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Abstract

Introduction Access to medicines is a shared goal across healthcare stakeholders. Since health technology assessment
(HTA) informs funding decisions, it shapes access to medicines. Despite its wide implementation, significant access varia-
tions due to HTA are observed across Europe. This paper elicited the opinions of European stakeholders on how HTA can
be improved to facilitate access.

Methods A scoping review identified HTA features that influence access to medicines within markets and areas for improve-
ment, while three access dimensions were identified (availability, affordability, timeliness). Using the Delphi method, we
elicited the opinions of European stakeholders to validate the literature findings.

Results Nineteen participants from 14 countries participated in the Delphi panel. Thirteen HTA features that could be
improved to optimise access to medicines in Europe were identified. Of these, 11 recorded a positive impact on at least one
of the three access dimensions. HTA features had mostly a positive impact on timeliness and a less clear impact on afford-
ability. ‘Early scientific advice’ and ‘clarity in evidentiary requirements’ showed a positive impact on all access dimensions.
'Established ways to deal with uncertainty during HTA’ could improve medicines’ availability and timeliness, while more
‘reliance on real-world evidence’ could expedite time to market access.

Conclusions Our results reiterate that increased transparency during HTA and the decision-making processes is essential;
the use of and reliance on new evidence generation such as real-world evidence can optimise the availability of medicines;
and better collaborations between regulatory institutions within and between countries are paramount for better access to
medicines.
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Introduction

Access to medicines is a multifaceted concept in that it
is informed or influenced by different access dimensions,
such as the availability of medicines within markets and
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the affordability of the healthcare system, among others.
The Word Health Organisation (WHO) states that access
to medicines is achieved when access is affordable and the
medicines are safe, of high quality and effective [1]. The
European Parliament (EP) has suggested that Europe should
“guarantee the right of patients to universal, affordable,
effective, safe and timely access to essential and innova-
tive therapies” [2]. Even though better access to medicines
might be a shared goal amongst healthcare stakeholders, its
achievement has proven complicated. In Europe, a plethora
of evidence showcases variability in access to medicines
across countries [3—11]. These variations can be attributed
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to a variety of factors: some are associated with broader-
level features such as (i) the general country characteristics,
including gross domestic product (GDP) per capita and the
epidemiological profile; and (ii) the country’s healthcare
system characteristics, including healthcare expenditure,
organisation of the healthcare system and clinical practices.
Others are associated with more specific features such as
(iii) the pharmaceutical market characteristics, including
regulatory frameworks and the policies medicines undergo
to become available and publicly funded in a given market
[3]. Regulatory frameworks and policies are of particular
interest to policymakers because they are amenable to policy
changes. However, they can still be further complicated by
the need to find a balance across different perspectives and
objectives of involved stakeholders. For instance, whilst
healthcare payers are seeking ways to optimise costs and
ensure the sustainability of the healthcare system, patients
seek timely access to medicines without considering the
likely burden on local budgets.

In recent years, health technology assessment (HTA) has
become one of the most important stages for efficacious and
cost-effective medicines to become available and accessible
to patients [12]. HTA recommendations play a crucial role in
informing pricing and reimbursement decisions, facilitating
negotiations, and updating national clinical guidance on dis-
ease treatment protocols, which can further impact the dif-
fusion and uptake of new technologies [13—18]. Nowadays,
HTA is used across all European countries, at least to some
extent [13]. However, discrepancies are seen in the way HTA
systems are set-up, the processes that are employed, the way
assessment is performed, and the extent to which HTA rec-
ommendations inform reimbursement decisions, all of which
can have an impact on access to medicines [5, 6, 8—11, 13,
15, 17, 19-30].

Within the European context and to alleviate access ine-
qualities occurring due to variations in the conduct of HTA,
numerous efforts have been made at both EU and national
levels to harmonise, simplify, and expedite HTA processes
[31-33]. Furthermore, efforts to establish collaborations
between regulatory agencies and HTA bodies, such as par-
allel review processes and early scientific advice, are taking
place to ensure that some alignment exists between what
regulators and HTA agencies want, ultimately impacting
patients’ access to the right treatment in a timely manner
[16, 17, 25, 34]. However, evidence is scarce on what fea-
tures of HTA, from the way it is set-up within the healthcare
system to its role in funding decisions, are more likely to
positively impact access to medicines beyond the details of
submissions by manufacturers, including the clinical and
economic evidence and their respective quality [8, 9, 17,
35-38]. Additionally, it is not clear whether current efforts
aiming to improve HTA systems and processes, such as the
harmonisation of clinical assessments through the new EU

@ Springer

HTA regulation [31], are welcomed by both Western and
Eastern European countries given differences in how well
developed HTA processes are. And whether these efforts are
considered as successful means to optimise access to innova-
tive medicines by relevant stakeholders. Finally, evidence is
scarce on what dimensions of access (e.g., availability, time
to patient access, affordability) are targeted and, potentially,
improved by different HTA features and components. In a
nutshell, there is a gap in the literature on how HTA can be
improved in a holistic way (i.e.: from its set-up to its uptake
in funding decisions) to facilitate access to medicines across
Europe and in light of the implementation of the new EU
HTA regulation [31].

In addressing the above gaps, the objectives of this study
are twofold: First, to explore how can HTA be improved to
optimise access to medicines. And second, to assess lev-
els of agreement between stakeholders from different geo-
graphic jurisdictions and/or different stakeholder groups
on what features of HTA are more likely to have the most
positive impact on access. To engage and elicit the views of
European stakeholders, a Delphi exercise was conducted to
develop an expert-based judgment [39]. Contrary to simple
surveys and interviews, the Delphi method structures and
organises group communications while allowing for con-
trolled feedback [40—42].

While there are studies in the literature which use the
Delphi method to elicit opinions on subjects such as value
assessment of medical devices [43, 44], population health
[45] and digital health technologies [46], to our knowledge
there is only one study similar to ours in remit. This study
explores how HTA for medicines can be improved across
Europe, but with a different focus on the value assessment
of oncology and haematology products, and the recent EU
HTA regulation [33]. In our study, we aimed to validate
HTA features that existing studies found to have an impact
on access to medicines, and explored how a better under-
standing of these features through expert views can help
improve HTA at national, regional and supranational levels
in a holistic way (i.e.: from its set-up to its uptake in fund-
ing decisions) in order to facilitate access to clinically- and
cost- effective medicines.

Methods

Both primary and secondary evidence were used. Secondary
data collection was conducted through a scoping review of
the literature to identify, first, a list of HTA features that have
shown to have an impact on access or features that could be
improved. And second, to identify relevant access dimen-
sions. Primary evidence was collected through a web-based
Delphi panel in European stakeholders from both Western
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and Eastern European countries to validate the findings of
the literature.

Scoping review: HTA features and access dimensions

A scoping review was selected over a systematic literature
review, as the scope of our search and the inclusion criteria
were broader than the ones usually used in a systematic lit-
erature review. Generally, scoping reviews can help identify
and map available evidence that is still unclear and cannot
yet be addressed through a more precise systematic review
[47].

HTA features

To identify recent peer-reviewed literature on HTA features
and areas for improvement, we searched the MEDLINE via
the PubMed database from January 2011 to December 2021
using the keywords ("health technology assessment” OR
‘HTA’ OR ‘value assessment’) AND ‘Europe’. A detailed
description of the scoping review strategy including the
screening process and the exclusion and inclusion criteria

used is outlined in detail in Appendix 1. The titles and
abstracts of the resulting papers were screened by the first
two authors in a double-blind fashion. Any disputes were
resolved between first two authors. Papers considered rel-
evant to our study objectives were downloaded and screened
by the first author. An additional search was conducted by
the first author on the websites of the European Commis-
sion and EUnetHTA to identify relevant grey literature using
‘Health technology assessment” OR ‘HTA’ as key terms.
Reports published from 2017 and onwards were included
to capture recent developments and the current landscape
of HTA in Europe. Figure 1 outlines the different steps and
respective search results of the scoping review.

Relevant evidence was recorded and grouped into four
main categories/endpoints, following an iterative process.
The identified HTA features and components related to: (i)
HTA system set-up; (ii) HTA procedures; (iii) HTA evalu-
ation processes; and (iv) HTA and funding. An additional
endpoint was created to record evidence on the access
dimensions used in the relevant studies. The results of the
scoping review on HTA features are summarised in Appen-
dix 2. Table 1 presents the list of HTA features considered

Fig.1 Flow diagram of the
scoping review process

Records identified through
MEDLINE (n= 259)

Additional records identified
through additional searches (n=
275)

'

\

[ Records after duplicates removed (n= 532) ]

Records excluded
due to irrelevance of

...............................
. ‘e
o .
. .
1 .
H .
H .
.

[ Records screened (n=532)

title or abstract (n=
l 409) :
Fulltext assessed for D S
ellglblllty against H Full-text articles

inclusion criteria (n= 123)

excluded due to
irrelevance (n=69)

. "
. .
= .
. .
. .
= .
. 3
*, g
. o
‘ ------------------------------

Final papers/reports
included (n= 54)

@ Springer



A.-M. Fontrier et al.

Table 1 Features related to HTA as shown in the web Delphi panel

No HTA features
HTA system
1 Presence of an independent HTA body
HTA procedures
2 Scientific advice (feedback and advice on upcoming applications) provided to manufacturers ahead of commence-
ment of formal HTA process by HTA bodies
3 Introduction of parallel review process to streamline marketing authorisation and HTA

Stakeholder involvement during the HTA process

5 No reliance on “HTA referencing” (requirement for positive HTA recommendations from other countries to
commence or conclude the HTA process or reliance on HTA recommendations from other countries to inform

decision-making)

6 Agreed-upon timelines for the completion of HTA process

HTA evaluation processes

7 Clarity of evidentiary requirements for value assessment in HTA (e.g., clear instructions published by the HTA
body on the evidence to be submitted by manufacturers; evidentiary requirements based on a validated or pub-

licly available framework)

8 Reliance on real-world evidence in HTA in case of limited, incomplete, immature, or early phase clinical evidence

Harmonisation of rules for HTA methodologies, evidentiary requirements, and procedures across HTA bodies and

systems at supranational level

10 Coordination of HTA rules, methods and processes across national and regional level, if both co-exist

11 Explicit recognition of additional dimensions of benefit beyond clinical and/or economic evidence considered dur-
ing the evaluation of health technologies (example dimensions include unmet medical need, impact on carers and

family, impact on society, etc.)

12 Established procedures on how uncertainties resulting from submitted evidence are managed and resolved within
an agreed-upon timeframe (e.g., request of additional evidence, sensitivity analysis, dossier re-submission)

HTA and funding decisions

13 Legally binding HTA recommendations to be implemented in the shortest possible timeframe during reimburse-

ment negotiations

relevant in having an impact on access to medicines in the
European region (Table 1).

Access dimensions

To provide a comprehensive definition of access to medi-
cines, the different dimensions of access used in the result-
ing papers of the scoping review (described above) were
explored, when available. Additional searches were con-
ducted on the websites of international organisations such
as the WHO, the United Nations and the European Commis-
sion, using the key term “access to medicines” OR “patient
access” OR “access”.

Three relevant dimensions of access were identified and
included in this study. The dimensions and definitions of
access are used for the sole purpose of this study are as
follows:

e Availability of medicines: whether clinically- and cost—
effective medicines are available and marketed in a given
market;

e Time to patient access (timeliness): the timely access of
patients to publicly reimbursed medicines, and;
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e Affordability: whether the prices of clinically- and cost-
effective medicines are in line with the purchasing ability
of healthcare systems and of patients.

The Delphi process

The Delphi method can be used to fulfil a variety of research
objectives such as reaching participant consensus on a
complex topic, prioritisation of policies, and generation of
debate among participants who might not share a common
vision [48, 49]. The Delphi method can also be used when
current knowledge is incomplete, uncertain or lacking [50].
During a series of rounds (surveys), panel participants can
first respond to a set of questions and, in subsequent rounds,
are given the opportunity to re-consider and re-assess their
initial opinions after seeing the aggregate responses of other
participants [40, 45, 48, 51-55]. Hence, the Delphi method
is an iterative process that avoids intentional and uninten-
tional noise, such as irrelevant and non-productive commu-
nication among the participants [42, 48]. Panel responses
are always anonymous allowing participants to express their
opinion freely without introducing potential bias due to peer
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pressure or the presence of potentially dominant or more
vocal experts [40, 45, 48, 51-56].

No set minimum or maximum participant number for
Delphi panels exists, with Delphi panels being conducted
from five up to thousands of participants [39, 50, 57-62]; an
appropriate number is most likely dictated by the objectives
and nature of the research, though methodological advice,
and Delphi panels in practice, often range between 10 and
20 participants [54, 60—63].

Even though Delphi panels may usually include three or
more rounds to reach consensus amongst participants, in this
study we deemed that two rounds were sufficient to ensure
desirable completion rates, in line with other studies in the
literature [39, 57, 58, 64]. This is because we had already
compiled a list of HTA features likely to have an impact on
access, thus an initial round soliciting experts’ opinions was
deemed unnecessary.

Stakeholder sample

A list of stakeholders was compiled from the authors’ net-
work, considering their knowledge and areas of expertise,
country of origin/work, and affiliation. Overall, our sample
followed a purposive and snowball sampling strategy target-
ing experts in HTA from all European Union Member States,
Norway, Switzerland, and the United Kingdom. Invited
experts (n=128) were either from academic or health policy
research institutions, the pharmaceutical industry, decision-
making/payer bodies, or patient organisations to capture the
views of relevant stakeholders. To ensure a representative
sample of European stakeholders, we invited a minimum
of four experts, one of each stakeholder group, across all
study countries. A limitation of this study is that healthcare
professionals were not included in the sample as the authors
were unable to identify clinicians that were familiar with
and/or involved in HTA through either their network or the
sampling strategies used.

Study design and administration

The survey was piloted with five health economists from
our institution to reflect on the structure and content prior
to dissemination to external participants.

All stakeholders were invited via a personal email sent
by the authors inviting them to participate in a two-round
Delphi panel. Experts who indicated they were unable to
participate were asked to identify a team member or col-
league with similar expertise as a replacement. Where an
alternate expert was identified, the original invitee was asked
to provide the name, email and job title of their suggested
colleague to ensure that their expertise was relevant to the
research objectives of this study.

The study utilised a web platform, Welphi®, for the Del-
phi process. The platform ensures all experts received an
automated email with a unique URL link. Participation was
anonymised by Welphi® and each participant had a unique
identifier containing an alphanumeric string (e.g.: 079AB).
These identifiers allowed the authors to track whether the
same individual participated in both Delphi rounds. Each
round remained open for a month to accommodate schedules
and availability. Automated reminders were sent every week
to participants who had not started the survey and partici-
pants who had not yet completed their responses.

Participants were requested to complete an informed con-
sent form to be able to continue with the Delphi process. All
participants were asked to respond to demographic questions
including the country they live and work in, their organisa-
tion affiliation, and their perspective selected from a list of
pre-defined categories: research and policy, patient/patient
organisation, industry, or decision-maker/payer. Participants
were given clear definitions of all three access dimensions,
and were able to rank their agreement using a five-point
Likert scale (‘strongly agree’ (SA), agree’ (A), ‘neither agree
nor disagree’, ‘disagree’ (D), ‘strongly disagree’ (SD)) on
the positive impact of the HTA features on the three access
dimensions. To ensure reliability of the panel’s outcomes,
participants were given the option to select ‘do not know’
for instances where they did not feel confident about their
response and a ‘not applicable’ option was also given to
allow participants to indicate HTA features they felt might
not be relevant to an access dimension. A single, open-
ended question was available to the participants in the first
round only to provide the opportunity to add any factor or
HTA feature that, in their opinion, might have a positive
impact on access and was not identified through our scoping
review. However, these responses were used only as contex-
tual information and were not included as statements in the
second and final round of the Delphi panel for two reasons:
first, the objective of the study was to validate the results
of the scoping review and; second, if these new statements
would have been included in the second round, the partici-
pants’ ability to engage with the statements would have been
limited as they would have not been able to see the aggregate
responses of the participants and potentially revise or keep
their initial responses in an additional round, which is a main
feature of the Delphi method.

In round 2, participants were asked to rank again the
value statements. In this round, participants were able to see
the aggregate responses of all the participants from round 1
as percentages. Participants had the option to revise or keep
their initial responses from round 1. The study received eth-
ics approval by our institution.
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Data analysis

The analytical methods employed were chosen considering
the ordinal scale nature of our data, our study objectives and
the results of a thorough search of the literature on Delphi
panel methodologies [48, 51, 58, 59, 65-67] and other stud-
ies using the Delphi method [45, 60, 68—77]. Quantitative
methods were used, including both descriptive and inferen-
tial statistics, to explore (i) what features of HTA had the
most positive impact against different access dimensions in
the final round; (ii) the level of agreement between stake-
holders about the impact and rank of different HTA fea-
tures across access dimensions in both rounds, and (iii) how
stable their responses were across rounds. The open-ended
responses provided by the participants in the first round were
used only as contextual information and were excluded from
the data analysis.

Different measures and methods were used to explore
the aforementioned points which are outlined in detail in
Table 2. For points (i) and (iii), additional analyses were
performed using more than one commonly used method to
validate the robustness of our results, recognising that there
is limited to no evidence on which exact method is the most
suitable to use in specific circumstances, or how results can
change when using different methodologies. All analysis was
conducted for 39 value statements (13 HTA features across
the three access dimensions).

Strongly agree (SA) and agree (A) and strongly disagree
(SD) and disagree (D) responses were grouped, respectively,
for the percentage agreement analysis. Median and inter-
quartile ranges, rather than mean and standard deviation,
were used for measuring central tendency and level of dis-
persion to avoid skewed results due to outliers. Gwet’s kappa
coefficient was selected to test inter-rater agreement on each
round over other kappa coefficients as it allows for multiple
participants and any level of measurement by applying rel-
evant weights for the ordinal scale, and missing values due to
the selection of the ‘do not know’ or ‘not applicable’ options
[78-81]. The ‘do not know’ and ‘not applicable’ responses
were excluded from the quantitative analysis to limit analy-
sis of agreement to participants who were confident in their
responses.

Finally, since consensus is a term poorly and ambiguously
defined in the literature [48] while its measurement greatly
varies across studies [48, 50, 82], in this study, we differ-
entiate between agreement and consensus. For consensus,
stricter criteria were applied compared to group agreement
to avoid inconclusive results. However, given that consensus
is based on subjective criteria, it was only used for discus-
sion purposes. All analyses were conducted in Stata SE 16.1
and SPSS Version 27.
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Results
Participation rate

A total of 128 participants across Europe were approached
for involvement in the Delphi panel. Of these, 27 participants
from 16 European countries took part in round 1. From the
27 participants in round 1, 19 participants from 14 countries
completed round 2. Figure 2 illustrates the characteristics of
the stakeholders from round 2.

Delphi panel results

We present the results of all statistical analyses across 39
value dimensions (13 HTA features across three access
dimensions). Appendix 3 provides the results for both
rounds.

Agreement

Group agreement on value statements with the most
positive impact on access dimensions in round 2

Table 3 summarises the group agreement on the positive
impact of each HTA feature on each access dimension in
round 2.

Percentage agreement: From a total of 39 value statements in
round 2, 18 (46.2%) were approved by qualified majority (i.e.:
SA+ A>75%), including one statement (‘harmonisation of
rules for HTA methodologies, evidentiary requirements, and
procedures across HTA bodies and systems at supranational
level’ on availability of clinically- and cost-effective medi-
cines) which was approved by absolute majority (SA >50%
and SD+D<33.3%). No value statement was rejected by
absolute majority (SD+D > 50%), showing that there was no
HTA feature in our list that many participants felt that it cannot
have a positive impact on access.

Access dimensions: Most HTA features were found to have
a positive impact on time to patient access (9 out of 13 HTA
features). Seven HTA features were considered to have a posi-
tive impact on availability of medicines within markets while
only two features were believed to have a positive impact on
affordability for patients and healthcare systems.

HTA features: One HTA feature, ‘scientific advice provided
to manufacturers by HTA bodies ahead of the initiation of the
HTA process’, was considered to have a positive impact by
qualified majority across all three access dimensions (89%
on availability and 79% on both timeliness and affordability,
respectively). ‘Reliance on real-world (RWE) evidence in
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Expertise areas

Research & policy

Industry

Decision-makers

Patient organization

Other

o

10 20 30 40 50

Number of individuals

Key

M Invited to Delphi Panel Participation in R1 M Participation in R2

Notes: ‘Research &policy '=academics, healthcare systems experts and analysts

affiliated with research institutions/non-governmental organisations
‘Other’ = healthcare professionals or hospital affiliated

Fig.2 Expertise and geographic setting for participants in round 2

cases of limited clinical data’ was the only HTA feature that
all stakeholders (100%) believed to have a positive impact on
time to patient access.

Central tendency and level of dispersion: 22 (out of 39) value
statements reached agreement across participants, with a
median of 1 or 2 and IQR <1 (56.4%) in round 2.

Access dimensions: Participants agreed (median:2 and
IQR <1) that most HTA features had a positive impact on time
to patient access (10 out of 13 HTA features with a median
of 1 and 2 and IQR < 1), while six HTA features resulted in
agreement on their positive impact on availability. Six HTA
features were found to have a positive impact on affordability.

HTA features: Participants strongly agreed (median:1;
IQR:1) on the positive impact on availability of ‘harmoni-
sation of rules for HTA methodologies, evidentiary require-
ments, and procedures across HTA bodies and systems’.

Factors not captured by the scoping review that might
have an impact on access as suggested by participants
in round 1

Open-ended question: Only three participants provided

factors that could potentially have an impact on access not
identified through the scoping review through a response to

@ Springer

Geographic setting

“

Key
Light green: participation in R1 only
Dark green: participation in R1 and R2

Notes:

Countries include Belgium, Bulgaria, Czech Republic, Finland,
France, Germany, Greece, Italy, the Netherlands, Norway, Portugal,
Romania, Spain, Sweden, Switzerland and the United Kingdom

the open-ended question in round 1. These suggested factors
included: (i) choosing a cost-effectiveness approach rather
than comparative clinical benefit assessment; (ii) having pre-
defined criteria for which stakeholders should be involved
during HTA processes (for impact on availability, not nec-
essarily time to access), and; (iii) having a linkage between
horizon scanning, budgeting and HTA. These statements
were not validated by the Delphi participants in the second
round.

Overall group agreement per value statement in rounds 1
and 2

Inter-rater reliability (IRR), Gwet’s kappa coefficient: In
round 1, low levels of agreement were observed across par-
ticipants. Participants had fair or moderate agreement for
30.8% (12 out of 39) and 38.5% (15 out of 39) value state-
ments, respectively. Substantial agreement was reached in
only 15.4% (6 out of 39) of value statements, two of which
had been approved by qualified majority and reached agree-
ment through central tendency and low level of dispersion in
round 1. There was no value statement with almost perfect
agreement.

In round 2, agreement levels changed; 33.3% of value
statements (13 of 39) resulted in substantial agreement and
one value statement (on the positive impact of ‘establishing
procedures to deal with clinical and economic uncertainties’
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on availability) reached an almost perfect agreement. Six
of the value statements showcasing substantial agreement
amongst participants and the one value statement with
almost perfect agreement were also approved by qualified
majority and showcased a median of 1 or 2 with IQR <1
in round 2.

Table 3 summarises the overall group agreement per
value statement in round 2.

Stability and consistency of responses
between rounds

Non-parametric Wilcoxon matched-pairs signed-ranks test:
94.9% of the value statements were stable between rounds

Table 4 Results of stability between rounds 1 and 2

(i-e.: not significantly changed). Only two value dimensions
had a p-value less than 0.05 which indicated that they were
statistically significant, thus unstable: these two were the
positive impact of ‘agreed timelines for the conduct of HTA
processes’ on time to patient access, and the positive impact
on the ‘use of established procedures to handle uncertainty’
on affordability.

Spearman's rank-order correlation coefficient (Spearman's
rho): Participants’ opinions had a statistically significant
high degree of concordance in 69.2% (27 out of 39) of the
value statements.

Table 4 presents the results of stability between rounds
1 and 2.

Availability

Time to patient access (timeliness)

Affordability

HTA features  Stability between rounds

Wilcoxon matched-
pair signed rank

Spearman's rho
(Level of concord-

Spearman's rho
(Level of concord-

Wilcoxon matched-
pair signed rank test

Wilcoxon matched-
pair signed rank

Spearman's rho
(Level of concord-

ance) test (p-value) ance) test (p-value) ance) (p-value)
HTA system
1 0.97 1.00 0.91 0.50 0.94 stable
high degree stable high degree stable high degree
HTA procedures
2 0.94 0.50 0.97 1.00 0.85 1.00
high degree stable high degree stable high degree stable
3 0.96 1.00 0.96 0.50 0.90 1.00
high degree stable high degree stable high degree stable
4 1.00 1.00 0.82 1.00 0.92 1.00
high degree stable high degree stable high degree stable
5 0.71 0.06 0.52 0.17 -0.03 1.00
low degree stable low degree stable low degree stable
6 0.71 0.11 0.49 0.00 0.20 1.00
low degree stable low degree unstable low degree stable
HTA evaluation processes
7 0.93 0.50 0.87 1.00 0.79 0.25
high degree stable high degree stable high degree stable
8 0.76 1.00 0.77 0.50 0.92 0.50
high degree stable high degree stable high degree stable
9 0.99 1.00 0.92 0.50 0.98 1.00
high degree stable high degree stable high degree stable
10 0.98 1.00 0.96 1.00 0.98 1.00
high degree stable high degree stable high degree stable
11 0.83 0.50 0.77 0.50 0.99 1.00
high degree stable high degree stable high degree stable
12 0.38 0.40 0.47 0.13 0.55 0.02
low degree stable low degree stable low degree unstable
HTA and funding decisions
13 0.66 1.00 0.16 0.27 0.51 0.06
low degree stable low degree stable low degree stable
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Discussion

Using the Delphi method, we explored how HTA sys-
tems, procedures and processes can be improved to opti-
mise access to medicines by canvassing opinions and
perspectives of European HTA experts. Our results have
several implications for both the HTA features and the
access dimensions. However, they should be interpreted
with caution due to the inherit limitations of the Delphi
method, such as low participation and high dropout rates.
In our study, a small number of experts participated in
both rounds, and responses were predominately received
from research and policy makers, with no opinions from
healthcare professionals and decision-makers captured.
With regards to HTA features, 11 out of the 13 showed a
positive impact on at least one of the three access dimensions
suggesting that participants’ views are broadly aligned with
current efforts and discussions on how HTA can be designed
or adjusted at regional, national and supranational levels to
optimise access to medicines. ‘Early scientific advice’ and
‘clarity in evidentiary requirements’ reached consensus on
their positive impact on all access dimensions. Interestingly,
even though many well-established HTA bodies in Europe
currently provide early scientific advice to manufacturers
and have published guidelines for evidence requirements, a
call to action for some HTA bodies to (i) emphasise more the
provision of early support to manufacturers before HTA ini-
tiation, (ii) provide more clarity on the evidence required for
evaluation, and (iii) be more transparent and systematic on
the way they deal with uncertainty if it arises, was identified.
‘Established ways to deal with potential uncertainty
occurring during HTA assessments’ reached consensus on
its positive impact on both availability and time to patient
access. This HTA feature was also identified by a recent
study [33] which highlighted that the management of uncer-
tainty is one of the challenges that need to be addressed to
provide an ‘additional benefit’ to a European HTA process.
‘Reliance on RWE in HTA’ reached 100% agreement
among participants in the second round on its positive
impact on timeliness, emphasising the importance of the
use of new types of evidence beyond strict clinical studies
which do not test for the clinical benefit of a medicine in
a real-world setting. This has been extensively discussed
across Europe, especially at regulatory and HTA levels for
instances where clinical evidence might still be incomplete
or of low quality. However, the use of RWE varies across
countries with some HTA bodies accepting RWE while oth-
ers do not [85], and with other access implications arising
due to a lack of systematic ways to collect, interpret and use
these data during assessments [86].
Looking at the results of all the analytical methods
used and recognising that different methods can lead to

different conclusions, we can only conclude confidently
(SA+A>75%, median:1 or 2 and IQR <1, substantial
or almost perfect agreement and high degree of concord-
ance and stable responses between rounds) that participants
agreed on the positive impact of ‘reliance on RWE’ on avail-
ability of medicines and of ‘provision of scientific advice’
on both availability and affordability and; of ‘clarity of evi-
dentiary requirements for value assessment’ on timeliness.

Table 5 summarises the HTA features with the most posi-
tive impact on the respective access dimensions.

Across the grouping of HTA features presented in
Table 1, all features targeting evaluation processes reached
consensus on their positive impact on at least two access
dimensions: participants agreed access to medicines could
be ameliorated by having clear guidance on what evidence
is required, on ways to deal with uncertainty, and on the
incorporation of additional dimensions of value beyond
clinical and cost-effectiveness, together with general
coordination and harmonisation of evaluation processes
at regional, national and supernational levels. The new
HTA regulation of the European Commission on joint
clinical assessments across European Member States, to
be officially implemented in 2025, aims to address access
issues arising due to discrepancies in the evaluation pro-
cesses of national/regional HTA bodies. The importance
of this is also reiterated in our findings, as ‘harmonisation
of rules for HTA methodologies, evidentiary requirements,
and evaluation procedures across HTA bodies and systems
at supranational level’ was approved by absolute majority
in both rounds for its positive impact on the availability of
medicines and reached consensus on its positive impact on
availability and time to patient access. Therefore, stand-
ardising HTA evaluation processes and creating coherent
and consistent scientific evidence collection, generation
and interpretation across Europe could achieve better and
more controlled access to medicines within countries. On
the other hand, HTA features related to procedures and
set-up reached consensus mainly on their positive impact
on time to patient access and affordability, rather than the
availability of medicines. As both of these are more rel-
evant to the specificities of each setting, they should still
remain a country competence taking into account country-
specific characteristics, objectives and values and further
reflect the way the healthcare system is organised [13, 16,
34].

With regards to the access dimensions, Delphi partici-
pants believed that the included HTA features mostly had a
positive impact on timely access to publicly funded medi-
cines which is in line with broader HTA objectives as a tool
informing reimbursement decisions within nations or health-
care systems to streamline national/regional accessibility to
medicines after receiving marketing authorisation. However,
a number of concerns have been raised previously that HTA
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Table 5 HTA features with the most positive impact on access dimensions

Time to

patient

access
(timeliness)

Availability Affordability

[HTASystemn |

1

Presence of an independent HTA body

HT

2

‘A procedures

Scientific advice provided to manufacturers ahead of v v
commencement of formal HTA process by HTA bodies
Introduction of parallel review process to streamline marketing

3 authorisation and HTA

4  Stakeholder involvement during the HTA process
5  No reliance on “HTA referencing”

6

HTA evaluation processes

Agreed-upon timelines for the completion of HTA process

7 Clarity of evidentiary requirements for value assessment in v
HTA
3 Reliance on real-world evidence in HTA in case of limited, v

incomplete, immature, or early phase clinical evidence

Harmonisation of rules for HTA methodologies, evidentiary
9  requirements, and procedures across HTA bodies and systems at

supranational level

10 national and regional level, if both co-exist

Coordination of HTA rules, methods and processes across

Explicit recognition of additional dimensions of benefit beyond

11 | clinical and/or economic evidence considered during the

evaluation of health technologies

Established procedures on how uncertainties resulting from
12 submitted evidence are managed and resolved within an agreed-

upon timeframe.

HTA and funding decisions

Legally binding HTA recommendations to be implemented in

13 the shortest possible timeframe during reimbursement

negotiations

Notes: Green coloured cells show the HTA features that reached consensus on having the most positive impact on the respective access dimen-
sion (approved by qualified majority and/or having a median of 1 or 2 with low level of dispersion (IQR < 1) and stable responses between round

1 and 2)

v'show the HTA features that we can confidently conclude that they have a positive impact on the respective access dimensions according to all
the analytical methods used (SA + A >75%, median:1 or 2 and IQR < 1, substantial or almost perfect agreement of participants and high degree

of concordance and stable responses between round 1 to 2)

processes can hinder timeliness due to assessment delays and
the presence of an additional regulatory step to medicines’
availability within markets [8, 87, 88]. More HTA features
were expected to have a positive impact on affordability of
the healthcare system, as HTA processes are implemented
in an effort to allocate resources efficiently considering evi-
dence-based information, the sustainability of the healthcare
system, and the finite budgets available. On the contrary,
HTA features with the lowest percentage agreement on their
positive impact were identified on the affordability dimen-
sion. And interestingly, ‘legally binding HTA recommenda-
tions for reimbursement decisions and/or negotiations’ did
not reach agreement or consensus amongst participants in
round 2, in having a favourable effect on affordability, even
though required translation of HTA recommendations into
funding would mean that the most cost-effective medicine
would be covered using publicly available budgets.

Our findings on affordability, however, are not conclusive
because of the lack of representation of decision-makers/
payers in our sample. Yet, these findings can still observe

@ Springer

what other HTA experts believe: For instance, the ‘presence
of an independent body’ reached consensus on its positive
impact on affordability (and not on any other access dimen-
sion), highlighting that transparency and conflict of interest
concerns may remain when HTA processes are integrated
within national/regional healthcare payers/-decision-mak-
ers opposed to taking place independently at arm’s length
[13]. Therefore, more transparency might be needed to bet-
ter understand how HTA recommendations are used during
negotiations and price setting within jurisdictions. However,
this may only apply in some cases, as HTA systems for med-
icines integrated to governmental institutions are rarely seen
in Europe [13].

Overall, even though HTA is an essential instrument to
streamline and monitor access to medicines across settings,
it is important to highlight that any action to achieve better
and faster patient access should be complemented by other
appropriate and effective regulatory policies and procedures,
which are equally important. Targeted efforts and interven-
tions in HTA alone will not necessarily translate to better
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patient access without adjustments in other areas: for exam-
ple, if reimbursement policies are not adjusted to align to,
or at least take into consideration, HTA recommendations
which promote the most cost-effective therapeutic option.
Not only should each stage of the access pathway aim to
maximise the effects on improving access, it may also ben-
efit from synergies between these stages. For instance, the
‘introduction of parallel review processes’ reached consen-
sus on its positive impact on time to patient access, high-
lighting that collaboration between marketing authorisation
and HTA bodies could improve timeliness.

Study limitations

Our study is not without limitations. First, our results should
be interpreted with caution due to the small sample size
caused by low participation and high dropout rates, limited
or lack of representation of some stakeholder groups (i.e.,
healthcare professionals and decision-makers), and limited
geographical representation. Additionally, participant rep-
resentation which was skewed towards policy and research
experts could have introduced bias in our results. Never-
theless, the findings of this study can still be considered
informative in (i) identifying how different HTA features
target different access dimensions, (ii) understanding (dis-)
agreement on whether current efforts to improve HTA are
successful according to experts from different geographic
settings, and (iii) identifying areas of HTA that might need
improvement, as long as, this limitation is acknowledged
in the interpretation of these three conclusions. Second,
while a scoping review was conducted to create a list of
HTA features that might have an impact on access, this list
may not be exhaustive. To address this, participants had the
opportunity to respond to an open-ended question in round
1 to share additional HTA features that might have not been
included in our list. Third, our Delphi panel included two
rounds rather than three rounds. However, we deemed that
two rounds were sufficient as we had already conducted a
scoping review and compiled a list of HTA features that
were likely to have an impact on access. Finally, there are
numerous definitions for agreement, stability and consensus
in the literature, which are often unclear, and each of these
can rely on several different methodologies for results analy-
sis. To address this, our study defined the relevant terms in
detail and conducted analysis using more than one method,
when applicable and appropriate.

Conclusion

Using the Delphi method, this study found that improved
HTA processes and procedures were shown to have a pre-
dominantly positive impact on timeliness, and a less clear
impact on affordability despite HTA’s remit to ensure effi-
cient allocation of finite resources. The most positive impact
on all three access dimensions was seen on HTA features
related to more clear, consistent and harmonised evalua-
tion processes within and across countries, which is in line
with current European efforts targeting the harmonisation of
clinical assessment processes. Even though our results might
not be conclusive, they reiterate the following overarching
themes: increased transparency during HTA and decision-
making processes is essential, use of and reliance on RWE
can optimise availability of medicines, while better collabo-
rations between regulatory institutions within and between
countries are paramount for better access to medicines.
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