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Abstract

Listening to, and acting on, the voices of children and families during clinical research and innovation is fundamental to
ensuring enhanced pediatric health care, medicines development, and technological advances. While this is often discussed as
an important step in ensuring patient-centered care, involving children and families across the life cycle of clinical research is
not currently routine. The pediatric research community needs to address how to meaningfully involve children and families
if they are to succeed in designing clinical research that suits the needs of pediatric patients and their families. This paper
describes how an international community working under the umbrella International Children’s Advisory Network (iCAN)
and European Young Person’s Advisory Group Network (eYPAGnet) has involved children and families in the design and
delivery of pediatric clinical research. It offers practical solutions through various case studies assessed against seven patient
engagement quality criteria within the Patient Engagement Quality Guidance (PEQG) tool, highlighting some of the lessons
learnt from involving and engaging with children and families across different stages of clinical research, including pediatric
trials for drug development programs.
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Background

Undertaking pediatric clinical research presents unique
challenges. Barriers to successful study completion include
parental and patient expectations, motivations, and attitudes
regarding the benefit and burden of study participation; a
higher rate of early patient drop-out; the inherent character-
istics of the pediatric population; and the intensity of study
procedures and associated demands on patients and families.
These barriers all contribute to reduced patient participation
or retention, resulting in far fewer therapeutic advances for
children and young people [1]. One way to overcome some
of these barriers is to involve children and families through-
out the research and development process, from identifying
unmet needs and patient priorities through to the dissemi-
nation of study findings. This involvement also respects the
rights of children and young people.

The potential influence and impact that patients and
the public (including children and young people) have on
the design and conduct of clinical research are increas-
ingly being recognized by researchers, funding bodies, and
journal editors. In health and social care research, this is
often badged under the umbrella term ‘Patient and Public
Involvement’ (PPI), which has been defined as “research...
carried out ‘with’ or ‘by’ members of the public rather
than ‘to’, ‘about’ or ‘for’ them”. [2]

While policy and evidence strongly advocate for the
active and meaningful PPI in clinical research, it is more
difficult to define how this is embodied in practice, espe-
cially where children are concerned. Most of the pub-
lished literature focuses on PPI work with adults and the
reporting of children and family involvement in clinical
research being scarce [3—5]. As a result, understanding of
how involvement works for children and families, what the
key challenges are, and what needs to be in place to make
it meaningful for those involved is limited [6].

Those who work with children and families understand
that involving them meaningfully requires tailoring prac-
tices and methods to suit their needs and requirements [7].
Involving children, in particular, is complex and multi-
dimensional, requiring consideration of four key areas:

e Level of participation (degrees of power-sharing
between adults and children),

e Focus of decision-making (individual or collective),

e Model of participation (consultation, collaboration,
child-led), and

e Clarity of the term ‘children’ which covers a diverse
group who are not only different in their personal cir-
cumstances (age, sex, ethnicity, culture, disability,
social and economic circumstances) but their chang-
ing interests and capacities as they grow older [8].

We write this paper as an international community of
advocates for children and young people (hereon children)
and family involvement in all stages of the research pro-
cess. The goal of this paper is to share our lessons learned
and practical tips to enhance meaningful PPI with children
and families. All authors are linked in various capacities to
the International Children’s Advisory Network, Inc. iCAN)
http://icanresearch.org/ and the European Young Person’s
Advisory Group Network (eYPAGnet) http://eypagnet.eu/
who work alongside pharmaceutical companies, academic
researchers, regulatory agencies, ethics committees, and oth-
ers to make sure children and families are involved in the
decision-making processes [9]. The networks are renowned
for working in partnership with children through the forum
of a Young Person’s Advisory Group (YPAG), which first
emerged in 2006 in the UK [10]. Both networks are led by
the principle that YPAG activities should transform chil-
dren from research subjects into research partners. Mem-
bers of eYPAGnet and iCAN YPAGs normally consist of
a mix of children between the ages of 8—18 years old with
either experience of having a chronic condition, hospitali-
zation, clinical trial participation, or a general interest in
science and research [11]. YPAGSs are stable organizations
that provide opportunities for members to encounter clini-
cal research and learn about some key features of research
that they can influence. The networks also have experience
of working with other, ad hoc, groups of children and fami-
lies (who are not members of YPAGs) from various back-
grounds, interests, and experiences of childhood illnesses as
and when required [12].

Published principles or quality PPI standards [13] may
tell us what we should aspire to. However, they often lack
practical details on implementing PPI in practice, especially
with children and families [14]. To share our experience
with the practicalities of involving children and families
throughout the research process, the authors have used a
Patient Engagement Quality Guidance (PEQG) tool [15]
as a guide to reflect on the lessons learned from PPI with
children and families. The PEQG tool was developed by
the Patient Focused Medicines Development initiative, a
not-for-profit collaborative organization to benefit patients
and health stakeholders by encouraging patient-centered
healthcare systems [16]. The tool was developed with
over 70 experts in 51 organizations as a practical guide to
planning, developing, and assessing the quality of patient
involvement activities and projects. The tool contains seven
quality measures, which include the following: (1) Shared
Purpose, (2) Respect and accessibility, (3) Representative-
ness of stakeholders, (4) Roles and responsibilities, (5)
Capacity and capability for engagement, (6) Transparency
and communications and documentation, and (7) Continuity
and sustainability. A brief description and rationale for each
measure can be found in Table 1.
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Table 1 Patient Engagement (PE) quality criteria summary and description

PE quality criterion*

Brief description and rationale

1. Shared purpose

2. Respect and accessibility

3. Representativeness of stakeholders

4. Roles and responsibilities

5. Capacity and capability for engagement

6. Transparency in communication and documentation

7. Continuity and sustainability

Brief description: Shared purpose refers to the importance of all stakeholders agreeing
on the project’s aims and outcomes before starting the project

Rationale: Early involvement is a key factor for the quality of the process and includes
the consideration of all perspectives in the early phase of planning

Brief description: Respect and accessibility refer to (1) respecting each other and
respectful interactions within the project to be established among partners, and (2)
openness to and inclusion of individuals and communities (to the project) without
discrimination

Rationale: A key quality aspect is the importance of securing a supportive culture that
reflects that all stakeholders acknowledge the patients’ perspective (at any age) as
equally important to that of other professional or authoritative stakeholders. Practical
steps must be taken to ensure access for all

Brief description: Representativeness of stakeholders refers to the mix of people
involved, which should reflect the needs of the project and the interests of those who
may benefit from project outputs

Rationale: Ensuring optimal representativeness is demanding but essential for any PE
activity and involves careful consideration of the selection of patient representatives.
For example, appointed patient representatives in committees may often be particu-
larly resourceful relating to their disease and treatment, and it becomes important to
ensure perspectives of less resourceful or vocal patients are considered

Brief description: Roles and responsibilities refer to the documentation of agreed, and
ideally co-created, roles and responsibilities, indicating that all aspects of project
needs will be established upfront and revisited regularly

Rationale: Clarity on roles and responsibilities of all partners is essential for the imple-
mentation of equitable working practices that ensure PE opinions and expertise are
respected and incorporated, where possible, into PE projects. It is understood that not
all feedback was given by young people and families can be incorporated into the end
product due to legal limitations

Brief description: Capacity and capability for engagement refer to (1) capacity as hav-
ing relevant and dedicated resources from all stakeholders and (2) capabilities for all
stakeholders to enable meaningful engagement

Rationale: 1t is essential that everyone has sufficient knowledge and skills to contribute
effectively. These skills include the professionals having sufficient PE knowledge and
skills, as well as patients having sufficient trials knowledge

Brief description: Transparency in communication and documentation refers to the
establishment of a communications plan and ongoing project documentation that
can be shared with stakeholders. Communication among stakeholders must be open,
honest, and complete

Rationale: Transparent communication throughout the project, both internally and
externally, is essential to ensure the credibility of the process and findings. Publica-
tion of protocols and results of all trials are increasingly recognized as essential for
the effective and ethical evaluation of clinical products

Brief description: Continuity and sustainability refers to the smooth progression of the
project and efforts to maintain relationships with stakeholders beyond a single project

Rationale: Involvement of patients throughout the process as much as feasible, includ-
ing aspects such as evaluation, dissemination, and implementation can be very benefi-
cial for the quality of the process. Additionally, ongoing commitment to PE and the
development of long-term relationships will enhance the quality of outputs. Also, the
long-standing relationships that iCAN and YPAGs have with their children and young
people beyond a specific activity facilitate many aspects of all engagements

Accordingly, the aims of this paper are as follows: 3. Review the quality of the case studies in the light of the

1. Summarize pertinent case studies

PEQG tool

2. Identify lessons learnt and common themes from the

case studies
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Methods

Eleven PPI activities with children and families were identi-
fied by the authors and assessed using the PEQG tool. The
activities were purposively chosen to provide a selection
of requests received to partner with children and families
from regulatory bodies, life science and biotech companies,
and academic institutions (hereon referred to as researchers).
Six of the authors (4 from eYPAGnet, and 2 from iCAN
Inc) responsible for coordinating and facilitating children
and family involvement completed 14 case study templates
(see Table 2) and shared them with the wider authorship
team before agreeing on the final eleven examples. Three
case studies were excluded as they focused on engagement
activities (e.g., inviting children to conferences or producing
a video to tell their story or to promote the importance of
involving children in clinical research) as opposed to focus-
ing on the actual involvement activity itself. Attention was
paid to selecting cases that could represent a variety of activ-
ities across different stages of the research process, working
with different populations. Each case study was reviewed by
the team to ensure that the guidance linked to the PEQG tool
was systematically followed to ensure an open and trans-
parent reporting process that highlighted both positive and
negative lessons learned.

Results

Of the eleven activities, five activities fell under the cat-
egory of research priority setting. Three involved children
and/or families throughout all stages of the research process

and three activities fell under the category of dissemina-
tion, communication, and post-approval phases. The types
of involvement included virtual panel meetings, Delphi sur-
veys, focus groups, study management membership, consen-
sus meetings, and workshops. Eight of the eleven case stud-
ies involved children only: one involved parents only, and
two involved both parents and young adults. Table 3 sum-
marizes the eleven activities including who was involved,
outcomes, and gaps in practice. A link to a full description
of the case studies is included in Table 3.

We describe the overall lessons learned according to the
PEQG criteria.

Shared Purpose

The development of a shared purpose is fundamental to opti-
mal outcomes of PPI. Researchers come with an intention
which often needs to be shaped by mediators before it can
become a purpose that is shared by the researcher and the
participants in PPL.

All eleven activities describe some form of recruitment
process prior to the PPI activity commencing to identify the
most relevant candidates for the tasks. These processes start
the process of establishing a shared purpose. The recruit-
ment process was simpler for activities targeting members of
an existing YPAG, entailing sharing the opportunity with the
group/s, consenting for the activity to take place, and then
supporting members throughout the activity. Most often, this
entailed a considerable amount of correspondence and meet-
ings between the researcher or research team and a facilitator
who would then relay information to group members prior
to the activity taking place. This iterative process allowed
opportunity for facilitators and group members to shape a

Table 2 Case study template—assessed against PFMD patient engagement quality guidance

Project/activity title and date of completion

What was the project/activity? brief description

Why was it important to partner with children, young people, and/or families?

How was the project/activity done—what was involved, process, timelines as identified by comparison with PEMD criteria? These will be identi-

fied by comparing against a PPI quality framework
PFMD criteria 1: Shared purpose
PFMD criteria 2: Respect and accessibility

PFMD criteria 3: Representativeness of stakeholders (The mix of people you involve should reflect the needs of the project and the interest of

those who may benefit from project outputs)

PFMD criteria 4: Roles and responsibilities (Was there clear roles and responsibilities established upfront. Did everybody understand what was

required of them? And was this revisited regularly?)
PFMD criteria 5: Capacity and capability for engagement
PFMD criteria 6: Transparency in communication and documentation
PFMD criteria 7: Continuity and sustainability

What were the benefits/challenges for the study/organisation and children, young people, and/or families?

What were the gaps, as identified by comparison with PEMD criteria? (These will be identified by comparing against the PPI quality framework

Learnings and improvements that could be made for future projects
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shared purpose before the activity started. If activities that
were more ad hoc and/or required working with children and
families with a particular expertise (i.e., the experience of
living with a rare condition) this required additional steps
in the process, such as production of flyers on how to get
involved, expression of interest forms, terms of reference
documents, or consent documentation that clearly explained
the roles required. The terms of reference or consent forms
detailed the aims of the activity, the remit and membership
of the group, and other information (including payment and
expenses, accountability, and confidentiality). The terms of
reference or consent forms served to induct both children
and parents into an activity. These forms were also used as
aresource to fully inform participants about the activity and
their role and to manage expectations regarding the activity
throughout its course.
Lessons learned:

e Managing expectations of PPI for all parties requires a
considerable amount of time prior to any activity taking
place. Developing a shared purpose is fundamental for
optimal outcomes.

Respect and Accessibility

Regardless of the type of involvement chosen (i.e., focus
group, consensus meeting, etc.), it was important that such
activities were planned around the children and families’
schedules, either after work/school hours or during week-
ends, and not around the needs of research professionals’
availability (whenever possible). Voting polls circulated
in advance of activities are helpful to identify convenient
dates and times for children and parents to meet. Opportu-
nities to attend via video teleconference/zoom should also
be offered as alternatives to attending face to face, which
became essential during the COVID-19 pandemic. Addi-
tional factors included making sure there was an allocated
budget for meetings, reimbursement of travel, refreshments,
and payment for children and parent contributions (although
iCAN and some YPAGs do not pay their members but are
reimbursed by the research team to pay the running costs of
the networks). Those who did pay children and parents for
their time found this quite complicated due to issues such as
the requirement of having honorary contracts (for those aged
18 +and parents), tax and benefits issues. Paying children
was particularly difficult so most YPAGs chose to offer gifts
of appreciation in the form of ‘vouchers’ as a thank you for
their contributions as opposed to cash or bank transfer (as
not all children have bank accounts depending on their age).
It is important to be open and transparent about payments
or gifts of appreciation before involvement begins, and this
can be achieved by having a payments policy in place that is
agreed by all members.

Lesson learned:

¢ Being flexible around the timing of activities was seen to
be the biggest factor in recruiting and retaining children
and families throughout the activities.

e Realistic resources (including money, staff, time) should
be allocated for PPIL.

Representativeness of Stakeholders

Diversity and representativeness of children and families is
an issue not just for PPI, but for clinical research participa-
tion in general. It is essential that researchers consider who
their target for participation is, which in turn will aid the
decision on who needs to be involved. PPI facilitators are
best placed to have a conversation with researchers and to
organize the most suitable activity with the relevant stake-
holders. Facilitators also support the selection of partici-
pants that meet the diversity profile agreed upon with the
researcher. As the eleven case studies highlight, not all con-
tributing children were members of a YPAG. When the case
study facilitators opted for a different involvement model,
they did this because of the condition being studied, which
required specific input from children living with the dis-
ease to avoid tokenism. Under these circumstances, direct
involvement of children living with a disease can have more
impact on both the research design and on those who get
involved.
Lessons learned:

¢ Organizing activities that involve those affected by a cer-
tain disease or condition requires more planning, time,
and resources to ensure representativeness in terms of
gender, disability, age, country diversity, and inclusion
of children and families from disadvantaged socio-demo-
graphic backgrounds. This requires working in partner-
ship with patient organisations and with clinicians work-
ing directly with patients and families affected by the
disease.

e Involving both children and their parents in the activ-
ity provides a holistic view of the impact of the disease
on the child and the family, but also requires additional
planning to avoid parents dominating the conversations.
A solution to this approach is to hold separate meetings
for the children and adults, which requires not only more
planning but also additional facilitators to manage and
record the discussions.

Roles and Responsibilities
The researcher is responsible for defining their require-

ments and identifying the resources needed to conduct the
PPI activity. Ideally, the researcher can use feedback from

@ Springer



960

Therapeutic Innovation & Regulatory Science (2022) 56:948-963

facilitators and groups to make adaptions to activities before
they take place. It is essential that the researcher sends
timely feedback to participants involved in PPI activities
about how their input has influenced the research or activity.

In some of the case study activities, researchers, or cli-
nicians with expertise in the disease area or methodology
were invited to join activity sessions to explain the study/
project in detail and answer any questions that children and
families had. This required many conversations between the
facilitators and researchers before the activity took place so
that everyone had a clear understanding of their roles during
and after the sessions.

The facilitator’s role is to guide and support the researcher
to make sure the planned activity is fit for their needs. Spe-
cific facilitator responsibilities may include activity design
(i.e., selecting the best methodology for involvement), logis-
tics (organizing meetings, facilitating discussions, etc.), and
evaluation (reporting feedback to researchers, evaluating
activities). More importantly, the facilitator’s role is to sup-
port children and families throughout the process so that
their experience of involvement is a positive one and produc-
tive for all parties.

Lessons learned:

e A critical success factor is having skilled facilitators with
experience working with children and families.

e Regardless of role, all participants in a PPI activity need
to cooperate in the activity respectfully by complying to
agreed role descriptions and terms of references. Having
a clear memorandum between all parties, especially for
long-term involvement activities is extremely helpful.

Capacity and Capability for Engagement

Capacity and capability can be managed directly by skilled
facilitators. Regardless of the activity, none of the case stud-
ies offered any formal (structured or accredited) training for
children or families. That is not to say that formal training
is not offered to children and families, but for the case stud-
ies a more flexible approach to learning was chosen and
driven by individual needs and preferences. This included
brief presentations and educational videos about a particular
disease or research methodology during regular meetings,
organizing topic-specific workshops (i.e., core outcome set-
ting methods, etc.), and group discussions that generated a
culture of learning and collaboration.
Lessons learned:

e Skilled, experienced facilitators offer a direct contact
point of support to those who want to be involved in
activities and to research teams with little experience of
PPL

@ Springer

e Flexible approaches to learning opportunities for chil-
dren and families depends on individual needs and pref-
erences.

Transparency, Communications, and Documentation

Regardless of the PPI activity and type of involvement, it is
clear from our experiences that tailoring communications
to suit the needs of children (e.g., age and ability appropri-
ate information) and families is essential. In some cases,
the facilitators highlighted that recording in-depth notes
for each PPI activity is important to capture what children
and parents expressed. This required gaining permission for
sessions to be recorded and transcribed for the purposes of
publication (whether a report to the researcher or journal
article), which is quite time-consuming. Another important
consideration is to give participants feedback in a timely
manner on how the study team acted upon their insights.
Without this feedback, those who take part are left wonder-
ing about the value of their input and ultimately what impact
it had on the activity.
Lessons learned:

e Tailored communication equipped children to get
involved in activities and, more importantly, to stay
involved and engaged throughout the process.

Continuity and sustainability

Regardless of the length and type of activity, building
meaningful relationships with children and families before,
during, and after the activity is key. Children and families
want to know that their time is valued, and their opinions
are listened to and acted upon. Self-reflection, evaluation,
and feedback mechanisms on the processes and value of
the PPI activity are elements that need to be built into the
activity from the very beginning. Sometimes these are an
afterthought, resulting in missed opportunities to gather chil-
dren, families, and researchers’ views of the strengths, weak-
nesses, and areas for improvement. At the very least, those
who take part in activities should be provided with some
written feedback about their contributions and thanked for
their time and efforts. One of the biggest challenges for PPI
facilitators is obtaining feedback in a timely manner. Realis-
tic financial resources are also key to sustain PPI activities.
Each PPI activity expands the experience of all participants
and reduces the costs to future PPI activities.
Lessons learned:

o Self-reflection, evaluation and feedback mechanisms on
the processes and the value of PPI need to be embedded
into practice.

e Sustainability requires adequate financial resources.
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Discussion

There is an ongoing need to share examples of best prac-
tice PPI with children and families in the clinical research
process to ensure that approaches are robust and meaning-
ful to those who get involved. This paper reports on expe-
riences of involving children and families at various stages
of the clinical research process using a Patient Engage-
ment Quality Guidance (PEQG) tool to guide reflections.
The paper also links to a substantial corpus of projects that
provide worked examples for PPI practitioners and peo-
ple who commission PPI. The process of using the PEQG
tool was an informative way of critiquing our experiences
and practice of PPI with children and families. Systematic
reflection on these experiences unearthed some important
lessons and led to a comprehensive synthesis of lessons
learned. These lessons contribute to the existing evidence
base [6, 17, 18] by providing practical examples of how
children, families, and researchers can work together, the
difficulties encountered, and what is needed for meaning-
ful PPI. The lessons learned about the process of involve-
ment have shown that meaningful PPI requires support
from skilled facilitators with experience of working with
children and families and who can offer a direct point of
contact to those who want to be involved in activities as
well as research teams with little experience of PPI with
children and families. Skilled facilitators can advise on the
most suitable involvement approach and advise on plan-
ning child-appropriate activities, which saves a lot of time
for researchers. This aligns to recently published findings
[6] which highlighted the need for approaches adapted to
each PPI activity. Furthermore, having these conversa-
tions early in the process helps to plan accordingly and
review regularly how often children, and families will
meet (i.e., around school/work and family commitments)
and being flexible to the needs of those who want to be
involved. This is particularly important for those affected
by long-term chronic conditions who may not participate
as frequently due to illness, medical emergencies, or car-
ing responsibilities.

The lack of diversity within PPI is a well-recognized
issue [19, 20] Therefore, it is essential during the plan-
ning process to consider the target group for a specific
PPI activity. For some activities, the stability and exper-
tise of a YPAG is useful. On the other hand, some of the
case studies in this paper highlight that asking members
of an existing YPAG is not always the best approach to
gain children’s views, especially those living with cer-
tain chronic or rare conditions. As highlighted in previ-
ous literature [21, 22] this then requires looking at other
approaches to involve those affected by the disease that
is being studied, which in turn requires more planning,

time, resources, and established links with key stakehold-
ers (e.g., parent organisations, clinicians, charities, etc.).
Another consideration is whether activities should include
both parent’s and children’s views. If so, this requires care-
ful planning and management of the activities to ensure
that parents do not dominate the conversations. Regardless
of the type or stage of involvement time and resources
need to be invested to keep children and families motivated
and engaged.

Skilled development training (i.e., in research methods,
child rights/advocacy, communication skills, etc.) is one way
to keep children and families motivated, especially for long-
term projects/activities such as YPAG membership. How-
ever, similar to other published research findings [18, 23, 24]
we found in some of the case studies that this level of train-
ing was viewed as unnecessary when children and families
preferred informal conversational approaches to help them
understand their roles. Thus, adopting a more flexible, infor-
mal induction into the activity with clear terms of reference,
consent documentation and support from the PPI facilitator
was felt to be sufficient.

Reimbursements are also a valuable and tangible dem-
onstration of appreciation for children and families. No one
should incur out of pocket expenses when taking part in PPI
activities; at a minimum, travel and subsistence costs should
be covered. This especially has implications for low-resource
organisations with minimal budgets and impacts their ability
to meaningfully involve children and families. One way to
overcome this is to build in suitable budgets as part of grant
applications to specifically support PPI activities, including
budgeting for a skilled facilitator with experience working
with children and families. Another way to keep children and
families motivated is to provide feedback on the outcomes
and impact of their input (both the impact on the study
design and on the young people themselves). Van Schel-
ven and colleagues (2020) also highlighted feedback as a
motivational factor [17]. However, providing such feedback
requires time to evaluate the activities, and incorporation
of a clear tool or process for collecting and analyzing the
feedback from participants, and researchers.

Limitations

We note some limitations of this paper. The cases were gath-
ered as a sample of convenience and not as a systematic
survey. Each of the case studies had included an evalua-
tion of children and families’ experiences of taking part in
activities. However, the thematic reflections within the case
studies were undertaken by the facilitators who had led the
PPI activities. The timelines, effectiveness, impact, and the
magnitude of the costs of PPI activities were not addressed
in our analysis. Nevertheless, we believe that this paper
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provides useful insight into how to conduct PPI for industry
and academic clinical researchers, and introduces a useful
quality assessment for PPI with children and families.

Conclusion

We no longer have to defend the view that involving children
and families in the design and conduct of clinical research
benefits both research and those who get involved. However,
we must find ways to meaningfully involve children and fam-
ilies in these processes. Using the PEQF tool was helpful to
self-reflect, capture, and share our learnings to guide future
PPI projects with children and families. We suggest that the
planning of future PPI projects will benefit from addressing
the PEQF criterion to identify potential gaps prior to starting
any PPI work with children and families. The lessons pro-
vided here provide a baseline for continuous improvement of
the processes of PPI with children and families. High-quality
PPI requires resources in time and money, skilled facilita-
tors, and timely feedback from researchers.
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