A Briefing Paper on EU-HTA Regulation 2025: Harmonization or Redundance
Dr. Peter Lauper/February 2025
pl@primemover.ch

Summary

The EU HTA Regulation (Regulation (EU) 2021/2282) aims to harmonize the clinical assessment of health technologies
across the EU, thereby avoiding redundant efforts. Starting in 2025, it will gradually become mandatory, initially for
oncology medicines.

Pros: Simplifications for healthcare partners

¢ Centralized assessment: Pharmaceutical companies will submit a single centralized dossier for clinical evaluation,
preventing country-specific duplication of efforts.

e Harmonization of standards: Unified assessment guidelines provide planning certainty and can accelerate market
access.

¢ Avoidance of redundancy: Joint assessments reduce parallel evaluations in individual member states.
Cons: Challenges and bureaucracy

¢ National procedures remain: Economic evaluations (e.g., cost-benefit analyses) and reimbursement decisions will
still occur at the national level, leading to parallel processes.
¢ Coordination effort: Manufacturers must adapt to new centralized coordination processes, initially leading to
additional effort.
¢ National interests: Differing priorities among member states can complicate coordination and prolong processes.
Conclusion
The EU HTA Regulation streamlines clinical assessments and reduces the workload for pharmaceutical companies.
However, some bureaucratic complexity remains, as national economic evaluations and reimbursement decisions are

still handled separately. The long-term success of the regulation will depend on smooth coordination between EU and
national authorities.
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(3) Faster access for patients

1. EU-HTA Regulation Different HTA processes across EU countries
The EU Health Technology Assessment (HTA) have resulted in patients in some regions waiting
Regulation was introduced to harmonize the significantly longer for new medications.
evaluation of health technologies at the EU level, A centralized assessment speeds up the process
thereby improving the speed of access, efficiency, and and can improve the availability of innovative
transparency of new medicines and medical devices. therapies across Europe.



(4) Strengthening evidence-based decision-making

By using a uniform methodology and joint
assessment, EU countries can make better-
informed decisions regarding the reimbursement
and use of medicines and medical devices.

(5) Facilitating market access for companies

For pharmaceutical and medical technology
companies, the unified HTA process means they
no longer need to undergo separate evaluations
for each country, saving time and costs.

(6) Supporting national health authorities

The EU HTA Regulation does not replace national
pricing and reimbursement decisions but
provides a shared assessment basis on which
member states can make their individual
reimbursement decisions.

2. EU-HTA: Organizational structure

The HTA Coordination Group, formed in March 2022,
leads and oversees the activities of four specialized
subgroups, each focusing on a distinct thematic area:
Joint Clinical Assessment (JCA), Joint Scientific
Consultations (JSC), Identification of Emerging Health
Technologies (EHT), and Methodological and
Procedural Guidance (MPG). These subgroups are

supported by a secretariat based at the European
Commission, along with a stakeholder network
established in June 2023. Additionally, an IT
infrastructure has been implemented to streamline the
submission of data by manufacturers and the
publication of HTA reports (see Figure 1).

Each member state designates representatives to both
the Coordination Group and the subgroups. These
representatives are required to be independent of
industry interests. While a member state may appoint
multiple representatives, it is entitled to only one vote.
Germany'’s interests are represented by delegates from
the Federal Ministry of Health (BMG), the Federal
Joint Committee (G-BA), and the Institute for Quality
and Efficiency in Health Care (IQWiG).

The stakeholder network includes patient
representatives, non-governmental health
organizations, industry associations, and clinical
experts. A key requirement for participation is that
organizations must have a pan-European focus. The
network plays an active role in consultation processes
and regularly contributes to information events,
offering expertise, perspectives, and feedback at
various stages of the assessment procedures. Calls for
participation in this network are made on a regular
basis.

Figure 1: Administrative structure based on the European Commission 2023

HTA - Koordinierungsgruppe

Subgruppe Subgruppe Subgruppe Subgruppe

Gemeinsame Gemeinsame Methoden Neue
klinische wiss. und Gesundheits-
Bewertungen Beratungen Prozesse technologien

Europaische Kommission - HTA Sekretariat

InA an:

2023, ISBN 978-92-68-03348-7

| PHARMA

II" DEUTSCHLAND



3. EU-HTA implementing acts
EU-HTA regulation

The Regulation (EU) 2021/2282 on Health Technology
Assessment (EU-HTA Regulation) outlines the key
procedural frameworks, responsibilities, and functions
of the designated bodies, as well as the rights and
obligations of member states and health technology
manufacturers (pharmaceutical companies and
medical device manufacturers).

Implementing acts

The EU-HTA Regulation specifies the areas for which
the European Commission is required to adopt
implementing acts. These legally binding instruments
are established to ensure the uniform application of
laws and regulations. Table 1 provides an overview of
the implementing acts.

Table 1: Overview of implementing acts related to the EU-HTA regulation (as of January 2025)

Joint Clinical Assessments

Topic Brief description

Procedural rules and timelines, interaction rules during the JCA for medicinal

(JCA) products, participation in the preparation and updating of JCAs

(May 2024)
Handling conflicts of interest
(25 Oct. 2024)

Interaction with the European
Medicines Agency

(18 Oct. 2024)

Joint Scientific Consultations
(JSO) for medicinal products

(18 Dec. 2024) products

JSC for medical devices
(24 Jan. 2024)

devices

Provisions for collecting, reviewing, and managing conflicts of interest for
members of the HTA Coordination Group, subgroups, and stakeholders such as
patients and clinical experts

Planning and forecasting of JCAs and JSCs to develop the annual work program
and schedule deadlines and processes for JCAs

Procedural rules for conducting and managing interactions between
stakeholders, including patients and clinical experts, within a JSC for medicinal

Procedural rules for conducting and managing interactions between
stakeholders, including patients and clinical experts, within a JSC for medical

JCA for medical devices Procedural rules and timelines, interaction rules during the JCA for medical
(pending) devices, participation in the preparation and updating of JCAs

4. Reservations regarding number of PICOs

The EU Regulation 2021/2282 on Health Technology
Assessment will come into force on 12 January 2025. A
key element of this regulation is the establishment of
PICO frameworks (Population, Intervention,
Comparator, Outcomes) for Joint Clinical Assessments.
Concerns have been raised that the large number of
required PICO frameworks could considerably
increase the workload.

To address these challenges, a consolidation process
has been developed. Initially, member states submit
their specific PICO frameworks, reflecting their
respective healthcare situations. These are then
consolidated by assessors from the HTA Coordination
Group (HTACG) to reduce the number of PICO
frameworks that need to be processed. Pilot projects
involving drugs such as Pluvicto®, Ebvallo®, and
Pombiliti® demonstrated that initially six to nine PICO
frameworks per drug were proposed. However, the
consolidation process successfully reduced this
number.

Despite these efforts, the exact methodology of the
consolidation remains non-transparent, as neither the

original PICO frameworks nor their sources have been
published. It is planned that pharmaceutical
companies will receive the consolidated PICO
frameworks, but without insight into the consolidation
process itself.

Additionally, an exchange between assessors and
member states is planned during the PICO
consolidation process to further reduce the number of
PICO frameworks and outcome parameters to be
processed. This process is currently being tested and
optimized through trial procedures.

Overall, the EU HTA regulation aims to harmonize
methods for Health Technology Assessments, enhance
transparency, and avoid duplication of work,
ultimately facilitating faster patient access to
innovative therapies across Europe.



5. Scope of EU-JCA

As of 12 January 2025, the European Union's Joint
Clinical Assessment process applies to:

¢ New medicines for cancer treatment: This includes
any medicinal products containing a new active
substance intended for cancer therapy.

e Advanced Therapy Medicinal Products (ATMPs):
These are medicines based on genes, tissues, or
cells, including gene therapy, somatic-cell therapy,
or tissue-engineered products.

This initial scope will expand over time:

¢ Starting 13 January 2028: Orphan medicinal
products—drugs developed for rare diseases—will
be included in the JCA process.

¢ Starting 13 January 2030: All new centrally
authorized medicinal products will be covered by
the JCA.

6. Procedure for Joint Clinical Assessments

Under the EU HTA Regulation, oncological medicines
with new active substances and ATMPs seeking
authorization from 12 January 2025, are subject to
JCAs. Non-oncological orphan drugs fall under this
regulation starting 13 January 2028, and non-
oncological active substances from 13 January 2030.
The document Scientific Specifications of Medicinal
Products Subject to Joint Clinical Assessments
provides guidance on determining whether a drug is
covered by the EU HTA Regulation.

The final evaluation report on health technologies will
not include judgments on the added benefit of
medicines but will only present the evidence and
effects of the assessed therapy compared to the
respective comparator therapy. Individual member
states remain responsible for drawing national-level
conclusions on the clinical benefit while giving "due
consideration" to the EU HTA results. The binding
nature of this requirement regarding the use of JCA
outcomes in national processes was a subject of
political debate until the EU HTA Regulation was
finalized.

The European drug benefit assessment process
consists of five phases:

(1) Initiation phase

¢ Notification to the HTA Secretariat about a planned
marketing authorization application.

¢ Submission of the Letter of Intent to the European
Medicines Agency (EMA) and HTA Secretariat.

¢ Appointment of assessors by the HTA
Coordination Group/Subgroup and identification
of patients and clinical experts.

¢ Announcement of the procedure’s initiation.

(2) Scoping phase
¢ Involvement of patients and clinical experts.

¢ Submission of research questions (PICO
framework) by member states for the JCA.

¢ Consolidation of research questions.

¢ Notification to the manufacturer about required
dossier content.

(3) Dossier submission phase

e Preparation of the dossier according to guidelines
and methodological frameworks.

¢ Submission of the dossier at least 45 days before the
EMA's Committee for Medicinal Products for
Human Use (CHMP) Positive Opinion.

¢ Completeness check and request for missing
information, if necessary.

¢ Potential dossier updates due to new data or label
changes during the approval process.

(4) Assessment phase

Evaluation of the dossier by appointed assessors.

Possible inquiries to the pharmaceutical company
during the review.

Submission of the draft HTA report to the company
for fact-checking, technical accuracy and to identify
any confidential information.

Approval of the final HTA report by the
Coordination Group.

The final assessment report on health technology
will not include value judgments regarding the
additional benefit of pharmaceuticals but will
solely present the evidence and effects of the
therapy under evaluation in comparison to the
respective comparator therapy. Individual member
states will remain responsible for drawing
conclusions on the clinical added value at the
national level, while giving "due consideration” to
the results of the EU HTA. The binding nature of
this provision, specifically regarding the use of the
results in national procedures, was a subject of
intense political debate until the EU HTA
Regulation was adopted.

(5) Publication

e Publication of the final HTA report and dossier
(excluding confidential business information).

¢ The final report is published 40 days (30 + 10 for
procedural review) after EMA approval (30 days
after the European Commission's decision + 10 days
for procedural review).

o The report must not contain value judgments;
national health systems remain responsible for
deriving conclusions.



¢ Timelines may be shortened for expedited
approvals or label extensions. Delays in publishing
the EU HTA report and dossier could create
conflicts with the German AMNOG process. Under
current regulations, pharmaceutical companies
must submit a dossier to the G-BA for benefit
assessment when marketing a new active substance
in Germany. If EU HTA documents are delayed, it
may lead to shifts in the AMNOG timeline.

7. Timelines for JCA submission

The Joint Clinical Assessment process under the EU
HTA Regulation involves several key timelines that
health technology developers (HTDs) should be aware
of (see Figure 2).

(1) Submission of initial information

At the time of submitting a marketing
authorization application to the European
Medicines Agency, HTDs are required to provide
the proposed summary of product characteristics
(SmPC) and the clinical overview section of their
EMA submission to the HTA Secretariat. This
information aids in developing the assessment
scope for the JCA.

(2) Scoping process

The scoping process, which defines the
Population, Intervention, Comparators, and
Outcomes (PICO) for the assessment, is finalized
no later than 10 (or 20?) days the Committee for
Medicinal Products for Human Use (CHMP)
adopts its list of questions, or 140 (or 75?) days
after the start of the regulatory review. In short:
Scoping has to be finished 10 (20?) days after
consolidated PICO.

(3) Dossier submission
After finalizing the assessment scope, HIDs have
100 days to submit their JCA dossier in digital

format. For cases involving accelerated regulatory
procedures or extensions of indication, this

)

timeframe is reduced to 60 days. The dossier must
be submitted at least 45 days prior to the
anticipated CHMP opinion. In summary, the
submission is due 100 days after PICO for
standard submissions, or 60 days after the start of
the EMA process for Type II or accelerated
submissions.

Once the dossier is submitted and the finalization
of the JCA begins, there is an interim phase for
"completeness check" that lasts 15 days for
standard submissions and 10 days for Type II and
accelerated submissions. There is also a 15-day
period for submitting "missing information" for
standard submissions and a 10-day period for
Type II and accelerated submissions. Prior to the
start of the assessment, an additional 7 to 30 days
may be allocated for further information.
Similarly, prior to the end of the assessment, 7 to
30 days may be allocated for additional
information.

Assessment and reporting

After dossier submission, the assessors draft the
JCA report. HTDs are given 7 days (5 for Type II)
to review the draft for factual and technical
accuracy and to identify any confidential
information. The final JCA report is published no
later than 30 days after the European
Commission's decision on marketing
authorization.

It's important to note that these timelines can be
influenced by factors such as the duration of EMA's
clock stops during the evaluation process. For
instance, shorter clock stops can compress the time
available for HTDs to prepare and submit their JCA
dossiers.

Given these tight timelines, HTDs should plan
meticulously, ensuring close collaboration between
regulatory and market access teams to meet the JCA

requirements effectively.



Figure 2: Timelines for JCA
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8. Interaction between member states and EU- e This group oversees Joint Clinical Assessments
HTA body and Joint Scientific Consultations.

The EU HTA Regulation, coming into force in January  The European Commission ensures the legal

2025, governs the collaboration between EU member framework and supports the harmonization of

states and central EU institutions in the assessment of procedures.

health technologies. Its primary goal is to facilitate National level (implementation and decisions)

access to innovative medicines and medical devices

. . 1. L . e Member states retain sovereignty over pricing
while avoiding duplication in evaluations.

decisions and reimbursement policies.

(1) Division of Roles between the EU and member o They are required to consider the outcomes of the

states Joint Clinical Assessments but may complement
EU level (central coordination) them with national economic and societal
e The EU HTA coordination is managed by the evaluations.
Coordination Group (CG), composed of e National HTA agencies can apply specific local
representatives from the national HTA agencies of criteria, provided that the EU clinical assessments
the member states. serve as the basis.

(2) Interaction mechanisms between the EU and member states

Interaction level  Stakeholders involved Purpose

Coordination Group, national HTAs Unified clinical benefit assessment
Assessments

Manufacturers, Coordination Group Guidance on study design and HTA
Consultations requirements

Patients, physicians, industry Inclusion of non-governmental stakeholders
dialogues
Adoption at National HTA agencies Adapting JCA results to local contexts

national level



(3) Challenges of interaction

Heterogeneous national healthcare systems:
Differences in care structures, funding, and decision-
making processes can hinder harmonization.

Obligation vs. flexibility: While member states must
consider JCAs, they can still perform additional
national assessments.

Timelines and coordination: Tight deadlines and
parallel processes between EU and national
procedures may create coordination challenges.

Industry and patient involvement: Varying national
regulations on stakeholder engagement can affect the
acceptance of JCAs.

(4) Implications for the pharmaceutical industry

¢ Unified clinical assessments reduce the burden of
multiple submissions across member states.

¢ Pricing and reimbursement decisions remain
fragmented at the national level.

¢ Early engagement through JSCs enables strategic
planning for market entry.

The EU HTA Regulation establishes a legally binding
framework for Joint Clinical Assessments at the EU
level, while member states maintain control over
national reimbursement and pricing decisions.
Effective interaction between national HTA agencies
and the EU is essential to avoid inefficiencies and
accommodate country-specific requirements.

9. Impact on relevant stakeholders

The EU HTA Regulation (Regulation (EU) 2021/2282),
which has been in force since January 2022 and will be
mandatory for certain medicines from 2025 (initially
oncology, with a gradual extension), aims to
harmonise the assessment of health technologies
across the EU. Whether it will really simplify processes
or rather increase bureaucracy depends largely on the
perspective of the stakeholders involved.

Pros: Simplification for healthcare partners

o Centralised assessment: EU HTA allows for a
common clinical evaluation at EU level, allowing
pharmaceutical companies to submit a single
centralised dossier for the clinical part, rather than
having to prepare separate clinical dossiers for each
country.

¢ Harmonisation of standards: Uniform assessment
guidelines provide companies with greater
planning certainty and can lead to faster market
access.

¢ Avoidance of redundancy: Common clinical
assessments avoid the repetition of similar
assessments at national level, reducing the
workload for manufacturers.

Cons: Challenges and bureaucracy

o Coexistence with national procedures: While
clinical evaluation is centralised, economic
evaluation (e.g. cost-benefit analysis) and
reimbursement decisions remain under national
jurisdiction. This leads to a dual review process
(central & national) that maintains complex
requirements.

¢ Coordination burden: Manufacturers need to
adapt to new coordination processes with the
leading HTA coordination group. Submitting data
in a standardised format may require initial
adjustments.

¢ Diverging national interests: Negotiations on final
assessment reports can become complex if
individual member states emphasise their own
priorities, potentially prolonging the process.

10. Conclusion

The EU HTA Regulation simplifies clinical evaluation
by reducing redundant work and establishing uniform
procedures. However, some bureaucratic elements
remain, such as economic considerations and
reimbursement decisions.

11.Sources

This article makes no claim to completeness and is not
a scientific treatise. Rather, the focus is on the
entrepreneurial perspective.

The most important literature sources used for support
are:

¢ European Commission's Official Page on HTA
Regulation: Provides detailed information on the
regulation's objectives, implementation plans, and
related documents.

health.ec.europa.eu

¢ Evidera's Insights Report: Offers an in-depth
analysis of the regulation's objectives, challenges,
and opportunities, based on discussions from a
stakeholder event held in March 2023.
evidera.com

¢ Global Legal Insights article: Discusses the
implications of the EU HTA Regulation, including
the requirement for a single, coordinated EU-wide
HTA for new medicines receiving EU-wide
marketing authorization.

globallegalinsights.com



¢ Value in Health Journal Article: Explores whether
the new EU HTA regulations will increase
methodological requirements for conducting
systematic literature reviews of clinical evidence.
valueinhealthjournal.com

¢ Lumanity's Overview: Provides a summary of the
regulation's scope, including its phased
implementation and application to various health
technologies.
lumanity.com

e Pharma Deutschland website
pharmadeutschland.com

¢ Europdische HTA-Regulation: Provides a
comprehensive summary about all aspects of the
EU-HTAR.
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