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Abstract

The European Parliament, in its resolution of March 2nd, 2017, on European Union (EU) options for
improving access to medicines, called on the Commission to propose legislation on a European
system for health technology assessment (HTA) to harmonize transparent HTA criteria to assess the
added therapeutic value and relative effectiveness of health technologies compared with the best
available alternative (1). In December 2021, the EU-HTA R, formally known as ‘Regulation (EU)
2021/2282 of the European Parliament and of the Council of December 15th, 2021" (2), on HTA and
amending Directive 2011/24/EU (3) was adopted. It entered into force with implementation starting
in January 2022 for oncology products and advanced therapeutic medicinal products (ATMP) in
January 2028 for orphan designated products and in January 2030 for all products.

Keywords: ATMP; CMA; EBM; EU; EU-HTA; EU-HTA R; GDP; HAS; HTA; HTD; IQWIG; JCA MS;
PICO; RCT

1. Introduction

The European Parliament, in its resolution of March 2nd, 2017, on European Union (EU) options
for improving access to medicines, called on the Commission to propose legislation on a European
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system for health technology assessment (HTA) to harmonize transparent HTA criteria to assess the
added therapeutic value and relative effectiveness of health technologies compared with the best
available alternative [1].

In December 2021, the EU-HTA R, formally known as ‘Regulation (EU) 2021/2282 of the
European Parliament and of the Council of December 15t, 2021’ [2], on HTA and amending Directive
2011/24/EU [3] was adopted. It entered into force with implementation starting in January 2022 for
oncology products and advanced therapeutic medicinal products (ATMP) in January 2028 for orphan
designated products and in January 2030 for all products.

While the EU-HTA R stated several objectives, it is important to analyze the feasibility of
achieving these objectives as no impact study was conducted before this law was published. An
impact analysis study was performed by the EU Commission's internal staff, not the EU Parliament,
after the consultation on the EU-HTA model [4]. The aim of this opinion manuscript is to assess
whether the stated objectives in the EU-HTA R are achievable, discuss the implications of the
potential level of achievement of these objectives, and propose an epistemological framework that
aligns the HTA fundamentals with the objectives of a joint EU-HTA analysis framework.

This manuscript is divided into 3 main parts. Part I identifies the objectives of EU-HTA R and
assesses if these objectives are achievable. Part II discusses the implication of not reaching the
objectives on EU legitimacy. Part Il proposes an epistemological framework as it is critical to develop
a joint methodology for HTA assessment.

2. Part I: Will EU-HTA Regulation Objectives Be Achieved?

In this section, the objectives are categorized into three segments: 1. strategic objectives, 2.
operational objectives as outlined in the EU-HTA R, and 3. specific objectives as described in the
regulation, primarily within the recitals and detailed provisions. To prevent redundancy due to
overlapping objectives, each is addressed only once and cross-referenced as needed. Following the
listing of the objectives, their likelihood of being achieved is evaluated.

2.1. Strategic Objectives

The strategic objectives as described in this regulation are to achieve a high level of protection
of health for patients and users while ensuring the smooth functioning of the (single) internal market
as regards medicinal products, medical devices and in vitro diagnostic medical devices [2].

The Regulation (EU) 2021/2282 explicitly outlines two overarching strategic objectives:

- “High level of health protection for patients and users: The law aims to ensure a “high level of protection
of health for patients and users” through better assessment of health technologies”.

- “Smooth functioning of the internal market for health technologies: It simultaneously seeks to guarantee
the “smooth functioning of the internal market” with regard to medicinal products, medical devices and in
vitro diagnostic devices”.

“These two broad goals are pursued simultaneously and are considered inseparable and equal
in priority”.

2.2. Operational Objectives

The EU-HTA R aims to accomplish the following operational and core objectives:

- To improve the availability for EU patients of innovative technologies in the area of health: The
regulation aims to accelerate patient access to innovative and effective health technologies.
Covered under the first strategic objective: High level of health protection for patients and users.

- To harmonize HTA criteria and increase transparency, to promote convergence in HTA tools,
procedures and methodologies: A core objective of the regulation is harmonizing HTA processes
among Member States (MSs) to remove divergences in clinical assessments, fostering EU-wide
cooperation and alignment on methods and principles.
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- To ensure efficient use of resources and strengthen the quality of HTA across the EU: By
establishing joint clinical assessments (JCA) and consultations, the regulation reduces
duplication of efforts, pools expertise, and improves the scientific quality and sustainability of
HTA cooperation.

- To improve business predictability for health technology developers (HTD): The regulation
introduces a unified EU-level submission process and clearer, streamlined procedures, which
reduce administrative burdens and increase predictability for developers regarding evidence
requirements and timelines.

2.3. Specific Objectives

Beyond the above, the Regulation pursues more specific objectives throughout its text (in the
recitals and detailed provisions), even if not formally labelled as objectives in the law. Each of the
below points represents an objective or an intended effect that the HTA Regulation aim to achieve,
as evidenced by the text of the law. These specific objectives collectively support the Regulation’s
overarching strategic goals. These objectives are sometime overlapping with the operational
objectives. These include:

- To comply with the state of the art of medical sciences or evidence-based medicine; Ensuring
quality, transparency, and independence: Ensuring that joint HTA work is conducted with the
highest scientific quality, transparency, and independence. The Regulation states that joint work
should “aim to achieve the highest level of quality, transparency and independence.”

- Timely and up-to-date assessments: Requiring that JCA reports be completed in a timely manner
and kept up-to- -date as new evidence emerges.

- Inclusive stakeholder and expert involvement: Promoting inclusive and transparent HTA
processes by involving a broad range of stakeholders and experts.

- To comply with the state of the art of medical sciences or evidence-based medicine, ensure the
highest quality reference is applied.

- To adhere to the highest standards of quality, impartiality, transparency, and independence.

- To minimize duplicate efforts for MSs and HTD, avoid that the same evidence are presented to
multiple MS HTA bodies, and reduce the HTD workload for MS submissions

- Toadhere to the highest administrative standard, ensure the highest EU administrative standards
apply to this joint MS initiative supported by the EU, while not an EU agency or output.

- To adapt to the specific needs of emerging health technologies, such as vaccines, orphan drugs
and ATMP, where data may not be readily available.

- To show flexibility by focusing primarily on randomized clinical trials (RCT) but considering
alternative evidence such as observational studies.

- Toreduce the cost of HTA submissions for HTDs, by reducing the volume of work for multiple
submission as MS will align on the JCA report this would reduce the workload and associated
internal external budget for HTD.

2.4. Assessment of Achievement of Objectives

This opinion evaluates whether the regulation aligns with its strategic, operational and specific
goals based on the current situation. The implications of the findings are discussed within a broader
policy perspective. This analysis focuses on medicinal products only.

We review and discuss step by step:

e  The improvement of patients” health protection

e The smoothing of the single market for medicinal products

e  The achievement of operational and specific objectives

To streamline the assessment, redundant objectives are consolidated and addressed
concurrently.

2.4.1. Improvement of Patients” Health Protection

© 2025 by the author(s). Distributed under a Creative Commons CC BY license.
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In the EU, there is a noticeable variation in access to medicinal products among MSs. The time
to access and availability of innovative medicinal products differ significantly across MSs, as widely
reported in the literature [5-9]. Although HTA policies vary considerably and may account for
differences in rare instances, several studies have shown that HTA decisions in France and Germany
tend to be relatively similar [10-12]. Despite the different policies between these two countries,
orphan designated drugs (ODD), for example, achieve a comparable level of patient access [13]. The
same findings have been published for Scotland and England [14-16]. While other authors confirmed
similarity of decisions between Italy, France and Germany [17]. So HTA does not appear to be the
source of disparity in access.

The main reason for disparities in patient access is affordability differences and legal framework.
For instance, in Germany, reimbursement is mandated by law for all products covered under health
insurance according to the German Social Code Book 5 (SGB V) [18].

There is a close linear relationship between Gross domestic product (GDP) per inhabitant and
the proportion of newly approved medicines available. When adjusted for GDP per inhabitant, the
price of orphan drugs appears significantly higher, ranging from one to ten times more expensive, in
EU countries with lower GDP per inhabitant [19]. This raises an important equity concern. Research
indicates that affordability is a key factor affecting patient access to innovative therapy in the EU [20].
As a result, it is unlikely that the EU-HTA-R will change the current disparity in patient access to
innovation across EU MSs, unless some states subsidize others. (This will require EU procurement
and a differential contribution between MSs to align price and affordability. While a report to the EU
commission on a single EU price concluded it would not be feasible [21], following procurement of
COVID vaccine, the EU commission is considering the establishment of a legal framework —through
the Critical Medicines Act —to facilitate EU-Level collaborative procurement especially for critical
medicines and medicinal products of common interest [22]. This may serve as a basis for expanding
the scope of EU procurement to align access across the EU.

However, some researchers suggest that the EU-HTA R may slow down national reimbursement
processes for medicines, delaying market access. This regulation misses the chance to expedite
medicine reimbursements [23].

2.4.2. Smoothing of Single Market for Medicinal Products

Enhancing the functionality and effectiveness of the single EU market aims to ease the free
movement of goods, services, capital, and people among MSs.

The single EU market for medicinal products encounters challenges due to a variety of
regulations at national and regional levels within MSs, primarily influenced by subsidiarity in
healthcare [24].

Subsidiarity in healthcare means that health policy decisions should be made at the local level,
usually by individual MSs. This results in significant policy differences between MSs, making the
single market inefficient and dysfunctional [25].

Several factors contribute to this diversity, as demonstrated by the following non-exhaustive list
of varied policies:

- The Beveridge and Bismarck models are different approaches adopted by various healthcare
systems. These models result in differing perspectives on patient coverage, efficiency, equity, and
out-of-pocket payments for patients, etc. [26,27].

- National regulatory frameworks include HTA policies, distribution policies, pharmacovigilance
requirements, prescription conditions, and advice to HTDs from both central and national
authorities.

- Lack of unified pricing and reimbursement policies, with negotiations and documentation often
needing to be in local languages.

- Economic differences exist between large and small markets, affecting attractivity and eventually
affordability.
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- Packaging, labelling requirements, and multiple languages in the EU complicate drug circulation
across MSs.
- Supply chain complexity and anti-counterfeiting measures impacts logistics.
- Parallel trade discourages or delays launches in low-price markets.
- Higher shortage of medicinal products in smaller and lower cost markets.
- Heavy reliance on external suppliers for innovative therapies and APIs for generics and
biosimilars is worsening shortages unevenly across the EU.
This list of dysfunctions and inefficiencies in the EU single medicinal products market shows
the effort needed for a functional single market. The EU Commission is working on this challenge
but has seen limited success so far. On April 26, 2023, the European Commission proposed a new

package of pharmaceutical legislation aimed at revising many of the currently applicable regulations
[28]. The explicit purpose of this proposal is to create a true single market for medicinal products and
improve the health of the EU population.

More recently, the Critical Medicine Act (CMA) marked a significant effort by the EU to tackle
drug shortages and supply-chain issues [22]. It aims to ensure access to critical medicines through
prioritizing EU manufacturing, joint procurement, and strategic partnerships. The CMA seeks to
enable collaborative equitable procurement by MSs and the Commission, with the objective of
enhancing purchasing power and ensuring supply security [29]. Success will require addressing
industry concerns about joint procurement, and equitable implementation across MSs [30].
Broadening the scope of CMA may expand the products concerned by EU procurement. A report to
the EU commission did not support the feasibility of a single EU price [21]. The concept of a single
price for medicinal products across the EU remains deeply controversial due to conflicting national
priorities, market fragmentation, and debates over affordability versus innovation [21,31,32].

In theory the harmonization of EU-HTA R may contribute to the functioning of the single EU
market for medicinal products, but it is unlikely to materialize. This question is at the top of the EU
commission agenda.

EU-HTA R focuses primarily on clinical analysis and does not include several other aspects as
described in the EUnetHTA core model [2]. Aspects such as cost-effectiveness analysis may be
considered central to HTA decisions in some countries leaving clinical assessment less critical. Even
among HTA bodies driven by clinical evidence, major differences remain. In Germany, the Institute
for Quality and Efficiency in Health Care (IQWIG) assesses clinical effect size using the upper limit
of the 95% confidence interval for efficacy rate ratios. In France, the Haute Autorité de Santé (HAS),
particularly the Commission de la Transparence considers the absolute difference in efficacy
outcomes. Each country will keep its own decision analysis framework despite EU-HTA R.

EU-HTA R evaluates only the basic elements (clinical evidence) without context or judgement,
leaving appraisal out of the process. Thus, within the current context, the EU-HTA R is unlikely to
affect the single EU market's efficiency or functioning in any magnitude. However, the EU and MSs
are engaged in several initiatives to improve the functioning of the single EU market for medicinal
products.

It seems clear that the strategic objectives of EU-HTA R are challenging to be achieved. This
conclusion appears to be based on common sense rather than detailed policy analysis or advanced
scientific expertise. As a result, it is important to consider the reasons behind the issuance of this
policy by the European Parliament and the Commission.

EU regulations must set achievable strategic objectives; otherwise, the validity of the regulation
is in question unless the strategic objectives are revised. This is an existential question for this
regulation.

2.4.3. Achieving Operational and Specific Objectives

The operational objectives may face challenges in being achieved under the current regulation,
methodological guidance, and templates available. Three potential concepts for the operational
objectives include: (i) aligning with the state of the art in medical sciences, (iii) adhering to the highest
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administrative standards of the EU, (iii) and avoiding duplication of effort. They are unlikely to be
achieved.

To Harmonize HTA Criteria with Transparency

The scope of the EU-HTA R is limited, ignoring all non-clinical aspects of HTA and leaving
decisions like appraisal to individual MSs as outlined in the single EU market section of this
manuscript. Therefore, HTA in EU will mostly remain under MS' control, with varying
methodologies across them. Despite some cross-border initiatives like the Beneluxa initiative [33],
joint HTA and procurement decisions are rare. With divergences outweighing convergences, the EU-
HTA R will hardly contribute to the harmonization of HTA criteria or transparency. While guidance
documents are supposed to provide clear recommendations to assess clinical evidence in practice,
they remain vague and subject to interpretation of MS for several topics like validity, multiplicity,
statistics precision or Indirect Treatment comparisons [34-37]. Therefore, it is expected
heterogeneous interpretation of guidance documents at assessors and MS HTA level. Finaly HTA
MSs are expected to give due consideration to JCA report, but due consideration is not defined and
left to HTA MS appreciation. There are no obligations. Therefore, it is unlikely that HTA criteria will
be harmonized and transparency increase. Sharing best practice may contribute to unifying
understanding and interpretation of clinical evidence to enhance harmonization.

JCA regulation standardizes the epistemological process using the Population, Intervention,
Comparison, and Outcome (PICO) framework. Though less flexible, this allows member states to
adapt it to their specific needs, especially useful for countries with emerging HTA.

To Improve the Availability for EU Patients of Innovative Technologies

This topic has been addressed under the first strategic objective.

To Ensure Efficient Use of Resources and Strengthen the Quality of HTA

This section has been divided in two topics, the first “ensure efficient use of resources” is
addressed within the section “minimize duplication of effort for MS and HTD” and the second
“strengthen the quality of HTA” is addressed in the section “Comply with the state of the art of
medical sciences or evidence-based medicine (EBM)”.

To Improve Business Predictability for HTD

The EU-HTA R introduces significant uncertainty for HTDs rather than improving
predictability. The 90-day timeframe for submissions is too short, requiring HTDs to prepare in
advance without knowing the exact scope, leading to high uncertainty if the anticipated scope differs
from reality. There is no applicant documentation specifying methodological requirements for HTDs.
The lack of clarity and low quality of assessors' guidance documents make it unclear which
methodology to follow. The interpretation of the JCA report “due consideration” by different
Member States and its actual impact are unknown. Additionally, the restrictive scope of evidence
acknowledged by JCA guidance offers little hope for a positive assessment. The EU-HTA R is unlikely
to improve predictability for HTDs and may instead worsen it.

To Comply with the State of the Art of Medical Sciences or Evidence-Based Medicine (EBM)

The EU-HTA R guidance often references EBM but does not follow its principles. The guidance
development was not preceded by a systematic literature review, lacks authorship, and external
review. These guidance documents only represent expert opinion at best, which constitutes the
lowest level of evidence in EBM. It is unexpected that the guidance meant to assess uncertainty carries
so much uncertainty itself by ignoring EBM principles. Aligning with the state of the art in medical
sciences requires fully revisiting how the guidance is developed. The established methodology and
critical steps for developing guidelines should be followed. Genuine public consultation and the
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engagement of qualified experts and HTD are essential. This approach should substantially improve
the situation. The current level of expertise allocated to the development of these guidance
documents appears insufficient, resulting in misconceptions and several errors.

This approach has been characterized as 'Eminent-Based Medicine,’ wherein recommendations
are formulated by designated experts relying primarily on their individual judgment and opinion,
rather than on systematically derived evidence. Therefore, it is unlikely to strengthen the quality of
HTA.

To Adhere to the Highest Standards of Quality, Impartiality, Transparency, and Independence

The guidance tends to refer to minimal quality standards based on experts' opinions instead of
Systematic Literature Review [38]. It often makes arbitrary decisions in recommending tools like RoB-
IN 1 (Risk of Bias in Non-randomized Studies of Interventions) [36] and ICEMAN (Instrument to
assess the Credibility of Effect Modification Analyses), or methodologies such as narrative
assessment for external validity [39], or shifting the null hypothesis for population adjusted Indirect
Comparison (PAIC) [35,39,40]. While RCTs are generally preferred, other evidence types like
observational studies, single-arm trials and anchored or unanchored indirect treatment comparisons
are subject to negative a-priori and are not handled impartially. The methodological guidance is
aimed at (co-) assessors and does not directly address HTDs methodological requirements.
Consequently, HTDs must infer from the guidance how a high-standard quality submission should
appear. Ultimately, the guidance documents reflect the viewpoint of specific HTA organizations,
lacking a more comprehensive and balanced perspective.

Timely and Up-To-Date Assessments

It remains to be seen if the timelines proposed within the regulation and implementing act are
feasible for both HTD and assessors. Already the time for developing submission has been integrating
the regulatory stop of the clock at 120 days. It is considered that this will be 90 days [41,42]. Typically,
50% of products have a stop of the clock of less than 90 days. Janssen, a Johnson & Johnson company,
communicated a stop of the clock of only 31 days (1 month) in several cases [43]. The accelerated
process follows EMA timelines. While it makes sense for regulatory purposes to shorten timelines, as
quality, toxicology, pharmacology, and phase I studies may not be reviewed, the HTA's clinical
evaluation for an indication extension is just as demanding as the initial application.

If the anticipated indication or population is adjusted during the regulatory process, it may or
may not affect the PICO. According to a recent webinar by selected JCA subgroup representatives, if
there are no PICO changes, the JCA report may be delayed by 180 days. With PICO changes, the
delay will be around 330 days [41]. In either case, the JCA report will be available well after marketing
authorization. However, more clarity is expected from the JCA subgroup.

The assessment timeframe for the JCA report development and submission is very limited,
despite requiring extensive evidence from HTD that needs to be reviewed. It is uncertain how well
HTD will meet the submission requirements. There are reservations about the ability of JCA assessors
to conduct a thorough evaluation within such a tight schedule.

To Adhere to the Highest Administrative Standard

It should be feasible to ensure quality, impartiality, transparency, independence, and
accountability. This would require that EU procedures are applied rigorously. The EU is a mature
institution with numerous laws, case laws, rules, and processes designed to secure adherence to high
administrative standards. The current situation with substantial uncertainty on how the process will
be and question marks on the guidance documents, may arise from the specific structure of the EU-
HTA. Unlike an EU agency, the EU-HTA is a group of MSs operating on a voluntary basis,
coordinated by the EU, which provides a secretary, infrastructure, and financial resources to achieve
a common goal. This specific situation may explain the insufficient adherence to EU administrative
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standards to the overall EU-HTA process. All guidance documents specify on the front page that this
is not an EU Commission document and does not engage the EU Commission. Such an objective is
expected to be achieved with time and experience.

To Adapt to the Specific Needs of Emerging Health Technologies, Such as Vaccines, Orphan Drugs,
and ATMP, Where Data May Not Be Readily Available

The documents (processes, guidance, templates, etc.) show no adaptations to emerging
technologies, contrary to what is outlined in the EU-HTA R. As such, they may not be fit for purpose
within the context of the regulation’s objectives. Additionally, there is no evident effort to ensure
compliance with the requirements established by the EU-HTA R.

To Focus Primarily on RCT but Considering Alternative Evidence Such as Observational Studies

While alternative designs to RCT are recognized in the various methodological guidance
documents, they hold little weight and are not expected to provide any certainty in assessing
comparative effectiveness. This discourages HTD from filing such evidence for JCA. While the author
acknowledges some reservations about these studies, this publication evaluates whether the
objectives set in the EU-HTA R are likely to be achieved. They conclude it is unlikely this objective
will be met.

To Minimize Duplicate Efforts for MSs and HTD

The guidance aims to reduce duplicated work but overlaps in methodological guidance and
reporting requirements raise concerns about high unusual high level requirement efforts.

Furthermore, as the JCA is completely de-contextualized and free from judgement, it will
provide limited information for evaluating clinical evidence from an HTA standpoint. Beyond the
JCA report, a comprehensive critical review of the source clinical evidence on the top of the JCA
report will be necessary to understand the context and make the appropriate judgements for national
appraisal purposes. The JCA report will not prevent a comprehensive review of the whole clinical
evidence submitted to integrate the context and judgement while reading.

The structure of the JCA report does not allow to read in a single flow all information related to
a single PICO. Information for a single PICO is fragmented and intricated in multiple PICOs. There
are so far no opportunities to append each PICO as a single report in appendix to ease the reading
flow of individual MS specific PICOs.

Each MS HTA bodies will have increased workloads, needing to review the clinical evidence
sources, the JCA report, integrate this into their final decision, and documenting how they did it. MS
HTA bodies used to receive a comprehensive single submission. Now, they will request country-
specific information in a separate document from the JCA submission, disrupting the reading flow
and making national assessments less efficient. Specifically, Sweden estimated the need for 17 more
staff members to handle these processes, while Italy’s AIFA's expressed concerns about resource
availability for implementing the new requirements [44]. This approach increases effort rather than
reducing it.

For MS HTA bodies, the EU-HTA R introduces a new duty that is unlikely to replace any existing
duty. It creates additional work and potential for errors when integrating multiple sources of
information from multiple sections addressing multiple PICOs. Additionally, the differences in HTA
methodology between MSs will remain unchanged.

Avoiding duplication of effort is complex. There are two perspectives on the issue. One view is
that joint-HTA-practice is inherently beneficial, implying that achieving this benefit justifies the cost.
This perspective calls for defining and rationalizing the inherent benefit. Another approach is to
consider avoiding duplicating efforts by implementing joint HTA as a key objective. This would
require significantly adjusting the scope of the JCA to include contextualization and full scientific
judgment. This shift would make the exercise a comprehensive scientific one, addressing both ontic
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and epistemic components of the validity of experiments submitted such as direct and indirect
evidence. Consequently, the MS would still lead the societal value translation, from evidence, via
appraisal, reducing the workload of MS HTA bodies as they would receive a thorough assessment,
similar to the European Medical Agency (EMA) assessment.

MSs prefer to retain control over HTA recommendations, especially regarding the impact on
drug pricing, which can be a sensitive issue. The JCA will examine multiple PICOs (population,
intervention, comparator, and outcomes), up to 13 in recent simulations [45,46], with possible
evidence for each PICO varying [47]. A comprehensive scientific evaluation grounded in factual
evidence and scientific reasoning will yield distinct assessment outcomes for each PICO, addressing
the needs of various groups of countries. By requesting additional evidence, applying distinct HTA
methodologies, and conducting appraisals, national HTAs will retain their influence. Therefore, if
avoiding duplication of effort is one of the primary operational goals, expanding the scope of
scientific assessments to scientific judgement, scientific context, position in the treatment algorithm,
or to additional clinical evidence that may be requested by MSs, for example could be an option that
aligns with MSs maintaining control over the final HTA recommendation and also enhancing the
quality of JCA deliverables.

Inclusive Stakeholder and Expert Involvement

The stakeholder network's role in JCA submission and report reviews is unclear. HTD are not
involved in HTD scoping, nor consulted or allowed to contribute evidence or challenge consolidated
PICOs. This is not inclusive. Experts, clinicians, and patient representatives face uncertainty about
their impact. The judgment-free and decontextualized process likely means their input will not be
considered. The JCA subgroup and assessors, along with co-assessors, will concentrate exclusively
on the ontic component of the experiment, adhering strictly to their guidance documents and
guidelines. Assessors will determine if the HTD submission aligns with the guidance and evaluate
its impact on the certainty of relative effectiveness. This limits the influence of patients or experts by
design. Consulting third parties with minimal impact opportunities remains limited in inclusivity.

To Reduce the Cost of HTA Submissions for HTDs

Due to tight timelines (at the best 100 days), HTDs face challenges in developing JCA
submissions with many uncertainties, adding risk and burden. Using external vendors for predicting
and consolidating PICOs at the MSs and EU level will be costly and unpredictable. For single-arm
trials, following clinical validity guidance means negative outcomes are known before the JCA report;
hence, there's a suggestion to exempt these products from JCA submission. HTDs must continue to
comply with national HTA regulations, meeting various methodological requirements, including
specific clinical evidence. Overall, EU-HTA R will likely increase the cost, risk, and possibly time for
MSs issuing HTA recommendations.

Currently, it is difficult to reframe these strategic objectives. A thorough impact study and
extensive consultations with the public, experts and HTDs are necessary. Although the consultations
were extensive, they may not have been sufficiently focused or pragmatic. Additionally, limited
resources at the EU Commission might have restricted a comprehensive review of the results from
the public consultation.

To Establish Sustainable EU Cooperation

EU regulation is a binding legislative act that applies directly to all MSs upon entering into force.
It becomes part of national law and can be enforced through national courts from that time.

The EU-HTA R will come into effect on January 12th, 2025. As a binding legislative act, it is
directly applicable across all EU MSs uniformly, superseding national laws. Consequently, MSs are
obligated to adhere to and collaborate under this regulation.
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Experience with the European Medicine Agency shows that once the process is well established,
cooperation tends to be proactive and fruitful. It is likely that MSs will develop strong HTA
cooperation over time. Establishing sustainable cooperation serves as a means to achieve an objective
rather than being an objective itself.

3. Part II, Impact of Not Achieving the Stated EU-HTA R Objectives

Although the EU-HTA is not an official EU agency, it creates the impression that it is. The process
is governed by the EU-HTA R, with the MS HTA Coordination Group referred to as HTACG, and
the EU secretariat handling communications and validations. Any failure to meet objectives will be
perceived as an EU failure. Therefore, it's crucial to analyze the potential impact on EU institutions if
the EU-HTA R objectives are not met. This issue is discussed in PART II of this manuscript.

3.1. The EU-HTA Process Impact on EU Legitimacy

Flawed guidance and inconsistent regulation may undermine the EU's cross-border efforts. The
EU Commission significantly influences the MS Coordination Group on HTA (MS-HTA-CG), despite
it not being an agency, by adopting delegated acts and implementing measures with input from a
committee representing all EU countries [2].

The MS-HTA-CG might be regarded by the public as an EU Agency, despite this not being the
case. Europe is experiencing an “agencification” by delegating increasingly it's power and authority
to agencies. These agencies are not elected by citizens and often gain authority through an arbitrary
decision; hence they are called non-majoritarian institutions. While these agencies emerge from a
political and economic decision, unlike political authority derived from elections, these agencies
derive their legitimacy through scientific expertise, data analysis, rigorous methodologies, and sound
scientific judgment. Their authority is called epistemic authority and is not a new concept [48].
Compliance with such agencies and the voluntary delegation of decision-making authorities are
driven by their epistemic authority [49] and value-based/behavioral legitimacy [50]. However, the
low quality of methodological guidance documents and the agency's inability to achieve its strategic
and operational objectives will result in a loss of epistemic authority and subsequently a loss of
legitimacy. This contributes to the broader issue of diminishing credibility within the EU. The
perception of diminished legitimacy of EU agencies is a factor contributing to the rise of sovereign
movements within the EU.

3.2. Why EU-HTA Will Prosper Despite Major Setbacks

Over the years, EU prerogatives have significantly increased. The integration of MSs' decision-
making power into EU centralized structures is growing fast and is ubiquitous [51-56]. The
subsidiarity of health care did not prevent the establishment of multiple agencies and initiatives such
as the EMA, the European Centre for Disease Prevention and Control (ECDC), the Health Emergency
Preparedness and Response Authority (HERA), the European Food Safety Authority (EFSA), the
centralized vaccine medical devices procurement during COVID, and the cross-border health care
and patients” mobility regulations.

European leaders are keen on expanding EU integration, regulating more aspects of MS policies.
Some even advocate for a federal EU. It is unlikely that EU technocrats, elites, lawmakers, and the
commission will admit failure of EU-HTA experience and halt this initiative. In 2028, an assessment
of the first three years of the EU-HTA activity will be conducted. Despite setbacks, the project is
expected to continue or even expand and to be amended to eventually address several of the reported
limitations.

In Mario Draghi report, the future of European competitiveness, September 2024 [57]. “The HTA
Regulation has potential to improve efficiency in the uptake of pharmaceuticals by health systems following
their marketing authorization. Considerable resources will need to be made available to achieve this objective.
In particular, sufficient expert staff from national HTA bodies and Commission services as well as
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commensurate funding at EU level for HTA bodies should be freed up to ensure the successful implementation
of JCA. These assessments will start as of January 2025 for medicinal products with new active substances for
the treatment of cancer and for advanced therapy medicinal products. Consideration could be given to models
that allow for the cost recovery of EU-level HTA activities through industry fees. This could include
establishing a dedicated structure, following the example of HTA agencies at national level that are fee-
charging.”

This proposal is in line with our article. Lack of funding, resources, expertise and restricted scope
may prevent the success of EU-HTA R.

4. Part III, a Common Episthemological Framework Is a Pre-Condition for
Defining a Joint HTA Assessment Framework

The EU-HTA R objectives may be hindered by the differing epistemological frameworks of
various MS HTA Bodies. To establish a unified JCA methodology, representatives must first agree
on the foundational principles of HTA. Without this alignment, creating a clear and consistent
methodology remains impossible. Discussing methodology separately from its epistemological basis
leads to disagreements and vague, non-prescriptive guidance documents.

In part III, the manuscript proposes an epistemological framework to be considered for
developing joint HTA regulation and JCA across EU member states.

4.1. Philosophical Choices Drive EU-HTA Heterogeneity

While numerous studies on policy comparisons have examined the differences between various
EU HTA evidence and value frameworks [58-60], insufficient attention has been given to
understanding the root causes of this heterogeneity. The primary issue lies in comprehending the
foundational differences between various MSs' HTA processes, which originate from distinct
philosophies concerning healthcare models and experimental assessments. The methodological
framework of MSs HTA bodies is influenced by deliberate or inadvertent epistemological decisions.
Prior to discussing the alignment of MSs behind a unified methodology for clinical assessment, it is
crucial to understand the fundamental philosophical criteria that inform these methodological
choices. This section reviews the elements of a philosophical framework that may serve this purpose.
It will be of the utmost importance that MSs align on philosophical dimensions before considering
developing joint methodological guidelines and appreciating historical decisions on health care
organization and funding.

As this topic is very important for setting a sustainable joint methodological collaboration on
JCA for HTA, we propose to describe briefly some important epistemological dimension influencing
HTA decision analysis framework, because this information is not available in a single accessible
consolidated document.

4.1.1. Beveridge vs Bismark

The Beveridge model treats healthcare as a right for all citizens, regardless of income or
employment status, providing universal access. It emphasizes equity and strives to ensure everyone
has equal access to care. As it is managed by the state, there is a strong focus on cost control [26,27].

The Bismarck model uses mandatory health insurance funded by employer and employee
contributions, providing health care coverage to employees. It may result in differences in coverage
for low-income or unemployed individuals or those in rural areas. This model is considered efficient
but also incurs higher costs [26,27].

The distinctions between Bismarck and Beveridge healthcare models are becoming blurred as
countries integrate elements from both systems [61].

Both systems are evolving towards more inclusive and regulated healthcare delivery. However,
the foundation continues to lead different visions and aims for both models.
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4.1.2. Utilitarian vs Deontological Model

Accumulated regulations, laws, and practices aim to address the limitations within each system
(Beveridge and Bismark), thereby narrowing both. The underlying philosophy influences the
perspective of the assessment culture. The deontological approach is often linked to the Bismark
countries model, whereas the utilitarian approach is frequently associated with the Beveridge
countries model [62,63].

The deontological model emphasizes patient-centered rights and duties, focusing on autonomy,
dignity, informed consent, and confidentiality. It considers absolute moral rules or duties. In contrast,
the utilitarian model prioritizes societal benefits, aiming to maximize good for the majority by
considering population-level outcomes and using cost-effectiveness for resource allocation [62].

4.1.3. Ontic Component vs Epistemic Component

How MS HTA bodies privilege the ontic or epistemic component in their HTA framework is also
critical. The philosophical distinction between ontic (objective reality) and epistemic (knowledge-
based reality) components of experiments impact how evidence is apprehended by assessors
conducting the experiment [64].

The ontic component evaluates whether the experiment aligns with the state of the art. The
answer is binary: yes or no. If the experiment does not comply with these standards, it is rejected.
This assessment is objective and undisputed, assuming there is consensus on what constitutes the
state of the art [64]. However, understanding how the state of the art is defined in the EU-HTA R is
not straightforward. It matches a regulatory question that is binary.

The epistemic component focuses on how we acquire and assess knowledge regarding health
technologies. It involves the interpretation by the author of the experiment, based on his realistic
assessment derived from the experiment. This is not a binary concept but rather a continuum. It
addresses for example methodologies for handling incomplete or conflicting data and maintains
inclusivity by incorporating diverse forms of evidence, including clinical trials, real-world data, and
patient experiences [64]. It matches understanding what the potential benefit is and therefore the
value of a health care intervention.

4.1.4. Bayesian Statistical Model vs Frequentist Model

Bayesian and frequentist statistics are two fundamental approaches to statistical inference, each
with distinct philosophies and methodologies. Bayesian probability represents a degree of belief or
uncertainty about an event or parameter while incorporating prior knowledge and updating beliefs
based on new evidence. Frequentist probability is interpreted as the long-run frequency of an event
occurring in repeated trials. It focuses on the properties of statistical procedures over hypothetical
repeated sampling [65,66]. Intense epistolary debates animated the topic between Bayesians and
frequentists but mostly among frequentists, Fisher on one side and Neyman & Pearson on the other
side.

Although frequentist statistics dominate the field in clinical trial research, we see emerging
slowly more Bayesian statistics supported research in the field.

Bayesian statistics start with prior beliefs (prior distribution) about parameters, updates these
beliefs using observed data (likelihood) and produces a posterior distribution that combines prior
and data. Frequentist statistics rely solely on observed data, use hypothesis testing and confidence
intervals, and do not incorporate prior beliefs explicitly [66].

Bayesians explicitly incorporate prior distributions, which encode subjective or objective
knowledge about parameters before observing data. This approach allows for direct probability
statements about hypotheses, unlike frequentist methods [66]. It allows to consider comprehensive
information prior to the new experiment to answer a specific question.

While HAS and IQWIG favor frequentist statistics over Bayesian ones [67,68], most HTA driven
by cost effectiveness analysis favor Bayesian statistics in several situations for indirect treatment
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comparison [69-71]. Recently IQWIG suggested introducing Bayesian statistics in their next
methodological guidelines [72].

4.1.5. Fisher Perspective vs Neyman & Pearson One

Fisher and Neyman-Pearson reject the use of priors, arguing that they introduce subjectivity and
lack a clear frequentist interpretation. They considered the reliance on subjective priors, which they
viewed as incompatible with scientific objectivity [73].

Fisher’s significance testing focuses on measuring evidence against a null hypothesis through p-
values. A p-value quantifies the probability of observing data as extreme as (or more extreme than)
the actual data, assuming the null hypothesis is true. Fisher viewed this as a tool for inductive
inference, where the p-value helps assess whether data contradict the null hypothesis, without
explicitly considering alternative hypothesis [74,75].

The Neyman-Pearson hypothesis testing formalizes decision-making between competing
hypotheses (null vs. alternative). It emphasizes controlling Type I (false positive) and Type 1I (false
negative) error rates via predefined significance levels (e.g., a = 0.05) and power analysis [75]. This
framework treats testing as "inductive behavior," where decisions (reject/accept) are guided by error
probabilities rather than evidence quantification.

Both visions are driven by philosophical divergences. From probability interpretation
perspective, Fisher aligned with fiducial probability, while Neyman-Pearson adopted frequentist
error rates [76]. From a purpose perspective, Fisher aimed to update scientific understanding through
probabilistic evidence, whereas Neyman-Pearson prioritized actionable decisions.

Different HTA agencies adopt one or the other frequentist perspective, France aligns more with
the Neyman and Pearson [67], the United Kingdom uses the Fisher method [77], while Germany
oscillates between the two [68,78]. It is interesting to notice that IQWIG in Germany, in the draft of
methodology version 8, states that they will increase use of Bayesian statistics in the future [72].

4.1.6. Positivist vs Constructivist Approaches

The positivist approach in HTA involves evaluating information through clinical trials, cost-
effectiveness analysis, and other quantitative methods [79]. It emphasizes methodological rigor to
predict outcomes and guide healthcare decisions based on quantitative evidence-based models.

Constructivist Approach in HTA, incorporates subjective values like patient preferences, ethical
considerations, and societal impacts into evaluations [79]. It emphasizes understanding diverse
stakeholder perspectives to inform decision-making in a socially responsive manner using qualitative
evidence.

The positivist paradigm emphasizes objectivity, prediction, and control using quantitative
methods, while the constructivist paradigm values subjective realities, contextual understanding,
and qualitative insights. Both paradigms have distinct strengths that can complement each other in
fields like HTA. However, it remains difficult for qualitative methods to weight in front of
quantitative outcomes as considered too often as soft evidence [80].

4.1.7. Evidence Hierarchy

Although RCTs and meta-analyses are widely recognized as the highest level of evidence, they
often have high internal validity but low external validity. They may not predict adverse events in
large populations or under different conditions of use, nor rare events [81]. Observational studies risk
confounding and fishing analyses or data dredging bias [82]. New disruptive technologies may offer
promising results with limited evidence, challenging a predefined evidence hierarchy framework.
Balancing endpoints like improved efficacy and worse safety, quantitative and qualitative research,
remain difficult. The established evidence hierarchy often confronts hard realities. The position of
evidence within the hierarchy of various types of studies can change depending on the specific
question being addressed [83].
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4.1.8. Separation vs Integration of Evidence Assessment and Appraisal

Although it is debatable if the decision to separate assessments from appraisal within HTA
organization is an epistemological decision or just an operational process for responsibility split, it
remains an important question. While countries separating both processes may find an easy split
between EU-HTA role and MS HTA bodies’ role, it may be more complex for countries managing
both steps integrated.

The evidence assessment defines the process of collecting, reviewing, and synthesizing clinical
and economic evidence to evaluate the safety, effectiveness, and cost-effectiveness of health
technologies. It focuses on scientific evidence and objective analysis [84].

The appraisal defines the interpretation of assessment findings within the context of a specific
healthcare environment, incorporating social value judgments, ethical considerations, and local
priorities. It focuses on contextualization of evidence to inform decision-making [84].

4.2. Norms in HTA Are Inevitable

HTA cannot be value-neutral due to its basis in moral, epistemological, and ontological
commitments. Moral norms prioritize desirable health technologies outcomes like patient autonomy
or equity. Epistemological norms guide evidence collection, often preferring RCTs over real-world
data. Ontological norms determine relevant effects, such as clinical outcomes versus quality of life
[64].

It seems difficult to consider developing a joint evidence assessment process without alignment
on the epistemological concepts that sustain the scope of assessment and the scientific evidence
assessment method. This alignment is necessary to ensure guidance documents are developed in a
consistent and meaningful way. Without agreement on such an epistemological platform, guidance
developers will face the challenge of conciliating the irreconcilable.

To ensure the EU-HTA R aligns with guidance documents, methodologic choices, and template
it should follow a strict process where identification of a joint epistemological framework is a critical
step.

4.3. Proposal to Address EU-HTA R Challenges and Align Objectives with Guidance Documents and
Template

e  Step 1 To define meaningful, clear, achievable and transparent strategic objectives for the
EU-HTA R. This is the primary goal of the EU-HTA R.

e  Step 2 To assess the feasibility and scope of an EU-HTA process. This will require mapping
the underlying epistemic foundation of each individual MS HTA assessment framework. Then agree
on a common epistemological model. Then agree on norms. HTA relies on a normative tri
dimensional process. Without a common epistemological normative model, it is not possible to
consider a robust shared framework.

e  Step 3 To reassess the best option to achieve the set objective, through a secretariat or an
agency for example. Preference for an agency with a single framework seems to be slowly emerging
even though the impact study performed in 2018 concluded for the preference for a secretariate [85].

e  Step 4 To develop the operational objectives that concur to reach the strategic objectives.

e Step 5 To develop the operational framework that is consistent with the strategic and
operational objectives as well as the common agreed epistemological framework.

e  Step 6 To perform an impact study that was not done for EU-HTA R a priori.

e  Step 7 To consolidate the previous workflow and develop a consistent law/regulation.

e Step 8 Once the epistemological framework is aligned and the law is voted; the
development of methodological guidance should naturally flow as derived from the epistemological
framework agreed among MSs.

The development should be done by people skilled in the art and following well-established
processes including systematic literature review, optimal method recommendation, expert and
public consultation, decision and publication. Authors should be identifiable and accountable, and
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all process steps made transparent to third party. It may be that a common framework does not
emerge. In that case we may end up with two frameworks and have two different assessments, or the
EU commission may invite the top EU experts in the field to build a consensus on a single framework.
While consensus is feasible to reach on medical practice, it is more complex to achieve on
epistemological issues.

5. Conclusions

The EU-HTA R may not fully accomplish its strategic goals as outlined in the law. However,
some operational goals might be met by revising the guidance documents and templates. But this
may not be a relevant purpose for this regulation.

Considering a unified European price with confidential differential pricing could be an
important step towards achieving equitable access and improving the effectiveness and functionality
of the single EU medicinal products market. This may be more important than an EU-HTA
collaboration process restricted to assessment of clinical evidence decontextualized and judgement
free. The EU-HTA R won't solve the issue of global EU equitable access. The EU Commission's joint
procurement aims to tackle shortages and may also address access inequity among Member States.

The substandard quality of existing guidance documents may compromise the EU-HTA process,
affecting the credibility of EU agencies and the European Commission even though EU-HTA is not
an EU agency. It is essential to clearly align the strategic and operational objectives of the EU-HTA
R.

Revisions to the EU-HTA R and comprehensive updates of guidance documents are necessary.

Establishing a unified methodology for evidence assessment will face challenges due to differing
epistemological perspectives. A prior epistemological and normative alignment is required to ensure
the creation of a robust, shared methodological guidance document. While redesigning the EU-HTA
R s feasible, it necessitates a precise and coherent roadmap to circumvent current limitations. Despite
these challenges, the EU-HTA R is expected to continue and gradually progress towards becoming
an agency with broader scope. This aligns with the vision of EU leaders to harmonize decision-
making processes at the European level.
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The following abbreviations are used in this manuscript:

ATMP Advanced Therapeutic Medicinal Products
CMA Critical Medicine Act
EBM Evidence-Based Medicine
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EU European Union
EU-HTA  European Union's Health Technology Assessment
EU-HTA R European Union's Health Technology Assessment Regulation

GDP Gross Domestic Product
HAS Haute Autorité de Santé
HTA Health Technology Assessment
HTD Health Technology Developers
IQWIG Institute for Quality and Efficiency in Health Care
JCA Joint Clinical Assessments
MS Member State
PICO Population, Intervention, Comparator, Outcome
RCT Randomized Clinical Trials
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