes) are possible
based on international norms, conventions (e.g.
Declaration of Helsinki) and guidelines (e.g. WHO
Standards, CIOMs). Trust may be fostered between
institutions within and between countries which
share similar concerns about equity and exploita-
tion. Reforming REC procedures to better support
rigorous, and more facile scientific collaboration with
researchers and community partners alike can lead to
broader inclusion of populations currently under-
represented in research and, ideally, broaden the
distribution of anticipated research benefits.

AVAREF Case Example

The AVAREF (African Vaccine Regulatory Forum)
joint review model is one example from which the REC
community can learn how a system of ethics review
mutual recognition could potentially scale for multi-
site clinical trial research. The AVAREF joint review
model remains the only operational, extra-jurisdic-
tional system of ethics review and approval based on
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mutual recognition to our knowledge, and motivates
its inclusion as a case study of interest here. The AVA-
REF model also practically demonstrates how regula-
tors across countries can achieve the two conditions
under which we hypothesize ethics mutual recogni-
tion is most likely to succeed, namely by adopting pro-
cedural standards (condition 1) for REC review, and
establishing reciprocity between participating sites
that recognize the decisions of the joint committee
(condition 2).

AVAREF was established by the WHO in 2006 to
enhance human research protections, REC capacities,
and biomedical research collaboration on the African
continent. It has since issued nine consensus guide-
lines to guide quality and effective review of clinical
trials for vaccine development, specifically. Represen-
tatives to AVAREF from 55 member states reviewed
and approved the guidelines in October 2019, mark-
ing a “shift to standardized clinical trial applications
and assessments, and proof of ongoing harmonization
initiatives on the continent, which will ultimately lead
to shorter timelines for product development.”s2 The
AVARETF guidelines outline processes and procedures
for joint review of multisite/multi-national vaccine tri-
als, including how to plan, organize, and conduct joint
reviews to reduce redundancies and improve efficiency
of multisite clinical trial applications in Africa. Before
a joint review committee convenes, the trial sponsor
agrees to procedural, transparency, and communica-
tion requirements. Notably, a candidate medical prod-
uct such as a vaccine under review must be deemed
to have high public health value to African countries
from the perspectives of participating representatives
serving on the committee. Next, representatives from
participating sites convene a joint committee meeting.
They apply equivalent procedural standards for REC
review of vaccine trials (condition 1) through AVAREF
templates, tools, criteria as well as WHO Guidelines
on Clinical Evaluation of Vaccines: Regulatory Expec-
tations. Subject-matter experts and a neutral proctor
are invited to the meeting in addition to participant
observers. The joint committee issues a final deci-
sion which is recognized by public health authorities
from countries represented on the panel (condition
2). Local RECs retain the authority to accept the joint
committee’s review or to opt out of the study/trial.

The AVAREF model demonstrated success most
recently in July 2020, when it was leveraged to review
trials investigating the safety and efficacy of COVID-19
vaccine candidates. One goal of the AVAREF COVID-
19 Action Plan was to accelerate research and devel-
opment of effective therapeutics and diagnostics, and
it committed to finalizing its joint committee ethics
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review within 10 working days. The first joint review
committee of a multinational COVID-19 vaccine trial
on the continent included reviewers from 14 Afri-
can Member States, 12 of which were able to deliver
a decision in less than 25 days. AVAREF also elabo-
rated on challenges encountered in this multinational
effort, which included reasons for review delays. The
organization reported that “delays in ethics decisions
and in some cases by National Regulatory Authori-
ties (NRAs) were responsible for the unmet timelines.
Another major cause of delay was additional queries
raised by some countries outside the joint review pro-
cess, in some cases ignoring adequate responses to
queries which sponsors had provided during the joint
review.’63

The AVAREF joint committee model demonstrated
practical advantages to site-specific REC review. It
allowed for representatives of participating sites to
collectively review safety and efficacy data for vac-
cine candidates, and to openly discuss relevant ethical
issues participating sites were likely to face in partici-
pant recruitment, retention, and post-trial access to
vaccines. The model also advantaged trial sponsors,
who were able to submit a single protocol for review
that could then be replicated across participating sites,
enhancing rigor and protocol consistency. Represen-
tation from trial sites as part of the joint review pro-
cess is a key feature of the model that helps to ensure
the protocol aligns with local values and resources,
and respects members’ authority to opt out of the trial
if they are maligned.

IV. Practical Recommendations to Support
REC Trust and Capacity Building

Findings from our discussions with Coalition mem-
bers suggest, without being conclusive, that recom-
mendations for how to operationalize ethics review
mutual recognition during public health emergen-
cies are premature. Rather, improving trust among
RECs is a pre-requisite to better functioning ethics
review systems generally, and towards fostering inter-
and intra-national research collaborations that are
equity-enhancing.

Despite skepticism of ethics review mutual recogni-
tion as a foreseeable policy option in the near term,
our discussants identified practical ways to encourage
trust building among RECs globally. Such trust build-
ing activities are incremental steps towards raising
the standards for cooperation and quality REC review
everywhere. These practical recommendations are
provided in Box 1.

Moving forward, the international REC community
should consider creating professional REC networks

Box |

Practical recommendations for supporting
REC trust and capacity building in low- and
middle-income countries before, during and
after public health emergencies.

|. Consult standardized review criteria to support
quality, consistent, timely and effective REC review of
study protocols during public health emergencies.

2. Treat each multisite/multinational review as an
opportunity to empirically evaluate internal processes
and procedures and evolve best practices.

3. Making prior REC decisions for a given protocol
available for review by participating RECs.

4. Maintain an international registry of operating RECs
that is regularly updated and managed.

5. Clearly delineate responsibilities between reviewing
RECs of record and local RECs representing
participating sites.

6. REC members should be encouraged to widely
disseminate and share their experiences, particularly
when review procedures have been adapted during
crisis.

7. Coordinate across national professional REC
organizations, networks and forums to facilitate
knowledge sharing.

and accessible forums®* that encourage sharing of
knowledge and lessons learned. Furthermore, the
international research community - possibly as gal-
vanized through WHO — should make more effort
to maintain an active registry of RECs operating in
different countries worldwide. A registry could also
be created to make decisions available for review by
other RECs as a helpful way to build review capaci-
ties. Finally, more empirical research that evaluates
REC review outcomes and processes (see for exam-
ple%) is needed to inform evidence-based decisions
about effective REC policy. Also needed is invest-
ment in technologies or platforms for collabora-
tive reviews premised explicitly on promoting trust
between partners. Such technologies or platforms
need to be geared specifically to allow institutions
to continue to rely on the REC review process as
reducing institutional risk by integrating ways of
archiving and recording the review process and all
documents associated with it. Specifically, current
suggestions for fostering multi-site ethics review
seem to want to foster relations of trust between
committees, ignoring the fact that it is equally
important that the institutions that host the com-
mittees also agree and trust each other.
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In countries working to attract research investment
through fortifying REC capacities, and in countries
hoping to correct the gross underrepresentation of
diverse populations in biomedical research, the pan-
demic has presented opportunities to take stock of
existing REC infrastructures and consider improve-
ments where feasible. Perspectives shared through
consultative discussions with global REC stakehold-
ers, suggest there is broad agreement that multisite
REC reviews should be conducted by competent
experts, with community representation, with local
interests in mind and in a transparent, independent
manner. However, discussants disagreed on the role of
local RECs. There remains broad heterogeneity of reg-
ulatory environments within which RECs currently
operate, and the perceived inequities in North-South
research collaborations tempered enthusiasm for a
system based on mutual recognition conceptualized in
the literature. Our discussions with REC stakeholders
thus highlight a policy tension where the desires for
a procedurally robust, and nimble ethics review sys-
tem are constantly renegotiated in light of deep sus-
picion of research(ers’) objectives. Future initiatives
to operationalize ethics review mutual recognition
should therefore be cooperative, bottom-up and com-
mit health services and policy research to empirically
test whether it is fit for purpose.

V. Conclusion

The ongoing COVID-19 pandemic has placed into
stark relief the importance of scientific collaboration
and engaging in responsible conduct of research that
results in real benefits to affected populations glob-
ally. The pandemic also served to “stress test” coun-
tries’ abilities to meet the global demand for rapid and
rigorous public health research to guide pandemic
responses without compromising quality and effective
REC review.

The actual costs and benefits of a supranational
system of ethics review mutual recognition are largely
theoretical. In the meantime, we promote a reconcep-
tualized vision of ethics review mutual recognition that
first builds trust, treats local REC input as a necessary
component to quality and effective multisite review,
and balances this need with the exceptional time and
resource constraints during public health crises.
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