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Abstract

Introduction Involving patients in decision making adds value in the context of pharmacovigilance (PV). This added value
goes beyond participation in spontaneous reporting systems for adverse drug reactions. However, there is a gap between
allowing patients to report and actual patient involvement. Views regarding best practices from regulators, patient organiza-
tions and pharmaceutical companies could help increase and improve patient involvement in PV.

Objective The aim of this study was to investigate the factors contributing to best practices for patient involvement in PV
and to develop a definition of patient involvement based on a qualitative multistakeholder study across Europe.

Methods A literature review was conducted to map the field of study and obtain insights for the elaboration of an interview
guide. Subsequently, patient representatives, members of the pharmaceutical industry and regulators were invited to par-
ticipate in interviews. These interviews were analyzed using NVIVO® software and employing reflective thematic analysis.
Results A total of 20 interviews were conducted with representatives at both the national and European levels. The best prac-
tices identified were engagement from the start, face-to-face communication, a full circle of feedback, same-level partners,
structured involvement and guidelines, establishing common goals, patient education and empowerment, and developing
trust and balance. These activities can be implemented via deep collaboration among stakeholders. A definition of patient
involvement was constructed in accordance with the input of all stakeholder groups, which reflects the involvement of all
types of patients at all levels of the decision-making process.

Conclusion In this study, we developed a definition for patient involvement based on qualitative interviews. The factors
contributing to best practices for patient involvement were mentioned across stakeholder groups and aimed to stimulate
patient involvement in PV. Patients are eager to become equal partners and to engage effortlessly in the same manner as
other stakeholders.

Key Points

Qualitative interviews with stakeholders in pharma-
covigilance (PV) can help identify factors that contribute
to improving patient involvement in PV.
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1 Introduction

In recent years, patient involvement has become increas-
ingly important in the context of pharmacovigilance (PV).
Direct patient reporting is one of the most prevalent ways
in which patients can be involved. Previous studies have
proven the importance of such reporting and concluded
that it helps uncover blind spots in drug safety monitoring,
as patient reports pertain not only to prescription drugs
but also to over-the-counter (OTC) medicines and nonau-
thorized products such as herbals, macrobiotics, and other
products that are not reported by healthcare professionals
(HCPs). In addition, direct patient reports promote early
safety signals more than situations in which only the HCP
reports are considered [1].

However, patients are considered to be important
stakeholders who can be involved in activities other than
adverse drug reaction (ADR) reporting, such as safety data
communication. Patient organizations have shown interest
in topics related to drug safety and aim to participate in PV
in a more active way. These organizations appear to play
an important role in encouraging patients to participate
in the drug safety environment, both as communication
platforms to disseminate safety information and signals to
patients in a more effective way than is possible via regula-
tory and scientific channels and as powerful educational
platforms that provide safety data for other stakeholders
[2-5].

Another role played by patients that must be highlighted
is that of expert patients, a term that refers to patients who
live with a chronic illness, have extensive knowledge of the
management and implications of their disease, and possess
personal knowledge and experience regarding their illness
[6, 7]. Expert patients play a key role, as they have the
unique opportunity to clarify patients' values and priori-
ties, and are able to identify needs that are not considered
highly by HCPs; this knowledge allows expert patients to
work contribute to the development of comprehensive care
and disease management and to participate in clinical deci-
sion making [6]. Expert patients also act as educators for
other patients, provide feedback regarding care delivery,
and are involved in the development and implementation
of guidelines for practice as well as in the design and con-
duct of research initiatives and clinical studies [7].

In an effort to enhance the role of expert patients, sev-
eral ‘expert patient programs’ and ‘chronic disease self-
management programs’ have been established as a way to
educate patients and motivate them to employ their own
skills and knowledge to take control over their lives with
chronic illnesses [6].

Finally, regular patients who are not actively involved in
patient organizations or educational programs also play an

A\ Adis

important role within the PV system, as they are uniquely
positioned to serve as vigilant monitors of safety; they can
detect medication errors, quality issues, drug misuse and
other important drug safety concerns and play an active
role in the therapeutic decision-making process [6]. For
instance, during the coronavirus disease 2019 (COVID-19)
pandemic, there has been a surge in the number of reports
from the general public regarding COVID-19 vaccines,
which can contribute to our knowledge of the safety profile
of these vaccines in daily practice [8].

Pharmaceutical companies have started to create more
patient-centered initiatives; one recent study found that the
most frequently implemented initiatives included patient
organization landscape analysis, support of patient advocacy
groups, patient advisory boards, home nursing networks,
social media/online communities, lay-language summaries
of the results of clinical trials, new clinical data collec-
tion applications (apps), adaptive trial designs and patient
involvement in study feasibility and design; however, at the
time of that study, most of these initiatives were in the plan-
ning or piloting stages and had not yet arrived at the imple-
mentation stage [9, 10].

Despite all these efforts on the part of all stakeholders,
there are still challenges to overcome if patients are to play
a larger role in PV, with communication being one of the
main challenges in this context. It is important to determine
whether current initiatives are fulfilling patients' needs and
making them feel truly involved, as well as to identify the
areas in which there is still room for improvement.

For the purpose of this study, we have chosen to focus
on the term patient involvement, although the terms patient
involvement and engagement are frequently used inter-
changeably, and there are no established definitions of these
terms or clear differences between them [11, 12]. However,
certain elements have been mentioned by different authors
when referring to these terms, of which it is useful to have
a general understanding. The concept of patient involve-
ment refers to the participation of patients in decision mak-
ing related to their own health problems, such as choices
regarding their treatment, and public health issues, such
as the development, approval and marketing of medicines
[13—15]. Another definition of this term refers to sharing
feelings, emotions, and information between patients and
health care professionals, thus improving the relationship
between those parties and making the patient more recep-
tive to the guidelines issued by these professionals [13, 15].
Patient involvement can also be defined as the continuous
process of exchanging knowledge and ideas among the vari-
ous parties involved via the implementation of interventions
intended to promote the participation of interested stake-
holders [12]. Other authors have referred to the concept of
patient engagement as "the active, meaningful, authentic and
collaborative interaction between patients and researchers
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throughout all stages of the research process, in which
research decision-making is guided by the contributions of
patients as partners, recognizing their unique experiences,
values and knowledge" [16].

Within the field of PV, the concept of patient engage-
ment is understood in terms of the participation of patients
in the safety decision-making process at different levels,
for example, in the regulatory field, by allowing patients to
participate in public hearings at which decisions are made
regarding crucial safety issues; patients can participate as
safety data providers, for example, through patient-reported
outcomes (PROs) and contributions of real-life data, which
can guide decision making, and they can ultimately make
therapeutic decisions regarding their own health based on
the available information [1, 17-20]. One recent study con-
ceptualized the term PV engagement as an ongoing process
of knowledge exchange among stakeholders that implies the
crucially important mutuality of this process [21], indicat-
ing that such engagement is a two-way process of commu-
nication in which patients also share their knowledge with
other stakeholders. This form of knowledge exchange can
take place via different lines of communication, for exam-
ple, through direct patient reporting or public hearings, but
it also recognizes the different roles that patients can play
in PV, such as serving as expert patients or participating in
patient organizations, and collaborating with them to ensure
that patients’ voices and knowledge are shared at every level.

Views regarding best practices from regulators, patient
organizations and pharmaceutical companies could be help-
ful to increase and improve patient involvement in PV. To
obtain insight into factors that are important for improving
patient involvement in the context of PV, a qualitative multi-
stakeholder study across Europe was conducted. In-depth
interviews were conducted to explore participants' views and
perceptions of patient involvement and the activities that are
currently being implemented to enhance the participation
of patients in PV. The aim of this study was to investigate
the factors that contribute to patient involvement in PV and
to develop a definition of patient involvement based on a
qualitative multistakeholder study across Europe.

2 Methods

This study conducted qualitative research using an inductive
methodology [22] and was designed to adhere to the con-
solidated criteria for reporting qualitative research (COREQ)
checklist [23].

2.1 Literature Search

The first step was to use a literature review of PubMed®
to identify the current practices used by stakeholders to

involve patients in PV. In addition, the literature review
aimed to define the initial stakeholders to be included in
the interview stage. A search was conducted in PubMed®
by one of the authors (MvH) on 2 February 2021, with a
time range filter between 2010 and 2021. Publications in
English and Spanish were included. The electronic search
strategy implemented to conducted the literature review is
available as electronic supplementary material (ESM) 1.
Articles regarding patient involvement in areas other than
postmarketing surveillance, for example, in drug develop-
ment, were not included. Finally, references across articles
were checked to identify interesting articles that could be
included in the study. EndNote X9® software (Clarivate,
Philadelphia, PA, USA) was used for the selection of arti-
cles and the detection of duplicates. Two authors (MvH,
KC) screened the publications and the results were then
discussed with another author (FvH). Findings from the
articles were extracted using an extraction template in
Microsoft Excel® (Microsoft Corporation, Redmond, WA,
USA) that contained the following fields: stakeholder, full
reference, description of patient involvement initiatives.

Based on the findings, a semi-structured interview
guide was designed, and purposive sampling was used to
recruit participants for the interviews.

2.2 Interview Guide Design

Based on the results of the literature review, a semi-
structured interview guide was designed. The interview
guide contained 17 open-ended questions to allow the
interviewees to provide in-depth answers related to the
participation of patients in PV. The topics included in the
interview guide were the definition of patient involvement,
the importance of patient involvement, and the activities
they have conducted/in which they have participated or
that they would like to conduct/in which they would like to
participate in the future, as well as the benefits of patient
involvement and ways of incorporating feedback from
patients themselves.

Interviewees were asked 12 questions from this list of
17 questions depending on the stakeholder group to which
they belonged, and each interview was estimated to last
30 min. The interview guide containing all 17 questions
is available as ESM 2.

The first concept interview guide, which was devel-
oped by MVF and FvH, was discussed during an online
(recorded) brainstorming session that included all authors
and that was held on 5 March 2021, which suggested
feedback for the guide’s improvement. Finally, the inter-
view guide was field-tested by reference to three subjects
(research interns and colleagues) and subsequently altered.
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2.3 Participant Selection

Three stakeholder groups were identified as most relevant
to the research question, namely drug regulators (national
competent authorities or European Union [EU] regula-
tors), representatives of the pharmaceutical industry and
representatives of patient organizations. Only stakehold-
ers who were based in Europe were selected. Participants
were further categorized into two levels: stakeholders on a
European level and stakeholders on a national level.

After using the literature review to identify the stake-
holders to be included in the research, the first inter-
viewees to be invited were contacts of the researchers;
subsequently, new participants were recruited via the
snowballing technique. This series of purposive sampling
techniques ensured the selection of particularly knowl-
edgeable participants who were directly involved or inter-
ested in patient involvement in PV [24].

2.4 Recruitment Process and Confidentiality

An email invitation was sent to the first potential inter-
viewees, including a formal invitation letter that was sent
alongside an informed consent form that adhered to the
general data protection regulations of the EU [25]. In the
event that the first invitation email received no response,
two reminder emails were sent following a 2-week interval.

Participants who agreed to participate scheduled an
interview appointment with the lead researcher. The inter-
views were conducted via Zoom®, Microsoft Teams® or
Skype®, and all interviews were recorded and subsequently
transcribed verbatim using oTranscribe.com (MuckRock
Foundation, Somerville, MA, USA).

Interviewees were asked to refer the researcher to
potential participants from their personal contact lists who
were knowledgeable in the field of PV and belonged to one
of the stakeholder groups included in this study.

To maintain the confidentiality of the interview-
ees, pseudonymization via an alphanumeric code was
employed in the presentation of the results. Participants
received a copy of the final report describing their data for
comments as requested by the COREQ quality guidelines
[23].

The number of interviewees was determined based on
data saturation. Data saturation is defined as the point
at which no new codes emerge from the data [26, 27].
At the point of data saturation, the snowballing process
terminated and only already scheduled interviews were
completed.
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2.5 Data Analysis and Coding Process

The transcripts of the interviews were imported into QSR
International Pty Ltd (2020) NVivo® software [28] for
coding and analysis. In vivo coding was used to minimize
interpretation bias [29].

Data coding for thematic analysis consists of identify-
ing data fragments in terms of their meaning and labeling
them with a code (codes represent the third-level hier-
archy) that assigns a symbolic value to, and evokes the
meaning of, that piece of information [22, 30]. As this
process continues, relations or connections among these
codes can be depicted, which generates high-level con-
cepts (which represent the second-level hierarchy). Groups
of related high-level concepts are subsequently assembled
into larger groups to create themes (which represent the
first-level hierarchy).

To reduce the risk for interpretation bias, the first inter-
view was coded individually by three researchers (MvH,
KC and FvH), and disagreements regarding the coding
were discussed to verify the credibility of the coding [30].
The coding process remains active throughout the analysis,
i.e., active modification of the codes, high-level concepts
and themes continues until a final set of connections can
be clearly established. The emerging structure connect-
ing all three levels of the hierarchy into a tree structure
emerges through consensus among the researchers.

If a study in The Netherlands is subject to the Medi-
cal Research Involving Human Subjects Act (WMO), it
must undergo a review by an accredited Medical Research
Ethics Committee or the Central Committee on Research
Involving Human Subjects (CCMO). This study does not
fall under the WMO act. Participants in the study provided
a written statement of consent to participate prior to par-
ticipating in the study [31].

2.6 Definition of Patient Involvement

As part of the interview, patients were asked to provide
their definitions of patient involvement. The answers to
this question were included in the coding process and
were used to elaborate a multistakeholder definition of
this concept.

A word cloud was generated using NVivo® using the
most frequently used words, which were analyzed based
on the context in which they were used [32]. The most
frequently mentioned ideas were coded together into high-
level concepts and were located within the definition. Fol-
lowing the analysis, the most frequently used words and
their contexts were merged into a definition that reflects
the ideas of all three stakeholder groups.
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3 Results

A semi-structured interview guide was designed based on
the literature review; a total of 61 articles were identified,
including 54 from the database search and 7 articles that
were added following the cross-reference check. After initial
screening, 37 articles were excluded due to being inacces-
sible or failing to meet the selection criteria, which focused
on articles referring to current activities intended to involve
patients in PV, articles describing the definition of patient
involvement, articles highlighting the importance of patient
involvement in PV, and articles describing the stakeholders
who are involved in PV. In total, 24 studies were included in
the review. The complete list of articles that were included
in the literature review, which were obtained from the search
engine and the cross-reference check, is available as ESM 2.

The literature review led to the identification of three
stakeholders for inclusion in the study and that of the patient
involvement activities in which those stakeholders were
engaged.

The results of the literature review also served as the
foundation for the creation of the interview guide, which
consisted of 17 questions. Not all 17 questions were asked

Table 1 Profiles and classification of participants

of every interviewee, and some questions were modified
in accordance with the type of stakeholder in question.
Therefore, only 12 of the 17 questions were asked during
each interview.

A total of 30 participants were invited and 20 agreed
to participate in the interviews. Participants were catego-
rized as regulatory agency representatives (n = 5), market-
ing authorization holder representatives (n = 6), patient
organization representatives (n = 8) or a neutral party—
a supranational organization that fosters conversations
among other stakeholder groups was added to obtain a
neutral perspective on the research question (n = 1).

In one interview, two individuals represented one
organization. For one interview, answers were accepted
in written form via email due to time and scheduling con-
straints. All interviews were conducted between March
and June 2021.

3.1 Study Participants

A total of 20 interviews were conducted. Table 1 presents
an overview of the participants.

Par- Sex Type of stakeholder Participant' s location Organization' s location Level of engagement
ticipant
identifier
SI01 M  Patient representative UK Pan-European European
S102 F  Regulator The Netherlands The Netherlands National
SI103 F  Regulator The Netherlands Pan-European European
S104 F  Regulator The Netherlands Pan-European European
SI05 F  Patient representative Luxemburg National branch of a pan-European organiza- National
tion
S106 F  Patient representative The Netherlands The Netherlands National
S107 M  Patient representative Portugal Portugal National
S108 M  Patient representative France Pan-European European
S109 F  Marketing authorization holder The Netherlands The Netherlands National
SI10 F  Patient representative Denmark National branch of a pan-European organiza- National
tion
SI11 F  Regulator Norway Norway National
SI12 F  Neutral party Sweden Worldwide organization European
SI13 M  Patient representative Spain Spain National
S114 M  Regulator UK UK National
SI15 M  Patient representative Portugal Portugal National
SI16 F  Marketing authorization holder France Organization's headquarters National
SI117 F  Marketing authorization holder Belgium Belgium National
SI118 F  Marketing authorization holder The Netherlands The Netherlands National
SI19 M  Marketing authorization holder UK British branch of a global organization National
SI120 M  Marketing authorization holder Austria Austrian branch of a global organization National

M male, F female
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Fig. 1 Hierarchy chart of codes and themes across all stakeholder groups and levels

3.2 Interview Thematic Analysis

The general hierarchy chart of the coding structure from
the data analysis using thematic analysis is shown in
Fig. 1; the size and color saturation of each section repre-
sents the number of references pertaining to that theme.
The chart is divided into a three-level coding hierarchy,
according to which the inner circle represents the themes,
which is followed by high-level concepts and ultimately
individual codes.

The ‘Best Practices’ theme refers not to specific activi-
ties but rather to the presence of elements or factors to
which stakeholders referred to as important for meaning-
ful and successful engagement with respect to actions to
which patients could truly contribute as a partner. The
high-level concepts pertaining to ‘best practices in patient
involvement’ were noted by all groups of interviews and
were classified as such because either they were mentioned
by the majority or all stakeholder groups or because the
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majority or all of the participants from one specific group
mentioned them.

The ‘Activities’ theme corresponds to specific activi-
ties and actions currently being implemented in the areas
of patient involvement that the participants either helped
organize or in which they were invited to participate. as
well as participants’ perceptions regarding those activities.

The ‘Definition of Patient Involvement’ theme corre-
sponds to the ideas that all stakeholders expressed regard-
ing their own perceptions of the definition of patient
involvement.

The ‘Importance and Benefits of Patient Involvement’
theme pertains to the main benefits that stakeholders view
as resulting from real engagement with patients.

The theme ‘Current Situation’ refers to the ways in
which stakeholders perceived the present state of patient
engagement in PV and limitations in the relationships
between the different stakeholders and patients.
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The theme ‘Future Plans’ focuses on the activities that
stakeholders plan to implement or would like to see imple-
mented in the future to enhance the participation of patients
in PV.

The theme ‘Feedback and Communication’ corresponds
to the participants’ perceptions regarding the importance of
communicating, the channels usually used to facilitate com-
munication, and the drawbacks of some of those channels.

The theme ‘Patient Motivations’ includes the main rea-
sons that patient representative participants discussed as
motivations for patients to become involved and remain
active in PV.

The ‘Patient Perceptions’ theme refers to the sentiments
that patient representatives described when discussing the
activities in which they were involved and their relationships
with those working in the field of PV.

The ‘Patient Organizations as Communication Plat-
forms’ theme refers to the stakeholders’ views of the role
that patient organizations can play in the context of patient
involvement as intermediaries in communications between
regular patients and other stakeholders.

The ‘Effect of Technology on Engagement’ theme cor-
responds to the perceptions that participants discussed
regarding the influence of the development of information
technology in terms of the ways in which patients participate
in the PV.

Based on the aim of this study, the Best Practices and
Activities themes were chosen to be analyzed in-depth
alongside the definition of patient involvement. Informa-
tion regarding the themes that are not presented in depth
in the results was used to improve our understanding of the
situation under study.

3.3 Best Practices

The ‘Best Practices’ theme refers not to specific activities
but rather to the presence of elements or factors to which
stakeholders referred to as important for the meaningful and
successful involvement of patients in actions in which they
can truly contribute as a partner.

The high-level terms that comprise the theme of Best
Practices are Patient Education and Empowerment, Engage-
ment from the Start-Design, Face-to-Face Communication,
Full Circle of Feedback, High-Level Contact Person, Man-
aging Expectations, Patients as Same-Level Partners, Estab-
lishing Common Goals, Structured Involvement and Guide-
lines, Developing Trust and Balance, Constant Engagement
and Engagement at Different Levels.

Four main high-level concepts under Best Practices were
mentioned: Patient Education and Empowerment, Patients
as Same-Level Partners, Engagement from the Start-Design,
and Structured Involvement and Guidelines.

From a stakeholder perspective, Patients as Same-Level
Partners was the topic regarding which stakeholder groups
overlapped the most, since it was mentioned at all levels.
Patient Education and Empowerment was mentioned by
all groups, with the exception of national-level regulators,
with a high frequency among patient representatives at the
national level. Other topics that were mentioned across
groups were Structured Involvement and Guidelines, with
the exception of marketing authorization holders, and
Engagement from the Start-Design, which was not men-
tioned by national-level patient representatives.

Among regulatory representatives at the European
level, the most frequently discussed topics were Structured
Involvement and Guidelines, Engagement from the Start-
Design and Managing Expectations. However, at a national
level, the discussion primarily focused on Setting Common
Goals and working with Patients as Same-Level Partners.

At the European level, the main high-level concept men-
tioned by patient representatives was Patient Education and
Empowerment, followed by the high-level concepts Contact
Person and Structured Involvement and Guidelines, while at
the national level, their main focus was on Patient Educa-
tion and Empowerment and Developing Trust and Balance,
followed by Full Circle of Feedback and Face-to-Face Com-
munication. It is important to note that despite the fact that
Developing Trust and Balance, Full Circle of Feedback and
Face-to-Face Communication were among the most impor-
tant topics for this group at the national level, these topics
were not mentioned by other stakeholder groups quite so
frequently.

For the marketing authorization holder group, the main
concepts discussed were Patients as Same-Level Partners
and High-Level Contact Person.

The excerpts shown in Table 1 are examples of the main
ideas discussed by participants with respect to each code.
The quotations shown were chosen based on their relevance
and clarity, to exemplify the main ideas shared by different
stakeholder groups and the ideas shared by most participants
from one specific group.

3.4 Activities

The ‘Activities’ theme corresponds to the specific activities
and actions currently being developed in the field of patient
involvement that participants have either helped organize or
in which they have been invited to participate as well as their
perceptions of those activities.

The high-level concepts that pertain to the Activities
theme are Surveys and Questionnaires, Benefit-Risk Assess-
ment, Board and High-Level Representation, Collabora-
tions and Role Models, Committees and Councils, Data
Collection, Decision-Making Process, Design of Educa-
tional Material and Communications Review, Educational
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Programs, Expert Meetings, Focus Groups, Project Devel-
opment, Public Hearings and Seminars, Conferences and
Meetings.

The five high-level concepts pertaining to ‘Activities’
that were mentioned most frequently overall were Seminars,
Conferences and Meetings, Design of Educational Materi-
als and Communications Review, Committees and Councils,
Public Hearings, and Collaborations or Role Models.

Analyzing the results from a stakeholder perspective, the
concepts that were mentioned across all groups and levels
were Public Hearings, Educational Programs and Expert
Meetings. It is important to note that Seminars, Conferences
and Meetings was mentioned by all stakeholder groups but
only at the national level. Committees and Councils and Col-
laborations or Role Models were mentioned by nearly all the
groups, with the exception of the marketing authorization
holders. Design of Educational Materials and Communica-
tions Review was not mentioned by patient representatives
at any level.

With respect to the regulator representatives at the Euro-
pean level, the main high-level concepts discussed were
Committees and Councils and Public Hearings, while at

the national level, Educational Programs was the most fre-
quently mentioned activity, followed by Public Hearings,
Educational Programs and Collaborations or Role Models.

The main high-level concepts discussed by European-
level patient representatives were Educational Programs,
Public Hearings, Collaborations or Role Models and Com-
mittees and Councils. On the other hand, at the national
level, the main topic discussed was Seminars, Conferences
and Meetings, followed by Educational Programs and Col-
laborations and Role Models.

On the other hand, for the marketing authorization holder
group, the high-level terms that were discussed most fre-
quently were Design of Educational Materials and Com-
munications Review and Educational Programs, followed
by Seminars, Conferences and Meetings.

3.5 Best Practices and Activities

An illustration of the relationships between the Best Practices
and Activities themes was created to showcase examples of
possible activities that can help stakeholders implement the
best practices identified (Fig. 2). The inner circle represents the

s

-Educational
Programs

\
-Design of Educational B

Materials and Communication

Review

-Committees and Councils

-Patient Organizations as \

Communication Platforms
) -

-Board and High-Level
Representation
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( -Board and High-

Level
Representation
-Seminars,
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Meetings
igh-Level Contact
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rganizations as
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Esy
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Fig.2 Representation of the best practices in pharmacovigilance identified alongside the activities that relate to them
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best practices previously identified, while the outer boxes con-
tain activities extracted from the Activities theme that relate
to those practices.

The high-level concepts that were highlighted with respect
to the Best Practices theme were classified as such either
because they were mentioned by the majority of the stake-
holder groups or because the majority of participants from one
specific group mentioned them.

3.6 Definition of Patient Involvement

Participants were asked to provide their own definitions of
patient involvement based on their experience, with the aim
of creating a general definition that included the viewpoints
of different stakeholders and engagement levels throughout
Europe. The ‘Definition of Patient Involvement’ theme cor-
responds to the ideas mentioned in this context.

Participants across all stakeholder groups mentioned the
concept of “viewing the involvement of patients as partners
who should be involved in the decision-making process to
ensure that their needs are heard” as important in the defini-
tion of patient involvement.

Representatives from all groups mentioned the differences
among regular patients, expert patients and patient organi-
zations, and participants from the regulator and marketing
authorization holder groups noted that “the targets for their
patient involvement initiatives were mostly patient organiza-
tions or expert patients” .

Two participants from different stakeholder groups made
a distinction between involvement and engagement, referring
to engagement as “the real partnership, where patients are
viewed as equals and not as a must-have in order to check a
requirement box”.

Combining these aspects results in a definition for patient
involvement as follows: “The placement of patients, ranging
from individual patients to expert patients and irrespective of
whether they belong to a patient organization, at the center of
all actions that involve medicines as same-level partners in
the decision-making process at all levels and stages of the life
cycle of the product, which can extend from the development
of policies and legislative changes to decisions regarding their
own individual health”.

The main excerpts from the interviews are presented in
Table 2. The extracts shown were chosen based on their rel-
evance, and quotations regarding common ideas expressed by
different stakeholders were chosen to exemplify the concepts
(Table 3).

4 Discussion

The factors contributing to best practices for patient involve-
ment that we drew from the interviews were Developing
Trust and Balance, Engagement from the Start-Design,
Face-to-Face Communication, Same-Level Partners, Struc-
tured Involvement and Guidelines, Establishing Common
Goals, Patient Education and Empowerment, and Full Circle
of Feedback. For these concepts, activities were mentioned
with respect to the task of putting them into practice.

Our work builds on previous work, such as the Inno-
vative Medicines Initiative (IMI)-funded PARADIGM,
which aimed to develop a comprehensive set of tools and
practices to support the integration of patient perspectives
into the development life cycle of medicine and to design
a roadmap to support systematic change in stakeholder
organizations to make patient engagement a common prac-
tice [33]. In our study, we focused on the postmarketing
phase of the drug life cycle in Europe.

It is important to examine the differences in the best prac-
tices and activities that were discussed by different stake-
holder groups. Patients at the national level described the
notions of a Full Circle of Feedback, Developing Trust and
Balance and Face-to-Face Communication as important,
but this importance was not reflected by other groups given
that Face-to-Face Communication and Developing Trust
and Balance were not mentioned by either the marketing
authorization holder representatives or the regulators at the
European level. This discrepancy creates room for improve-
ment for other stakeholders by allowing them to consider
important factors that can facilitate patients in engaging in
actions that are meaningful and relevant to them.

With respect to the Activities theme, both the marketing
authorization holder and regulator groups mentioned the
involvement of patients in the Design of Educational Materi-
als and Communications Review; however, this activity was
not mentioned by the patient representative group at either
level, which raises the questions of whether patients consid-
ered this activity to constitute real engagement and whether
they felt that by helping in the design of material, their voice
would be heard and would have an impact on their lives.

However, previous studies focusing on patient organi-
zations in Europe have highlighted the design of educa-
tional materials as one of the activities in which these
organizations participate [4]. Such organizations focus on
this activity mainly to inform patients about relevant top-
ics, not merely including topics related to drug safety but
also those pertaining to the disease itself; for example, the
French Association of Chronic Myeloid Leukemia devel-
oped a patient-friendly knowledge base with resources
related to drug information and drug safety that featured
the use of several educational tools, such as videos [3].
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Table 2 Excerpts extracted from the interviews and coded as part of the best practices theme

Interview Stakeholder group

Excerpt

Code

SI108

SI12

SI13

SI19

SI04

SI11

SI17

SI01

S104

SI12

Patient representative

Neutral party

Patient representative

Marketing authorization holder

Regulator

Regulator

Marketing authorization holder

Patient representative

Marketing authorization holder

Neutral party

We have to educate the people; a lot of training is needed,
so we have our own programs for patients to understand
pharmacovigilance. We have to increase awareness of
how the PV works and how patients can report, and that
is why we participate in the European Awareness Week
on PV and patient reporting, and I think we have to
amplify this communication

Now we see that patients who actually completed the
EUPATI program have a foundation of knowledge that
completely steps up their game in terms of the advice
given, their understanding, and their contributions to the
discussions; their general contributions to the system are
huge

Offer information, especially training in different areas like
medicines, regulatory and approval processes of drugs
and how they follow them up, so that when the patient
has the opportunity to participate, they have a good level
of base knowledge of the topics in the discussion

When patients are well informed, they make good deci-
sions, and I would say that the more educated, the better

Every activity we have done, we have tested with patients;
the Patient and Consumer Working Party (PCWP is
instrumental in things like the public hearings. They
were working with us when we designed how we would
do it, how long they would be, how long each speaker
would have, how we should lay down the audience, eve-
rything we did with them, everything we have done, we
have always done it by consulting with the patients

We have 2 years of doing these patient seminars with the
patient organizations; we have a program or a group with
representatives from the patient organization with whom
we sit down and consider what kind of agenda, what kind
of topics would they like to hear about; we have a full
day of speakers, and they can come with their issues

It is important to have a long-term partnership so that
when you are talking about real collaboration, real part-
nership and long-term, it is really not at the end and you
just say "is this ok for you or not?" but rather having the
people involved from the start

There should be laws, there should be policies, there
should be practice guidelines, there should be standards
showing how these patients should be involved in the
regulatory and pharmacovigilance system and how they
relate to other stakeholders, almost like a framework like
the one WHO has, so that everyone is clear about what is
expected from them, what are their obligations, what are
their rights

I think is important moving forward now to have this guid-
ance like the one that the FDA has, like global guidance
on patient engagement, how to involve patients through-
out the whole life cycle of the medicine

There were initiatives like, for example, PARADIGM * and
others that really gave a structured identity and structured
way of involving patients, how can it be done and the
conditions to do it. That really encourages organizations
to do it more proactively

Patient Education and Empowerment

Patient Education and Empowerment

Patient Education and Empowerment

Patient Education and Empowerment

Engagement from the Start-Design

Engagement from the Start-Design

Engagement from the Start-Design

Structured Involvement and Guidelines

Structured Involvement and Guidelines

Structured Involvement and Guidelines
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Table 2 (continued)

Interview Stakeholder group

Excerpt

Code

SI103

S104

SI06

S103

SI12

SI10

SI13

SI106

SI07

Regulator

Marketing authorization holder

Patient representative

Regulator

Neutral party

Patient representative

Patient representative

Patient representative

Patient representative

What we are currently doing is complementing the generic
framework, because that framework is for any kind of
engagement we have in relation to medicine, but for
pharmacovigilance we don't have a specific one, so we
want to complement what we have with a document on
points to consider, and that would be tailored to specific
risk scenarios, to see how we can engage in those

They have this valuable information that is needed to do a
proper follow-up for any medicine that is on the market,
so I think things have changed over the years, and it is
not just that patients should just be passive acceptors of
medicine and treatments, but they have now evolved to
be collaborators with us

My dream is that patients are just one of the stakeholders,
they are viewed as just one of the stakeholders, so you
have the pharmaceutical companies for the development
of new medicines, regulatory agencies for regulation, but
in that list you also have the patients in the same posi-
tion, and they are really seen as one of them. For now, I
think it is not the case; we have to fight for the position
of the patients, and in the future I hope that will not be
necessary anymore

The role of the patient has changed over the years and is no
longer just the person with an illness that receives treat-
ment from a sort of higher authority from the medical
system; it is increasingly becoming and has been defined
as a partnership and shared decision-making

Real-time interactions like a meeting are a sign of respect
somehow, because otherwise, with a survey, it might
look a little bit more transactional, and you can have
written feedback afterward, of course, to use it in your
research, but I think if you really want to partner with
patients, it is more important to have a meeting

There is just something to be said for face-to-face interac-
tion; it is the most powerful, it is a force of nature, you
must listen to me while I am speaking. An email, an
online platform, you can ignore it, but with face-to-face
interaction, you can't, so nothing beats it

I have always thought that having someone there whom
you can ask a question face-to-face, either by videocall or
a physical channel, and seeing someone there at the other
side makes communication easier, gives you trust and the
security to know who is answering you

I would like to know what is going to be done with my
feedback email, or when they have had many emails, they
say "Okay, we are going to talk about it, and in about a
month we will give you back feedback from us, and we
can give you the negative points and the positive points
and what can we do better in the future," which would
trigger me to send another email in the future

Sometimes we just hear people and don't hear the results
of their hearings or meetings, and so people afterward
feel they weren't heard; they never know exactly what
was done with their opinions and with their work, so it is
really important to have the full circle of patient involve-
ment in the process, to give them the full feedback

Structured Involvement and Guidelines

Patients as Same-Level Partners

Patients as Same-Level Partners

Patients as Same-Level Partners

Face-to-Face Communication

Face-to-Face Communication

Face-to-Face Communication

Full Circle of Feedback

Full Circle of Feedback
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Table 2 (continued)

Interview Stakeholder group Excerpt

Code

SI08 Patient representative

I think that probably the best way that pharmacovigilance

Establishing Common Goals

could progress is when regulators and patient organiza-
tions, for example, have some research questions and
work together on how to respond to those questions. I
think that the ultimate goal of pharmacovigilance and
patient engagement would be direct-to-patient PV, that
whenever a questions arises, we join together and discuss
how we can respond to those questions

SI14 Regulator

That your goal and the goals of the patients are aligned

Establishing Common Goals

or clear between both of those parties, and they can
be accomplished together so that it is meaningful and
impactful and can have value for patients and public

health

SI05 Patient representative

In one of the committees I work with, there is really an

Developing Trust and Balance

equilibrium, and we discuss what is going wrong, and
they accept a lot. And in the other group, there are a lot
of doctors, and I am the only patient ... and they have
real difficulties accepting the opinion of a patient; they
are too far away from the patients, and I am sitting there
and playing my role a little bit to see that they don't make
something that is impossible for patients, but I don't
bring a lot of news because I don't feel good in this group

SI14 Regulator

In my role, I would pretty much be keeping in touch and

Developing Trust and Balance

building those relationships over time, and it does take a
while to foster that change and for them to feel comfort-
able, to have that free interaction, I guess, because the
patients and the organization need to feel that

SI10 Patient representative

It is intimidating to see someone on the other side, because Developing Trust and Balance

all of you look like doctors and politicians in our eyes,
and patients get intimidated or scared, maybe, not to say

what you guys want to hear

PV pharmacovigilance

On the other hand, national patient representatives
emphasized Seminars, Conferences and Meetings as being
the activities in which they participated or that they organ-
ized most frequently. Other stakeholder groups also men-
tioned this subject but only at the national level, indicating
that this sort of activity is not of particular interest at the
European level but might be a way of allowing national-
level organizations to feel involved with European stake-
holders, given that patients noted that more extensive and
high-level initiatives can feel distant and irrelevant to their
own participation.

All stakeholders agreed regarding the importance of
Patient Education and Empowerment as a first step for tak-
ing more meaningful actions and achieving better outcomes
from them. This conclusion supports the findings of previ-
ous studies that have highlighted education as the first step
that is necessary for patient organizations to promote patient
safety and PV [4].

The activity Public Hearings proved to be important for
patients at both the European and national levels and was
one of the activities that was mentioned by all stakeholders.

A\ Adis

Babhri et al. [34] analyzed stakeholder input at a public hear-
ing and a dedicated meeting for the 2017-2018 EU pro-
cedure regarding valproate teratogenicity and designed
proposals for enhancing engagement in risk minimization
measures at the Pharmacovigilance Risk Assessment Com-
mittee (PRAC). The European Medicines Agency (EMA)
committee is responsible for assessing and monitoring the
safety of human medicines. The ideas of these authors for
enhancing dialog among regulators, patients and HCPs are
in accordance with the concepts uncovered in our study.

As stated previously, there is no clear definition of 'patient
involvement', and this term is used interchangeably with oth-
ers, such as engagement and participation [12]. We devel-
oped a definition of patient involvement for the context of
this study to identify a standard term that is shared across
stakeholder groups. The definition proposed is based on the
perceptions of these participants and cannot be generalized;
however, efforts are being made by other investigators to
develop a complete and definitive definition of the concept
of patient involvement. Brown and Bahri have already pro-
posed a regulatory framework for patient involvement that
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Table 3 Excerpts extracted from the interviews and coded as part of the patient involvement definition theme

Interview Stakeholder group

Excerpt

Code

SI17

S104

SI19

SI01

S102

SI12

SI103

SI01

S104
SI10

Marketing authorization holder

Regulator

Marketing authorization holder

Patient representative

Regulator

Neutral party

Regulator

Patient representative

Regulator
Patient representative

We see it as a direct and constructive interaction with the patient
during the entire life cycle of the medicine

It is not just that patients should just be passive acceptors of
medicine and treatments, but they have now evolved to be col-
laborators with us

I want to be active in making decisions about the medications I
receive. So, for me, patient involvement is participating in eve-
rything, through every phase of the life cycle of the medicine
where a patient can contribute to a decision

It is very important now that we differentiate the expert patient
from the regular patient. Expert patients will engage in higher
patient engagement

There is always an important difference in the definitions of
patients because, of course, you can look at the individual
patients who are using medicines

On the other hand, the representatives of the patient community
who can provide a more collective perspective on a certain
patient group, so when I am talking about patient involvement,
also in pharmacovigilance, I like to focus on the representative

Patient involvement or patient engagement would be the act of
purposively placing the patient not only in the center but in the
front of the drug life cycle to make sure that patient representa-
tives are able to give input regarding what they believe is more
correct so that we are not making assumptions about what
patients want but asking patients and patient representatives
what they want and need

The role of the patient is changing to be not just the person
with an illness who receives treatment from a sort of higher
authority; it is increasingly becoming and has been defined as a
partnership and shared decision-making

Patient engagement is now a robust spectrum

It can mean, at the top, someone who is out there to change
the institutional policy, legislative practice and framework of
global health; then, there are others who want to be national
advocates, so they will be talking about their own countries’
health systems; and finally the patient advocate, who is
attached to a general practitioner in primary health care, who is
responsible only for their own health

We say more engagement because it is really a two-way process

Patient involvement is where we are involving a patient in some
way, shape or form to check a box.

Patient engagement is where we actually engage the patients to
allow them to actively participate, be part of maybe ideas or
brainstorming or maybe even taking part in the decision about
what needs to happen

Life Cycle of the Product

Active Involvement

Life Cycle of the Product

Definition of Patient Involvement

Definition of Patient Involvement

Life Cycle of the Product

Definition of Patient Involvement

Definition of Patient Involvement

Definition of Patient Involvement
Definition of Patient Involvement

could serve as the first steps taken toward the creation of a
structure that could be applied in the regulatory field; they
also proposed a widely applicable conceptual framework
[12].

This study suggests a set of concepts and activities
regarding best practices in Europe that can be implemented
by organizations that want to develop better and closer rela-
tionships with patients. The results of this study relate to the
work currently being carried out by the CIOMS XI group
with respect to ‘Patient Involvement Global Guidance’ [35],

which will also be of use in countries that have not yet had
as much experience with patient involvement in the context
of PV as countries in Europe. Other efforts are being made
to create a more structured and systemized way of engaging
patients in PV, such as the decision guide recently developed
for regulators with respect to the selection of mechanisms
for engagement with patients and HCPs [21].

In addition to patients with (chronic) illnesses, it is impor-
tant to include the general public as a stakeholder in this con-
text. Such inclusion is particularly important, for example, in
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the context of preventive interventions such as vaccines. The
COVID-19 pandemic highlighted the challenges in global
health more than ever before in terms of vaccine hesitancy
and the risk of misinformation [36, 37]. The pandemic high-
lighted the need to ensure the engagement of the public both
from inception and throughout the life cycle of a medicinal
product (whether preventive or therapeutic). The EMA has
for instance held public stakeholder meetings regarding the
development, authorization, safety, and efficacy of COVID-
19 vaccines in the EU [38]. Future studies should highlight
the best ways of informing and involving the general public
in this context, both at the EU and national levels and with
respect to different stakeholder groups.

4.1 Strengths and Limitations

A major strength of this study is the involvement of three
important stakeholder groups relevant to PV that provided
different perspectives on patient involvement based on their
roles and responsibilities within their organizations. In addi-
tion, a structured and detailed methodology was employed in
all the various steps of this study, a rigorous coding process
was used, and the COREQ quality guidelines were observed.
Together, these quality marks add transparency and robust-
ness to the findings of this study.

This study focused on a European environment, which
implies an important limitation of the study since its find-
ings might not be applicable globally. Furthermore, the use
of participants who are part of a European or multinational
organization as a sample may not reflect the perspectives and
initiatives of their organizations at a national level.

We employed a purposive sampling technique, and such
sampling might have led to bias due to only colleagues who
were interested in or had a positive perspective regarding
patient involvement participating in the study. Another limi-
tation is that although our sample included good represen-
tation of the pharmaceutical industry, it took a great deal
more effort and snowballing to reach industry colleagues
who felt they could contribute to the topic of our research.
Furthermore, no European-level representation of the phar-
maceutical industry was available to participate. Finally, it
is important to note that not every participant was able to
express themselves proficiently in English; accordingly, it is
always possible for participant bias to affect the interviews.

5 Conclusion

In this study, we developed a definition for patient involve-
ment based on qualitative interviews. The factors con-
tributing to best practices for patient involvement high-
lighted by this study were mentioned across stakeholder
groups and aimed to stimulate patient involvement in PV.

A\ Adis

Patients noted that there is still a great deal of room for
improvement; one area in which patients were eager to
see improvement was the perceptions that other stakehold-
ers have of patients, i.e., with respect to allowing patients
to become equal partners and be recognized as experts
regarding their disease and the ways in which they deal
with that disease. Patients mentioned their desire to expe-
rience a natural form of involvement similar to the effort-
less presence of other stakeholders.

Future research should be conducted to evaluate the pro-
gress of patient integration with respect to improving drug
safety. Specific activities should be developed to implement
the best practices outlined in this study. The creation of
guidelines that provide structure is an important point to
investigate in future studies, as is the creation of new feed-
back channels that satisfy patients’ desires in terms of direct-
ness and face-to-face communication, which can allow such
communication to become a full circle in which patients are
constantly informed of what is being done with their input.
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