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Abstract 
Health research is rapidly changing with evidence being gathered 
through new agile methods. This evolution is critical but must be 
globally equitable so the poorest nations do not lose out. We must 
harness this change to better tackle the daily burden of diseases that 
affect the most impoverished populations and bring research 
capabilities to every corner of the world so that rapid and fair 
responses to new pathogen are possible; anywhere they appear. 
 
We must seize this opportunity to make research easier, better and 
more equitable. Currently too many nations are unable to generate 
the evidence or translate it to directly change health outcomes in their 
own communities. It is essential to act and harness this emerging 
change in how research data can be generated and shared, so that all 
nations sustainably gain from this development. There are positive 
examples to draw on from COVID-19, but we now need to act. Here 
we present an initiative to develop a new framework that can guide 
researchers in the design and execution of their studies. This highly 
agile system will work by adapting to risk and complexity in any given 
study, whilst generating quality, safe and ethical data.
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Disclaimer
The views expressed in this article are those of the author(s). 
Publication in Wellcome Open Research does not imply  
endorsement by Wellcome.

The inequity in who benefits from Health Research
We need to support an increase in the quality, volume and 
diversity of research across all nations and epidemiological  
settings to improve outcomes through better surveillance and  
diagnostics, risk factor determination, new prevention, treat-
ment and management strategies and better understanding of  
the genetic, social and economic drivers of poor health in 
all settings. One of the fundamental barriers to healthcare  
practitioners undertaking research is the view that research is  
something remote and not for them1. It is perceived as too  
difficult or too expensive with a common opinion that getting 
involved with ‘research’ is about working on clinical trials 
to evaluate a new regulatory product, and that is something 
only senior doctors do1,2. However, research should be an inte-
gral component function of healthcare delivery and be seen 
as ‘do-able’ by all actors within hospitals, laboratories, clinics 
and community health centres. Some health research can be  
highly pragmatic; about measuring what you see, evaluating 
new, or improved, interventions and processes and using  
evidence within decision-making.

Whilst 90% of preventable deaths do occur in resource  
limited countries, only less than 10% of health research is 
undertaken in these regions. For example, sub-Saharan Africa 
contributes only less than 1% of biomedical publications glo-
bally; this is not static, with slowing improvements but still far  
behind3. Unfortunately, a common situation still occurs where 
impactful studies are conducted by residents of resource lim-
ited countries on behalf of western organisation, who then 
publish results in high impact journals that ironically inacces-
sible to the same resource limited countries where the data  
originated4–6.

We believe in finding new ways to enable research to be appli-
cable to every setting. Disease outbreaks, such as Ebola, Lassa  
fever, Zika and now COVID-19 highlight that all types of health 
research data are equally important7–11, from epidemiological, 
clinical, social science to intervention studies and implemen-
tation research, and that research needs to be guided and sup-
ported so that it is always scientifically sound, safe, ethical and  
accurate10,12,13.

Zika was a good case to consider; because of the paucity of  
our knowledge, epidemiological data was critical in to the 
understanding of the scale and situation, sampling studies were  
required to understand the disease morphology, and social sci-
ence to explain the context and perceptions, all required to  
guide acceptable study designs and possible interventions. Clini-
cal trials were not undertaken within the Zika outbreak, as there 
were no products to test. Had there been a vaccine however, all  
these data would have been vital to the design and execu-
tion of a successful regulatory trial programme. This story has  
repeated with COVID-19, where we needed rapid, quality data  

to understand the virus and characterise the disease in order 
to determine its clinical impact and find potential preven-
tive and therapeutic interventions, and design the right trials on  
the right individuals.

Outbreaks are a clear example of why the ability to undertake 
health research is needed in all countries. Research must be  
done firstly in the originating country to address the unknowns 
in those first crucially important cases and then everywhere 
there is transmission so that data is captured during that  
all-important unknown window where there are enough cases  
to answer the questions.

The WHO Research and Development (R&D) Blueprint was 
put in place after the Ebola crisis to address these gaps by  
enabling cross-cutting preparedness for research in epidemics. 
This has made strong impact within the COVID-19 pandemic 
with studies being coordinated, promoted and supported across 
the globe, including in many LMICs. The generation of core  
protocols, standard outcome measures, a global safety review 
committees and ensuring data sharing14 has all enabled the  
generation of faster, high quality evidence.

The pandemic has shaken the globe and created such devastat-
ing impact. Meanwhile, day-to-day diseases of course remain, 
and still need to be tackled. It is also important to understand 
the interaction between communicable and non-communicable 
diseases (NCDs). NCDs are becoming the commonest causes  
of death and disability in developing countries, yet WHO’s Glo-
bal Observatory on Health R&D highlights the marked lack  
of research focusing on NCDs in these settings; gaps include 
product formulations tailored to developing country needs and 
research on risk factors, how to deliver NCD screening and  
management in resource poor settings. The same applies to 
research needs for injury prevention in developing countries. 
Looking across Sustainable Development Goal (SDG) 3 it is dif-
ficult to find SDG targets that would not benefit from targeted  
research to increase progress development.

Alongside this universal need for more and better research, 
we are on the edge of a transformation in how research is  
undertaken15,16. Digital health records are a significant driver 
in this; alongside adaptive design approaches and interna-
tional recognition, there needs to be some fundamental changes 
to enable clinical trials to be less administratively restrictive,  
unduly expensive and cumbersome12,17–19. It is predicted that 
within a decade we will no longer be undertaking research 
in the stop-start and highly fragmented way that it is now  
performed16,20. Currently, we move in disjointed steps from epi-
demiology to observational sampling studies and into clini-
cal trials, then differentiation into phase I, II, III and IV clinical  
trials for the evaluation of investigational products. However, 
this is with the exclusion of non-phased evaluation of diag-
nostics and prognostics, where we too need better and faster 
research approaches. We have been working to this step-wise 
process for over 50 years; our funding systems, guidelines and  
regulations are set-up around these norms, largely having been 
developed around product development using paper-based  
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technology. The changes already happening consider research 
in a wider sense than just trials, in that the whole ecosystem  
of health research is now recognised.

Whatever design or approach used, all data should be col-
lected to high quality, ethics and safety standards and all should 
be shared, in order that others could take part and contribute or  
run their own studies using these informative datasets. Such an 
agile and adaptive approach must be designed to be both ethi-
cally and regulatory compliant, working from the best available  
information to ensure the safety of participants while ensur-
ing that important investigations are continued and the social 
context is considered. Study designs could be better and safer 
because real-time data monitoring can be more responsive, both  
to assess, safety and to determine whether a research question  
has been adequately answered.

Any activity which is beyond standard care and where informa-
tion is being collected as data for research requires fully informed 
consent, carefully considered and designed around the risk,  
complexity and nature of the study. Therefore, a protocol and 
all the necessary review, approvals and regulations also then 
become a necessity. If the specific questions set within the  
protocol could pull data from health records, rather than hav-
ing separate databases it would increase efficiency, standardi-
sation and enable faster progress, and more information on 
the participant would be available. This is not so far away, and 
indeed happening already in terms of studies that analyse real  
world data16,20. Adaptive design is a commonplace and it is con-
sidered a given that all studies will extract data from health 
records in the future. This evolution could transform our ability  
to understand diseases and find better ways to tackle the  
burdens that they bring much faster than is currently possi-
ble. Indeed, this evolution from collecting data specifically 
for research, towards the collection of research data being an  
embedded element of healthcare would create a more fluid,  
learning environment. Phase I and challenge trials create dif-
ferent challenges and there are other situations where research  
questions would set the situations apart from participant records, 
or that patient records may not exist. The point is the need for  
agility and approaches designed to the question and clinical,  
social and epidemiological setting, all focusing on the goal of  
safe, ethical, accurate and cost effective, rational research.

Surely we need to be ready for this change? And if so, we have 
some progress to make, since currently our stop-start design,  
regulatory, review and funding processes are not fully geared 
to work outside of the old norms of phase I-IV clinical tri-
als, even though that shift is already happening in some parts of  
the world16,20. If we miss this opportunity we risk imped-
ing progress by having systems in place that stifle rather than  
facilitate better research to tackle health challenges. Rather 
than being late recipients in these advances, countries with the 
greatest burdens on health should be ahead of this curve and  
be part of this evolution in generating new processes and guid-
ance to encourage good research and make sure all data is col-
lected accurately, safely and ethically. While researchers may  
be ready and willing in resource-limited nations to move  

forward with changing how research is designed and done, 
medical research is not easily trusted, particularly when there 
is industry engagement. Building trust is not simple, but  
preparing for and ensuring discussions and a strategy to work 
with political leadership, media and society is essential to make 
sure that all nations gain from this progress, and resource lim-
ited nations (those in fact who have the most to gain), are  
not left behind.

What is Health Research?
We know that addressing this first fundamental question will 
support more research, as currently there is confusion over 
what is research and what is an audit, or public health imple-
mentation. We know that the perceived difficulties of stepping  
over the ‘line’ into undertaking ‘research’ is preventing many 
healthcare providers from engaging in research in the first  
instance.

Here we suggest a viable definition of research that works for 
any capture of data where informed consent would be required, 
and therefore a protocol and ethical approval are ensured.  
This is the point where the caregiver becomes a researcher; and 
so, this point needs to be easily defined. We think this defini-
tion is practical and clear. It would be useful to have a globally  
accepted definition and as such, we present this for comment:

Health Research is the assessment of biomedical or health-
related outcomes that are either observational or inter-
ventional with and where the intention of collecting these  
data is to derive generalisable new knowledge.

Creating parity
As a decisive issue in bringing health research closer to the 
needs of the populations of developing countries and regions, it 
is important to have a greater democratisation in the generation  
of scientific knowledge in these countries. One should not 
accept a situation in which a few countries and research groups 
direct global research on health even with merit and social  
commitment. There is a pressing need for research networks 
to be more symmetrical and equitable in defining problems, 
objects, research protocols and their translation to the society.  
Strengthening and reducing the global imbalance in health 
research is a prerequisite for narrowing the gap between  
knowledge and the needs of the people and territories in which 
they live. To this end, it is necessary to support the entry of 
the developing countries in precision public health that uses  
health knowledge in the digital age for the social needs, leaving 
no regions or no people behind. Having a research base, indus-
trial production and high-density knowledge services is vital  
to the equity and democratisation of health research.

To be ahead of these changes we need a universal research- 
enabling framework, by which research teams could be guided 
in the design and operational delivery of their study. A highly 
agile, adaptable and easy to use system would allow teams to  
design and deliver studies that would collect quality data, pro-
tect the safety of the participants and be conducted to high sci-
entific and ethical standards. All of which would encourage the  
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delivery of more and better, rational and high-quality health 
research.

Such a framework needs to align appropriately with the dec-
laration of Helsinki13, and be easy to apply to all types of  
research. It is not true to say that only clinical trials need 
research guidelines, such as International Committee for  
Harmonization - Good Clinical Practice ICH-GCP. All types of 
study risk inaccurate data, unethical processes, or procedures 
that could cause harm. It is important to have quality, reliable 
data from all types of studies, if we are to generate evidence to  
improve health outcomes and, equally important, to mitigate 
harm from all these studies in all disease areas. There should 
not be different standards, whether research is being conducted 
for commercial goals, product registration or specific diseases  
or locations. We need a highly adaptable framework that is  
designed to work for all research.

This framework would provide guidance relative to the risk 
and complexity of a specific study and would guide relevant, 
appropriate and proportionate application of regulations and  
guidelines, such as ICH-GCP, where needed. However, this  
would work to assure the accuracy, safety and ethics of all types 
of study, which are the basic principles behind ICH-GCP but 
difficult to apply to other types of research, which this would 
solve. In addition, it would contain new elements, such as  
community engagement, good participatory practice and  
assuring quality, safety and ethical standards within qualita-
tive data. Health research studies can involve the giving of an  
intervention, sample-taking or qualitative elements, or any com-
bination, and this framework should guide the accuracy, safety  
and ethics for operations and data capture in any or all of these.

WHO; Taking the lead and working with others
The World Health Organization (WHO) have a new focus on 
embedding research into healthcare11. Research is transition-
ing fast in terms of new adaptive designs, fluidity of study types 
and using digital health records. We think that an accessible  
and highly adaptable research framework could be developed 
relatively easily. This tool could guide researchers in setting  
up high-quality health research studies in context, where the 
design and conduct will mitigate, or identify and then resolve, 
any potential risks to the study reliability, data quality, patient  
safety and ethical standards.

There is a need to be ready for, or even better, be ahead of this 
change. This is important, as this is an opportunity to harness 
this evolution and ensure it brings global benefit and increases  
the collection of better and faster evidence to drive change.  
Doing nothing is risking widening the inequity gap between 
those experiencing benefits from health research and those miss-
ing the opportunity. We already see areas such as oncology  
and cardiology leading the way with these changes; it is 
important that low-resourced regions, neglected diseases and  
vulnerable populations benefit from these changes too.

The WHO intend to act to address this gap and will be work-
ing with a wide body of partners to develop this new framework  
for health research. The overall goal is to drive the capture of 
more and better health research data within every healthcare  
setting across the globe that can bring benefit to all.

Data availability
No data are associated with this article.

References

1.  Franzen SRP, Chandler C, Siribaddana S, et al.: Strategies for developing 
sustainable health research capacity in low and middle-income countries: 
a prospective, qualitative study investigating the barriers and enablers to 
locally led clinical trial conduct in Ethiopia, Cameroon and Sri Lanka. BMJ 
Open. 2017; 7(10): e017246.  
PubMed Abstract | Publisher Full Text | Free Full Text 

2.  The World Bank: Money and Microbes report. Published by The World Bank. 
2018.  
Reference Source

3.  Duermeijer C, Amir M, Schoombee L: Africa generates less than 1% of the 
world’s research; data analytics can change that. Elsevier Connects. 2018.  
Reference Source

4.  Breugelmans JG, Roberge G, Tippett C, et al.: Scientific impact increases 
when researchers publish in open access and international collaboration: 
A bibliometric analysis on poverty-related disease papers. PLoS One. 2018; 
13(9): e0203156.  
PubMed Abstract | Publisher Full Text | Free Full Text 

5.  Breugelmans JG, Makanga MM, Cardoso AL, et al.: Bibliometric Assessment 
of European and Sub-Saharan African Research Output on Poverty-Related 
and Neglected Infectious Diseases from 2003 to 2011. PLoS Negl Trop Dis. 
2015; 9(8): e0003997.  
PubMed Abstract | Publisher Full Text | Free Full Text 

6.  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 

7.  Abramowitz SA, Hipgrave DB, Witchard A, et al.: Lessons from the West Africa 
Ebola Epidemic: A Systematic Review of Epidemiological and Social and 
Behavioral Science Research Priorities. J Infect Dis. 2018; 218(11): 1730–1738. 
PubMed Abstract | Publisher Full Text 

8.  Erbelding E, Cassetti C: Zika Virus and Future Research Directions. J Infect Dis. 
2017; 216(suppl_10): S991–S994.  
PubMed Abstract | Publisher Full Text | Free Full Text 

9.  COVID Tracker UKCDR/ Glopid-R. Online database accessed 26th July 2020. 
10.  Lang T: Plug COVID-19 research gaps in detection, prevention and care. 

Nature. 2020; 583(7816): 333.  
PubMed Abstract | Publisher Full Text 

11.  WHO R&D Blueprint. Website accessed 1st September 2020. 
Reference Source 

12.  Ford I, Norrie J: Pragmatic Trials. N Engl J Med. 2016; 375(5): 454–463.  
PubMed Abstract | Publisher Full Text 

13.  World Medical Association: Declaration of Helsinki. Website accessed 26th July 
2020.  
Reference Source

14.  WHO Working Group on the Clinical Characterisation and Management of 
COVID-19 infection: A minimal common outcome measure set for COVID-19 
clinical research. Lancet Infect Dis. 2020; 20(8): e192–e197.  
PubMed Abstract | Publisher Full Text | Free Full Text 

Page 5 of 15

Wellcome Open Research 2022, 7:15 Last updated: 28 NOV 2023

http://www.ncbi.nlm.nih.gov/pubmed/29030412
http://dx.doi.org/10.1136/bmjopen-2017-017246
http://www.ncbi.nlm.nih.gov/pmc/articles/5652508
https://www.worldbank.org/en/topic/pandemics/publication/money-and-microbes-strengthening-research-capacity-to-prevent-epidemics
https://www.elsevier.com/connect/africa-generates-less-than-1-of-the-worlds-research-data-analytics-can-change-that
http://www.ncbi.nlm.nih.gov/pubmed/30231044
http://dx.doi.org/10.1371/journal.pone.0203156
http://www.ncbi.nlm.nih.gov/pmc/articles/6145557
http://www.ncbi.nlm.nih.gov/pubmed/26262756
http://dx.doi.org/ 10.1371/journal.pntd.0003997
http://www.ncbi.nlm.nih.gov/pmc/articles/4532507
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/29939284
http://dx.doi.org/10.1093/infdis/jiy387
http://www.ncbi.nlm.nih.gov/pubmed/29267921
http://dx.doi.org/10.1093/infdis/jix492
http://www.ncbi.nlm.nih.gov/pmc/articles/5853255
https://www.ukcdr.org.uk/funding-landscape/covid-19-research-project-tracker/
http://www.ncbi.nlm.nih.gov/pubmed/32669692
http://dx.doi.org/10.1038/d41586-020-02004-1
https://www.who.int/teams/blueprint/about
http://www.ncbi.nlm.nih.gov/pubmed/27518663
http://dx.doi.org/10.1056/NEJMra1510059
https://www.wma.net/what-we-do/medical-ethics/declaration-of-helsinki/
http://www.ncbi.nlm.nih.gov/pubmed/32539990
http://dx.doi.org/10.1016/S1473-3099(20)30483-7
http://www.ncbi.nlm.nih.gov/pmc/articles/7292605
http://dx.doi.org/10.1371/journal.pntd.0003997


15.  Marquis-Gravel G, Roe MT, Turakhia MP, et al.: Technology-Enabled Clinical 
Trials: Transforming Medical Evidence Generation. Circulation. 2019; 140(17): 
1426–1436.  
PubMed Abstract | Publisher Full Text 

16.  Khozin S, Blumenthal GM, Pazdur R: Real-world Data for Clinical Evidence 
Generation in Oncology. J Natl Cancer Inst. 2017; 109(11).  
PubMed Abstract | Publisher Full Text 

17.  More Trials Campaign. https://moretrials.net Website accessed 26th July 
2020. 

18.  Yusuf S, Bosch J, Devereaux PJ, et al.: Sensible guidelines for the conduct of 
large randomized trials. Clin Trials. 2008; 5(1): 38–39.  
PubMed Abstract | Publisher Full Text 

19.  Clinical Trials Transformation Initiative. Website accessed 26th July 2020.  
Reference Source

20.  Irwin A: No PhDs needed: how citizen science is transforming research. 
Nature. 2018; 562(7728): 480–482.  
PubMed Abstract | Publisher Full Text 

Page 6 of 15

Wellcome Open Research 2022, 7:15 Last updated: 28 NOV 2023

http://www.ncbi.nlm.nih.gov/pubmed/31634011
http://dx.doi.org/10.1161/CIRCULATIONAHA.119.040798
http://www.ncbi.nlm.nih.gov/pubmed/29059439
http://dx.doi.org/10.1093/jnci/djx187
https://moretrials.net/
http://www.ncbi.nlm.nih.gov/pubmed/18283078
http://dx.doi.org/10.1177/1740774507088099
https://www.ctti-clinicaltrials.org
http://www.ncbi.nlm.nih.gov/pubmed/30353162
http://dx.doi.org/10.1038/d41586-018-07106-5


Open Peer Review
Current Peer Review Status:    

Version 1

Reviewer Report 28 November 2023

https://doi.org/10.21956/wellcomeopenres.19112.r68278

© 2023 Ellington R. 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.

Roni M Ellington  
Michigan State University College of Human Medicine, East Lansing, Michigan, USA 

In this open letter, the authors provide a rationale for developing a research framework that can 
be used to inform equitable and responsive health research. Specifically, the authors discuss how 
the current practices used to collect, analyze and distribute health research and its findings are 
inefficient, inaccessible, inequitable, and lack a comprehensive framework that could be used to 
guide research. In addition to arguing for the need for a research framework, the authors provide 
a compelling rationale for using digital health records as a potential data source for research, 
which would allow clinical trails to to be "less administratively restrictive, unduly expensive and 
cumbersome." Finally, the authors discuss work engaged by the WHO to develop protocols, 
standard outcome measures and a global safety review that articulates the  need to develop 
consistent protocols for equitable and accessible global research.  
 
Overall, the authors provide a solid rationale for the need to develop a research framework and 
protocols to inform global research and provides compelling support for the claims made in the 
article, specifically for the need to expand the equitable and ethical use of digital health records to 
support better and more timely health research. This definition I found concise, clear and 
consistent with the current understandings of research in health settings. 
 
Although the argument for the need for a comprehensive research  framework, protocols, 
expanded use of digital health records and more equitable access to research is inherently 
compelling, I am not sure the contribution that this open letter will have in the development of 
such a framework and subsequent protocols. There is little discussion of a draft of this framework 
nor is there a clear discussion of the key dimensions of this emerging framework. What would 
have made it a stronger piece is by providing some details of the emerging framework and using 
the rationale provided as a introduction to the emerging health research framework. Also, there is 
little discussion as to how this framework should be developed and by whom and whether or not 
the framework would address the issues raised to support its development. It is implied that a 
framework would  address the issues of inefficiency, lack of equity, and forwarding a global 
standard for health research (I suppose using digital health records, however I was not clear of 
the connection between the two based on my reading of the document), it is unclear how it would 
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do so and whether or not this can be achieved given some of the challenges discussed in the 
article. It seems as if the authors spend much of their time articulating the need for equity and a 
new framework, they do not provide a process through which this can be done equitably and 
make a case for how this framework would be developed. This seems like an important 
component of the open letter that has not be discussed adequately. 
 
In addition, there is an implication that using digital health records for the purpose of research 
would assist in timely and equitable global research. However, it is not well argued as to how 
these digital health records could be used to foster research or how they would fit into the overall 
framework proposed. This may not be doable given the focus and purpose of health records and 
how this can lead to many other ethical issues that are not discussed in the article.  
 
There needs to some thoughtful discussion as to how data collected for the purpose of individual's 
health could be ethically used in research given that the authors themselves point out the current 
challenges of getting data for research purpose ( since much of these challenges are generally put 
in place to mitigate unethical uses of data).  
 
I found the writing of the article someone confusing and requires editing. I would recommend 
that the authors get this piece edited for clarity, word choice and flow so that is would read better 
to the audience. Also the words research and data were used interchangeably in the article and 
they are not synonymous. Also there are paragraphs for which the main idea is not clear and the 
organization of the paragraph fails to support the main idea of the paragraph. This makes the 
piece hard to read and cumbersome. Editing the document for clarity would help make the 
argument clear and coherent. 
 
Overall, I think the authors do a solid job of arguing for a framework to inform global health 
research; however, the authors fail to make a compelling case for how this should be done, who 
would be involved, how the framework would foster efficiency and equity in health research, and 
what would be some key elements of the framework that would address the issues raised in the 
article. Further, the use of digital health records for research is compelling and has potential to 
streamline heath research, the ethical and technical issues inherent in this suggestion must be 
teased out to make for a compelling case for not only the use of these data but how they should 
be integrated in this research framework and protocols 
 
Is the rationale for the Open Letter provided in sufficient detail?
Yes

Does the article adequately reference differing views and opinions?
Partly

Are all factual statements correct, and are statements and arguments made adequately 
supported by citations?
Yes

Is the Open Letter written in accessible language?
Partly

Where applicable, are recommendations and next steps explained clearly for others to 
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The Open Letter by Prof Lang and colleagues highlights the need for systematic improvement in 
research–enabling practices for evidence generation globally. They ground this goal in a call for a 
framework that supports equitable participation in health research that is at once responsive and 
forward looking. This timely call is rooted, in part, in a recognition that without deliberate and 
dedicated attention to the pervasive inequities in health research, including in capacity, funding, 
and publication and career progression opportunities, the logical trajectory will be the widening of 
the inequity gap, particularly in terms of benefits gained and responsiveness of research to global 
needs and contours. This call for a research–enabling framework that serves both short term and 
long term needs and goals carries with it multiple challenges attendant to the various dimensions 
of what such a framework must do, how it should be applied to achieve designated goals, and by 
what process such a framework should be developed. While it is central to clarify and foreground 
the core objectives of the call, it is also necessary to consider collateral effects, structural 
limitations, and the possibility of enhanced risks. The Open Letter considers some of these and 
presumably sees them as surmountable. This is a bold call in that it invites the development of a 
new way of doing things that centres equity (now and in the future) and requires the global 
research community to systematically build capacities accordingly. While stressing the essentiality 
of equity, the authors identify the need for “a highly adaptable framework that is designed to work 
for all research”, specifically challenging current norms regarding clinical trials, including their 
centrality in health research as well as the systems that favour the already well established. 
 
There are many critical aspects of a call for an equity creating framework, three of which are 1) 
requirements of a research–enabling framework for equity in health research 2) the need to 
accompany the pursuit of broader benefits with careful regard for the emergence of known and 
novel risks and the need for the development of appropriate protections and 3) the process of 
framework development and implementation. 
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1. A research–enabling framework 
 
A core motivation for this call for an equity-grounded, research-enabling framework is the need 
for research to be more responsive globally. Lang and colleagues refer to examples that highlight 
the rapid response needed in cases of disease outbreak as well as the relative paucity of research 
on non–communicable diseases (NCD) that occupy an increasing share of the burden of disease in 
LMIC. Thus, the proposed framework must address issues of symmetry between the incidence, 
types, and burden of disease and response capacity, enabling timely response to public health 
needs wherever they arise. To do this the framework must facilitate the capacity to execute 
research in a variety of settings around the world such that deployment of effective response does 
not rely on the presence and expertise of foreign researchers for the necessary research to be 
conducted. Lang and colleagues appreciate the complexity of achieving this goal, acknowledging 
challenges at the local, national, regional, and international levels. Such a framework must be 
future – regarding as well as indicate what must be done today to build and maintain capacity in 
the short and long term. As the letter acknowledges, there are many challenges of and 
dimensions to building sustainable capacity, including patterns of hierarchy in the conduct of 
research in LMIC, (over–) reliance on clinical trials as the most valued form of evidence1, funding 
patterns and trajectories, as well as the absence of career incentives2. As Prof. Lang and 
colleagues have noted, questions regarding selection of research targets (data collection) and 
other possibly outcome–affecting phenomena require input by local researchers. Identifying the 
reasons for the current inequity gap in health services research in LMIC, why 90% of research 
helps less than 10% of the global population1, and what will make a difference in increasing 
capacity in various LMIC countries, for example, are integral to the successful development of a 
framework. 
 
Given the centrality of equity in the call for a framework, it seems important to stress the 
multilayered nature of the underlying causes of inequity1 and, therefore, the nature of 
interventions that will be needed to ensure that the framework can achieve what it is developed to 
do. Many questions will need to be addressed in order to get at the multifactorial causes of 
inequity. For example, to what extent will the framework be designed to accommodate or address 
structural inequities? How should the framework approach the enduring inequitable effects of 
past hierarchies on research skills and capacity both within local teams as well as between foreign 
and local partners? 
 
2. Pursuit of benefit through more and better evidence 
 
Prof. Lang and colleagues emphasize the need for more and better evidence and refer to different 
types of evidence that could enhance research, ultimately serving to yield better outcomes. The 
authors suggest that a new framework could systematically facilitate not only new research 
practices but also new research targets. Responsive to local knowledge of issues, challenges, 
barriers, intersecting practices, incorporating additional types of data could be significant to 
crafting effective interventions in the short and long term as well as in crisis situations. As such, 
the framework that Lang and colleagues call will shift practices to facilitate the collection of data 
on a range of potentially outcome–affecting phenomena that may be solely within the gaze of 
local teams but are currently neither collected nor acknowledged as possibly impactful. 
Underscoring this, the authors assert that clinical trials may not be the optimal form of evidence 
generation1, and certainly not in all situations and for all health issues. They specifically point to 
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the value of embedding data collection into healthcare delivery. The potential significance of 
electronic health records and other digital forms of measuring, storing, and generating health 
information cannot be ignored in the development of the proposed framework. The increased 
recognition of the value of real-world evidence offers another example of rapid evidence 
generation needed to respond to crisis. Nevertheless, the monitoring and surveillance that these 
practices require is not insignificant. Along with the benefits of introducing or expanding the use 
of these modes of data collection, increased, altered, or novel risks must be considered. That is, 
with new forms or types of data collection, there will be a need to ensure that protections track 
these data processing practices. This requires, among other things, consideration of the risks 
locally for data breaches affecting vulnerable members of populations. In the case of embedding 
data collection in healthcare delivery, we much query whether data collection of sensitive 
information will have an adverse effect on healthcare seeking in certain cultural environments. 
The emergence and pervasiveness of digital technologies forming some component of health 
research deserves attention in this framework, not least because of the inequitable uptake or 
access of digital technologies and the potential resulting impact on health research and outcomes. 
The increasingly important need for adequate cybersecurity measures worldwide should 
obviously also be observed in the context of research in LMIC. Dedicated attention to protections 
against known, emerging, and novel risks including and beyond data protection and privacy, will 
need to accompany this progressive step toward creating equity in health research. It will be 
essential to acknowledge the changing risk landscape brought about by implementation of the 
framework and facilitate the development of effective protections. 
 
3. Process 
 
The Open Letter makes several critical observations about the need for a framework to move 
toward equitable evidence generation globally. This initiative that aims to create equity in health 
research through a research–enabling framework comes at a critical time in which timely 
response to public health needs is essential, with impacts often felt worldwide if not adequately 
dealt with locally. Nevertheless, the development of such a framework may be as much about 
process as about outcomes. While we urgently need to prioritize and centre equity in health 
research, the process by which this is done is likely to be critical to its success. Lang and 
colleagues rightly suggest that the framework will contain “new elements” in research” such as 
participatory research. But it may be worth considering which elements may be integral to the 
process of developing the framework. How and to what extent participatory elements should be 
adopted in the development of the framework itself. If part of the goal is to develop new 
guidelines in recognition of the new types and modes of research, then the various levels of 
impact on local persons and communities will form important input into the framework, for 
example. Once developed, how will the framework adapt and conform to new insights, 
knowledge, and evidence? In some ways, it would seem to necessarily be an evolving document in 
order to meet the task that the authors have assigned to it. The authors could offer some early 
thoughts on the nature of the framework as a “living” document. 
 
This call for an equity-creating framework is quite ambitious. Thinking through the multiple types 
and levels of changes that such a framework would necessarily encourage, a critical piece will be 
how such a framework would be evaluated and assessed. And, if necessary, revised to reflect new 
insights. Just as researchers and oversight bodies came to recognise the need for a revision of the 
longstanding Helsinki Declaration3, various developments, including the rapid evolution and 
introduction of technologies used to conduct research point to a reality that consists of the 
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presentation of continually new challenges. Procedures for amendments, updates, and significant 
revision could be helpful to timely response to unanticipated challenges. 
  
Additionally, there is substantial complexity in widening the scope data collection in terms of 
cultural, legal, and other norms. Explicit consideration of the implications of expanding data 
collection and what would be needed to ensure responsible data collection should accompany the 
pursuit of the benefits of more data. Moreover, an increase in the scope of data collection may 
require consideration of infrastructural capacity to provide adequate protections, particularly 
given the increasingly critical role of cybersecurity. 
 
Finally, the role of process seems fundamental given the motivation, objectives, rationale of the 
call for such a framework. Some have argued that process is integral to the pursuit of equity4. The 
role of process can rightly be expected to occupy a significant place in the development of this 
framework. Even before its development, highlighting the role of process could be valuable in 
grounding this ambitious work in its equity objectives. The call for a framework for creating equity 
in health research is both timely and urgent as the impact of the Covid pandemic has made clear. 
Recognition by the World Health Organisation and others of the broad need for equity in health 
research is an important step toward bringing this call forward. 
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This Open Letter summarises issues of inequity in health research, highlights the ongoing 
transformation of health research by the integration of digital health records, and makes the case 
for a universal framework to guide research design (presumably for research involving digital 
health data) for all researchers, but especially to bridge the gap for clinicians aiming to carry out 
health research in LMICs. 
 
In my opinion, the greatest contribution made by this Open Letter is the proposed definition of 
"health research", which I found to be concise and widely applicable. 
 
Beyond this definition, I struggle to identify precisely the contribution made by this Open Letter. 
The authors make a compelling case for developing a universal research framework to guide all 
health-related research and provide some features that they think such a framework should have. 
I think developing such a framework is an ambitious (but important) undertaking, even though the 
authors suggest that it could be achieved “relatively easily”. However, this article does not in fact 
describe a developed (or even in-progress) version of this framework. As such, I wonder if this 
Open Letter would not have been more suitable, in a more condensed form, to serve as the 
background and rationale for this framework once it has been developed and is being shared with 
the research community, rather than as a stand-alone piece referring to a hypothetical framework 
which may be developed and shared in future. 
 
I also find there is a misalignment between the emphasis on creating equity in this Open Letter 
and the purpose of this proposed framework. As it stands, the title and abstract of the Open Letter 
suggest that this framework will be specifically focused on creating equity, with no specific 
reference to digital health data. Upon closer inspection, I understood this framework to guide all 
health-related research, with a focus on research which involves digital health data, thereby 
implicitly creating greater equity between researchers in the Global North and the Global South. I 
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would recommend re-working the title and abstract of this Open Letter at least to clarify that the 
purpose of this framework is to guide the design and delivery of research anywhere in the world 
which involves digital health data, and this framework may in turn contribute to greater equity in 
health research. (Unless I have misunderstood the purpose of the framework – see below.) 
 
There are two specific statements in the article which require further support for the authors’ 
arguments. First, the authors say “it is considered a given that all studies will extract data from 
health records in the future”. I am not convinced that this is a given. Accessing health records may 
not be relevant or appropriate for all health-related research. Could the authors either provide 
some citations for this claim, or present a more detailed argument? Second, the authors argue 
that “There should not be different standards, whether research is being conducted for 
commercial goals, product registration or specific diseases or locations.” Again, I am not 
convinced that this is true. While I appreciate the authors’ case for a universal research framework 
which can guide researchers anywhere in the world and set a global standard for health research, 
I am unsure whether a “grand unified framework” for health research – highly adaptable though it 
may be – can truly replace the need for different levels of regulatory and ethical considerations for 
research depending on the anticipated outcomes. Could the authors clarify their phrasing, or 
present a more detailed argument as to why they believe that a single research framework 
could/should replace more tailored research guidelines for different types of health research? 
 
Beyond these substantive critiques, I believe this article requires comprehensive editing. As a 
researcher from the Global South and second-language English speaker myself, I am deeply 
apprehensive about suggesting this (as critique of language is unfortunately all too common in 
peer reviews, and often driven by bias). However, I found that the issues in writing in several 
places of the article actively hinder the reader’s understanding of the authors’ arguments, and 
therefore need to be rectified. While I won’t provide a comprehensive list of editing suggestions, 
some observations are noted below:

Some extremely long sentences which are very difficult to follow (see, for instance, the first 
sentence of the main text). 
 

○

Some unclear phrasing (e.g. “so that data is captured during that all-important unknown 
window where there are enough cases to answer the questions” / “direct global research on 
health even with merit and social commitment” – unclear what these phrases mean). 
 

○

Some overly general sentences, which do not necessarily contribute to the authors’ 
arguments and detract from the academic tone of the article (e.g. “The pandemic has 
shaken the globe and created such devastating impact. Meanwhile, day-to-day diseases of 
course remain, and still need to be tackled.”)

○

Some contradictory phrasing (e.g. “Strengthening and reducing the global imbalance in 
health research”).

○
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