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Abstract
The concept of health equity—the attainment of the highest possible level of health for all members of society—requires 
equitable access to all aspects of healthcare, including pediatric drug development. However, many communities are under-
represented in pediatric drug development programs. Barriers to participation include geographic, economic, racial/ethnic 
bias, legal, cultural, linguistic, and other factors. While there is no “one size fits all” approach to addressing these barriers, 
community engagement and collaboration is recognized by the Centers for Disease Control, the World Health Organization, 
and other global health organizations as a cornerstone for building a more equitable healthcare system. In this article, we 
will present case studies of stakeholder and community engagement in clinical research for rare diseases and other areas 
of healthcare, as examples of strategies and practices for actively involving under-represented communities and fostering 
their participation in pediatric drug development programs. These studies may serve as templates for facilitating equity in 
pediatric drug development from aspiration into operation.
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Introduction

Medicines are developed in order to benefit individuals 
and society at large. The issues of diversity and equity 
in patient participation are increasingly receiving atten-
tion from stakeholders in drug development. According to 
Pharmaceutical Research and Manufacturers of America 
(PhRMA), “The biopharmaceutical industry is commit-
ted to driving real change and improving health outcomes 
for patients in underserved communities” [1]. Regulatory 
authorities are also developing regulatory strategies for 
promoting inclusion of under-represented populations in 
clinical trials. For example, the Food and Drug Adminis-
tration (FDA) has published a guideline on “Enhancing 
diversity in clinical trial populations” [2]. Other stake-
holders have identified the need for inclusive approaches 
to research [3, 4]. However, there is limited experience 
of practices/strategies relating to engaging diverse and 
underserved communities, particularly during pediatric 
drug development. The purpose of this paper is to promote 
the inclusion of underserved and historically excluded 
individuals and communities in the design and conduct of 
pediatric clinical trials by sharing some relevant experi-
ences. Accordingly, its objectives are as follows:

1. Present an overview of justice and equity as drivers for 
the inclusion of underserved communities

2. Share three case studies that describe efforts to address 
multiple barriers to geographical, legal, and cultural 
diversity in the equitable representation of children and 
adolescents in pediatric drug research.

3. Outline lessons learned and make recommendations 
based on the case studies.

Justice, Equality, and Equity in Pediatric Drug 
Development

Justice, equality, and equity are core principles for human 
societies. The universality of these principles is codified in 
the Universal Human Rights Declaration (United Nations 
1948) [5], which outlines the rights and freedoms of indi-
viduals in a just society, and the Universal Declaration 
on Bioethics and Human Rights, which aims “to promote 
equitable access to medical, scientific and technological 
developments [6].”

Philosophers have proposed several theories of justice 
[7]. For example, Aristotle regarded justice as a funda-
mental virtue for a society that is free from conflict and 
is ordered and predictable. Embedded in justice are sev-
eral concepts such as legal justice, particular justice, and 
corrective justice. Some of these concepts point towards 

equality, where everyone gets the same resource (e.g., a 
fixed stipend amount for all scholarship recipients). How-
ever, equality is not enough to meet all the concepts of 
justice, which also includes the notion of fairness. All 
human populations have some degree of variability such 
as in genetic constitution, social and economic status, cul-
ture, and religion. Thus, equal treatment does not lead to 
equal access to good health. Rather, we need to consider 
equity as well as equality. Whitehead describes equity as 
the situation in which “…ideally everyone should have a 
fair opportunity to attain their full health potential and, 
more pragmatically, that none should be disadvantaged 
from achieving this potential, if it can be avoided [8].” 
Equity is therefore concerned with creating equal oppor-
tunities for health, and with bringing health differentials 
down to the lowest level possible [8].”

Health equity for populations requires access to research, 
and particularly access to results of research that are appli-
cable to each population. Many populations do not have 
access to relevant research findings because funding [9], 
study design, recruitment, retention, analysis, and interpreta-
tion together with implementation of results and technology 
transfer after successful research are not done equitably [10]. 
In many parts of the world current or historic inappropriate 
practice, including overt or hidden racism, underpins ineq-
uity in healthcare and research. Researchers may select some 
regions for research because of reduced safeguards for study 
participants; this approach reduces willingness to participate 
in research particularly when the benefits of research are not 
shared equitably [11]. Inappropriate practice is remembered 
within communities and often affects choices that communi-
ties and individuals make about research [12–15].

Therefore, pediatric drug development strategies should 
account for justice and equity in access to clinical trials for 
individuals from all segments of society. These considera-
tions underlie the pursuit of equity in pediatric drug develop-
ment in the three case studies.

Methods

Case studies were selected through informal contacts 
made by the senior authors (CE and MAT). The case study 
descriptions were elaborated iteratively through video con-
ferences between all the authors and within the drafting 
group for each case. The descriptions were informed by the 
Patient Engagement Quality Guidance (PEQG) tool [16]. 
The PEQG tool was developed by the Patient-Focused Medi-
cines Development initiative, a not-for-profit collaborative 
organization to benefit patients and health stakeholders by 
encouraging patient-centered healthcare systems, [17] but 
this format was not followed completely. The lessons learned 
were identified by the senior authors.
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Case Studies

Case Study 1

Overcoming Geographical Inequity: The St. Jude Hospital 
Affiliate Program in Pediatric Oncology Research, USA

Background Every pediatric cancer is a rare disease [18]. 
Treating rare diseases with curative intent requires system-
atic investigation which is made possible through the con-
duct of clinical trials. Clinical trials reduce haphazard, non-
standard treatment practice that expose children to potential 
harm and are unlikely to advance cures [19]. Enrollment in 
clinical trials should include participants that represent the 
diversity of the population affected by the disease, since the 
results must be generalizable to the population at risk.

In contrast to adult oncology, most pediatric oncology 
clinical trials in the United States are conducted within 
a framework that includes a partnership between clinical 
trial networks such as National Cancer Institute coopera-
tive groups, government, academic centers, and industry. 
Most pediatric cancer clinical research trials are conducted 
in academic medical centers located in major urban cent-
ers, and thus, often recruit study participants proximal to 
their location of practice. This recruitment practice may be 
subject to bias in geographical representativeness. It intro-
duces bias into the clinical trial, as study cohorts may not 
represent the diversity of the ‘real-world’ circumstances 
and patient experience. Thus, an important clinical trial 
enrollment barrier is access limited by geography [20, 21]. 
In the United States, 20% of the population resides in rural 
areas. However, only 9% of physicians practice in these 
settings. The percentage drops to 3% for oncology special-
ists and drops further for pediatric oncologists [22]. Chil-
dren living in rural America do not have the same access 
to clinical trials as children in urban centers [23] and racial 
and ethnic minorities comprise 22% of rural populations in 
the United States [24]. Despite efforts to increase access to 
clinical trials, rates of participation by socio-economically 
disadvantaged and historically excluded groups remain 
low [24].

Activity Description St. Jude Children’s Research Hos-
pital (St. Jude), Memphis, Tennessee, US, advanced an 
approach of well-designed clinical trials starting in the 
1960s when the cure rate for acute lymphoblastic leukemia 
was 10%. Today, childhood acute lymphoblastic leukemia 
is a curable disease, with greater than 95% of children 
surviving their disease [25]; the Affiliate Program at St. 
Jude has contributed significantly to this process. The goal 
of the Affiliate Program at St. Jude is to facilitate equal 
access to pediatric oncology care regardless of geographic 

location. Our research in health disparities has shown that 
the affiliate model benefits all children at the sites. We 
found that there is no difference in event-free survival for 
black children as compared to white children with acute 
lymphoblastic leukemia after adjusting for high-risk fea-
tures [26]. Providing equity in healthcare mitigates this 
risk and improves survival for children.

The Affiliate Program is driven by the St. Jude vision that 
no child is denied treatment based on race, religion, or a fam-
ily’s ability to pay. St. Jude aims to advance science in the 
context of clinical need and the alignment of research and 
care underpins the actions of the Affiliate Program. Estab-
lished in 1999, the Affiliate Program allows more children 
equal access to pediatric oncology care through clinical trial 
protocols in a closer-to-home community setting located 
throughout the Southeast and the Midwest United States. 
These clinics serve diverse patient populations (including 
Hispanic, American Indian, African American, and socially 
disadvantaged patients) in rural and suburban communities. 
The clinic reach is approximately 350 patients per year, 
accounting for nearly 40% of the clinical trial enrollment at 
St. Jude. The Affiliate Program has helped to mitigate bar-
riers to clinical trial enrollment imposed by long-distance 
travel, which could otherwise have been a burden to work-
ing parents or parents of multiple children. Time away from 
work for parents is difficult, even with the benefit of the 
Family Medical Leave Act. Furthermore, time away from 
other children and lack of social support affects quality of 
life for the family unit.

Methods The journey to the current program started 
before 1999 with informal personal contacts with physi-
cians attending educational opportunities at St. Jude. The 
program evolved over many years driven in the parallel but 
integrated tracks of clinical care and research. The Affili-
ate Program takes an integrated approach to facilitate can-
cer care for patients and families. This model is supported 
by other key components that include patient navigators 
who assist with care collaboration and the patient transi-
tion. Similarly, a family advisory committee that includes 
parents from the affiliate communities provides feedback to 
continually improve the process for family and caregivers. 
Leveraging digital health tools also provides an opportunity 
to lessen travel burdens for trial participants, particularly for 
those living in rural areas with limited access to major can-
cer centers.

When reaching out to prospective partners (healthcare 
systems or hospitals) for the affiliate program, one of St. 
Jude’s primary considerations was the partners’ commit-
ment to their community and shared commitment to clinical 
research. They shared with St. Jude a mutual professional 
interest in leveraging existing systems in their community to 
establish the necessary infrastructure for community-based 
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oncology care. These partners recognized that there was a 
strong geographical need for pediatric oncology services and 
that there were gaps in the existing infrastructure (e.g., no 
pediatric oncologist) in their community.

Once a firm commitment was made with a community 
hospital partner, St. Jude performed a formal site assessment 
to identify gaps and needs with respect to supportive systems 
(processes, workstreams, efficiencies, and community sup-
port), education and training about research in the partner, 
and infrastructure for clinical research. Resources are allo-
cated based on the identified needs, sites are reviewed at 
regular intervals, and the partnership is formalized through 
legal review and execution of contracts. The sites formally 
open for operation in the community about 18–24 months 
after the start of the formative assessment. The first affilia-
tion was formalized in 1999.

The network has been sustained by a system that effec-
tively shares the successes of the outcomes of improved 
pediatric oncology care through effective community. Com-
munication with partners is done on a scheduled arrange-
ment (weekly, monthly, quarterly, and annually dependent 
on the activity and opportunity) using e-mail, webinars, and 
in-person events. Affiliated staff also have the opportunity to 
receive quality improvement support and training. This col-
laborative approach maintains buy-in through self-directed 
improvement and ownership of projects by affiliates.

Case Study 2

Overcoming Legally‑Based Inequity in Research 
Participation for Fostered Minor Children: Developing 
Inclusive Ethics Guidelines in West Africa

Background It is not uncommon for African children to live 
with non-parental adults in informal fostering or kinship 
care settings [27]. In West Africa, between 11 and 29% of 
children are raised by fostering adults who help to reduce 
financial and other caregiving burdens of biological parents 
and/or relatives [28]. Some children—such as Almajiris or 
Talibѐs—live under the care of non-parental adults for reli-
gious reasons [29, 30]. The HIV/AIDS epidemic has also 
contributed to higher rates of child fostering. In 2019, an 
estimated 3.27 million under-18 children in West and Cen-
tral Africa lost one or both parents to HIV/AIDS [31].

The participation of African children in clinical trials for 
drug development—including for HIV—has been sub-opti-
mal [32]. This is partly due to ethical consent challenges for 
under-18 children [33–35], especially for adolescent partici-
pation in HIV and sexual and reproductive health research 
[33, 36–38]. Research ethics principles consider minors 
incapable of autonomous decision-making, thus research-
ers are to seek parental permission as consent-by-proxy for 
minors to participate in research [39, 40]. When biological 

parents are unavailable, legally-authorized representatives 
provide parental permission in lieu of the former [41].

In the United States, a legally-authorized representative 
in the context of pediatric research is “an individual, or 
judicial or other body authorized under applicable law” to 
grant consent-by-proxy for a prospective participant below 
the legal age of majority, when their biological parents are 
not available [41]. If there is no applicable law governing 
legally-authorized representatives, an individual considered 
acceptable by “institutional policy” can provide parental per-
mission for the minor [41]. In West Africa, adult caregiv-
ers fostering minors can be considered, and often serve as 
legally-authorized representatives, albeit typically outside 
the law. When research teams/institutions do not recognize 
fostering legally-authorized representatives as suitable to 
give parental permission, minors may be unduly excluded 
from studies. The principle of justice in biomedical research 
supports the inclusion of all populations that would poten-
tially benefit from a study [40]. In the absence of operational 
considerations for children without access to legally-author-
ized representatives (as defined by applicable laws), there is 
the risk of excluding from research significant proportions 
of often highly vulnerable children in West Africa who live 
with non-parental adults. Locally relevant guidance for fos-
tering and non-fostering legally-authorized representatives is 
needed to guide research ethics committees in West Africa.

Activity Description In September 2017, twenty-four mem-
bers of the Network of Ethics Committees Operating in West 
Africa (NECOWA) met to discuss ethical considerations for 
research protocol review during humanitarian emergen-
cies. One of the critical issues raised was the recognition 
and identification of legally-authorized representatives for 
minors. NECOWA is developing a legally-authorized rep-
resentatives consensus working document to present to the 
West Africa Task Force on Emergency Responses and the 
West African Health Organization for further deliberation 
by national, state/provincial, and institutional ethics commit-
tees in West Africa. Country-level adaptation of NECOWA’s 
recommendations are to be integrated into national bioeth-
ics policies. A follow-up survey among NECOWA members 
and selected institutions will assess the application of the 
legally-authorized representatives consensus guidelines in 
ethics committee policies and review.

The process to develop the consensus document started 
shortly after the 2017 meeting and was led by the New HIV 
Vaccine and Microbicide Advocacy Society. An iterative 
consultative research process was instituted, with the objec-
tives to (1) reach a consensus on an operational definition 
of legally-authorized representative suitable for research in 
West Africa; and (2) define the process of institutionaliz-
ing the operational definition of legally-authorized repre-
sentative by research regulatory agencies in West Africa. 
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The Delphi consultation process was adapted to facilitate 
an expert-led process to achieve these objectives [42], and 
a community participatory approach will also be used to 
validate the outcomes of the iterative process.

Methods Eligible expert Delphi participants were bioethi-
cists and pediatric/adolescent health researchers working 
in Africa, particularly West Africa, who had published ≥ 5 
papers. To identify them, we conducted a systematic search 
of Pubmed, Google Scholar, and African Journals Online 
for bioethics and pediatric/adolescent health literature pub-
lished between 2000 and 2018. Other experts were recruited 
from editorial boards of bioethics-focused journals. Ethics 
committee members and policymakers involved in interna-
tional, regional, and national decision-making on pediatric/
adolescent health were also identified as critical stakehold-
ers for this process. Finally, NECOWA members and pediat-
ric/adolescent health policymakers identified through 2010 
to 2018 WHO policy document review were also recruited. 
The final Delphi participant group will be determined 
through a process of selection for equitable representation 
of gender, research field, Anglophone, Francophone, Luso-
phone West African representation, level of research exper-
tise, and community advocacy/community-based research 
experience. To date, this process has been self-supported 
exclusively by the authors.

To complete the process, data will be generated through 
five study phases conducted over 32 weeks. Phase 1 (4 
weeks) will involve a virtual meeting of 25 pediatric/ado-
lescent health researchers, bioethicists, social scientists, 
and civil society representatives working with children 
and adolescents in West Africa. They will help clarify 
themes to be explored for the study, develop research 
questions, and fine-tune study methodology. In Phase 2 
(10 weeks), core research questions identified in Phase 1 
will be developed into a quantitative survey tool to explore 
public perceptions of the questions. The tool will take the 
form of an online survey that will be open to the global 
public for 6 weeks. This survey will also provide insight 
on how engagement of the larger public community can 
enhance ethics committee decision-making regarding 
legally-authorized representatives. Phase 3 (4 weeks) 
will host a second virtual discussion by the Phase 1 panel, 
covering findings from the survey, with the aim of reach-
ing consensus on the concept of legally-authorized rep-
resentative appropriate for the West African context. A 
draft 1.0 consensus document will be shared with 30–35 
experts working in the field of epidemiology or clinical 
research with children and adolescents in West Africa, for 
their comments. A draft 2.0 consensus document will be 
developed; and in Phase 4 (4 weeks), it will be shared 
with 20–25 experts who develop national, regional, and 
international policies on pediatric and adolescent health 

research for their review and feedback. The resulting draft 
3.0 document will be shared with approximately 60 identi-
fied community stakeholders and the public (using social 
media platforms) during Phase 5 (10 weeks). Comments 
received from the stakeholders and public will be used to 
develop the final iteration of the consensus document for 
publication and dissemination.

Case Study 3

Overcoming Lack of Equitable Influence by Young 
People on Research: Changing the Culture of Clinical 
Trials in the United Kingdom, South Africa, Uganda, 
and Zimbabwe

Background Young people have been poorly engaged in the 
design and development of interventions aimed at helping 
them [43]. Limiting their influence dismisses their knowl-
edge of their own experiences and their understanding of 
what initiatives will likely be effective for them. Youth 
engagement aims to increase the influence of youth on 
the design, delivery, and implementation of youth-focused 
interventions, including clinical trials. Youth engagement 
in the design and implementation of youth-related health 
research, including clinical trials and programs is gaining 
attention in increasing number of countries and settings 
worldwide [44]. However, efforts at engaging young people 
in the design and implementation of clinical trials had been 
‘tokenistic’ [45, 46], with institutions having created little 
or no capacity building for research-related youth engage-
ment processes till date. Movement from a tokenistic to a 
fully realized model of youth engagement in clinical trials 
research requires investments towards building the skills 
and competency of representatives of young people in these 
spaces so that they are able to participate in a meaningful 
and effective manner.

While monetary concerns can be a consideration in devel-
oping youth engagement processes, there are also signifi-
cant cultural barriers to making this paradigm shift. There is 
also potential anxiety within the research community about 
engaging children and young people in governance due to 
concerns about how well they could understand scientific 
details. Researchers may also be concerned that if chil-
dren and young people were allowed to influence research 
decisions, what they might say might conflict with adult 
researchers [47, 48], which may in turn disrupt conventional 
practice.

This case study looks at young people living with HIV, 
their engagement in the development and delivery of pedi-
atric HIV clinical trials in four countries, and the cultural 
changes that need to happen across the clinical trials enter-
prise if young people are to influence research.
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Activity Description The goal is to increase the influence 
of young people in clinical trials that are about them and 
their community. Providing skills training to young people 
who represent their communities in clinical trial manage-
ment systems will have multiple impacts. The Youth Trials 
Board (also known as YTBs) is an example of a group of 
young people who improved youth-focused HIV treatment 
research. Youth Trials Boards are groups of young people 
between 15 and 19 years old who are trained to engage in 
the development of pediatric HIV clinical trials to ensure 
that they reflect and respond to the needs of young people 
themselves (Fig. 1). They undertake many of the same tasks 
as Young People’s Advisory Groups, YPAGs, (see Preston 
et al. this issue—editors to provide reference information, 
DOI, etc.) but draw on both their lived experience of a spe-
cific condition and their ongoing engagement with health-
care as part of the management of chronic conditions that 
affect their peers. Youth Trials Board members are selected 
to ensure that Youth Trials Boards represent the diversity 

of adolescents, with specific attention paid to including 
those typically under-represented. Youth Trials Boards are 
intended to be a mechanism through which young people 
can engage with clinical researchers and meaningfully influ-
ence research concerning them.

Methods The Youth Trials Board project began in 2014 
and is ongoing. The initial step of the project—securing 
industry funding—took two years because of funders’ hesi-
tancy since this was a novel approach. The next step of the 
project was to develop an explicit model and implement a 
pilot program. A literature review and formative research 
with young people informed the foundational theory which 
underpinned the development of the preliminary model for 
Youth Trials Boards. This was further informed by close 
collaboration with clinical trial teams who provided valu-
able input. The Youth Trials Board model was piloted in 
four countries—the United Kingdom, the United Kingdom, 
South Africa, Uganda, and Zimbabwe—over a period of 

Fig. 1  Youth Trial Boards and culture change during pediatric drug development
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three years through a sub-study of ODYSSEY, a clinical 
trial evaluating dolutegravir-based antiretroviral therapy in 
HIV-infected pediatric patients [49]. Because the project 
was multi-national, a critical step in launching the pilot was 
the development of joint practice agreements with project 
partners that met country-specific regulations and laws. Ini-
tially, two groups were based at Clinical Trials Units (CTUs) 
and the other two at non-governmental organizations. Dur-
ing this stage of implementation, we observed that having 
a group embedded in a CTU better facilitated project pro-
cesses and communication; therefore, all the groups were 
moved into CTUs.

Each Youth Trials Board had two coordinators from the 
CTU who strived to ensure the young people participating 
were representative of the demographics of pediatric HIV 
infection in each country. The boards are actively engaging 
young people from low socio-economic backgrounds. Over 
the first year, each of the four groups participated in a series 
of modular trainings. A social scientist joined these sessions 
to observe and take field notes, running reflection sessions 
during the training days to collate the views and ideas of 
young people. These reflections were iteratively fed back to 
the Project Coordinator to inform and revise the design of 
the Youth Trials Board model. The Youth Trials Board train-
ing course was co-created through this process with the input 
of 36 young people living with HIV from the four countries.

Once established, the groups held four meetings a year at 
which they undertook various activities relating to research. 
The pilot focused on training, preparing, and supporting 
young people to engage as equitable partners in discussions 
about clinical trials and research. This preparation helped 
to partly overcome the conventional and intimidating power 
hierarchy that young people experienced during these formal 
events. YTBs were able to voice their opinions and at times 
influenced the practice and approach of clinical research-
ers. An example is the Youth Trials Board review of the 
11-page Patient Information Sheet (PIS) developed for the 
trial sites. The groups noted that the sheet needed to be con-
cise, understandable, and user-friendly to ensure genuinely 
informed consent. One Youth Trials Board member provided 
the following written feedback: ‘feel treated like I’m stupid, 
because they know I can’t read it all.’ The outcome of the 
PIS review was that Youth Trials Board groups created info-
graphic information to replace the document. This activity is 
an example of an instance where the pilot worked, but over-
all the access and influence available to the young people 
involved was limited, despite the fact that they were trained, 
willing, and highly capable.

Additional funding was sourced to continue the work and 
focus on the cultural changes needed in clinical trials. A core 
team was established staffed by individuals with a passion 
for working with youth, embedding the youth participation 
ethos at the center of the work. These individuals come from 

various backgrounds and disciplines, including individu-
als with knowledge and understanding of children’s rights, 
youth-work models, and youth participation; the core team 
also includes a young person living with HIV. The role of the 
core team is to oversee all Youth Trials Boards, work closely 
with international trials and research, progressing the model 
and supporting the onsite coordinators to work with the 
young people. Each site has two coordinators recruited from 
existing CTU staff. The coordinators administer the Youth 
Trials Boards, run the meetings, and provide members with 
support. Support is needed because a key component for any 
work with young people who face adversity and stigma due 
to their health condition is ensuring their overall well-being, 
including their mental and emotional health. This was partly 
lost from moving the groups from the NGOs, which operated 
within a health and wellness model to CTUs, which operated 
within a medical model. To ensure that overall health and 
wellness are not overlooked, the CTU site contracts include 
the need to establish a referral system for Youth Trials Board 
members who may need support with health and wellbeing. 
Each CTU had a list of services/providers available in the 
community but no formal contract about service provision 
and/or funds to cover these services. Future work needs to 
address these gaps. In addition, Youth Trials Board meeting 
plans now start with an emotional ‘check-in’ activity.

COVID-19 led to the development of a digital model of 
engagement wherein Youth Trials Board members were 
provided access to digital equipment, data, and trained on 
the use of technology. Engagement of Youth Trials Board 
continued through a hybrid of digital and face-to-face meet-
ings. Face-to-face meetings were held only where country 
COVID-19 control policy allowed for in-person contact. 
Program work is now focused on engaging clinical trials 
teams to understand how young people’s influence can be 
improved and increased. Specifically, the work will explore 
the format, structure, and decision-making process of trials. 
For example, the project is addressing the role of young 
people in clinical trial governance by working with four tri-
als to develop a structure and support package so that older 
young people can be members of Trial Steering Committees 
(who are autonomous groups whose role is to provide overall 
supervision for a trial on behalf of the Trial Sponsor and 
Trial Funder) [50]. In 2022, the project will publish ‘Quality 
Standards on Youth Engagement in Clinical trials and cohort 
studies (working title),’ focusing on funders, strategists, and 
those running clinical trials. In addition to the ODYSSEY 
trial, the program is now working closely with other pediat-
ric HIV trials (BREATHER+  [51], D3 [52], SHIELD [53], 
and cohort study REACH [54]).

To date, the most fruitful impact of this work has been 
raising awareness and initiating conversations with all key 
stakeholders on the value and benefits of engaging with and 
listening to the opinions of young people. Specifically, the 
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project has highlighted how this can strengthen trial struc-
tures and mechanisms, and the necessity of engaging young 
people at all points of this process in order to be able to do 
that effectively. Examples of this are the PIS review activ-
ity, which led to the development of youth-led informa-
tion using imagery, cartoons and infographics, supporting 
young people to understand complicated information. The 
PIS review activity demonstrated to other key stakeholders 
how ‘business as usual,’ where we produce the equivalent 
to adult-based resources and just adapt the language, may 
be insufficient to adequately engage and communicate with 
young people.

The impact of the project was assessed through embed-
ding social scientists at each site that attended all the Youth 
Trials Board meetings in the pilot stage and conducted inter-
views with Youth Trials Board members and facilitators at 
the end of the pilot. Through these assessments, we were 
able to demonstrate the emerging value of the pilot—where 
young people felt it was really important to be part of the 
process and that this was a good mechanism to recognize 
their opinions and experiences by other key stakehold-
ers in the process. These assessments helped us begin to 
understand what the process was achieving as well as what 
additional data needed to be collected in order to conduct a 
comprehensive and robust evaluation of the program. The 
program is now collecting additional data, including tracking 
young people’s experiences.

A key challenge that emerged during the pilot evaluation 
was the unmet expectations of the young people and the 
need to manage expectations of how quickly Sponsors can 
change their approach to trials. The pilot taught us that there 
was a great deal of initial enthusiasm and optimism, but also 
a risk that young people may be disappointed due to the 
pace of change (i.e., that the impact may not be immediate 
or explicit). Managing this expectation and ensuring that 
young people understand the process is now an essential 
element of the training.

Discussion: Lessons Learned

The case studies provide evidence on how geographical 
residential location, legal status, and age can be a barrier to 
children and adolescents recruitment and engagement with 
the design and implementation of pediatric drug clinical tri-
als as summarized in Table 1.

What do the case studies tell us? The descriptions in the 
case studies support the application of principles govern-
ing stakeholder engagement to promote equity in research 
participation. All groups stressed the importance of coalesc-
ing around a shared need and a common vision and mis-
sion for addressing that need. The groups also identified 
several characteristics that are well-documented features 

of successful project management or change management 
activities, including deploying appropriate resources, identi-
fying relevant and measurable outcomes, and effective com-
munication. Only one of the three case studies explicitly 
addresses the role of cultural change in community engage-
ment. Unlike other elements of organizational change, there 
is no consensus on how to define organizational cultures 
and limited data on strategies for effecting cultural change 
[55]. The groups also emphasized the need to invest not only 
financial resources but also time to establish relationships 
and build trust with the community. This aligns with other 
reports [56]. The case studies illustrate that the communities 
themselves contribute resources to these projects, includ-
ing resources to address community-specific needs such as 
pastoral care.

Some elements of the projects are specific to equity in 
access to pediatric drug development, such as building net-
works of pediatric specialists or the development of legally-
authorized representative guidance documents for minors. 
However, many of the techniques (e.g., leveraging existing 
professional relationships, population-specific engagement 
with research) are applicable to other clinical research 
engagement beyond pediatric drug research. The approaches 
highlighted by the case studies are applicable to all pediatric 
drug development because of the importance of investiga-
tor–participant relationships that respects each group’s needs 
and priorities. Furthermore, sharing the lived experience of 
study participants adds value to the operationalization of 
research. These approaches are particularly important when 
dealing with dispersed, rare, or stigmatized groups because 
investigators are less likely to be aware of these groups’ 
needs, preferences, and priorities. The case studies describe 
specific strategies to address community-level access issues. 
These included strategies to mitigate geographic barriers 
(e.g., use of remote access) and to address family and indi-
vidual needs (e.g., family advisors and pastoral care), and 
legal status (e.g., in non-parental consent for children in non-
family custodial care). Two of the case studies also describe 
processes for establishing multi-national community engage-
ment activities.

The case studies illustrate how to overcome the multifac-
eted and systemic barriers to equitable access to research. 
While egregious breaches of trust have taken place, or con-
tinue, in specific settings we need to look beyond them using 
the approaches demonstrated in the case studies. Addressing 
“consent bias” among potential participants is not sufficient. 
Bias among investigators can also be important [57]. Events 
such as the Tuskegee experience [14], racist medicine in 
Cape Colony (now South Africa) [58], or contemporary 
practice in Canada [59] may be used to explain non-partici-
pation. However, the focus on consent bias may distract from 
ongoing unethical practices that need to be addressed using 
the techniques described in the case studies [10].
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The limitations of this paper include the small number of 
case studies that were selected. The case studies were pur-
posively selected to address different difficulties providing 
equitable access to research rather than being a systematic 
survey. Nevertheless, the case studies present strategies for 
successful engagement. The case studies do not address the 
amount of resources needed or the methods for procuring 
these resources.

In summary, the case studies illustrate that all engage-
ment needs appropriate planning and resources. Effective 
engagement does not happen by accident. Partnerships may 
be established through existing affiliations (e.g., tertiary 
hospital centers and community hospitals) or new alliances 
(e.g., the Youth Trials Boards approaching pharma com-
panies). Our observation also is that all three projects are 
built upon the strengths of the organization or individu-
als that developed the project as well as the communities 
themselves, specifically understanding the network needed 
for oncology care and research; expertise in law and ethics 
regarding minor rights and non-parental consent; and the 
dynamism and enthusiasm of youth participants. The case 
studies also addressed multiple community-specific chal-
lenges including travel and family responsibilities, cultural 
and linguistic differences, and remote access requirements. 
The programs have developed strategies for sustainability, 
including procuring ongoing funding, identifying outcomes 
important to stakeholders, and employing effective commu-
nication strategies to maintain stakeholder buy-in.

Conclusions

Providing equitable access to pediatric drug developing 
requires considerable effort. More fundamentally, it starts 
with an ethos that providing equitable access is not only 
right but possible. This ethos is reflected in each of the 
case studies presented in this article. Achieving the possi-
ble requires more than a shared belief, it also requires sus-
tained resources, time, and selecting outcomes for success 
that are meaningful to all stakeholders involved in the pro-
ject. Equally important, it is essential to communicate suc-
cesses effectively. When all of these components are brought 
together, equity can indeed be translated from aspiration into 
operation.
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