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Abstract 

Background

Use of adaptive clinical trials, particularly adaptive platform trials, has 
grown exponentially in response to the coronavirus disease (COVID-
19) pandemic. Implementation of these trials in low- and middle-
income countries (LMICs) has been fostered through the formation or 
modification of transnational research partnerships, typically between 
research groups from LMICs and high-income countries (HICs). While 
these partnerships are important to promote collaboration and 
overcome the structural and economic disadvantages faced by LMIC 
health researchers, it is critical to focus attention on the multiple 
dimensions of partnership equity.

Methods

Based on informal literature reviews and a meeting with leaders of 
one of the multinational COVID-19 adaptive platform trials, we 
describe some important considerations about research partnership 
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equity in this context.

Results

We organize these considerations into eight thematic categories: 1) 
epistemic structures, 2) funding, 3) ethics oversight, 4) regulatory 
oversight, 5) leadership, 6) post-trial access to interventions, data, and 
specimens, 7) knowledge translation and dissemination, and 8) 
research capacity strengthening and maintenance. Within each 
category we review normative claims that support its relevance to 
research partnership equity followed by discussion of how adaptive 
platform trials highlight new dimensions, considerations, or 
challenges.

Conclusion

In aggregate, these observations provide insight into procedural and 
substantive equity-building measures within transnational global 
health research partnerships more broadly.
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          Amendments from Version 1
Revisions to this manuscript have been made based on the 
suggestions of the three reviewers in addition to some text and 
phrasing revisions to allow for clarity. Major revisions include 
elaborating on the methodology used to generate review results, 
restructuring of the results section and expansion of Table 2, 
addition of a brief discussion section, and the addition of boxed 
text to highlight in-depth examples.

Any further responses from the reviewers can be found at 
the end of the article

REVISED

Introduction
Recent infectious disease epidemics and pandemics have 
brought increased attention to the use of clinical trials that deploy 
adaptive designs. This term encompasses a wide range of trial 
designs that allow for predetermined opportunities to modify 
a protocol based on interim data analyses, and enact statistical 
and operational adjustments while maintaining the validity and 
integrity of the final trial results1,2. Adaptive platform trials 
compare multiple interventions against one another, com-
monly sharing a singular control group and adding or dropping 
intervention arms based on predefined decision points and 
cumulative data evaluation. These types of trial design were 
already familiar to some endemic infectious disease research 
(e.g., the PanACEA tuberculosis trials) and non-communicable 
diseases research, particularly in oncology. However, increased 
attention to adaptive platform trials arose in response to 
recent global infectious epidemics and pandemics. In par-
ticular, the results of several large multinational adaptive  
platform trials (e.g., RECOVERY3–5, SOLIDARITY6, and Ran-
domised, Embedded, Multi-factorial, Adaptive Platform Trial for 
Community-Acquired Pneumonia (REMAP-CAP)7) were critical 
to global discussions and guidance formation for managing  
coronavirus disease (COVID-19)8. During an epidemic or pan-
demic where countless lives are at risk, there have been arguments 
that favor this type of trial design on both operational grounds 
(large-scale clinical trials with conclusive results emerging 
more quickly to dictate clinical practice) and ethical grounds 
(minimizing the number of participants randomized to control 
arms and boosting the anticipated benefit to risk ratio given abil-
ity to add or drop interventions based on efficacy and safety). 
Adaptive platform trials are also viewed by some as being more 
‘synergistic’ with clinical management by providing a panel 
of potential therapeutic options as is done in clinical medi-
cine, minimizing the chances of a participant receiving no  
intervention, and being more adept at responding to constantly 
evolving medical knowledge, clinical care, and public policy 
shifts during outbreak response9.

In response to the COVID-19 pandemic, adaptive platform 
trials were rapidly implemented in the United States and 
Western Europe10,11. As the pandemic progressed, the need for 

low- and middle-income country (LMIC)1 inclusion became 
evident. As a result, several adaptive platform trials fostered 
research partnerships and incorporated LMIC study sites as they 
had for other outbreaks (Table 1), such as the Ebola virus. 
Transnational partnership between two or more international 
collaborators is a common model for externally funded health 
research in LMICs. While partnerships between two or more 
LMICs are important12, many if not most international clini-
cal trial partnerships are between high-income countries 
(HICs) and LMICs13,14. HIC partners2 often contribute financial 
resources and scientific experience, to complement LMIC 
partners’ resources, scientific capabilities and experiences, 
social capital, and understanding of the local health and health 
research landscape. These types of partnerships are priori-
tized as one of the United Nations’ Sustainable Development 
Goals (SDGs)15 and equity between partners is considered 
essential for ethical partnership-based research in LMICs16. We 
define “research partnership equity” as collaborative and inclu-
sive research practices that incorporate fairness of opportunity 
and prioritize mutually beneficial inputs, processes, outputs, 
and impact. Equity is a foundational principle of the conduct 
and outcomes of global health research17 with its justification 
grounded in theories of global justice18,19.

However, these partnerships are not without challenges. In 
many LMICs, it can be particularly difficult to acquire and  
produce scientific knowledge due to historical, structural, eco-
nomic and geopolitical influences that impose disproportionate 
capability limitations. Imbalances and differences in terms of 
partner experience, research interests, institutional support, 
and access to financial and material resources20 – among other 
considerations – risks inequitable and suboptimal outcomes. This 
is compounded by the fact that some of these imbalances can 
be rooted in the historical colonialization of many LMICs, 

1 The term ‘LMIC’ is used throughout this report in reference to countries 
that fall under World Bank criteria for low- and -middle income countries as 
defined by gross national income per capita. This terminology is used widely 
in academic literature but is an imperfect descriptor that fails to capture 
important distinctions and variability between countries that make them 
independent world entities. By using this term, we do not wish to suggest there 
is uniformity of experiences of these countries with international research 
partnerships or during public health emergencies because of their income 
status.

2 We use the non-specific term ‘partners’ to be inclusive of wide variety of 
stakeholders who centrally contribute to transnational research partnerships. 
In our discussion of partnership equity, we interpret ‘partners’ to mean HIC 
or LMIC stakeholders with, or with the potential to achieve, equivalent 
positioning and overlapping responsibilities; for example: investigators, 
research staff, and/or institutions. Providing funding for research activities 
does not, on its own, make a sponsor a partner under this definition; yet 
transnational research sponsors have certain obligations to foster and financially 
support structures and activities that advance partnership equity, in our 
view. While beyond the scope of this paper, an in-depth analysis of specific 
roles and responsibilities of research sponsors towards partnership equity 
would be of value.
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with contemporary structures echoing systematic oppression 
and maintaining barriers to intellectual and scientific leader-
ship among LMIC investigators and research groups21. These 
asymmetries can be directly or indirectly reflected in organi-
zational contracts and memoranda of understanding used in 
research partnerships, influence allocation of research fund-
ing, impact the availability of local scientific mentorship and 
methodological training for core capacity strengthening efforts, 
and perpetuate asymmetry in research partnership outputs.

There is widespread acknowledgement of research partner-
ship inequities22–24 as well as a growing literature of qualitative 
studies contextualizing recurrent themes within research part-
nership equity25–27. Scoping reviews of guidance frameworks 
suggest emerging consensus around the major themes that 
contribute to research partnership equity28,29. There are also 
dedicated efforts – such as the Research Fairness Initiative led 
by the Council on Health Research and Development30 and the 
Equity Tool for valuing Global Health Partnerships developed 
by the Canadian Association for Global Health31 – to evaluate 
equitability of collaborating partners. Yet the operationaliza-
tion of equity recommendations in research partnerships remains 
poorly understood and has largely been restricted to descrip-
tions of program practices32, anecdotal commentaries and 
opinions, condemning ‘parachute’ or ‘parasitic’ research  
practices22,33, or limited to discussions about authorship34–36 
and bibliographic trends37. While these efforts are necessary 
and important, they are not sufficient to claim that the com-
plexities around research partnership inequities are fully under-
stood nor have optimal mechanisms for preventing them 
been identified.

In this report, we describe what can be learned about research 
partnership equity from the experiences of implementing mul-
tinational adaptive clinical trials during the COVID-19 and 
Ebola pandemics with a particular emphasis on adaptive plat-
form trials. We offer a thematic analysis of eight categories 
where asymmetries exist within transnational research partner-
ships: epistemic structures, funding, ethics oversight, regula-
tory oversight, leadership, post-trial access to interventions, data, 
and specimens, knowledge translation and dissemination, and 
research capacity strengthening and maintenance (Table 2). For 
each category, we first discuss general considerations includ-
ing the normative claims that have been offered previously 
in efforts to promote equity in transnational research partner-
ships. Key examples are highlighted in boxed text. This is 
followed by some of the unique ways in which adaptive plat-
form trials contribute their own complexities and potential 
solutions to research partnership equity issues. While these 
issues are important for all types of global health collabo-
rations, they are heightened in the adaptive platform trial 
context because of the coordinated multinational reach, 
dynamic adaptability of research objectives, and substantial 
investment in scientific infrastructure that are associated with 
them. We emphasize how implementing these trials can high-
light opportunities to narrow equity-related asymmetries 
between LMIC and HIC research partners.

Methods
This analysis was produced as a part of commissioned project 
focusing on ethics and adaptive clinical trial designs in  
public health emergencies conducted with support from the 
World Health Organization (WHO) Ethics and Governance 

Table 1. Examples of platform adaptive clinical trials involving low- and middle-income countries (LMICs).

Type of adaptive 
design Description Examples LMIC involvement

Multiarm multistage 
(MAMS)

Compares multiple experimental  
groups against a shared control  

group. Permits early stopping of non- 
promising or highly effective arms  
and/or initiation of new arms using  

prespecified criteria.

RECOVERY (coronavirus  
disease [COVID-19]) Ghana, India, Indonesia, Nepal, Vietnam

SOLIDARITY (COVID-19)
Bangladesh, Bolivia, Egypt, Ethiopia, 

Honduras, India, Indonesia, Iran, Kenya, 
Lebanon, Mali, Mozambique, Niger, Nigeria,  

Pakistan, Philippines, Sierra Leone, Zimbabwe

CROWN-CORONATION 
(COVID-19) Ghana, Zambia

TB-PRACTECAL  
(Tuberculosis) Uzbekistan

TRUNCATE-TB 
(Tuberculosis) Indonesia, Philippines

PALM (Ebola) Democratic Republic of the Congo

Response-adaptive 
randomization (RAR)

Allows for changes to the 
randomization probabilities based 
on interim analysis of ongoing trial  

results.

PREVAIL II (Ebola) Liberia, Sierra Leone, Guinea

REMAP-CAP (COVID-19) Pakistan, India, Nepal
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Unit. The intended audiences of this project are researchers, 
institutions, funders, and sponsors who currently or plan to 
engage in multinational adaptive platform clinical trials. We 
performed a rapid narrative review58 on transnational research 
partnership equity, which was cross referenced with selective 
reviews of literature on adaptive clinical trial designs and 
adaptive platform designs, including those reporting COVID-19 
and Ebola research in order to answer the following question: 
what transnational research partnership equity considerations 
are relevant to adaptive platform clinical trials? This approach 
allowed for broad examination of emerging evidence, 
evaluation for more specific lines of inquiry, clarifica-
tion of concepts, and synthesis of two largely separate but 
theoretically converging lines of published literature.

The PubMed/MEDLINE, Scopus, and Google Scholar data-
bases were reviewed in March and revisited in May of 2022 by 
authors CM and PS using keyword searches for ‘equity’ OR 
‘fairness’ AND ‘international research partnerships’ OR ‘global 
research partnerships’ ‘OR ‘transnational research partnerships’ 
OR ‘North-South partnerships.’ Eligibility criteria included  
postings which: 1.) described or categorized the components of 
international research partnership equity; 2.) were peer-
reviewed and featured primary empirical research, published 
guidelines or policies, program reports, normative/conceptual 
articles, or commentaries/editorials; and 3.) were published 
in English. There were no publication date specifications. The 
selective literature search on adaptive clinical trials focused on 
ethical analyses and operationalization of these trial designs 
and included search terms ‘adaptive clinical trial +/- designs’ 
OR ‘platform trial’ AND ‘ethics’ OR ‘ethical considerations’ 
OR ‘experience’ OR ‘operationalization.’ OR ‘implementation.’ 
Eligibility criteria were the same as listed above. The citations 
were appraised and relevant postings were included in subse-
quent abstract and full-text reviews. Searches were conducted 
by two independent reviewers who met to discuss findings 
and develop and apply thematic categorizations. Any varia-
tion in interpretation or classification of findings was resolved 
by consensus. Because of the limited project timeframe, fur-
ther systematic tracking of the literature was not pursued. One 
of the limitations of this approach is that we cannot exclude any 
potential bias introduced from an informal review as opposed 
to using a more formal approach, perhaps limiting the repli-
cability of our findings. Additionally, the definition and com-
ponents of research partnership equity are evolving over 
time complicating literature identification.

To enhance understanding of the literature and identify some 
unpublished experiences and practices, an informal virtual 
meeting with the leadership teams of the Randomised, Embedded, 
Multi-factorial, Adaptive Platform Trial for Community- 
Acquired Pneumonia (REMAP-CAP) was held via Zoom 
in April 2022. Notes taken from this meeting were integrated 
into the working themes identified from the literature reviews 
(including areas of congruence and conflict), discussed between 
the authors until consensus was reached, and a preliminary 
report was drafted. This report was then discussed during 
a project group meeting in Geneva, Switzerland in July 
2022. Findings were iteratively revised based on feedback 
from this meeting, including areas relevant to the scope of 

this report compared to other aims of the project, and from 
critical review by experts in ethics, global health, and adap-
tive clinical trial methods who provided staged feedback 
on preliminary drafts of this report.

Results
Epistemic structures
Challenges. Production of valid scientific results requires not 
only the resources to generate new knowledge, but also the 
means to access epistemic structures (i.e., how knowledge 
is defined, acquired, and categorized) including systems of 
scientific publication and dissemination of research. Despite 
recent growth in open-access publication59, much of the rel-
evant global health data and scientific literature remains concen-
trated in HIC settings with LMIC researchers often dependent 
on global health organizations, HIC sponsors, or HIC research 
collaborators to access these knowledge bases. There is a risk 
of defaulting to HIC-centric conceptions of what constitutes 
meaningful data and health outcomes without necessarily rec-
ognizing the extent to which culture, language, and context 
can influence meaning60.

In terms of knowledge production within a research partner-
ship, LMIC researchers are sometimes limited to the role of 
‘data collectors,’ responsible for assembling samples and 
engaging in research fieldwork25,61. HIC researchers often have a 
stronger voice in determining who conducts and verifies analy-
ses, and what is included in final products for dissemination. 
This is reflected in an evaluation of international randomized 
clinical trials which found that across 305 clinical trials, 
data flowed exclusively from collection in LMICs to analy-
sis in HICs for 73% of studies62. This dichotomization between  
partner responsibilities not only underutilizes existing skill 
sets, but also limits LMIC researchers’ participation in activities 
that contribute to study design and interpretation of data63 when 
integrating LMIC perspectives can actually provide more validity 
to the work.

Considerations for adaptive platform trials. With respect to 
adaptive platform trials, a systematic review of master proto-
cols found growing uptake of these designs worldwide; how-
ever, their use has been almost exclusively restricted to HICs64. 
It follows that the majority of experience in the methodo-
logical design and conduct of adaptive platform trials to-date 
likely resides within HIC investigators and institutions. If this 
holds and HIC partners have disproportionate methodologi-
cal expertise within a transnational adaptive trial partnership, 
this provides an opportunity for partnerships to orient some 
of their goals towards increasing methodological capacity of 
LMIC researchers.

LMICs were initially not included in the majority of multi- 
national clinical trials established early during the COVID-19 
pandemic. Adaptive platform trials investigating a wide 
range of therapeutics rapidly started across thousands of 
sites in the United Kingdom, European Union and United 
States where the study designs and protocols for these trials 
were developed and implemented. Eventual inclusion of 
international sites, including in LMICs, required a care-
ful balance. On one hand there are the universal objectives of a  
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centralized research regarding the need for data generated at 
newly added sites to be compatible and comparable to the 
rest of the study (i.e., a universal protocol). On the other hand, 
attention to the interests of LMIC researchers and communi-
ties need to be respected and incorporated into the trial design 
and its implementation. That is, there is a need for taking a 
pluralistic approach to the needs of different populations. 
This includes pragmatic assessment of what therapies and 
interventions will realistically become available within a 
particular LMIC, which vary when compared to interven-
tions in HICs. Additionally, while research data may need 
to be aggregated for some of the primary analyses in a 
multinational trial, local data should ideally be available 
for independent analysis by LMIC (as would be true for 
any country) researchers for specific trends or findings that 
may impact local practice. One of the benefits of adaptive 
platform trial designs is that addition or removal of 
study arms according to feasibility or needs of specific 
LMIC settings is possible. The debates about universal ver-
sus plural approaches to global health research are not new65. 
Growing experience with multinational adaptive designs 
is an opportunity to provide further empirical evidence 
about how these approaches influence the design and 
implementation of research.

Box 1. The Randomised, Embedded, Multi-factorial, Adaptive 
Platform Trial for Community-Acquired Pneumonia (REMAP-
CAP)

REMAP-CAP provides a helpful example of operationalizing 
adaptive platform trials in LMIC settings7,57,66,67. The roll out 
of REMAP-CAP in several LMICs in Asia was facilitated by 
partnering with an existing research network, the Collaboration 
for Research, Implementation and Training in Asia (CCA), 
which had overlapping research interests and allowed them 
to operationalize trial arms in India, Nepal, and Pakistan57. 
Development of mutual goals and outcomes was enabled by 
establishing a LMIC-led local governance body to interface 
between REMAP-CAP leadership and local LMIC study sites. This 
helped to support early identification of feasible interventions 
and incorporation of LMIC investigators into the international 
steering committee, both of which allowed for integration 
of LMIC perspectives and input at multiple levels of the 
multinational platform trial.

Funding mechanisms
Challenges. Much of the power asymmetry between HIC 
and LMIC partners is believed to be rooted in access to 
funding68,69 which can perpetuate inequities in the ability to 
apply for funding when available. The research agenda and pri-
orities of a transnational partnership are frequently indirectly 
driven by HIC partner interests or dictated by funders based 
in HICs seeking global collective insight and scientific 
advancement. Typical processes for setting research agen-
das can overlook or underestimate pressing but less universal 
LMIC-specific needs43,70 and inadequately address the com-
plex societal influences that disproportionately contribute to 
poor health outcomes in LMICs such as poverty, food inse-
curity, poor sanitation, and limited healthcare infrastructure. 
Major donors in both the public and private sectors 
are more likely to fund HIC researchers and, while increasingly 
interested in health equity, have been relatively absent from 

conversations about promoting research partnership equity46. 
This results in LMIC researchers reporting the need to com-
promise on interest or relevance in order to access personal 
and research-related financial support25. HIC partners tend 
to be approached first to weigh in on how to structure a 
partnership, including assigning group-level responsibili-
ties, establishing an activity timeline, and allotting research 
resources. As described by Kalinga47 “Those who hold the 
purses dictate the terms.” Because of the close relation-
ship between prominent funding models and setting the 
research agenda, advocating for the interests and needs of 
LMIC communities may seem to be beyond the ability of 
individual HIC and LMIC partners to address.

Box 2. The Ghanaian-Dutch Health Research for 
Development Programme (HRDP)

Challenging this asymmetry between the research agenda 
set by funders and research needs of LMIC communities 
is the HRDP, which ran from 2001–2008 in response to 
concern that the research priorities of LMICs were not being 
supported through traditional funding mechanisms. The Dutch 
government collaborated with Ghanaian researchers and 
showed that supporting demand-derived, LMIC-led research 
resulted in products that were likely to be implemented and 
used to inform health policy in Ghana. Partnerships with 
Netherlands-based researchers did occur in some instances as 
part of this collaboration, but the role of these HIC partners was 
described more as one of allyship and support to LMIC partners 
than direct involvement and leadership56. The HRDP came to an 
end in 2008 after sponsorship support for the program from 
the Dutch government ended.

Considerations for adaptive trials. Funding for adaptive tri-
als is susceptible to the same issues of funding global health 
research more generally. Prior to the COVID-19 and Ebola out-
breaks, traditional global health funding mechanisms were less  
familiar with adaptive platform trials and the budgets awarded 
were not always sufficient to meet the needs of very large 
research networks and associated complex protocol develop-
ment and study implementation requirements71. This limited the 
feasibility of conducting adaptive trials overall, but especially in  
LMICs64. All of this has changed with COVID-19, but the long-
term ramifications of this shift in interest and funding allot-
ment have yet to be fully actualized. Early dedicated funding 
to the initiation of these large trials led to their rapid scale up in 
HICs, partially driven by priorities of the funders to form study  
sites and enroll participants from the funder’s own country9.

Adaptive platform trials are complex trials to design and 
implement. They also require significant upfront investment 
from industry and other clinical trial sponsors. Upfront finan-
cial commitment can protect against the risks that come with 
unpredictable funding, such as compromise in research out-
comes or falling short of projected research capacity strength-
ening efforts. Further, early, large financial commitments 
allow for more time to incorporate domestic and other more 
sustainable mechanisms for long-term funding. However, 
all of this seems to require that LMIC partners are included 
in financial discussions from the beginning of the research 
process and design.
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Ethics oversight
Challenges. While some LMICs have robust mechanisms for 
local ethics and regulatory oversight of research72, oversight 
infrastructure and resources remain underdeveloped in many 
LMICs, relative to HICs73. There have been major efforts 
and improvements in research ethics committee (REC) 
capacity74,75 to address the growing scope of ethical concerns 
around health research in LMICs as well as increasing atten-
tion to the role of community advisory boards (for further 
discussion on this, please see Davies et al.76 in this series).

Box 3. Joint Scientific Review

The WHO-African Vaccine Regulatory Forum (AVAREF) 
brought together multidisciplinary teams of experts to review 
multinational vaccine trials during infectious disease outbreaks 
that shortened protocol review timelines and supported LMIC 
REC capacity strengthening77. Similarly, the Global Emerging 
Pathogens Treatment (GET) consortium, which engages 
multidisciplinary African leaders in surveilling and responding 
to local and national public health emergencies, published its 
deliberations and approach to ethical review during the Ebola 
response, establishing an African-led framework for future 
epidemics78.

There is a need for more familiarity with adaptive platform 
trial designs amongst RECs, including unique ethical con-
siderations of these different methodologies79. Another arti-
cle in this series provides additional analyses of the ethical 
considerations unique to adaptive platform trials50. This may 
not fall under the current expertise of many committees, par-
ticularly in LMICs where adaptive trials are a recent develop-
ment. This issue is not isolated to LMICs, however. Delays 
associated with ethical review of adaptive trials have been 
noted in the European Union as well66. Appropriate training 
and guidance to RECs on evaluating protocols and justifi-
cations for adaptive platform trials is an important part of 
building local research capacity and helps avoid rejection of 
scientifically valid research based on methodological 
unfamiliarity49.

Regulatory oversight
Challenges. Regulatory oversight in transnational research is 
highly variable and has been criticized in some situations as 
being too restrictive with the use of a universal or ‘one-size-
fits-all’ approach to research monitoring without appreciating 
the nuances and complexities that come with different research 
study sites and resources80. For some LMIC research regu-
lators, motivating factors for imposing local restrictions 
and requirements have included general concerns about 
‘outsourcing’ clinical research that would traditionally be regu-
latorily challenging to pursue in HICs81,82. While research par-
ticipant protection has arguably been a target of these efforts, 
some regulatory actions have come at the cost of making 
research difficult to conduct. For example, in India83 and 
Chile40, the number of operating clinical trials decreased after 
requirements related to compensation for overly broad defini-
tions of trial-related harm and stringent consent requirements 
were imposed.

It is noteworthy that when seemingly burdensome regula-
tory requirements emerge within a small number of jurisdic-
tions, even if they are well-justified, those who have control 
over global health research resources may simply elect to 
fund research elsewhere. This can lead to the perception 
that health research in LMICs operates in a privileged space 
wherein HICs can find an alternative research site while 
LMICs are not afforded that flexibility. Such an ability offers 
a paradigmatic reflection of the inequitable distribution of 
power between those who fund research and those who 
may benefit from its outputs.

Considerations for adaptive platform trials. Adding complexity 
to the oversight context, large multinational platform adap-
tive trials typically have multiple sponsors form across 
different countries, who may or may not have a history of co-
funding research. Large, multinational platform trials that are 
well- and variably-resourced to address an epidemic or pan-
demic can make accountability and responsibility more confusing 
for both sponsors and regulators who may not have the expe-
rience or frameworks to coordinate with other sponsors or 
fulfil their roles in an organized manner9. The International 
Conference of Harmonisation Good Clinical Practice Guide-
lines (ICH-GCP)84, which among other things enumerates spon-
sor responsibilities, seem to assume a single study sponsor. 
In addition, although basic regulatory and design require-
ments for clinical trials using adaptive methods are available 
from the U.S. Food and Drug Administration (FDA)85 and the 
European Medicines Agency (EMA)86, these are recommen-
dations based on experiences and regulatory bodies situated 
in HICs. For example, the FDA report Adaptive Designs for 
Clinical Trials of Drugs and Biologics Guidance for Industry85 
details the complexities of planning for simulations to reduce 
statistical errors that are specific to potential components of 
adaptive platform trials such as adaptations to treatment arm 
interventions or evolving endpoints. It is possible that exper-
tise in these advanced statistical methods is limited in LMICs 
and other under-resourced areas and there is no formal guidance 
for how to develop this skill set where it did not previously 
exist, leaving it up to the discretion of individuals partner-
ships. While this may not necessarily be within the scope  
of the FDA to determine, special regulatory considerations for 
internationally funded adaptive trials conducted in LMICs, and 
LMIC-specific guidance for these trials, including capacity  
development recommendations or requirements, is needed. A 
more detailed discussion of regulatory cosniderations for adaptive 
platform trials can be found in another article in this series87.

Leadership
Challenges. Leadership in collaborative trials can default to 
the HIC partner who typically has greater access to financial, 
training and material resources. Attempts to incorporate LMIC 
leadership can be perceived as tokenistic if relevant roles 
and responsibilities are not clearly discussed and deline-
ated in formal research partnership agreements and actions 
and with an eye toward equity. Within more localized and 
LMIC-specific epidemics, there is even more reason to ensure 
leadership is representative of the local research context. 
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For longitudinal research programs, the transfer of leader-
ship from HIC- to LMIC-based researchers is often advocated 
for but can sometimes be hindered by institutional and indi-
vidual-level factors. But this is not always the case and there 
are many examples of partnerships that have enacted very 
intentional efforts in the training of LMIC leaders and transfer 
of partnership responsibilities.

Box 4. Partnership for Research on Ebola Virus in Liberia 
(PREVAIL)

In 2014, discussions initiated by the Liberian minister of health88 
were held with the National Institutes of Allergy and Infectious 
Diseases (NIAID) in the United States, which funded and formed 
PREVAIL to assess experimental interventions in response to 
the Liberian Ebola epidemic. This partnership subsequently 
evaluated two vaccine candidates for prevention (PREVAIL I)89 
and designed an adaptive study protocol to evaluate potential 
treatments (PREVAIL II)90 among other Ebola-related studies53,91. 
Within these studies, LMIC leadership was recognized as 
making highly important contributions to the social mobilization 
and communication of Ebola prevention, including the 
formation of community-based task forces and support for 
individuals isolated under quarantine88.

Considerations for adaptive platform trials. Leadership and 
experience with adaptive trials, especially those addressing 
global pandemics such as COVID-19, has the potential to be 
concentrated to HICs where the majority of the centralized pro-
tocols are initially developed. This could be mitigated by early 
inclusion of LMIC partners in the study simulations and 
design. Because of their wide distribution and geographic 
range, it has been recommended that leadership within mul-
tinational adaptive trials not be isolated to one or a few indi-
viduals but be viewed more as ‘distributive leadership’ with 
a rotating steering committee and a separate intervention pri-
oritization committee so power, influence, and decision-making 
are not concentrated within a small group of individuals9.

Post-trial access (PTA) to interventions, data, and 
specimens
Challenges. Discussions around post-trial access are often 
delineated between 1.) access of study participants and the 
community to study-related interventions; and 2.) access of 
research partners to study data and specimens. Both are relevant 
to research partnership equity and adaptive trial design. The 
terms of PTA to study data, lab specimens, and interventions 
are ideally delineated prior to onset of collaborative tri-
als in LMICs. This is admittedly a complex process and PTA 
access plans can sometimes be impossible to implement, par-
ticularly for study-related interventions51. Frequently, there are 
local expectations of access to these resources; yet, more often 
than not continual access is challenging for LMIC partners92,93.

Post-trial access to interventions found to be beneficial is a  
long-standing issue in global health research and often is 
viewed as a matter of global distributive justice18, requir-
ing input from stakeholders beyond a research partnership 
including local health officials and policymakers. Interna-
tional and national guidelines for post-trial access vary in their 
recommendations, stances on necessity, and details of how 
post-trial access should be secured55.

Research resource sharing should be bidirectional and ought 
not preclude LMIC access to data and specimens, which has 
historically been the norm. There are growing calls for uni-
versally-available research data repositories and specimen 
biobanks to promote and replicate medical discoveries on a 
global scale94,95. While this has the potential to contribute to 
advancement of multiple research agendas, there are signifi-
cant ethical tensions around informed consent, data security, 
return of results, and governance of unknown downstream 
research activities.

If LMIC researchers and policy makers are dependent on the 
HIC groups to access data sets relevant to their population’s 
health, this can set back goals of developing robust, integrated 
national health information systems. It also has the poten-
tial to propagate use of health metrics and indicators desig-
nated as important by HIC-based researchers, epidemiologists, 
and public health experts, which may not necessarily translate 
into local ways of interpreting health outcomes96.

Box 5. The International Network for the Demographic 
Evaluation of Populations and Their Health (INDEPTH)97

INDEPTH serves as an example of a current LMIC-led data 
repository for longitudinal demographic health data in 52 
countries. Access is provided to contributing institutions, and 
support teams based in South Africa and India are available 
to assist with technological barriers and formatting study data 
for the repository to offset this burden from study staff and 
investigators.

Considerations for adaptive platform trials. In adaptive plat-
form clinical trials, PTA to successful study-related interven-
tions and biospecimens can be complicated by the dynamic 
nature of the research design as the final intervention or 
research population is not always the same as when the trial 
started. Adaptive platform trials during the COVID-19 pan-
demic included widely available therapeutics (e.g., aspirin) 
and novel therapeutics (e.g., monoclonal antibodies) at various 
points of time. Due to a combination of limited global avail-
ability and stipulations of the pharmaceutical companies spon-
soring these trials, it was often not realistic to expect novel 
therapeutics to be available post-trial in LMICs9. Intervention 
arms therefore focused on treatment options that would 
be locally feasible to implement, which were often repur-
posed medications. In such a context, consideration of PTA 
is needed not only during the initial planning stages, but 
also when significant modifications to the interventions or 
research protocol are made. This ensures ongoing transparency 
and realistic expectations.

Knowledge translation and dissemination
Challenges. The impact of health research is minimal unless 
it is translated into clinical practice, health systems, or health 
policy. Efforts by all partners need to be made to transform 
research results into products and languages that are relevant 
to and can be understood by health system leadership and staff, 
research participants, local communities, and health policy per-
sonnel. This includes a need to prevent miscommunication 
about research results and rectify misinformation if it  
arises.
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Considerations for adaptive platform trials
For trials using adaptive platform designs, clear explanations 
for how the research design may have impacted interpreta-
tion of the results should be available for clinicians and other 
key stakeholders to accurately interpret findings. Lack of famili-
arity with the methodology of these trials may result in confu-
sion during their clinical implementation. This is especially 
pertinent during an epidemic or pandemic where research 
findings may be implemented rapidly. Trial partnerships 
should prioritize effective communication about clear conclu-
sions resulting from the data as well as limitations and when 
there may be variation in interpretation. Issues like these dif-
ferences need to be incorporated into discussions about 
policy and practice translation by inviting pluralistic analy-
ses and interpretations of research data and conclusions. It 
is particularly important to include those with expertise in 
local contexts, and what these differences would mean in 
terms of health policy actions taken in response to this new 
scientific knowledge. Doing so requires a firm founda-
tional knowledge of how trials are designed and associated 
limitations of specific methodologies.

Box 6. Ebola ça Suffit Ring Vaccination Trial

Ebola ça Suffit was a stepwise cluster-randomized vaccine 
trial initiated in response to the Ebola outbreak in West 
Africa between 2014-2016. The methodology of using ring 
vaccination was actively debated98 based on its deviation 
from using placebo-based control groups (similar to more 
recent discussions around adaptive platform trials). The initial 
study reported a statistically significant estimate of 100% 
protection from Ebola among individuals within the clusters99. 
Subsequently, a committee formed by the U.S. National 
Academies of Sciences, Engineering, and Medicine challenged 
this result using an intention-to-treat model that demonstrated 
a much lower vaccine efficacy rate of 65%, which did not reach 
statistical significance100. These are arguably clinically- and 
policy-relevant discreapncies in how to interpret the same data.

Research capacity strengthening and maintenance
Challenges. Equity within transnational research partner-
ships requires dedicated attention to capacity strengthening to 
support sustainability of methodological and other research 
capabilities. While it is important for all partners to enhance 
their research skills and experience, the greater academic, 
institutional, and economic resources at the disposal of HIC 
researchers argues for focusing research capacity efforts 
on the LMIC partners. This does not preclude the impor-
tant of HIC capacity building, particularly in understanding 
LMIC contexts and needs as well as evaluating internal power 
dynamics to determine how HIC-based institutions, research-
ers, and sponsors can initiate or transition into positions of 
allyship instead of leadership.

Careful attention to each partner’s strengths, capabilities and 
needs is important to the productive identification of capac-
ity strengthening opportunities that are mutually embraced, and 
potentially even mutually beneficial101. Capacity strengthen-
ing that is targeted to specific needs is far more impactful than 
generic approaches, and it can take time to build relation-
ships of trust that support meaningful building of knowledge 

and skills. Similarly, the capacity to translate research findings 
into policy and practice is felt to increase as programs and 
partnerships mature and gain experience over time102.

Considerations for adaptive platform trials. The lack of estab-
lished research infrastructure and capacity to support rapid 
expansion of complex clinical trials was a central barrier to 
LMIC participation in large adaptive platform trials early 
in the COVID-19 pandemic9. Participation of the few 
LMIC sites that were able to engage was largely attribut-
able to the presence of similar existing research and clinical  
infrastructure57. As demonstrated by the collaboration between 
REMAP-CAP and CCA (see Box 1), leveraging existing 
research partnerships and relationships can be vitally impor-
tant. This includes programs like the African coaLition [sic] for 
Epidemic Research, Response, and Training (ALERRT)103 and 
the Pan-African Network for Rapid Research, Response, Relief, 
and Preparedness for Infectious Diseases Epidemics (PAN-
DORA). Both programs are transnational research consorti-
ums with clinical trial experience and established networks 
that were essential to the African response to COVID-19.

In many ways the sizable time and financial investment  
plus the longitudinal nature of many adaptive platform clinical 
trials can be synergistic with research capacity strengthening 
efforts. These types of trials are able to ensure the long-
standing involvement of LMIC research staff and academic 
partners while also providing opportunities for gaining expe-
rience and expertise10. Because of the size and scope, large 
multi-national adaptive platform trial protocols and networks 
are well-positioned to “hibernate” during non-epidemic and -
pandemic times but remain available for activation should  
conditions change104. These periods of latency are opportune for 
dedicated investment towards building research capacity and 
partnership equity that may be deprioritized during an acute 
pandemic response.

Discussion
Adaptive platform trials have risen to prominence globally 
in response to COVID-19, but their full potential, sustain-
ability, and impact on LMIC research infrastructure remains 
to be seen. These trials have often been implemented by 
transnational research partnerships that bring an array of con-
siderations rooted in power and global resource asymmetries 
between partners from LMICs and HICs drawing attention 
to particular equity-related opportunities and challenges.

We did not identify international research partnership 
equity challenges that are clearly unique to adaptive trials. 
However, there are many instances where the structure of these 
trials brings forward additional layers of complexity and acutely 
highlights existing asymmetries. This includes the percep-
tion that global scientific expertise in the design and con-
duct of these trials tends to be retained mostly in HIC settings 
resulting in research outputs that may not adequately adapt to 
LMIC-specific contexts. This structure of research partner-
ship extends to access and availability of funding, regulatory 
oversight and leadership of these trials which, when miss-
ing key LMIC-specific input, risk perpetuating rather than 
dismantling existing global asymmetries. Finally, the structure 
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of data acquisition, analysis, and access in adaptive plat-
form trials between multiple countries, settings, and interven-
tions revisits a recurrent theme in global health research ethics: 
how to balance universal protocols with more context-specific 
needs of LMIC-based research participants and communities.

Opportunities in which adaptive platform trials may inform 
international research partnership equity standards include sig-
nificant investment in LMIC clinical trial infrastructure that 
can be adapted to fit specific needs and interests of LMIC 
research communities. There is also the ability to capitalize 
on the need for REC familiarity with this type of trial design, 
which can occur concurrently in both HICs and LMICs through 
shared resources. Lastly, the flexibility of adaptive platform 
trial methods, including the addition or removal of study inter-
ventions based on temporal changes to the research or clinical 
environment, could pose justification for these trials in LMICs 
which face differing structural and resource limitations that can  
be underappreciated by HIC-based researchers and institutions.

We have presented eight themes that emerged from the lit-
erature and recent experience, but it is important to note that 
none of these topics occur as siloed entities from one another. 
There is significant overlap in many of the themes, for example 
between regulatory oversight and PTA when sponsors directly 
control the availability of interventions, data and biospeci-
mens; or between research capacity building and essentially 
all of the other themes. Enhanced LMIC administrative, eth-
ics, scientific, infrastructure, and institutional capacities 
would help support and inform LMIC representation 
in the other seven themes discussed.

Conclusions
The expanding use of multinational adaptive clinical trial 
designs into LMIC settings, particularly following globally 

relevant public health emergencies such as the COVID-19 
pandemic and Ebola epidemic draws attention to several com-
ponents of transnational research partnership equity that 
apply to global scientific research in general. Most nota-
bly this includes awareness of fairness and influence as it 
pertains to global concentration of knowledge acquisition 
and study design experience, balancing universal study pro-
tocols with pluralistic research community values and objec-
tives, and the potential impact longitudinal, high-investment 
research studies can have on strengthening and sustaining 
LMIC research capacity. Adaptive platform trials provide a  
distinctive opportunity for further empirical investigation and 
practice innovation to begin to narrow some of the inequities  
that exist between LMIC and HIC collaborative partners  
engaged in global health research.

Reflexivity statement
J.A. and C.M. were the researchers approached by the WHO 
Ethics and Governance Unit to lead this project, which is one 
of five sub-aims discussed during the project group meet-
ing in Geneva, Switzerland in July 2022. The authors of this 
manuscript are a combination of HIC- and LMIC-based 
researchers all of whom have experience working in LMIC/ 
HIC international research collaborations, and with interro-
gating the ethics and regulatory dimensions of adaptive and  
alternative trial methods. LMIC-based authors G.C., 
W.N., and J.T. held the same roles and responsibilities as  
HIC-based authors J.S. and N.K., primarily providing criti-
cal feedback on preliminary and subsequent drafts of the  
manuscript.

Data availability
All data underlying the results are available as part of the 
article and no additional source data are required.

References

1. 	 Chow SC: Adaptive clinical trial design. Annu Rev Med. 2014; 65: 405–15. 
PubMed Abstract | Publisher Full Text 

2. 	 Bothwell LE, Avorn J, Khan NF, et al.: Adaptive design clinical trials: a review 
of the literature and ClinicalTrials.gov. BMJ Open. 2018; 8(2): e018320. 
PubMed Abstract | Publisher Full Text | Free Full Text 

3. 	 RECOVERY Collaborative Group, Horby P, Lim WS, et al.: Dexamethasone in 
Hospitalized Patients with Covid-19. N Engl J Med. 2021; 384(8): 693–704. 
PubMed Abstract | Publisher Full Text | Free Full Text 

4. 	 RECOVERY Collaborative Group, Horby P, Mafham M, et al.: Effect of 
Hydroxychloroquine in Hospitalized Patients with Covid-19. N Engl J Med. 
2020; 383(21): 2030–2040.  
PubMed Abstract | Publisher Full Text | Free Full Text 

5. 	 RECOVERY Collaborative Group: Lopinavir-ritonavir in patients admitted to 
hospital with COVID-19 (RECOVERY): a randomised, controlled, open-label, 
platform trial. Lancet. 2020; 396(10259): 1345–1352.  
PubMed Abstract | Publisher Full Text | Free Full Text 

6. 	 WHO Solidarity Consortium: Remdesivir and three other drugs for 
hospitalised patients with COVID-19: final results of the WHO Solidarity 
randomised trial and updated meta-analyses. Lancet. 2022; 399(10339): 
1941–1953.  
PubMed Abstract | Publisher Full Text | Free Full Text 

7. 	 Angus DC, Berry S, Lewis RJ, et al.: The REMAP-CAP (Randomized Embedded 
Multifactorial Adaptive Platform for Community-acquired Pneumonia) 
Study. Rationale and Design. Ann Am Thorac Soc. 2020; 17(7): 879–891. 
PubMed Abstract | Publisher Full Text | Free Full Text 

8. 	 Stallard N, Hampson L, Benda N, et al.: Efficient Adaptive Designs for Clinical 
Trials of Interventions for COVID-19. Stat Biopharm Res. 2020; 12(4): 483–97. 
PubMed Abstract | Publisher Full Text | Free Full Text 

9. 	 Personal communication with leadership from the REMAP-CAP group. 
10. 	 Park JJH, Mogg R, Smith GE, et al.: How COVID-19 has fundamentally changed 

clinical research in global health. Lancet Glob Health. 2021; 9(5): e711–e720. 
PubMed Abstract | Publisher Full Text | Free Full Text 

11. 	 Xu S, Li Y: Global coalition to accelerate COVID-19 clinical research in 
resource-limited settings. Lancet. 2020; 395(10233): 1322–1325.  
PubMed Abstract | Publisher Full Text | Free Full Text 

12. 	 Obamba MO, Mwema JK: Symmetry and Asymmetry: New Contours, 
Paradigms, and Politics in African Academic Partnerships. High Educ Policy. 
2009; 22(3): 349–371.  
Reference Source

13. 	 Macfarlane SB, Jacobs M, Kaaya EE: In the name of global health: trends in 
academic institutions. J Public Health Policy. 2008; 29(4): 383–401.  
PubMed Abstract | Publisher Full Text 

Page 13 of 29

Wellcome Open Research 2023, 8:120 Last updated: 11 DEC 2023

http://www.ncbi.nlm.nih.gov/pubmed/24422576
http://dx.doi.org/10.1146/annurev-med-092012-112310
http://www.ncbi.nlm.nih.gov/pubmed/29440155
http://dx.doi.org/10.1136/bmjopen-2017-018320
http://www.ncbi.nlm.nih.gov/pmc/articles/5829673
http://www.ncbi.nlm.nih.gov/pubmed/32678530
http://dx.doi.org/10.1056/NEJMoa2021436
http://www.ncbi.nlm.nih.gov/pmc/articles/7383595
http://www.ncbi.nlm.nih.gov/pubmed/33031652
http://dx.doi.org/10.1056/NEJMoa2022926
http://www.ncbi.nlm.nih.gov/pmc/articles/7556338
http://www.ncbi.nlm.nih.gov/pubmed/33031764
http://dx.doi.org/10.1016/S0140-6736(20)32013-4
http://www.ncbi.nlm.nih.gov/pmc/articles/7535623
http://www.ncbi.nlm.nih.gov/pubmed/35512728
http://dx.doi.org/10.1016/S0140-6736(22)00519-0
http://www.ncbi.nlm.nih.gov/pmc/articles/9060606
http://www.ncbi.nlm.nih.gov/pubmed/32267771
http://dx.doi.org/10.1513/AnnalsATS.202003-192SD
http://www.ncbi.nlm.nih.gov/pmc/articles/7328186
http://www.ncbi.nlm.nih.gov/pubmed/34191981
http://dx.doi.org/10.1080/19466315.2020.1790415
http://www.ncbi.nlm.nih.gov/pmc/articles/8011600
http://www.ncbi.nlm.nih.gov/pubmed/33865476
http://dx.doi.org/10.1016/S2214-109X(20)30542-8
http://www.ncbi.nlm.nih.gov/pmc/articles/8049590
http://www.ncbi.nlm.nih.gov/pubmed/32247324
http://dx.doi.org/10.1016/S0140-6736(20)30798-4
http://www.ncbi.nlm.nih.gov/pmc/articles/7270833
https://eric.ed.gov/?id=EJ858051
http://www.ncbi.nlm.nih.gov/pubmed/19079297
http://dx.doi.org/10.1057/jphp.2008.25


14. 	 Council on Health Research for Development: International Conference on 
Health Research for Development. Bangkok, Thailand, 2001. 

15. 	 United Nations General Assembly: Sustainable Development Goals Report. 
2019.  
Reference Source

16. 	 Emanuel EJ, Wendler D, Killen J, et al.: What makes clinical research in 
developing countries ethical? The benchmarks of ethical research. J Infect 
Dis. 2004; 189(5): 930–7.  
PubMed Abstract | Publisher Full Text 

17. 	 Plamondon KM, Bisung E: The CCGHR Principles for Global Health Research: 
Centering equity in research, knowledge translation, and practice. Soc Sci 
Med. 2019; 239: 112530.  
PubMed Abstract | Publisher Full Text 

18. 	 Pratt B, Loff B: A framework to link international clinical research to the 
promotion of justice in global health. Bioethics. 2014; 28(8): 387–96.  
PubMed Abstract | Publisher Full Text 

19. 	 Pratt B, Hyder AA: Governance of Transnational Global Health Research 
Consortia and Health Equity. Am J Bioeth. 2016; 16(10): 29–45.  
PubMed Abstract | Publisher Full Text 

20. 	 Ii BY, Burns BF, Siedner M, et al.: Advancing equitable global health research 
partnerships in Africa. BMJ Glob Health. 2018; 3(4): e000868.  
PubMed Abstract | Publisher Full Text | Free Full Text 

21. 	 Bhakuni H, Abimbola S: Epistemic injustice in academic global health. Lancet 
Glob Health. 2021; 9(10): e1465–e1470.  
PubMed Abstract | Publisher Full Text 

22. 	 The Lancet Global Health: Closing the door on parachutes and parasites. 
Lancet Glob Health. 2018; 6(6): e593.  
PubMed Abstract | Publisher Full Text 

23. 	 Gautier L, Sieleunou I, Kalolo A: Deconstructing the notion of “global health 
research partnerships” across Northern and African contexts. BMC Med 
Ethics. 2018; 19(Suppl 1): 49.  
PubMed Abstract | Publisher Full Text | Free Full Text 

24. 	 Crane JT: Unequal ‘partners’. AIDS, academia, and the rise of global health. 
BEHEMOTH-A Journal on Civilisation. 2010; 3(3): 78–97.  
Publisher Full Text 

25. 	 Parker M, Kingori P: Good and Bad Research Collaborations: Researchers’ 
Views on Science and Ethics in Global Health Research. PLoS One. 2016; 
11(10): e0163579.  
PubMed Abstract | Publisher Full Text | Free Full Text 

26. 	 Voller S, Chitalu CCM, Nyondo-Mipando AL, et al.: “We should be at the 
table together from the beginning”: perspectives on partnership from 
stakeholders at four research institutions in sub-Saharan Africa. Int J Equity 
Health. 2022; 21(1): 111.  
PubMed Abstract | Publisher Full Text | Free Full Text 

27. 	 Faure MC, Munung NS, Ntusi NAB, et al.: Mapping experiences and 
perspectives of equity in international health collaborations: a scoping 
review. Int J Equity Health. 2021; 20(1): 28.  
PubMed Abstract | Publisher Full Text | Free Full Text 

28. 	 Monette EM, McHugh D, Smith MJ, et al.: Informing ‘good’ global health 
research partnerships: A scoping review of guiding principles. Glob Health 
Action. 2021; 14(1): 1892308.  
PubMed Abstract | Publisher Full Text | Free Full Text 

29. 	 Voller S, Schellenberg J, Chi P, et al.: What makes working together work? 
A scoping review of the guidance on North-South research partnerships. 
Health Policy Plan. 2022; 37(4): 523–534.  
PubMed Abstract | Publisher Full Text | Free Full Text 

30. 	 Lavery JV, IJsselmuiden C: The Research Fairness Initiative: Filling a critical 
gap in global research ethics [version 1; peer review: 2 approved]. Gates 
Open Res. 2018; 2: 58.  
PubMed Abstract | Publisher Full Text | Free Full Text 

31. 	 Larson CP, Plamondon KM, Dubent L, et al.: The Equity Tool for Valuing Global 
Health Partnerships. Glob Health Sci Pract. 2022; 10(2): e2100316.  
PubMed Abstract | Publisher Full Text | Free Full Text 

32. 	 Plamondon KM, Brisbois B, Dubent L, et al.: Assessing how global health 
partnerships function: an equity-informed critical interpretive synthesis. 
Global Health. 2021; 17(1): 73.  
PubMed Abstract | Publisher Full Text | Free Full Text 

33. 	 Jumbam DT: How (not) to write about global health. BMJ Glob Health. 2020; 
5(7): e003164.  
PubMed Abstract | Publisher Full Text | Free Full Text 

34. 	 Morton B, Vercueil A, Masekela R, et al.: Consensus statement on measures 
to promote equitable authorship in the publication of research from 
international partnerships. Anaesthesia. 2022; 77(3): 264–276.  
PubMed Abstract | Publisher Full Text | Free Full Text 

35. 	 Hedt-Gauthier BL, Jeufack HM, Neufeld NH, et al.: Stuck in the middle: a 
systematic review of authorship in collaborative health research in Africa, 
2014-2016. BMJ Glob Health. 2019; 4(5): e001853.  
PubMed Abstract | Publisher Full Text | Free Full Text 

36. 	 Ghani M, Hurrell R, Verceles AC, et al.: Geographic, Subject, and Authorship 
Trends among LMIC-based Scientific Publications in High-impact Global 
Health and General Medicine Journals: A 30-Month Bibliometric Analysis. J 
Epidemiol Glob Health. 2021; 11(1): 92–97.  
PubMed Abstract | Publisher Full Text | Free Full Text 

37. 	 Gomeza CJ, Herman AC, Parigi P: Leading countries in global science 
increasingly receive more citations than other countries doing similar 
research. Nat Hum Behav. 2022; 6(7): 919–929.  
PubMed Abstract | Publisher Full Text | Free Full Text 

38. 	 Maher D, Aseffa A, Kay S, et al.: External funding to strengthen capacity for 
research in low-income and middle-income countries: exigence, excellence 
and equity. BMJ Glob Health. 2020; 5(3): e002212.  
PubMed Abstract | Publisher Full Text | Free Full Text 

39. 	 Manabe YC, Katabira E, Brough RL, et al.: Developing independent 
investigators for clinical research relevant for Africa. Health Res Policy Syst. 
2011; 9: 44.  
PubMed Abstract | Publisher Full Text | Free Full Text 

40. 	 Aguilera B, DeGrazia D, Rid A: Regulating international clinical research: an 
ethical framework for policy-makers. BMJ Glob Health. 2020; 5(5): e002287. 
PubMed Abstract | Publisher Full Text | Free Full Text 

41. 	 Cho HL, Danis M, Grady C: Post-trial responsibilities beyond post-trial 
access. Lancet. 2018; 391(10129): 1478–1479.  
PubMed Abstract | Publisher Full Text | Free Full Text 

42. 	 Nuffield Council on Bioethics: Research in global health emergencies: ethical 
issues. 2020.  
Reference Source

43. 	 Shiffman J, Shawar YR: Framing and the formation of global health 
priorities. Lancet. 2022; 399(10339): 1977–1990.  
PubMed Abstract | Publisher Full Text 

44. 	 Hinga A, Jeena L, Awuor E, et al.: Pandemic preparedness and responsiveness 
of research review committees: lessons from review of COVID-19 protocols 
at KEMRI Wellcome Trust Research Programme in Kenya [version 2; peer 
review: 2 approved]. Wellcome Open Res. 2022; 7: 75.  
PubMed Abstract | Publisher Full Text | Free Full Text 

45. 	 Awards for Program to Enhance NIH-supported Global Health Research 
Involving Human Subjects. 2010.  
Reference Source

46. 	 Charani E, Abimbola S, Pai M, et al.: Funders: The missing link in equitable 
global health research? PLOS Glob Public Health. 2022; 2(6): e0000583. 
PubMed Abstract | Publisher Full Text | Free Full Text 

47. 	 Kalinga C: Caught between a rock and a hard place: navigating global 
research partnerships in the global South as an indigenous researcher. J Afr 
Cult Stud. 2019; 31(3): 270–2.  
Publisher Full Text 

48. 	 MacMahon S, Perkovic V, Patel A: Industry-sponsored clinical trials in 
emerging markets: time to review the terms of engagement. JAMA. 2013; 
310(9): 907–8.  
PubMed Abstract | Publisher Full Text 

49. 	 Hunt A, Saenz C, Littler K: The global forum on bioethics in research 
meeting, “ethics of alternative clinical trial designs and methods in low- 
and middle-income country research”: emerging themes and outputs. 
Trials. 2019; 20(Suppl 2): 701.  
PubMed Abstract | Publisher Full Text | Free Full Text 

50. 	 Singh JA: Adaptive clinical trials in public health emergency contexts: 
ethics considerations [version 1; peer review: 1 approved, 1 approved with 
reservations]. Wellcome Open Res. 2023; 8: 130.  
Publisher Full Text 

51. 	 Paul A, Merritt MW, Sugarman J: Implementing post-trial access plans for 
HIV prevention research. J Med Ethics. 2018; 44(5): 354–358.  
PubMed Abstract | Publisher Full Text 

52. 	 Multi-Regional Clinical Trials Center: Post-Trial Responsibilities: Continued 
Access to Investigational Medicines Guidance Document. 2017.  
Reference Source 

53. 	 Higgs ES, Gayedyu-Dennis D, Ii WAF, et al.: PREVAIL IV: A Randomized, Double-
Blind, 2-Phase, Phase 2 Trial of Remdesivir vs Placebo for Reduction of 
Ebola Virus RNA in the Semen of Male Survivors. Clin Infect Dis. 2021; 73(10): 
1849–1856.  
PubMed Abstract | Publisher Full Text | Free Full Text 

54. 	 Wilkinson MD, Dumontier M, Aalbersberg IJj, et al.: The FAIR Guiding 
Principles for scientific data management and stewardship. Sci Data. 2016; 
3: 160018.  
PubMed Abstract | Publisher Full Text | Free Full Text 

55. 	 Sofaer N, Strech D: Reasons Why Post-Trial Access to Trial Drugs Should, or 
Need not be Ensured to Research Participants: A Systematic Review. Public 
Health Ethics. 2011; 4(2): 160–184.  
PubMed Abstract | Publisher Full Text | Free Full Text 

56. 	 Kok MO, Gyapong JO, Wolffers I, et al.: Towards fair and effective North-
South collaboration: realising a programme for demand-driven and locally 
led research. Health Res Policy Syst. 2017; 15(1): 96.  
PubMed Abstract | Publisher Full Text | Free Full Text 

57. 	 Aryal D, Beane A, Dondorp AM, et al.: Operationalisation of the Randomized 
Embedded Multifactorial Adaptive Platform for COVID-19 trials in a low 
and lower-middle income critical care learning health system [version 1; 
peer review: 3 approved]. Wellcome Open Res. 2021; 6: 14.  
PubMed Abstract | Publisher Full Text | Free Full Text 

58. 	 Ferrari R: Writing narrative style literature reviews. Medical Writing. 2015; 
24(4): 230–5.  
Publisher Full Text 

Page 14 of 29

Wellcome Open Research 2023, 8:120 Last updated: 11 DEC 2023

https://unstats.un.org/sdgs/report/2019/The-Sustainable-Development-Goals-Report-2019.pdf
http://www.ncbi.nlm.nih.gov/pubmed/14976611
http://dx.doi.org/10.1086/381709
http://www.ncbi.nlm.nih.gov/pubmed/31539786
http://dx.doi.org/10.1016/j.socscimed.2019.112530
http://www.ncbi.nlm.nih.gov/pubmed/23278523
http://dx.doi.org/10.1111/bioe.12009
http://www.ncbi.nlm.nih.gov/pubmed/27653398
http://dx.doi.org/10.1080/15265161.2016.1214304
http://www.ncbi.nlm.nih.gov/pubmed/30167335
http://dx.doi.org/10.1136/bmjgh-2018-000868
http://www.ncbi.nlm.nih.gov/pmc/articles/6112391
http://www.ncbi.nlm.nih.gov/pubmed/34384536
http://dx.doi.org/10.1016/S2214-109X(21)00301-6
http://www.ncbi.nlm.nih.gov/pubmed/29773111
http://dx.doi.org/10.1016/S2214-109X(18)30239-0
http://www.ncbi.nlm.nih.gov/pubmed/29945595
http://dx.doi.org/10.1186/s12910-018-0280-7
http://www.ncbi.nlm.nih.gov/pmc/articles/6019997
http://dx.doi.org/10.1524/behe.2010.0021
http://www.ncbi.nlm.nih.gov/pubmed/27737006
http://dx.doi.org/10.1371/journal.pone.0163579
http://www.ncbi.nlm.nih.gov/pmc/articles/5063577
http://www.ncbi.nlm.nih.gov/pubmed/35978323
http://dx.doi.org/10.1186/s12939-022-01707-3
http://www.ncbi.nlm.nih.gov/pmc/articles/9387072
http://www.ncbi.nlm.nih.gov/pubmed/33422065
http://dx.doi.org/10.1186/s12939-020-01350-w
http://www.ncbi.nlm.nih.gov/pmc/articles/7796532
http://www.ncbi.nlm.nih.gov/pubmed/33704024
http://dx.doi.org/10.1080/16549716.2021.1892308
http://www.ncbi.nlm.nih.gov/pmc/articles/7954413
http://www.ncbi.nlm.nih.gov/pubmed/35089994
http://dx.doi.org/10.1093/heapol/czac008
http://www.ncbi.nlm.nih.gov/pmc/articles/9006068
http://www.ncbi.nlm.nih.gov/pubmed/30706057
http://dx.doi.org/10.12688/gatesopenres.12884.1
http://www.ncbi.nlm.nih.gov/pmc/articles/6350408
http://www.ncbi.nlm.nih.gov/pubmed/35487557
http://dx.doi.org/10.9745/GHSP-D-21-00316
http://www.ncbi.nlm.nih.gov/pmc/articles/9053142
http://www.ncbi.nlm.nih.gov/pubmed/34215301
http://dx.doi.org/10.1186/s12992-021-00726-z
http://www.ncbi.nlm.nih.gov/pmc/articles/8254362
http://www.ncbi.nlm.nih.gov/pubmed/32690483
http://dx.doi.org/10.1136/bmjgh-2020-003164
http://www.ncbi.nlm.nih.gov/pmc/articles/7371021
http://www.ncbi.nlm.nih.gov/pubmed/34647323
http://dx.doi.org/10.1111/anae.15597
http://www.ncbi.nlm.nih.gov/pmc/articles/9293237
http://www.ncbi.nlm.nih.gov/pubmed/31750000
http://dx.doi.org/10.1136/bmjgh-2019-001853
http://www.ncbi.nlm.nih.gov/pmc/articles/6830050
http://www.ncbi.nlm.nih.gov/pubmed/32959620
http://dx.doi.org/10.2991/jegh.k.200325.001
http://www.ncbi.nlm.nih.gov/pmc/articles/7958272
http://www.ncbi.nlm.nih.gov/pubmed/35637294
http://dx.doi.org/10.1038/s41562-022-01351-5
http://www.ncbi.nlm.nih.gov/pmc/articles/9314251
http://www.ncbi.nlm.nih.gov/pubmed/32206346
http://dx.doi.org/10.1136/bmjgh-2019-002212
http://www.ncbi.nlm.nih.gov/pmc/articles/7078669
http://www.ncbi.nlm.nih.gov/pubmed/22206247
http://dx.doi.org/10.1186/1478-4505-9-44
http://www.ncbi.nlm.nih.gov/pmc/articles/3283488
http://www.ncbi.nlm.nih.gov/pubmed/32461225
http://dx.doi.org/10.1136/bmjgh-2020-002287
http://www.ncbi.nlm.nih.gov/pmc/articles/7259867
http://www.ncbi.nlm.nih.gov/pubmed/29676274
http://dx.doi.org/10.1016/S0140-6736(18)30761-X
http://www.ncbi.nlm.nih.gov/pmc/articles/6010308
https://globalhealthtrainingcentre.tghn.org/research-global-health-emergencies-ethical-issues/
http://www.ncbi.nlm.nih.gov/pubmed/35594874
http://dx.doi.org/10.1016/S0140-6736(22)00584-0
http://www.ncbi.nlm.nih.gov/pubmed/35855072
http://dx.doi.org/10.12688/wellcomeopenres.17533.2
https://www.fic.nih.gov/Programs/Recovery/Pages/human-subjects-awards.aspx
http://www.ncbi.nlm.nih.gov/pubmed/36962429
http://dx.doi.org/10.1371/journal.pgph.0000583
http://www.ncbi.nlm.nih.gov/pmc/articles/10021882
http://dx.doi.org/10.1080/13696815.2019.1630261
http://www.ncbi.nlm.nih.gov/pubmed/24002272
http://dx.doi.org/10.1001/jama.2013.276913
http://www.ncbi.nlm.nih.gov/pubmed/31852514
http://dx.doi.org/10.1186/s13063-019-3840-3
http://www.ncbi.nlm.nih.gov/pmc/articles/6921436
http://dx.doi.org/10.12688/wellcomeopenres.19057.1
http://www.ncbi.nlm.nih.gov/pubmed/29487116
http://dx.doi.org/10.1136/medethics-2017-104637
https://mrctcenter.org/blog/projects/post-trial-responsibilities/
http://www.ncbi.nlm.nih.gov/pubmed/33709142
http://dx.doi.org/10.1093/cid/ciab215
http://www.ncbi.nlm.nih.gov/pmc/articles/8824795
http://www.ncbi.nlm.nih.gov/pubmed/26978244
http://dx.doi.org/10.1038/sdata.2016.18
http://www.ncbi.nlm.nih.gov/pmc/articles/4792175
http://www.ncbi.nlm.nih.gov/pubmed/21754950
http://dx.doi.org/10.1093/phe/phr013
http://www.ncbi.nlm.nih.gov/pmc/articles/3133737
http://www.ncbi.nlm.nih.gov/pubmed/29132436
http://dx.doi.org/10.1186/s12961-017-0251-3
http://www.ncbi.nlm.nih.gov/pmc/articles/5683379
http://www.ncbi.nlm.nih.gov/pubmed/33604455
http://dx.doi.org/10.12688/wellcomeopenres.16486.1
http://www.ncbi.nlm.nih.gov/pmc/articles/7883321
http://dx.doi.org/10.1179/2047480615Z.000000000329


59. 	 Björk BC, Solomon D: Open access versus subscription journals: a 
comparison of scientific impact. BMC Med. 2012; 10: 73.  
PubMed Abstract | Publisher Full Text | Free Full Text 

60. 	 Affun-Adegbulu C, Adegbulu O: Decolonising Global (Public) Health: from 
Western universalism to Global pluriversalities. BMJ Glob Health. 2020; 5(8): 
e002947.  
PubMed Abstract | Publisher Full Text | Free Full Text 

61. 	 Odjidja EN: What is wrong with global health? So-called glorified data 
collectors in low-income regions. Lancet Glob Health. 2021; 9(10): e1365. 
PubMed Abstract | Publisher Full Text 

62. 	 Kwok K, Sati N, Dron L, et al.: Data flow within global clinical trials: a scoping 
review. BMJ Glob Health. 2022; 7(4): e008128.  
PubMed Abstract | Publisher Full Text | Free Full Text 

63. 	 Walker M, Martinez-Vargas C: Epistemic governance and the colonial 
epistemic structure: Towards epistemic humility and transformed South-
North relations. Crit Stud Educ. 2022; 63(5): 556–571.  
Publisher Full Text 

64. 	 Park JJH, Siden E, Zoratti MJ, et al.: Systematic review of basket trials, 
umbrella trials, and platform trials: a landscape analysis of master 
protocols. Trials. 2019; 20(1): 572.  
PubMed Abstract | Publisher Full Text | Free Full Text 

65. 	 Nie JB, Fitzgerald RP: Global Health and Ethical Transculturalism. In: Benatar 
S, Brock G., editor. Global Health: Ethical Challenges. Cambridge University Press, 
2021.  
Publisher Full Text 

66. 	 Goossens H, Derde L, Horby P, et al.: The European clinical research response 
to optimise treatment of patients with COVID-19: lessons learned, future 
perspective, and recommendations. Lancet Infect Dis. 2022; 22(5): e153–e158. 
PubMed Abstract | Publisher Full Text | Free Full Text 

67. 	 Angus DC, Derde L, Al-Beidh F, et al.: Effect of Hydrocortisone on Mortality 
and Organ Support in Patients With Severe COVID-19: The REMAP-CAP 
COVID-19 Corticosteroid Domain Randomized Clinical Trial. JAMA. 2020; 
324(13): 1317–1329.  
PubMed Abstract | Publisher Full Text | Free Full Text 

68. 	 Besson ESK: How to identify epistemic injustice in global health research 
funding practices: a decolonial guide. BMJ Glob Health. 2022; 7(4): e008950. 
PubMed Abstract | Publisher Full Text | Free Full Text 

69. 	 Olusanya JO, Ubogu OI, Njokanma FO, et al.: Transforming global health 
through equity-driven funding. Nat Med. 2021; 27(7): 1136–1138.  
PubMed Abstract | Publisher Full Text 

70. 	 Bradley M: On the agenda: North–South research partnerships and agenda-
setting processes. Dev Pract. 2008; 18(6): 673–85.  
Publisher Full Text 

71. 	 Coffey CS, Levin B, Clark C, et al.: Overview, hurdles, and future work in 
adaptive designs: perspectives from a National Institutes of Health-
funded workshop. Clin Trials. 2012; 9(6): 671–80.  
PubMed Abstract | Publisher Full Text | Free Full Text 

72. 	 Ochieng J, Mwaka E, Kwagala B, et al.: Evolution of research ethics in a low 
resource setting: A case for Uganda. Dev World Bioeth. 2020; 20(1): 50–60. 
PubMed Abstract | Publisher Full Text | Free Full Text 

73. 	 Milford C, Wassenaar D, Slack C: Resource and needs of research ethics 
committees in Africa: preparations for HIV vaccine trials. IRB. 2006; 28(2): 
1–9.  
PubMed Abstract  

74. 	 Ali J, Kass NE, Sewankambo NK, et al.: Evaluating international research 
ethics capacity development: an empirical approach. J Empir Res Hum Res 
Ethics. 2014; 9(2): 41–51.  
PubMed Abstract | Publisher Full Text | Free Full Text 

75. 	 Millum J, Sina B, Glass R: International research ethics education. JAMA. 2015; 
313(5): 461–2.  
PubMed Abstract | Publisher Full Text | Free Full Text 

76. 	 Davies A, Ormel I, Bernier A, et al.: A rapid review of community engagement 
and informed consent processes for adaptive platform trials and 
alternative design trials for public health emergencies [version 1; peer 
review: 2 approved]. Wellcome Open Res. 2023; 8: 194.  
PubMed Abstract | Publisher Full Text | Free Full Text 

77. 	 World Health Organization (WHO): Regulatory collaboration: the African 
vaccine regulatory forum (AVAREF): a platform for collaboration in a public 
health emergency. WHO Drug Information. 2015; 29(2): 127–32.  
Reference Source

78. 	 Kombe F, Folayan MO, Ambe J, et al.: 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.  
PubMed Abstract | Publisher Full Text | Free Full Text 

79. 	 Chongwe G, Ali J, Kaye DK, et al.: Ethics of Adaptive Designs for Randomized 
Controlled Trials. Ethics Hum Res. 2023; 45(5): 2–14.  
PubMed Abstract | Publisher Full Text 

80. 	 Lang T, Siribaddana S: Clinical trials have gone global: is this a good thing? 
PLoS Med. 2012; 9(6): e1001228.  
PubMed Abstract | Publisher Full Text | Free Full Text 

81. 	 Drain PK, Robine M, Holmes KK, et al.: Trial watch: global migration of clinical 
trials. Nat Rev Drug Discov. 2014; 13(3): 166–7.  
PubMed Abstract | Publisher Full Text | Free Full Text 

82. 	 Homedes N, Ugalde A: Health and Ethical Consequences of Outsourcing 
Pivotal Clinical Trials to Latin America: A Cross-Sectional, Descriptive 
Study. PLoS One. 2016; 11(6): e0157756.  
PubMed Abstract | Publisher Full Text | Free Full Text 

83. 	 Sugarman J, Bhan A, Bollinger R, et al.: India’s new policy to protect research 
participants. BMJ. 2013; 347: f4841.  
PubMed Abstract | Publisher Full Text 

84. 	 International Council for Harmonisation of Technical Requirements for 
Pharmaceuticals for Human Use: Guideline for Good Clinical Practice. 2016. 
Reference Source

85. 	 Federal Drug Agency (FDA): Adaptive Design Clinical Trials for Drugs and 
Biologics Guidance for Industry. 2019.  
Reference Source

86. 	 European Medicines Agency (EMA): Reflection paper on methodological issues 
in confirmatory clinical trials planned with an adaptive design. 2007.  
Reference Source

87. 	 Singh JA: Governance of adaptive platform trials [version 1; peer review: 3 
approved with reservations]. Wellcome Open Res. 2023; 8: 141.  
Publisher Full Text 

88. 	 Doe-Anderson J, Baseler B, Driscoll P, 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.  
PubMed Abstract | Publisher Full Text | Free Full Text 

89. 	 Kennedy SB, Bolay F, Kieh M, et al.: Phase 2 Placebo-Controlled Trial of Two 
Vaccines to Prevent Ebola in Liberia. N Engl J Med. 2017; 377(15): 1438–1447. 
PubMed Abstract | Publisher Full Text | Free Full Text 

90. 	 Dodd LE, Proschan MA, Neuhaus J, et al.: Design of a Randomized Controlled 
Trial for Ebola Virus Disease Medical Countermeasures: PREVAIL II, the 
Ebola MCM Study. J Infect Dis. 2016; 213(12): 1906–13.  
PubMed Abstract | Publisher Full Text | Free Full Text 

91. 	 PREVAIL III Study Group, Sneller MC, Reilly C, et al.: A Longitudinal Study of 
Ebola Sequelae in Liberia. N Engl J Med. 2019; 380(10): 924–934.  
PubMed Abstract | Publisher Full Text | Free Full Text 

92. 	 Alter GC, Vardigan M: Addressing Global Data Sharing Challenges. J Empir Res 
Hum Res Ethics. 2015; 10(3): 317–23.  
PubMed Abstract | Publisher Full Text | Free Full Text 

93. 	 Kaewkungwal J, Adams P, Sattabongkot J, et al.: Issues and Challenges 
Associated with Data-Sharing in LMICs: Perspectives of Researchers in 
Thailand. Am J Trop Med Hyg. 2020; 103(1): 528–536.  
PubMed Abstract | Publisher Full Text | Free Full Text 

94. 	 Chan M, Kazatchkine M, Lob-Levyt J, et al.: Meeting the demand for results 
and accountability: a call for action on health data from eight global 
health agencies. PLoS Med. 2010; 7(1): e1000223.  
PubMed Abstract | Publisher Full Text | Free Full Text 

95. 	 Taichman DB, Sahni P, Pinborg A, et al.: Data Sharing Statements for Clinical 
Trials: A Requirement of the International Committee of Medical Journal 
Editors. Ann Intern Med. 2017; 167(1): 63–65.  
PubMed Abstract | Publisher Full Text 

96. 	 Shiffman J, Shawar YR: Strengthening accountability of the global health 
metrics enterprise. Lancet. 2020; 395(10234): 1452–1456.  
PubMed Abstract | Publisher Full Text | Free Full Text 

97. 	 Herbst K, Juvekar S, Bhattacharjee T, et al.: The INDEPTH Data Repository: An 
International Resource for Longitudinal Population and Health Data From 
Health and Demographic Surveillance Systems. J Empir Res Hum Res Ethics. 
2015; 10(3): 324–33.  
PubMed Abstract | Publisher Full Text | Free Full Text 

98. 	 Adebamowo C, Bah-Sow O, Binka F, et al.: Randomised controlled trials for 
Ebola: practical and ethical issues. Lancet. 2014; 384(9952): 1423–4.  
PubMed Abstract | Publisher Full Text | Free Full Text 

99. 	 Henao-Restrepo AM, Camacho A, Longini IM, et al.: Efficacy and effectiveness 
of an rVSV-vectored vaccine in preventing Ebola virus disease: final results 
from the Guinea ring vaccination, open-label, cluster-randomised trial 
(Ebola Ça Suffit!). Lancet. 2017; 389(10068): 505–518.  
PubMed Abstract | Publisher Full Text | Free Full Text 

100. 	 Ellenberg SS, Keusch GT, Babiker AG, et al.: Rigorous Clinical Trial Design in 
Public Health Emergencies Is Essential. Clin Infect Dis. 2018; 66(9): 1467–1469. 
PubMed Abstract | Publisher Full Text | Free Full Text 

101. 	 ESSENCE of Health Research: Planning, Monitoring, and Evaluation 
Framework for Research Capacity Strengthening. 2016.  
Reference Source

102. 	 Boutilier Z, Daibes I, Di Ruggiero E: Global health research case studies: 
lessons from partnerships addressing health inequities. BMC Int Health Hum 
Rights. 2011; 11 Suppl 2(Suppl 2): S2.  
PubMed Abstract | Publisher Full Text | Free Full Text 

103. 	 Saxena A, Horby P, Amuasi J, et al.: Ethics preparedness: facilitating ethics 
review during outbreaks - recommendations from an expert panel. BMC 
Med Ethics. 2019; 20(1): 29.  
PubMed Abstract | Publisher Full Text | Free Full Text 

104. 	 Simpson CR, Thomas BD, Challen K, et al.: The UK hibernated pandemic 
influenza research portfolio: triggered for COVID-19. Lancet Infect Dis. 2020; 
20(7): 767–769.  
PubMed Abstract | Publisher Full Text | Free Full Text 

Page 15 of 29

Wellcome Open Research 2023, 8:120 Last updated: 11 DEC 2023

http://www.ncbi.nlm.nih.gov/pubmed/22805105
http://dx.doi.org/10.1186/1741-7015-10-73
http://www.ncbi.nlm.nih.gov/pmc/articles/3398850
http://www.ncbi.nlm.nih.gov/pubmed/32819916
http://dx.doi.org/10.1136/bmjgh-2020-002947
http://www.ncbi.nlm.nih.gov/pmc/articles/7443258
http://www.ncbi.nlm.nih.gov/pubmed/34534479
http://dx.doi.org/10.1016/S2214-109X(21)00371-5
http://www.ncbi.nlm.nih.gov/pubmed/35410953
http://dx.doi.org/10.1136/bmjgh-2021-008128
http://www.ncbi.nlm.nih.gov/pmc/articles/9003606
http://dx.doi.org/10.1080/17508487.2020.1778052
http://www.ncbi.nlm.nih.gov/pubmed/31533793
http://dx.doi.org/10.1186/s13063-019-3664-1
http://www.ncbi.nlm.nih.gov/pmc/articles/6751792
http://dx.doi.org/10.1017/9781108692137.027
http://www.ncbi.nlm.nih.gov/pubmed/34951954
http://dx.doi.org/10.1016/S1473-3099(21)00705-2
http://www.ncbi.nlm.nih.gov/pmc/articles/8691848
http://www.ncbi.nlm.nih.gov/pubmed/32876697
http://dx.doi.org/10.1001/jama.2020.17022
http://www.ncbi.nlm.nih.gov/pmc/articles/7489418
http://www.ncbi.nlm.nih.gov/pubmed/35470130
http://dx.doi.org/10.1136/bmjgh-2022-008950
http://www.ncbi.nlm.nih.gov/pmc/articles/9039406
http://www.ncbi.nlm.nih.gov/pubmed/34168335
http://dx.doi.org/10.1038/s41591-021-01422-6
http://dx.doi.org/10.1080/09614520802386314
http://www.ncbi.nlm.nih.gov/pubmed/23250942
http://dx.doi.org/10.1177/1740774512461859
http://www.ncbi.nlm.nih.gov/pmc/articles/5570450
http://www.ncbi.nlm.nih.gov/pubmed/29958330
http://dx.doi.org/10.1111/dewb.12198
http://www.ncbi.nlm.nih.gov/pmc/articles/6522326
http://www.ncbi.nlm.nih.gov/pubmed/16770882
http://www.ncbi.nlm.nih.gov/pmc/articles/6522326
http://www.ncbi.nlm.nih.gov/pubmed/24782071
http://dx.doi.org/10.1525/jer.2014.9.2.41
http://www.ncbi.nlm.nih.gov/pmc/articles/4280230
http://www.ncbi.nlm.nih.gov/pubmed/25647198
http://dx.doi.org/10.1001/jama.2015.203
http://www.ncbi.nlm.nih.gov/pmc/articles/4706163
http://www.ncbi.nlm.nih.gov/pubmed/37654739
http://dx.doi.org/10.12688/wellcomeopenres.19318.1
http://www.ncbi.nlm.nih.gov/pmc/articles/10465998
https://apps.who.int/iris/bitstream/handle/10665/331072/DI292-127-132-eng.pdf?sequence=1&isAllowed=y
http://www.ncbi.nlm.nih.gov/pubmed/26653137
http://dx.doi.org/10.1016/j.socscimed.2015.11.017
http://www.ncbi.nlm.nih.gov/pmc/articles/6858863
http://www.ncbi.nlm.nih.gov/pubmed/37777976
http://dx.doi.org/10.1002/eahr.500178
http://www.ncbi.nlm.nih.gov/pubmed/22719228
http://dx.doi.org/10.1371/journal.pmed.1001228
http://www.ncbi.nlm.nih.gov/pmc/articles/3373653
http://www.ncbi.nlm.nih.gov/pubmed/24577390
http://dx.doi.org/10.1038/nrd4260
http://www.ncbi.nlm.nih.gov/pmc/articles/4006355
http://www.ncbi.nlm.nih.gov/pubmed/27336585
http://dx.doi.org/10.1371/journal.pone.0157756
http://www.ncbi.nlm.nih.gov/pmc/articles/4918967
http://www.ncbi.nlm.nih.gov/pubmed/23903456
http://dx.doi.org/10.1136/bmj.f4841
https://database.ich.org/sites/default/files/E6_R2_Addendum.pdf
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/adaptive-design-clinical-trials-drugs-and-biologics-guidance-industry
https://www.ema.europa.eu/en/documents/scientific-guideline/reflection-paper-methodological-issues-confirmatory-clinical-trials-planned-adaptive-design_en.pdf
http://dx.doi.org/10.12688/wellcomeopenres.19058.1
http://www.ncbi.nlm.nih.gov/pubmed/28042619
http://dx.doi.org/10.1016/j.conctc.2016.06.008
http://www.ncbi.nlm.nih.gov/pmc/articles/5198894
http://www.ncbi.nlm.nih.gov/pubmed/29020589
http://dx.doi.org/10.1056/NEJMoa1614067
http://www.ncbi.nlm.nih.gov/pmc/articles/5705229
http://www.ncbi.nlm.nih.gov/pubmed/26908739
http://dx.doi.org/10.1093/infdis/jiw061
http://www.ncbi.nlm.nih.gov/pmc/articles/4878725
http://www.ncbi.nlm.nih.gov/pubmed/30855742
http://dx.doi.org/10.1056/NEJMoa1805435
http://www.ncbi.nlm.nih.gov/pmc/articles/6478393
http://www.ncbi.nlm.nih.gov/pubmed/26297753
http://dx.doi.org/10.1177/1556264615591561
http://www.ncbi.nlm.nih.gov/pmc/articles/4547313
http://www.ncbi.nlm.nih.gov/pubmed/32394875
http://dx.doi.org/10.4269/ajtmh.19-0651
http://www.ncbi.nlm.nih.gov/pmc/articles/7356467
http://www.ncbi.nlm.nih.gov/pubmed/20126260
http://dx.doi.org/10.1371/journal.pmed.1000223
http://www.ncbi.nlm.nih.gov/pmc/articles/2811154
http://www.ncbi.nlm.nih.gov/pubmed/28586790
http://dx.doi.org/10.7326/M17-1028
http://www.ncbi.nlm.nih.gov/pubmed/32305072
http://dx.doi.org/10.1016/S0140-6736(20)30416-5
http://www.ncbi.nlm.nih.gov/pmc/articles/7162633
http://www.ncbi.nlm.nih.gov/pubmed/26297754
http://dx.doi.org/10.1177/1556264615594600
http://www.ncbi.nlm.nih.gov/pmc/articles/4547208
http://www.ncbi.nlm.nih.gov/pubmed/25390318
http://dx.doi.org/10.1016/S0140-6736(14)61734-7
http://www.ncbi.nlm.nih.gov/pmc/articles/4392883
http://www.ncbi.nlm.nih.gov/pubmed/28017403
http://dx.doi.org/10.1016/S0140-6736(16)32621-6
http://www.ncbi.nlm.nih.gov/pmc/articles/5364328
http://www.ncbi.nlm.nih.gov/pubmed/29177461
http://dx.doi.org/10.1093/cid/cix1032
http://www.ncbi.nlm.nih.gov/pmc/articles/5905619
https://globalhealthtrainingcentre.tghn.org/articles/planning-monitoring-and-evaluation-framework-research-capacity-strengthening/
http://www.ncbi.nlm.nih.gov/pubmed/22166250
http://dx.doi.org/10.1186/1472-698X-11-S2-S2
http://www.ncbi.nlm.nih.gov/pmc/articles/3247833
http://www.ncbi.nlm.nih.gov/pubmed/31060618
http://dx.doi.org/10.1186/s12910-019-0366-x
http://www.ncbi.nlm.nih.gov/pmc/articles/6501283
http://www.ncbi.nlm.nih.gov/pubmed/32422199
http://dx.doi.org/10.1016/S1473-3099(20)30398-4
http://www.ncbi.nlm.nih.gov/pmc/articles/7228695


Open Peer Review
Current Peer Review Status:    

Version 2

Reviewer Report 11 December 2023

https://doi.org/10.21956/wellcomeopenres.22673.r70991

© 2023 Nyirenda T. This is an open access peer review report distributed under the terms of the Creative 
Commons Attribution License, which permits unrestricted use, distribution, and reproduction in any medium, 
provided the original work is properly cited.

Thomas Nyirenda  
European and Developing Countries Clinical Trials Partnership, University of Stellenbosch Global 
Health Department, Cape Town, South Africa 

I am happy with the authors’ comments and amendments following my input. 
 
Competing Interests: No competing interests were disclosed.

I confirm that I have read this submission and believe that I have an appropriate level of 
expertise to confirm that it is of an acceptable scientific standard.

Version 1

Reviewer Report 14 August 2023

https://doi.org/10.21956/wellcomeopenres.20973.r62072

© 2023 Graaf P. This is an open access peer review report distributed under the terms of the Creative Commons 
Attribution License, which permits unrestricted use, distribution, and reproduction in any medium, provided the 
original work is properly cited.

Peter van der Graaf   
Northumbria University, Newcastle upon Tyne, UK 

A well written and thoughtful paper with a clear conclusion on applying equity principles in 
transnational partnerships from the perspective of low and middle-income countries when 
collaborating on adaptive platform trials. I enjoyed reading the paper. 
 
The authors could strengthen the paper by adding more examples to each theme, particularly 

 
Page 16 of 29

Wellcome Open Research 2023, 8:120 Last updated: 11 DEC 2023

https://doi.org/10.21956/wellcomeopenres.22673.r70991
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://doi.org/10.21956/wellcomeopenres.20973.r62072
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
http://orcid.org/0000-0002-2466-2792


around practical solutions suggested in response to identified challenges. It is also not always 
clear to me what the unique dimensions of the issues are highlighted under each theme for 
adaptive platform trial designs. The authors state that these challenges are heightened for this 
type of design, but do not always make clear in what ways. 
 
For example, under the ethics oversight theme (page 8, 3rd paragraph), the authors argue that 
there is a need for more familiarity with adaptive platform trial designs among RECs and DMCs, 
including unique ethical considerations of these different methodologies. What are these ethical 
considerations and how are they unique? 
 
Similarly, under the theme of regulatory oversight, (page 8, paragraph 5), the authors recommend 
re-evaluating processes for recognising the legitimacy of alternative regulatory frameworks. Can 
they give an example of such a framework? I appreciate they added a reference, but this does not 
give much insight; showing a brief practical example of how to apply an alternative framework to 
adaptive platform trials would be more helpful. 
 
In the next paragraph, the authors identify a need for LMIC-specific guidance for internationally 
funded adaptive trials. What should this specific guidance look like and how will it differ from 
existing FDA and EMA guidance, as mentioned by the authors, to incorporate the experiences of 
regulatory bodies in LMICs?    
 
Another example, when describing the challenges of post-trial access (PTA) to interventions, data, 
and specimens, the authors state that “providing PTA may be more realistic for some types of 
research interventions and partnerships than others” (page 9, 4th paragraph). What type of 
research interventions and partnerships are more amenable for PTA, given the challenges for 
LMIC partners to access this data? 
 
I would also have liked to see a bit more detail on how the themes were developed. The authors 
briefly describe the process (triangulation of insights from the rapid narrative review with 
unpublished experiences and practices from meetings with project participants, and critical review 
by experts), but do not show how initial themes from the review were revised based on the 
meetings and expert reviews.  It would be insightful to learn how the authors managed the 
blending of these different types of knowledge into the eight themes. 
 
Two of the current themes appear to be more cross-cutting than the others and the authors might 
want to consider incorporating these themes in the other themes or making clearer the link 
between these two themes and the other ones. 
 
For example, the knowledge translation theme seems to be dealing with the variation in 
interpretations of results through effective communication and preventing miscommunication. 
This is quite a limited take on knowledge translation with a focus on dissemination through 
appropriate language and products. However, the authors also mention the early involvement of 
key policy and practice stakeholders, which links to earlier suggestions in other themes to engage 
these groups in the trial design and conduct, which widens the scope of knowledge translational 
activities and makes it more a cross-cutting theme. (E.g., how to involve key stakeholders in all 
stages in response to issues identified under each theme to incorporate research results into local 
practice and cultural contexts?).  This would also help to provide more clarity on the suggestion 
made by the authors at the end of this theme “to incorporate these uses into discussions about 
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policy and practice translations” How? (page 10, paragraph 2).   
 
The second cross-cutting theme could be research capacity strengthening and maintenance. 
Building the research skills and experience of LMIC partners is mentioned in several of the other 
themes (for example, when developing epistemic structures and ethics oversight) and these 
suggestions could be linked together to illustrate the difference dimensions of capacity building 
required in transnational research partnerships for adaptive platform trial designs. What I feel is 
currently missing in this theme is a wider reflection on the capacity building needs for HIC 
researchers, as the current theme suggest that capacity building is particularly required for LMIC 
partners. How can HIC researchers be trained in getting a better understanding of LIMC needs, 
unique knowledge and local contexts, and upskilled in their understanding of adaptive platform 
trials to support transnational partnerships and ensure they are equitable?    
 
I hope these suggestions are helpful and look forward to the authors’ responses to my comments.
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adaptive platform trials in low- and middle-income countries” (manuscript 18915) . We 
appreciate the time and attention dedicated to improving the manuscript and have 
incorporated the suggestions made by the reviewer. Please see below for a point-by-point 
response to the reviewer comments.   
 
Comment 1: The authors could strengthen the paper by adding more examples to each 
theme, particularly around practical solutions suggested in response to identified 
challenges. It is also not always clear to me what the unique dimensions of the issues are 
highlighted under each theme for adaptive platform trial designs. The authors state that 
these challenges are heightened for this type of design, but do not always make clear in 
what ways. For example, under the ethics oversight theme (page 8, 3rd paragraph), the 
authors argue that there is a need for more familiarity with adaptive platform trial designs 
among RECs and DMCs, including unique ethical considerations of these different 
methodologies. What are these ethical considerations and how are they unique? 
Response: We appreciate the focus on this issue and will reference back to the response to 
Reviewer 2 Comment 4 as the ethical considerations unique to adaptive platform trials was 
explored in detail within another paper included in the same series as our manuscript.   
 
Comment 2: Similarly, under the theme of regulatory oversight, (page 8, paragraph 5), the 
authors recommend re-evaluating processes for recognising the legitimacy of alternative 
regulatory frameworks. Can they give an example of such a framework? I appreciate they 
added a reference, but this does not give much insight; showing a brief practical example of 
how to apply an alternative framework to adaptive platform trials would be more helpful. 
Response: This is a great point. For the sake of word count consolidation and to avoid 
redundancy with work that was completed by others within the broader project, we have 
added a reference to where readers can find a more detailed discussion of current and 
alternative regulatory frameworks for adaptive platform trials (
doi.org/10.12688/wellcomeopenres.19058.1). Page 15, Paragraph 1: “A more detailed 
discussion of regulatory considerations for adaptive platform trials can be found in another 
article in this series (84).”   
 
Comment 3: In the next paragraph, the authors identify a need for LMIC-specific guidance 
for internationally funded adaptive trials. What should this specific guidance look like and 
how will it differ from existing FDA and EMA guidance, as mentioned by the authors, to 
incorporate the experiences of regulatory bodies in LMICs? 
Response: The suggestion raised here is also important and aligned with the purpose of our 
manuscript compared to the reference cited in the response to Comment 2. We have added 
the following text to serve as one hypothetical example given a dearth of real-world 
examples within the published literature. Follow up work qualitatively describing these 
types of details within multinational adaptive platform design trials in LMICs during COVID-
19 is one of the projects that is currently being planned as a result of this preliminary work. 
Pages 15, Paragraph 1: “In addition, although basic regulatory and design requirements for 
clinical trials using adaptive methods are available from the U.S. Food and Drug 
Administration (FDA) (82) and the European Medicines Agency (EMA) (83), these are 
recommendations based on experiences and regulatory bodies situated in HICs. For 
example, the FDA report Adaptive Designs for Clinical Trials of Drugs and Biologics 
Guidance for Industry (82) details the complexities of planning for simulations to reduce 
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statistical errors that are specific to potential components of adaptive platform trials such as 
adaptations to treatment arm interventions or evolving endpoints. It is possible that 
expertise in these advanced statistical methods is limited in LMICs and other under-
resourced areas and there is no formal guidance for how to develop this skill set where it 
did not previously exist, leaving it up to the discretion of individuals partnerships. While this 
may not necessarily be within the scope of the FDA to determine, special regulatory 
considerations for internationally funded adaptive trials conducted in LMICs, and LMIC-
specific guidance for these trials, including capacity development recommendations or 
requirements, is needed.”   
 
Comment 4: Another example, when describing the challenges of post-trial access (PTA) to 
interventions, data, and specimens, the authors state that “providing PTA may be more 
realistic for some types of research interventions and partnerships than others” (page 9, 
4th paragraph). What type of research interventions and partnerships are more amenable 
for PTA, given the challenges for LMIC partners to access this data? 
Response: We have added an example to the text specific to COVID-19 multinational 
adaptive trials based on the discussion that was held with the REMAP-CAP group. Page 16-
17, Paragraph 1: “In adaptive platform clinical trials, PTA to successful study-related 
interventions and biospecimens can be complicated by the dynamic nature of the research 
design as the final intervention or research population is not always the same as when the 
trial started. COVID-19 adaptive platform trials included widely-available therapeutics (e.g., 
aspirin) and novel therapeutics (e.g., monoclonal antibodies) at various points of time 
during the pandemic. Due to a combination of limited global availability and stipulations of 
the pharmaceutical companies sponsoring these trials, it was often not realistic to expect 
novel therapeutics to be available post-trial in LMICs (9). Intervention arms therefore 
focused on treatment options that would be locally feasible to implement, which were often 
repurposed medications.”   
 
Comment 5: I would also have liked to see a bit more detail on how the themes were 
developed. The authors briefly describe the process (triangulation of insights from the rapid 
narrative review with unpublished experiences and practices from meetings with project 
participants, and critical review by experts), but do not show how initial themes from the 
review were revised based on the meetings and expert reviews.  It would be insightful to 
learn how the authors managed the blending of these different types of knowledge into the 
eight themes. 
Response: We have addended the methods to include more detail as suggested by the 
reviewer. Page 10 , Paragraph 3: “Notes taken from this meeting were integrated into the 
working themes identified from the literature reviews (including areas of congruence and  
conflict),  discussed between the authors until consensus was reached, and a preliminary 
report was drafted. This report was then discussed during a project group meeting in 
Geneva, Switzerland in July 2022. Findings were iteratively revised based on the discussion 
and feedback from this meeting, including areas relevant to the scope of this report 
compared to other aims of the project, and from critical review by experts in ethics, global 
health, and adaptive clinical trial methods who provided staged feedback on preliminary 
drafts of this report.”   
 
Comment 6: Two of the current themes appear to be more cross-cutting than the others 
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and the authors might want to consider incorporating these themes in the other themes or 
making clearer the link between these two themes and the other ones. For example, the 
knowledge translation theme seems to be dealing with the variation in interpretations of 
results through effective communication and preventing miscommunication. This is quite a 
limited take on knowledge translation with a focus on dissemination through appropriate 
language and products. However, the authors also mention the early involvement of key 
policy and practice stakeholders, which links to earlier suggestions in other themes to 
engage these groups in the trial design and conduct, which widens the scope of knowledge 
translational activities and makes it more a cross-cutting theme. (E.g., how to involve key 
stakeholders in all stages in response to issues identified under each theme to incorporate 
research results into local practice and cultural contexts?).  This would also help to provide 
more clarity on the suggestion made by the authors at the end of this theme “to incorporate 
these uses into discussions about policy and practice translations” How? (page 10, 
paragraph 2). 
Response: The is an important point and one of the inherent challenges within the 
international research partnership equity space, namely that many of these themes overlap, 
or sometimes even contradict, one another depending on the specific context they are 
being applied to. We have renamed this theme ‘Knowledge Translation and Dissemination’ 
in an attempt to distinguish that here we primarily focus on the transformation of scientific 
knowledge generated by a research partnership to both the local community and scientific 
community at large. We have also added the following text to the Discussion section to help 
point out that none of these themes should be treated as siloed from one another given the 
dynamic and often individualized approach required to meet certain equity strengths, 
limitations, and goals within a research partnership, geographic setting, research focus, etc. 
Page 17, Paragraph 3: “Issues like these differences need to be incorporated into 
discussions about policy and practice translation by inviting pluralistic analyses and 
interpretations of research data and conclusions. It is particularly important to include 
those with expertise in local contexts, and what these differences would mean in terms of 
health policy actions taken in response to this new scientific knowledge. Doing so requires a 
firm foundational knowledge of how trials are designed and associated limitations of 
specific methodologies.” Page 19, Paragraph 4: “We have presented eight themes that 
emerged from the literature and recent experience, but it is important to note that none of 
these topics occur as siloed entities from one another. There is significant overlap in many 
of the themes, for example between regulatory oversight and PTA when sponsors directly 
control the availability of interventions, data and biospecimens; or between research 
capacity building and essentially all of the other themes. Enhanced LMIC administrative, 
ethics, scientific, infrastructure, and institutional capacities would  help support and inform 
LMIC representation in the other seven themes discussed.”   
 
Comment 7: The second cross-cutting theme could be research capacity strengthening and 
maintenance. Building the research skills and experience of LMIC partners is mentioned in 
several of the other themes (for example, when developing epistemic structures and ethics 
oversight) and these suggestions could be linked together to illustrate the difference 
dimensions of capacity building required in transnational research partnerships for 
adaptive platform trial designs. What I feel is currently missing in this theme is a wider 
reflection on the capacity building needs for HIC researchers, as the current theme suggest 
that capacity building is particularly required for LMIC partners. How can HIC researchers 
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be trained in getting a better understanding of LIMC needs, unique knowledge and local 
contexts, and upskilled in their understanding of adaptive platform trials to support 
transnational partnerships and ensure they are equitable?  
Response: This is a very key point. We have addressed the bilateral nature of capacity 
building with the following text and have also added text to the Discussion section 
mentioned in Comment 6 to highlight that these themes intersect with one another. Page 
18, Paragraph 1: “…focusing research capacity efforts on the LMIC partners. This does not 
preclude the importance of HIC capacity building, particularly in understanding LMIC 
contexts and needs as well as evaluating internal power dynamics to determine how HIC-
based institutions, researchers, and sponsors can initiate or transition into positions of 
allyship instead of leadership.”   We greatly appreciate the careful consideration of our work 
and thank the reviewer for offering the opportunity to strengthen the manuscript based on 
these helpful comments.  

Competing Interests: No competing interests were disclosed.

Reviewer Report 02 August 2023

https://doi.org/10.21956/wellcomeopenres.20973.r59883

© 2023 Nyirenda T. This is an open access peer review report distributed under the terms of the Creative 
Commons Attribution License, which permits unrestricted use, distribution, and reproduction in any medium, 
provided the original work is properly cited.

Thomas Nyirenda  
European and Developing Countries Clinical Trials Partnership, University of Stellenbosch Global 
Health Department, Cape Town, South Africa 

There is a generalisation that adaptive trial platforms were poorly understood before 
COVID-19 pandemic. These platforms have been used in NCD research especially in Cancer. 
PANACEA (PanACEA (panacea-tb.net)) infectious disease (TB) research consortium funded by 
EDCTP has also been in existence since 2007. These two aspects are worth mentioning in 
the paper. 
 

1. 

In relation to PANACEA one of the lessons that be requested for sharing from them are 
lessons (if any) around challenges of transferring leadership from the scientists in the north 
to those in the south during the course of long research programs 
 

2. 

Under ethics one of the recent projects worth mentioning is the PREPARED which aims to 
build global consensus in making research during crises ethical (PREPARED (prepared-
project.eu) 
 

3. 

Adaptive trial designs are indeed very complex and risk wastage of invested money and 
time if they end up being poorly designed and fail to answer the questions they were 
designed to address. The risk rises as during the course of the trials endpoints constantly 

4. 
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change too. The Bill and Melinda Gates Foundation have funded a Design, Analyse and 
Communicate Programme (recently launched in Africa in Cameroon as its host country) - 
Welcome • DAC Trials (tghn.org). This great initiative deserves a mention in the paper for 
the quality and efficiency reasons mentioned. 

 
Is the work clearly and accurately presented and does it cite the current literature?
Partly

Is the study design appropriate and is the work technically sound?
Yes

Are sufficient details of methods and analysis provided to allow replication by others?
Yes

If applicable, is the statistical analysis and its interpretation appropriate?
Not applicable

Are all the source data underlying the results available to ensure full reproducibility?
No source data required

Are the conclusions drawn adequately supported by the results?
Yes

Competing Interests: No competing interests were disclosed.

Reviewer Expertise: Clinical research/ trials and capacity development

I confirm that I have read this submission and believe that I have an appropriate level of 
expertise to confirm that it is of an acceptable scientific standard, however I have 
significant reservations, as outlined above.

Author Response 11 Nov 2023
Chelsea Modlin 

Thank you for the opportunity to submit a revised version of the manuscript “Towards 
achieving transnational research partnership equity: lessons from implementing 
adaptive platform trials in low- and middle-income countries” (manuscript 18915). We 
appreciate the time and attention dedicated to improving the manuscript and have 
incorporated the suggestions made by the reviewer. Please see below for a point-by-point 
response to the reviewer comments.   
 
Comment 1: There is a generalisation that adaptive trial platforms were poorly understood 
before COVID-19 pandemic. These platforms have been used in NCD research especially in 
Cancer. PANACEA (PanACEA (panacea-tb.net)) infectious disease (TB) research consortium 
funded by EDCTP has also been in existence since 2007. These two aspects are worth 
mentioning in the paper. 
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Response: We appreciate the review’s insights into this topic and have added the suggested 
resources into the introduction of the manuscript which is also linked to the PanACEA 
website for reference. Page 4, Paragraph 1: “These types of trial design were already 
familiar to some endemic infectious disease research (e.g.,  the PanACEA tuberculosis trials) 
and non-communicable diseases research, particularly in oncology. However, increased 
attention to adaptive platform trials arose  in response to recent global infectious epidemics 
and pandemics.”   
 
Comment 2: In relation to PANACEA one of the lessons that be requested for sharing from 
them are lessons (if any) around challenges of transferring leadership from the scientists in 
the north to those in the south during the course of long research programs. 
Response: Thank you for this note – the transfer of leadership from HICs to LMICs is a 
component of leadership considerations and power differentials within international 
research partnerships. We have added the following text to highlight this issue although 
our review of adaptive platform trials did not specifically identify this theme. It suggests the 
importance of further qualitative investigation with researchers who participate in 
multinational adaptive platform trials to elucidate how this consideration transferred to 
adaptive trials specifically. Page 15, Paragraph 2: “For longitudinal research programs, the 
transfer of leadership from HIC- to LMIC-based researchers is often advocated for but can, 
in reality, sometimes be hindered by institutional and individual-level factors. But this is not 
always the case and there are many examples of partnerships that  have enacted very 
intentional efforts in the training of LMIC leaders and transfer of partnership 
responsibilities.”   
 
Comment 3: Under ethics one of the recent projects worth mentioning is the PREPARED 
which aims to build global consensus in making research during crises ethical (PREPARED 
(prepared-project.eu 
Response: This suggestion has been added to the ‘Ethics Oversight’ row under ‘Potential 
Solutions’ in Table 2 with a link to the PREPARED initiative website for reference. Table 2: 
“Ethical oversight during public health emergencies that goes beyond IRBs is also 
developing, including efforts such as the PREPARED initiative.”   
 
Comment 4: Adaptive trial designs are indeed very complex and risk wastage of invested 
money and time if they end up being poorly designed and fail to answer the questions they 
were designed to address. The risk rises as during the course of the trials endpoints 
constantly change too. The Bill and Melinda Gates Foundation have funded a Design, 
Analyse and Communicate Programme (recently launched in Africa in Cameroon as its host 
country) - Welcome • DAC Trials (tghn.org). This great initiative deserves a mention in the 
paper for the quality and efficiency reasons mentioned. 
Response: This is a very relevant consideration on the ethical management of adaptive 
platform trials especially as there is debate as to whether the cost of adaptive trials exceeds 
that of large-scale fixed trial designs. It overlaps with the discussion in the paper “Adaptive 
clinical trials in public health emergency contexts: ethics considerations” (
doi.org/10.12688/wellcomeopenres.19057.1) which is a part of the same series as our 
manuscript. We have added the following text to help highlight the connection between the 
two papers: Page 14, Paragraph 1: “Another article in this series provides additional 
analyses of the ethical considerations unique to adaptive platform trials (75).”   We greatly 
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appreciate the careful consideration of our work and thank the reviewer for offering the 
opportunity to strengthen the manuscript based on these helpful comments.  

Competing Interests: No competing interests were disclosed.

Reviewer Report 02 August 2023

https://doi.org/10.21956/wellcomeopenres.20973.r59891

© 2023 Pulford J. This is an open access peer review report distributed under the terms of the Creative Commons 
Attribution License, which permits unrestricted use, distribution, and reproduction in any medium, provided the 
original work is properly cited.

Justin Pulford   
Liverpool School of Tropical Medicine, Liverpool, UK 

This paper presents a synthesis of equity issues common to transnational research partnerships 
and then examines these issues from the point of view of adaptive platform trials. Potential 
solutions to addressing identified inequities, especially opportunities where adaptive platform 
trials may be especially well suited to addressing inequities, are identified. Suggested 
amendments to the paper include: 
 
Introduction 
 
Given the focus on equity, it would be helpful to include a working definition somewhere in the 
introduction. 
 
Amend the sentence: ‘We offer a thematic analysis of eight areas where asymmetries exist…’ to 
‘We offer a thematic analysis of eight areas where asymmetries can exist…’ 
 
Methods 
 
While I recognise the authors employed both ‘rapid’ and ‘selective’ reviews, it would still be 
informative to understand how much literature was identified and subsequently utilised (and what 
type of literature etc).  The authors could consider reporting selected PRISMA criteria as 
appropriate. 
 
The list of publications subsequently included in both reviews could be presented as a 
supplementary file. 
 
Given the focus on equity, it would be useful to include some description of the authors’ LMIC 
representation and North-South research partnership experience in the methods. 
 
Results 
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There is a lot of content under each theme and it is not always presented in a consistent way 
across themes. In general, there seems to be an overview of challenges related to the theme, 
some proposed solutions that are not necessarily specific to adaptive platform trials and then 
considerations/recommendations that are specific to adaptive platform trails.  In some cases an 
example is presented, in some cases not. I would suggest employing a consistent format 
throughout and include (consistent) sub-headings. The text under each theme is quite lengthy, so 
consideration could be given to the use of a Table, e.g. Each theme could begin with a description 
of the equity issues identified and then proposed solutions (both general and adaptive platform 
specific) could be presented in an overarching (covering all 8 themes) table. This would make it 
easier to follow and would better highlight the adaptive platform-specific content. 
 
Where recommendations are made, it is not always clear who the intended audience is. This needs 
to be made clearer. If you adopt the tabular approach suggested above, then against each stated 
recommendation you could identify the intended audience/s. 
 
Conclusion 
 
If the authors reduce text in the ‘results’ section as suggested, then this would create word space 
for a more traditional ‘discussion then conclusion’ format.  I suggest this as the current conclusion 
touches on two key discussion points that warrant a stronger connection with the equity 
literature: 1) equity issues that appear common across research methodologies; and 2) equity 
issues that are especially pertinent in an adaptive platform trial context.  The latter, in particular, 
warrants elaboration as this is a key contribution of the paper, i.e. what common equity issues are 
adaptive platform trials especially well placed to address, who should take responsibility and how.
 
Is the work clearly and accurately presented and does it cite the current literature?
Yes

Is the study design appropriate and is the work technically sound?
Yes

Are sufficient details of methods and analysis provided to allow replication by others?
Partly

If applicable, is the statistical analysis and its interpretation appropriate?
Not applicable

Are all the source data underlying the results available to ensure full reproducibility?
Partly

Are the conclusions drawn adequately supported by the results?
Yes

Competing Interests: No competing interests were disclosed.

Reviewer Expertise: Research capacity strengthening theory, methods and evaluation
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I confirm that I have read this submission and believe that I have an appropriate level of 
expertise to confirm that it is of an acceptable scientific standard, however I have 
significant reservations, as outlined above.

Author Response 11 Nov 2023
Chelsea Modlin 

Thank you for the opportunity to submit a revised version of the manuscript “Towards 
achieving transnational research partnership equity: lessons from implementing 
adaptive platform trials in low- and middle-income countries” (manuscript 18915). We 
appreciate the time and attention dedicated to improving the manuscript and have 
incorporated the suggestions made by the reviewer. Please see below for a point-by-point 
response to the reviewer comments.   
 
Comment 1: Given the focus on equity, it would be helpful to include a working definition 
somewhere in the introduction. 
Response: Thank you for the suggestion. We have added a definition of research 
partnership equity to the introduction. Page 4, Paragraph 2: “We define “research 
partnership equity” as collaborative and inclusive research practices that incorporate 
fairness of opportunity and prioritize mutually beneficial inputs, processes, outputs, and 
impact.”   
 
Comment 2: Amend the sentence: ‘We offer a thematic analysis of eight areas where 
asymmetries exist…’ to ‘We offer a thematic analysis of eight areas where asymmetries can
 exist…’ 
Response: This has been revised. Page 6, Paragraph 3: “We offer a thematic analysis of eight 
areas where asymmetries can exist within transnational research partnerships…”   
 
Comment 3: While I recognise the authors employed both ‘rapid’ and ‘selective’ reviews, it 
would still be informative to understand how much literature was identified and 
subsequently utilised (and what type of literature etc).  The authors could consider 
reporting selected PRISMA criteria as appropriate. 
Response: We appreciate the response and do recognize the importance of systematic 
literature review to decrease the risk of bias within the analysis. We have revised the 
methods section to include the inclusion criteria utilized and added limitations, including 
how this may have impacted our conclusions and replicability. Page 10, Paragraphs 1 & 2: 
“We performed a rapid narrative review (49) on transnational research partnership equity, 
which was cross-referenced with selective reviews of literature on adaptive clinical trial 
designs and adaptive platform designs, including those reporting COVID-19 and Ebola 
research in order the answer the following question: What transnational research 
partnership equity considerations are relevant to adaptive platform clinical trials? This 
approach allowed for broad examination of emerging evidence, evaluation for more specific 
lines of inquiry, clarification of concepts, and synthesis of two largely separate, but 
converging lines of published literature. PubMed/MEDLINE, Scopus, and Google Scholar 
databases were reviewed in March and revisited in May of 2022 using keyword searches for 
‘equity’ OR ‘fairness’ AND ‘international research partnerships’ OR ‘global research 
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partnerships’ ‘OR ‘transnational research partnerships’ OR ‘North-South partnerships.’ 
Eligibility criteria included postings that 1.) describing or categorizing the components of 
international research partnership equity; 2.) were peer-reviewed and featured primary 
empirical research, published guidelines or policies, program reports, normative/conceptual 
articles, or commentaries/editorials; and 3.) published in English. There were no publication 
date specifications. The selective literature search on adaptive clinical trials focused on 
ethical analyses and operationalization of these trials and included search terms ‘adaptive 
clinical trial +/- designs’ OR ‘platform trial’ AND ‘ethics’ OR ‘ethical considerations’ OR 
‘experience’ OR ‘operationalization’ OR ‘implementation.’ Eligibility criteria were identical to 
those listed above. The citations were appraised and relevant postings  were included in 
subsequent abstract and full-text reviews. Searches were conducted by two independent 
reviewers who met  to discuss findings and develop and apply thematic categorizations. Any 
variation in interpretation or classification of findings was resolved by consensus. Because 
of the limited project timeframe, further systematic tracking of the literature aside was not 
pursued. One of the limitations of this approach is that we cannot exclude any potential bias 
introduced from an informal review as opposed to using a more formal approach, perhaps 
limiting the replicability of our findings. Additionally, the definition and components of 
research partnership equity are evolving over time complicating literature identification.   
 
Comment 4: The list of publications subsequently included in both reviews could be 
presented as a supplementary file. 
Response: Please see response to Comment 3.   
 
Comment 5: Given the focus on equity, it would be useful to include some description of 
the authors’ LMIC representation and North-South research partnership experience in the 
methods. 
Response: We have included the suggested description but included this as a reflexivity 
statement. Page 19, Paragraph 2: “J.A. and C.M. were the researchers approached by the 
WHO Ethics and Governance Unit to lead this project, which is one of five sub-aims 
discussed during the project group meeting in Geneva, Switzerland in July 2022. The 
authors of this manuscript are a combination of HIC- and LMIC-based researchers all of 
whom have experience working in LMIC/HIC international research collaborations, and with 
interrogating the ethics and regulatory dimensions of adaptive and alternative trial 
methods. LMIC-based authors G.C., W.N., and J.T. held the same roles and responsibilities as 
HIC-based authors J.S. and N.K., primarily providing critical feedback on preliminary and 
subsequent drafts of the manuscript.”   
 
Comment 6: There is a lot of content under each theme and it is not always presented in a 
consistent way across themes. In general, there seems to be an overview of challenges 
related to the theme, some proposed solutions that are not necessarily specific to adaptive 
platform trials and then considerations/recommendations that are specific to adaptive 
platform trails.  In some cases an example is presented, in some cases not. I would suggest 
employing a consistent format throughout and include (consistent) sub-headings. The text 
under each theme is quite lengthy, so consideration could be given to the use of a Table, 
e.g. Each theme could begin with a description of the equity issues identified and then 
proposed solutions (both general and adaptive platform specific) could be presented in an 
overarching (covering all 8 themes) table. This would make it easier to follow and would 
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better highlight the adaptive platform-specific content. 
Response: Following the reviewer’s suggestion we have substantially revised the manuscript 
format and Table 2. Each of the eight themes is now in sections with headings ‘Challenges’ 
(general to international research partnerships) and ‘Considerations for Adaptive Platform 
Trials’. In-depth examples from the text have been moved to separate boxes to help 
distinguish these from the main text. Suggested solutions from the literature review have 
been moved to an expanded version of Table 2.   
 
Comment 7: Where recommendations are made, it is not always clear who the intended 
audience is. This needs to be made clearer. If you adopt the tabular approach suggested 
above, then against each stated recommendation you could identify the intended 
audience/s. 
Response: Thank you for pointing this out. We have updated the text to reflect the intended 
audience identified for the project. Page 10, Paragraph 1: “The intended audiences of this 
project are researchers, institutions, funders and sponsors who currently or plan to engage 
in multinational adaptive platform clinical trials.”   
 
Comment 8: If the authors reduce text in the ‘results’ section as suggested, then this would 
create word space for a more traditional ‘discussion then conclusion’ format.  I suggest this 
as the current conclusion touches on two key discussion points that warrant a stronger 
connection with the equity literature: 1) equity issues that appear common across research 
methodologies; and 2) equity issues that are especially pertinent in an adaptive platform 
trial context.  The latter, in particular, warrants elaboration as this is a key contribution of 
the paper, i.e. what common equity issues are adaptive platform trials especially well placed 
to address, who should take responsibility and how. 
Response: The suggested revisions have been made, including changing the ‘Findings’ 
section to ‘Results’ and including a short ‘Discussion’ section to summarize how adaptive 
platform trials can help inform international research partnership equity. This was kept 
relatively brief to avoid redundancy with the information reviewed in the results section 
which includes more detail. We greatly appreciate the careful consideration of our work and 
thank the reviewer for offering the opportunity to strengthen the manuscript based on 
these helpful comments.  

Competing Interests: No competing interests were disclosed.
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