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ABSTRACT
Involvement of all relevant stakeholders will be of utmost importance for the success of the
developing EU HTA harmonization process.

A multi-step procedure was applied to develop a survey across stakeholders/collaborators
within the EU HTA framework to assess their current level of involvement, determine their
suggested future role, identify challenges to contribution, and highlight efficient ways to fulfilling
their role. The ‘key’ stakeholder groups identified and covered by this research included: patients’,
clinicians’, regulatory, and Health Technology Developer representatives. The survey was circu-
lated to a wide expert audience including all relevant stakeholder groups in order to determine
self-perception by the ‘key’ stakeholders regarding involvement in the HTA process (self-rating),
and in a second, slightly modified version of the questionnaire, to determine the perception of
‘'key’ stakeholder involvement by HTA bodies, payers, and policymakers (external rating).
Predefined analyses were conducted on the submitted responses.

Fifty-four responses were received (patients9; clinicians: 8; regulators: 4; HTDs 14; HTA bodies:
7; Payers: 5; policymakers 3; others 4). The mean self-perceived involvement score was consis-
tently lower for each of the ‘key’ stakeholder groups than the respective external ratings. Based
on the qualitative insights generated in the survey, a RACI Chart (Responsible/Accountable/
Consulted/Informed) was developed for each of the stakeholder groups to determine their
roles and involvement in the current EU HTA process.

Our findings suggest extensive effort and a distinct research agenda are required to ensure
adequate involvement of the key stakeholder groups in the evolving EU HTA process.
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Intr ion
troductio harmonize methodological standards for HTA and foster

In December 2021, the European Regulation on Health
Technology Assessment (EU HTA R (EU)2021/2282),
a fundamental pillar of the EU Pharmaceutical Strategy,
was adopted by the Council and the European Parliament
and is effective as of January 2022. The regulation aims to

collaboration among the European health technology
assessment (HTA) bodies [1-3]. It provides a unique
opportunity to consolidate the various national HTA
approaches and shape processes and methods to
strengthen the European Health Union [3,4]. The
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harmonized procedure covers the clinical aspects of the
assessment of a new technology while responsibility for
conclusions on the added value (appraisal) and for deci-
sions on pricing and reimbursement remains within the
member states’ remit. Since January 2022, preparatory
work has been initiated, including establishing
a member states’ coordination group and respective sub-
groups, establishing a stakeholder network, and drafting
guidance documents [1,3,4]. The European HTA regula-
tion will be adopted in a stepwise approach. Commencing
from January 2025, all cancer medicines and/or advanced
therapy medicinal products (ATMPs) will be jointly
assessed, followed by orphan drugs from January 2028
and all other centrally approved medicines from 2030
onward. (Article 7.2) [3]. Invasive or implantable, high
risk medical devices with CE marking can also be assessed
jointly, as of January 2025.

A service contract was entered with the European
network for Health Technology Assessment (EUnetHTA)
21 joint consortium to support the stepwise implemen-
tation of the EU HTA regulation. This joint consortium,
led by the ‘Zorginstituut’ (ZIN, The Netherlands),
includes 13 European HTA bodies [4-6]. The EUnetHTA
21 work agenda covers various deliverables, including
developing methodological and process guidance and
conducting joint clinical assessments (JCA) and joint
scientific consultations (JSC) [4,7].

Parallel to the activities conducted in preparation for
implementing the EU HTA framework by the European
Commission and the EUnetHTA 21 joint consortium, the
‘European Access Academy’ (EAA) was founded as
a multi-stakeholder initiative. The EAA’s aim is to facil-
itate the implementation of the EU HTA R through the
development of a joint European value framework for
the assessment of innovative health technologies.
Thereby, the EAA supports the regulation’s vision of
achieving high-quality joint clinical assessments, inclu-
siveness, and transparency in the HTA process and pre-
dictability both for authorities and industry with the
ultimate goal of facilitating patient access to innovative
medicines and some medical devices at EU level [1,8].

Many challenges remain for the implementation of the
EU HTA regulation and might represent a hurdle to the
Commission’s medium-term goal of improving patient
access to innovative medicines [2,4]. For the joint
European HTA to provide an ‘additional benefit’ over
the multitude of currently existing national assessments
and to achieve a balanced, improved outcome for all
stakeholders, key methodological and process issues
need to be addressed [4,9]. During the inaugural conven-
tion of the EAA in May 2022, experts from all relevant
stakeholder groups developed a research agenda focus-
ing on how to approach these challenges [4,10].

Discussions of the EAA Working Group at the convention
further crystallized that comprehensive stakeholder/col-
laborator involvement (such as patients’, clinicians’, reg-
ulatory and Health Technology Developer (HTD)
representatives) throughout the EU HTA process will be
fundamental for successfully implementing the EU HTA
regulation and achieving its aim, as stated in §3
[1,3,4,11,12]. This focus on stakeholder involvement is
corroborated by the EU HTA regulation verbiage as
Article 3.7() of the regulation specifies that the
Coordination Group shall ‘ensure appropriate involvement
of stakeholder organizations and experts in its work'.
Furthermore, Article 29 suggests the establishment of
a ‘stakeholder network’ that ‘shall support the work of the
Coordination Group and its subgroups upon request’ [3].

The joint European Medicines Agency (EMA) and
EUnetHTA21 work plan may be an example for involve-
ment of collaborators and stakeholders in the imple-
mentation activities [4]. This work plan continues the
close collaboration between EMA and HTA bodies
across Europe and aims to improve efficiency and qual-
ity of processes, whilst respecting the remits for differ-
ent decision makers, and ensure mutual understanding
and dialogue on evidence needs, to facilitate access to
medicines for patients in the European Union [13,14].

However, successful implementation of the new regu-
lation will require the involvement of a wide variety of
stakeholders and collaborators, such as patient associa-
tions, medical societies, regulators, and Health
Technology Developers (HTDs), to achieve assessments
beyond mere technical discussions with real value for
health-care providers and ultimately for patients.
Considering the numerous overlapping issues and chal-
lenges, an integrated and coordinated strategy that
includes all relevant stakeholders is needed [1,4].

Therefore, the aim of this study is to conduct a multi-
stakeholder survey to provide insights on the current
involvement of stakeholders/collaborators in the
national HTA processes as well as on the role definitions
and challenges for stakeholder involvement in the
developing EU HTA procedure.

Methods

A five-step procedure was applied to design and exe-
cute the survey. An overview of the five steps is pre-
sented in Figure 1.

Step 1: Identification of stakeholder groups

The ‘key’ stakeholder groups whose involvement is
required for implementing the European HTA regula-
tion were identified based on article 29 and recital 44 of
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Figure 1. A five-step procedure utilizing a modified Delphi
approach was applied to develop and execute the survey.

the EU HTA regulation, which states that ‘the
Coordination Group should engage and consult widely
with stakeholder organizations with an interest in Union
cooperation on HTA, including patient organizations,
healthcare professional organizations, clinical and
learned societies, health technology developer associa-
tions, consumer organizations and other relevant non-
governmental organizations in the field of health’. [3]. In
addition, for the purpose of this research, ‘regulators’
were included in the ‘key’ stakeholders group. While
regulatory decision-making paves the way for any sub-
sequent HTA-related discussion, regulators are not con-
sidered ‘stakeholders’” in the EU HTA process.
Consequently, regulators are not included in the stake-
holder definition of the EU HTA regulation. Regulatory
assessment on one side and HTA assessment and
appraisal on the other side are two related but clearly
differentiated processes. Even if regulators were refer-
enced as ‘stakeholders’ for the purpose of this research
focusing on the implementation, ‘collaborator’ rather
than ‘stakeholder’ would better reflect the interaction
of regulators with the HTA process.

Further, consumer organizations and non-
governmental organizations are also relevant stake-
holders but were not considered ‘key’ stakeholders for
the health technology assessment procedure for the
purpose of this research.
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Step 2: Design of the semiquantitative
questionnaire

The  questionnaire  was drafted containing
a combination of ranking items and free-text questions
to collect insights into the involvement of the different
stakeholders in the current national and the future EU
HTA process. The involvement in the current national
HTA system was scored on a Likert scale from 1 to 5
(where a rating of 1 was interpreted as low, a rating of 5
as high). Then, through free-text questions, respon-
dents were asked for details on their involvement in
the current HTA process and expected involvement in
the future EU HTA process. The design of the item pool
of the semi-quantitative questionnaire was based on
previous EAA practice and conducted by two of the
authors (EJ/JR) [1].

Step 3: Validation and further optimization of the
structure of the online questionnaire

In a next step the draft questionnaire was shared and
reviewed by the EAA Faculty. Two iterative cycles uti-
lizing a modified Delphi method not including formal
ranking and scoring of the panel’s responses were
applied [15]. The proposed initial item pool and struc-
ture were refined after the first review cycle and sub-
sequently, a second round of review was conducted.
During the review cycle, a discussion arose within the
Delphi panel of experts how to approach the current
Market Access decision makers within the various EU
healthcare systems, i.e., HTA bodies, payers, and health
policymakers. They were obviously not part of the EU
HTA regulation list of relevant stakeholders but still
perceived to be a crucial driving force behind the
evolving EU HTA process. Therefore, a decision was
made to separate two distinct versions of the ques-
tionnaire (see supplementary files EAA
Questionnaire_1 and EAA Questionnaire_2). While self-
rating items were applied for the ‘key’ stakeholder
groups (patients, clinicians, regulators, and HTDs),
HTA bodies, payers, and health policymakers were
asked to reflect their perception of the involvement
of these 'key’ stakeholder groups. In addition, during
the Delphi review the questions were optimized to
reduce potential cognitive burden which might lead
to bias. After the second Delphi cycle, the electronic
version of the questionnaire was developed.
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Step 4: Circulation of the questionnaire

The multi-stakeholder survey was conducted prior to
the Fall convention of the EAA (28/10/2022). The final
online questionnaire was circulated to a wide expert
audience, including all relevant stakeholder groups, via
various channels such as LinkedIn or Twitter and direct
e-mailing to the EAA network. The questionnaire was
also promoted on different platforms, such as the EAA
website and the EU Health Policy Platform [16].
Reminder e-mails were sent to the recipients, and var-
ious reminders were posted on the different channels.
Several stakeholders attending the EAA convention in
Brussels were supplied with a hard copy version to fill in
prior to the start of the convention.

Step 5: Data handling and analysis of the
questionnaire

Responses to the questionnaire were collected continu-
ously from 16 July 2022 up to the day of the convention
(28/10/2022). All responses received were pseudony-
mized prior to any analysis. Data were stored on
a password-protected separate file and transferred
into a predefined Excel file to conduct the analysis. As
the rating item within the questionnaire was pro-
grammed to be mandatory, no missing data approach
was required. Among the qualitative questions, those
about the role and challenges of the different stake-
holder groups in the future HTA system were manda-
tory. There was no imputation on missing data for the
other qualitative questions as no statistical analyses
were performed on these items. A preliminary analysis
of the responses was carried out by EJ and JR to present
interim results during the EAA convention. Predefined
descriptive analyses were conducted on the quantita-
tive items of the questionnaire and graphical presenta-
tion of the analysis concerning the participation and
the involvement rating was prepared. Due to the
exploratory nature of this research inferential statistics
were not conducted. Framework method analysis was
applied to the qualitative responses that were received
[17]. Response analysis after the convention was carried
out by LVH, including review of the free-text answers,
dividing them into different tables, summarizing them
and applying minor editorial adjustments for readabil-
ity. Accuracy was confirmed through the four-eye prin-
ciple by EJ. Complete free-text responses are available
in supplementary tables s1-s4.

Results
Key stakeholder/collaborator groups

The four identified 'key’ stakeholder groups for this
research included i) patients and patients’ represen-
tatives; ii) clinicians, healthcare practitioners, and
medical associations (clinicians’ representatives); iii)
regulatory representatives; and iv) industry associa-
tions and health technology developers (HTD, indus-
try representatives) as among the stakeholders
mentioned in the EU HTA regulation these have
the closest involvement in an HTA procedure and
are affected most by the outcomes and implications.
In addition, national HTA bodies, payer representa-
tives, and policymakers that participated in the
development of the EU HTA R were included in the
survey. Finally, the questionnaire included an icon
on ‘other’ stakeholders in order to capture respon-
dents that did not identify with any of the pre-
specified categories.

Questionnaire design

A key design modification that resulted from the Delphi
cycle was the separation of two distinct versions of the
questionnaire: the first version covering the self-
perception of the four ‘key’ stakeholder groups
(patients, clinicians, regulators, and HTDs) and
a second version addressing the perspective of the
‘owners’ of the current HTA and Market Access
Schemes i.e., the national HTA bodies, payers, policy-
makers (or any additional stakeholders) on the involve-
ment of the ‘key’ stakeholder groups (‘external rating’
and ‘external perspective).” An overview of the structure
of the two questionnaire versions is presented in
Figure 2, the complete questionnaires are available as
supplementary materials.

Respondents

A total of 54 responses (n=54) were received.
Responses from the 'key’ stakeholder groups included:
patients’ representatives: n=9 (France: 3, Germany: 1,
Italy: 1, Spain: 1, not provided: 3); clinicians’ representa-
tives: n=8 (EU: 2, France: 1, Italy: 1, Spain: 1, not pro-
vided: 3); regulatory representatives: n =4 (Netherlands:
2, Sweden: 1, not provided: 1); and HTDs: n=14 (EU: 1,
Global: 1, Croatia: 1, France: 2, Spain: 7, UK: 1, not
provided: 1). Responses for the second version of the
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External rating by HTA body representatives,

Self-rating by “key” stakeholder groups payers, policy makers and other stakeholders

Background [FEESeuum Y oaval Background
information PEERELS AR information

Content * 1 rating item 1 rating item Content
* 4 free-text * 4 free-text

questions questions questions guestions

)

Additional EEEEREL o3 free-text [AG[fIH[oIE] for each “key”
questions JECISSEELE CLCRECURE questions stakeholder group

Figure 2. The final questionnaire was developed in two distinct versions: version 1 for self-rating by the ‘key’ stakeholder groups
(patients’, clinicians’, regulatory and HTD representatives) and version 2 reflecting the external perception of those 4 ‘key’
stakeholder groups by HTA body representatives, payers, and policy makers. Any other stakeholders that participated in the survey
were also provided with version 2.

a)
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per group
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Patients Clinicians  Regulators HTDs HTA Bodies Payers Policy Makers  Other
Stakeholders

Stakeholders Stakeholders
Providing Providing
Self-Rating External Perception
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0&9‘? > e‘* ° s"@

Figure 3. a-b: Background information on submitted questionnaire responses. (a: Number of respondents per stakeholder/
collaborator group; b: Number of respondents per country or region, where provided (9 respondents did not provide a country)).
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questionnaire: national HTA bodies: n=7 (ltaly: 1,
Lithuania, 1: Norway: 1, Spain: 1, UK: 2, not provided: 1);
payers: n=5 (Germany: 3, Italy: 1, Spain: 1, not pro-
vided: 1); and policymakers: n=3 (Cyprus: 1,
Lithuania: 2). ‘Other Stakeholders’ that responded to
the survey included academia: n=4 (Belgium: 1,
Bulgaria: 1, Germany: 2) (Figure 3a). Overall, n=13
countries (Belgium, Bulgaria, Croatia, Cyprus, France,
Germany, ltaly, Lithuania, the Netherlands, Norway,
Spain, Sweden, and United Kingdom) were represented
in the responses. Interestingly, the highest number of
responses was received from Spain (n = 11), followed by
France and Germany with n=6 submissions each.
Several respondents specified to be representing
a global (n=1) or EU-wide (n=3) organisation. Nine
respondents did not provide any country information
(Figure 3b). Due to the limited number of respondents
per country, we did not analyze the received responses
on a national level.

a)

[ L

Patients’ External Perception

Self HTA Bodies Payers  Policy Malkers
Rating

b)

mECSE

Clinicians’ External Perception

Self HTA Bodies Payers  Policy Makers
Rating

Stakeholder/Collaborator involvement

An overview of self-rating vs. external rating of the four
‘key’ stakeholder groups is provided in Figures 4a-d.
Self-ratings consistently scored lower compared to the
respective external perceptions provided by HTA
bodies, payers, and policymakers.

A summary of qualitative responses covering the
four ‘key’ stakeholder groups is included in Table 1,
complete responses are available in supplementary
tables s1-s4.

Patients’ representatives

An overview of patient self-rating and external rating is
displayed in Figure 4a. The mean score of patient invol-
vement ranged from lowest to highest: a mean score of
2.0 for self-rating by patients’ representatives, and 2.67
for external rating by HTA body representatives, 3.0 (by
payer representatives, and 3.0 by policymakers. In

©)

Regulators’ External Perception
Self HTA Bodies Poyers  Policy Makers
Rating

d)
T

HTDs' External Perception

Self HTA Bodies Payers  Policy Makers
Rating

Figure 4. a-d: Box Plots (Mean [x]; Medium; Max; Min; Upper and Lower Quartile) of stakeholder involvement self-rating versus
external perception of respective stakeholder/collaborator involvement as rated by HTA bodies; payers; and health policy makers.
Scale ranging from 1 to 5, per stakeholder group (a: patients’ representatives; b: clinicians’ representatives; c¢: regulatory

representatives; d: HTD representatives).
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Table 1. Key Insights generated within the qualitative part of the questionnaire regarding the content and key challenges for the

involvement of the four ‘key’ stakeholder groups.

Focus of Involvement Patients Clinicians

Regulatory HTDs

Content ® Definition of unmet need ®

® Relevance of innovation
for patients

® Definition of patient rele-
vant endpoints

® Assessment of patient L]
reported outcomes

® Acceptability of adverse ~ ®
events

methodology

medicine’

® |nvolvement in early

Definition of PICO
Scheme i.e., definition
of patient population; @
comparator choice; clin-
ical trial endpoints etc.
Input on applied

Application of standards
of ‘evidence-based

Design of PICO
scheme i.e., definition
of patient population;
comparator choice;
clinical trial endpoints
etc.

Design of applicable
comparative evidence
package

® Approach to unmet medical @

need

Early determination of evi-

dence requirements for both

benefit-risk evaluation and

comparative benefit

® Joint scientific consultations @
including feedback on key
elements of PICO scheme and
study design that reflect both
regulatory and HTA require-

Key Challenges

Lack of standardized procedure

for involvementLack of
capacities &
resourcesAlignment of EU
umbrella organizations with
national

organizationsManagement of

conflict of interestNo
consistent recognition of the
value of patient input

multistakeholder dialo-
gues on HTA processes
(with patients, regula-
tors, and HTDs)

Lack of standardized
procedure for
involvement
Requirement of addi-
tional resources
Alignment of EU
umbrella organizations
with national organiza-
tions e.g., regarding
guidelines
Management of conflict
of interest
Heterogeneity in market
access and clinical stan-
dards across Europe
(e.g., eastern vs.
Western Europe)

ments

Lack of standardized proce-

dure for involvement

Timing of EU HTA Process and
EMA regulatory process will
overlap and might incur time

conflicts

Tailoring of EMA documents
(e.g., EPAR) for utilization in

the subsequent HTA pro-
cesses

Lack of standardized
procedure for
involvement

Time constraints of EU
HTA process

Limited opportunities
of direct involvement
before (e.g., in joint
consultations) or after
submission of a dossier
Concern that EU HTA
might result in many
diverging PICO
schemes

addition, respondents were asked for their evaluation of
patient involvement in the current and future HTA
process using free-text questions. Qualitative points
that were raised repeatedly were the need for systema-
tic and structured involvement of patient representa-
tives for insights on the medical context including the
unmet need (in conjunction with clinicians’ representa-
tives) and relevance of the innovation, on symptoms,
Quality of Life measurements and outcomes, and on
the acceptability of adverse events. Many respondents
perceived clear differences in the level and quality of
patient involvement across the various national HTA
systems while there has been valuable involvement in
Joint Scientific Consultations during the EUnetHTA Joint
Action 3 Phase. Key challenges that need to be
addressed to allow efficient, targeted, and sustainable
involvement of patient representatives in a centralized
EU HTA procedure included lack of capacity/resources,
of expertise and training, alignment of national with EU
umbrella organizations of patient associations, prag-
matic management of conflict of interest, and
a shared view and valuation of the role and benefits
of patient input by all stakeholders in the process.

Clinicians’ representatives

An overview of clinician’s self-rating and external rat-
ing is displayed in Figure 4b. The mean score of clin-
ician involvement ranged from lowest to highest:
a mean score of 2.50 for self-rating by clinicians’ repre-
sentatives, and 3.0 for external rating by HTA body
representatives, 4.20 by payer representatives, and
433 by policymakers. Qualitative, free-text points
raised for the involvement of clinical representatives
were in large part highly similar to those for patient
involvement, with a need for early structured and
systematic multi-stakeholder involvement for input
on medical questions such as standard treatments
and unmet needs, relevance, and acceptability of Real-
World Data, on the Patient/Intervention/Comparator/
Outcomes (PICO) scheme as well as on appropriate
methodology and specific criteria for evaluation in
a given clinical context. Capacity constraints, metho-
dological expertise, geographical coverage of the EU
rather than a single country and conflict of interest
were the main challenges, also comparable to those of
patient representation. As positive example that
should be utilized to learn from, the working model
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of collaboration of the European Medicines Agency
(EMA) with clinicians was mentioned by several
respondents.

Regulatory representatives

An overview of regulatory experts' self-rating and
external rating is displayed in Figure 4c. The mean
score of regulator involvement ranged from lowest to
highest: a mean score of 2.0 for self-rating by regu-
latory representatives, 2.86 for external rating by HTA
body representatives, 4.0 by payer representatives,
and 4.33 by policymakers. In addition, respondents
were asked for their evaluation of regulator involve-
ment in the current and future HTA process using
free-text questions. The collaboration between regu-
lators and HTA organizations and hence involvement
of regulators in HTA procedures was seen as very
limited on a national level. While it was acknowl-
edged that the remit of the benefit risk assessment
done by regulators differs from that of the (addi-
tional) benefit assessment done by HTA, an increased
exchange and collaboration e.g., on evidence require-
ments and how to meet them or on the concept and
definition of unmet need would improve outcomes
and efficiency. To this end, a systematic approach of
joint scientific consultations, also in collaboration
with regulators, should be implemented, despite
capacity constraints, and the intent should be to
generate outputs (e.g., assessment reports) that can
also inform down-stream decision-making.

HTD representatives

An overview of HTD self-rating and external rating is
displayed in Figure 4d. The rating ranged from 1 (low
involvement) to 5 (high involvement). The mean score
of HTD involvement ranged from lowest to highest:
a mean score of 2.29 for self-rating by HTD represen-
tatives, and 2.83 for external rating by HTA body
representatives, 3.33 by policymakers, and 4.0 by
payer representatives. In addition, respondents were
asked for their evaluation of HTD involvement in the
current and future HTA process using free-text ques-
tions. HTD involvement in the current national HTA
systems was seen as highly divergent in terms of
procedures and requirements as well as on the level
of involvement and transparency on outcomes, partly
due to strict conflict of interest regulations hindering
communication between HTDs and authorities and
partly due to a lack of positive attitude towards each
other. The centralized procedure as laid out in the EU
HTA regulation was seen by many respondents as
challenging for HTDs as they are asked to provide
information on the innovation to be assessed in the

submitted dossier, but there is limited to no opportu-
nity for alignment on requirements before submission
(due to the lack of joint scientific consultation capa-
cities) and no opportunity to provide input on critical
points such as PICO after dossier submission. In addi-
tion, it was noted that the involvement of HTDs, in
particular on novel technologies e.g., for medical
devices, was seen as a risk for patient access as only
the manufacturers are experts in those technologies
in most cases and assessors might not have the spe-
cific expertise to interpret and judge the provided
evidence in all aspects.

Other Stakeholders

Responses were also received from four academic sta-
keholders. From an academia point of view, the mean
score of perceived involvement for patient representa-
tives was 2.0; for clinical representatives 3.67; for reg-
ulatory  representatives 3.33; and for HTD
representatives 4.25.

Discussion

Already during the initial stages of preparing for
a centralized European Health Technology Assessment,
in Work Package 6 (WP6) of the EUnetHTA project, stake-
holder involvement was found to be necessary to ensure
transparency of interests and processes, legitimacy, and
utilization of EUnetHTA and its products [18]. Now, more
than 10 years later and after finalization of the EU HTA
regulation, comprehensive  stakeholder/collaborator
involvement is still considered a key success factor for
the evolving EU HTA process, with respective wording
anchored in the EU HTA R [3]. In line with those intentions,
the European Commission is currently establishing the EU
HTA Stakeholder Network [19]. The Fall Convention 2022
of the European Access Academy explored the various
facets of stakeholder/collaborator involvement [20]. The
insights and data presented in this article reflect the multi-
stakeholder pre-convention questionnaire including i) the
identification of relevant stakeholder groups; ii) the
assessment of their current level of involvement; and iii)
the determination of their suggested role in EU HTA and
their specific level of involvement.

Identification of relevant stakeholders

The approach for the selection of stakeholders to be
covered and definition of ‘key’ stakeholders in this
research was developed in alignment with the Delphi
panel. For this, the wording of the EU HTA regulation
with its list of stakeholders formed the basis. However,
additional stakeholders were included, considering



their involvement in the process and impact of the
outcomes, while others were excluded. This approach
was developed to be stringently aligned with the EU
HTA process as outlined in the regulation but to also
ensure inclusion of all relevant affected parties.
Interestingly, four responses within the survey cate-
gory ‘other’ were received from academic stakeholders,
a stakeholder group that is neither listed in the EU HTA
R nor directly addressed by any EU HTA implementation
activity or public consultation to date. Therefore, aca-
demia was not included as a separate stakeholder
group in this research. The responses received indicate
academia as an important stakeholder, hence it should
be included in the further prospects of the EU HTA R.

Assessment of current stakeholder/collaborator
involvement

A key question that was discussed during the design
phase of the questionnaire was the scope of the quanti-
tative item used to determine the level of 'key’ stake-
holder involvement. To be applicable as a baseline
metric, it was decided to focus on the ‘current’ status of
involvement that e.g., does not yet reflect the EU HTA
Stakeholder Network initiative that was announced after
the conduct of the questionnaire.

Strikingly, self-rating for involvement was very low
across the four ‘key’ stakeholder groups (patients, clin-
icians, regulators, and HTDs). With a mean of 2.5 clin-
icians showed the highest score, the mean score for
HTDs and regulators was only 2.0. In contrast, external
rating by HTA bodies, payers, and health policymakers
revealed consistently higher values than the respective
self-ratings. Due to a rather low and imbalanced num-
ber of responses received between stakeholder groups,
as well as the overlap within the box plots, these results
may be considered indicative only. However, they do
suggest a clear trend and the authors consider this
trend meaningful. Differences in self-perceived vs.
external ratings are well known - patient-reported vs.
clinician-reported outcome measures frequently differ
considerably [21]. In the stakeholder management field,
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much is discussed and published on the value of sta-
keholder involvement in different contexts and on how
to approach it, however details on how the involved
parties experience and evaluate the stakeholder jour-
ney are scarce and there appears to be no general rule
on the perception of involvement [22]. Hence, it is an
important finding of this survey that key stakeholders/
collaborators consider themselves being involved on
a low level, and lower when compared to external
views by HTA bodies, payers, and health policymakers.
Bearing in mind that in the EU HTA process no public
hearing is foreseen for stakeholders to provide their
input during the process, this finding requires urgent
action to support the claim that the EU HTA R ensures
comprehensive stakeholder involvement.

Suggested role of the stakeholders/collaborators in
the evolving EU HTA process

A key element of the survey included qualitative ques-
tions covering the suggested role of the ‘key’ stake-
holder groups in the evolving EU HTA process.
Quialitative responses were manifold and are summar-
ized in Table 1. Based on the generated insights, a RACI
chart covering responsibility (R), accountability (A), con-
sultation (C), and information status (I) was developed
by the Delphi panel, summarizing the suggested role of
the various stakeholders/collaborators as per current
details in the EU HTA reqgulation (Table 2) [3,23]. The
EU Cooperation on HTA will, however, learn empirically
and consequently the roles and contributions of differ-
ent stakeholders are likely to change as the system
evolves. Hence, the definitions provided in Table 2 are
an indication of the current status but should be con-
sidered open and likely to be adjusted. In addition, the
role of the various stakeholder/collaborator groups
changes over the course of an assessment procedure
due to different scopes throughout early vs late tech-
nology assessment stages.

While ultimate accountability for the HTA appraisals
remains within the remit of the national HTA bodies,
the technology assessment will be jointly conducted at

Table 2. RACI (Responsible/Accountable/Consulted/Informed) Chart for the role definitions of the relevant
stakeholder/collaborator groups for the PICO (Population/Intervention/Comparator/Outcomes) categories in
the EU HTA procedure as defined in the EU HTA Regulation.

Patients Clinicians Regulators® HTDs EU - HTA
Population C C (important) C (optional) | (evt C) R*
Intervention | (optional) | n/a A/R |
Comparator C C (important) C (optional) | (evt Q) R*
Outcomes C (Important) C (important) C (optional) I (evt C) R¥*

Note: *: HTA bodies are consulted (C) during the development phase; accountability (A) resides with national HTA bodies. §: For
the regulatory approval process, regulators are A/R throughout the process which is creating the frame for EU HTA to operate.

evt: eventually.
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the EU level. Within the centralized HTA procedure,
some involvement of stakeholders/collaborators is
planned during the initial stages, but no interaction
after the PICO survey and notably no public hearing
before adoption of the assessment report. Leveraging
the well-established PICO scheme, it became obvious,
however, that clear processes and pathways should be
in place for patients’, clinicians’, and HTD representa-
tives to provide their input regarding e.g., the target
population, comparator choice, and patient relevant
outcomes. Importantly, it should be ensured that this
input will indeed be utilized. It was considered a risk
that submissions, e.g., during the PICO survey, might
solely be collected to satisfy the requirements of the
regulation, but that this input would not actually be
considered for the decisions being made. In the current
JCA process, involvement of patients and clinicians is
already foreseen in the current JCA process. On the
other hand, a key perception within the HTD group
was such that based on the currently suggested proce-
dural framework they would be informed rather than
consulted. Thus, a key opportunity to provide feedback
(e.g., via a written statement or in an oral hearing after
submission of the dossier) beyond a mere fact-check
throughout the process would be missed.

Limitations and further research agenda

While this research provides timely and relevant
insights into the important question of appropriate
stakeholder/collaborator involvement in the EU HTA
process its overall scope might still be considered
exploratory. Although information regarding the ques-
tionnaire was widely shared via social media and
expert networks, the number of respondents was lim-
ited to n=54, and a potential imbalance of views
between the ‘key’ stakeholder groups cannot be
excluded, with the numbers of responses ranging
from n=4 (regulatory representatives) to n=14 (HTD
representatives). However, this was not unexpected
due to the field being highly specialized and as indi-
viduals are thought to rather represent organizational
views — which need to be developed and approved in
formalized internal processes - than their own per-
spective. Based on high level of active participation
in other EAA activities, e.g., the biannual conventions,
the relatively low number of responses is not inter-
preted by the authors as low level of engagement or
low interest in the topic.

By sharing the invite to the questionnaire by email, via
social media and online platforms as well as offering the
opportunity to submit hardcopy responses at the conven-
tion, we aimed to minimize selection bias for respondents

utilizing online channels as compared to those favoring
hardcopies. In addition, stakeholders involved in the topic
of EU HTA are likely to utilize online resources and tools as
information, stakeholder meetings, webinars etc. are all
provided online (e.g., by the European Commission or by
the EUnetHTA 21 project). However, as the majority of
submissions were provided online, it cannot be entirely
excluded that there might be a selection bias. Further,
there were submissions both from national representatives
and from EU-wide or global representatives, which may
have impacted the feedback obtained. Also, the fact that
the countries and therefore specific national experiences
represented in each of the stakeholder groups differed
might have included bias in the outcome. Nevertheless,
geographical coverage as well as stakeholder coverage
revealed the inclusion of a wide variety of perspectives.
Lastly, the selection of stakeholders, definition of ‘key’ sta-
keholders, ‘stakeholders’ at all - as compared to collabora-
tors — and of ‘other’ involved stakeholders used for this
work might differ from that used in other research and
could introduce a potential source of bias. Earlier work by
Vella Bonanno et al. identified the member states’ autho-
rities as important stakeholders who need to be involved
and prepared to collaborate in a joint European HTA pro-
cess [9].

Despite the limitations and potential sources of bias
included in the sample and analysis as detailed above,
the authors believe that the results, while indicative,
provide important insights and the basis for the devel-
opment of a work agenda to approach the identified
challenges for each stakeholder’s role.

Further research on optimizing stakeholder/colla-
borator involvement is required to determine the
most relevant activities of each of the identified groups
to fulfill their respective roles within the developing EU
HTA process. In particular, more research is required to
further define the roles, challenges, and activities to
overcome those challenges for each stakeholder/colla-
borator group in the EU HTA system, e.g., capacity
building, training on HTA, etc, and by learning from
similar new process implementation in the EU (e.g., the
European Union Medical Device Regulation, Regulation
(EU) 2017/745 (EU MDR)) or beyond (e.g., the Health
Technology Assessment Policy and Methods Review in
Australia) [24,25]. In addition, it remains to be seen if
the low ratings of stakeholders’ self-perceived involve-
ment in the EU HTA process improve over time, e.g., by
including the same question in upcoming research sur-
veys targeting EU HTA stakeholders/collaborators. In
order to address the limitations as discussed above,
future research might e.g., analyze feedback from
a larger sample of respondents, ensure equal represen-
tation of countries and stakeholder/collaborator groups



while excluding or separately analyzing multi-national
representatives, and compare different operationaliza-
tions of the term ‘stakeholder’.

In conclusion, our findings suggest that extensive
effort and a distinct research agenda are required to
facilitate adequate involvement of the key stake-
holder/collaborator groups in the evolving EU HTA
process. The ultimate goal is ensuring that those
technically and ethically highly complex and challen-
ging HTA procedures are based on a broad societal
consensus across EU countries.
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