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ince the introduction of AMNOG in 2011, Ger-
many has a well-established and widely accep-
ted „adaptive system“ for the assessment of the
patient-relevant additional benefit (Health
Technology Assessment, HTA). The assessment

of the additional benefit by the Federal Joint Committee
(G-BA) is the result of expert work based on a law (AMNOG)
and procedural and methodical regulations.

The active players on the side of the G-BA and the health
insurance funds are classified as scientists, hospital physici-
ans and office-based statutory health insurance physicians,
the Medical Service of the Health Funds and employees of
the insurance fund administration, but also as patient re-
presentatives, however, they act on the basis of their own
interests. Value dossiers for new pharmaceuticals, likewise
qualified and interest-based, are submitted to the G-BA by
the pharmaceutical companies, which serve as the basis
for the assessment of the additional benefit.

Because the supply of pharmaceuticals to the populati-
on is significantly influenced by the assessment of the ad-
ditional benefit, it makes sense to provide critical and care-
ful support for the assessment process with a focus on
identifying possible faults and counteracting imbalances.
The Interdisciplinary Platform on Benefit Assessment set it-
self the task of supporting the benefit assessment within a
small group of experts with the following objectives:

• Discussing the procedures for the assessment of the ad-
ditional benefit, including in relation to approval of
pharmaceuticals,

• Working towards international standards of evidence-
based medicine and of health economy being adhered
to as well as applied and further developed,

• Determining whether and to what extent patient-rele-
vant additional benefits, in particular in the areas of
mortality, morbidity and quality of life, are identified

S and which methodological problems occur during the
process,

• dentifying possible undesirable developments, in parti-
cular with regard to supplying patients with new active
substances,

• Enabling and holding a constructive dialogue with all
players involved in the benefit assessment procedure,
e. g. on the further development of the legal framework
conditions of AMNOG.

Moreover, the European perspective in HTA of innovative
pharmaceuticals was reinforced by the European Commis-
sion’s proposal for a Regulation on HTA in 2018. Monito-
ring the conflict between the well-established national as-
sessment and the intended European HTA harmonisation
is also a central concern of the platform. The Interdiscipli-
nary Platform would like to make a contribution to ensu-
ring that new active substances are transparently and fairly
assessed. According to the Advisory Council, an interdisci-
plinary dialogue about the results of the assessment and
the applied benefit assessment methods is essential. Furt-
hermore, in the benefit assessment process it sees a good
opportunity to inform the prescribing physicians of the ex-
pected additional benefits of new pharmaceuticals for pa-
tients earlier than it was previously the case.

The Interdisciplinary Platform is a result of the discussion
process between clinicians and experts. The mutual desire
to pool specialist knowledge in the form of interdisciplina-
ry seminars is supported by an open consortium of spon-
sors. These include AbbVie Deutschland GmbH & Co. KG,
DAK Gesundheit, MSD Sharp & Dohme GmbH, Novo Nord-
isk Pharma GmbH, Roche Pharma AG and Association of
Research-Based Pharmaceutical Companies (vfa e.V.).

The Advisory Council of the Interdisciplinary
Platform on Benefit Assessment

Goals of the plattform
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Dear readers

This is the third time that the Platform for
Benefit Assessment deals with the topic of
EU HTA. In publication 8 of March 2019, the

opportunities and risks of a European benefit assessment
were weighed up, and in publication 11 of September
2020, progress and pitfalls were analysed. In January 2022,
the corresponding EU HTA regulation finally entered into
force. Accordingly, we are taking a new perspective in the
current publication. It is based on the question of what ef-
fects or repercussions the European HTA assessment that
shall be implemented step by step, has on the German
AMNOG procedure.

The format of the platform meeting was adapted. After a
set of three presentations each, the speakers were asked
questions prepared by Frank-Ulrich Fricke and Christian
Dierks, respectively. Only then did the general plenary di-
scussion take place, which was summarised by Florian Sta-
eck. The first set of three presentations presented an over-
view of the perspective of the „Heads of HTA Agencies“
(Marcus Guardian), the G-BA (Antje Behring), and the regu-
latory authorities (Bettina Ziegele).

The second set of presentations focused on the methodo-
logical aspects with contributions from IQWiG (Stephan
Lange), professional societies (Bernhard Wörmann) and the
industry (Sandro Gsteiger). The external view from an Itali-
an-American perspective by Luca Pani and Heiner Bucher
with a methodological case analysis on avapritinib com-
plements the thematic blocks.

It becomes apparent that the national HTA processes
across the various EU member states are extremely hetero-

D geneous. Methodological bases, implementation and ca-
pacities for early consultations, timelines and process ele-
ments of the national HTA processes and ultimately the
duration until the availability of innovative medicines for
affected patients differ considerably between the member
states. As a large and economically leading EU Member
State, Germany has a dual role: i) to contribute to the sha-
ping and implementation of the EU HTA regulation and ii)
to swiftly implement the European requirements in the na-
tional processes.

• IQWIG and the G-BA are very actively involved at the Eu-
ropean level through their participation in the coordi-
nation group in the context of methods development
and in the Joint Scientific Consultation.

• Conversely, with regard to the implementation of the
EU requirements in the national AMNOG system, the
following initially applies – as formulated by the Federal
Government in response to the minor interpellation
from the CDU/CSU parliamentary group in May 2023:
„The national AMNOG process of benefit assessment ac-
cording to § 35a SGB V and subsequent negotiation of
the reimbursement amount according to § 130b SGB V
has proven its worth and should be retained as far as
possible with the aim of continuing to ensure rapid ac-
cess for patients to new pharmaceuticals.“ (https://dser-
ver.bundestag.de/btd/ 20/ 069/2006930.pdf)

The rapid access of patients to new pharmaceuticals,
which is exemplary throughout Europe, is to be welcomed
in any case. On the other hand, in terms of agility, it is desi-
rable that essential additions are made to the AMNOG pro-
cedure in the course of the procedure, e.g. regarding the
scope and structure of the dossiers or the prospective har-
monisation of methodologically controversial points, e.g.
with regard to elements of the PICO scheme.

European benefit assessment: AMNOG must
once again prove to be a learning system

Professor Jörg Ruof
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The role of EU HTA is outlined in the EU HTA regulation
as follows: „HTA CAN [author’s emphasis] contribute to the
promotion of innovations that deliver the best possible
outcomes for patients and society at large, and provides
the means to ensure the correct application and use of
health technologies.“ (https://eur-lex.europa.eu/ legal-con-
tent/EN/TXT/PDF/?uri=CELEX:32021R2282)

It remains to be seen to what extent this „CAN“ require-
ment will become reality. A promotion of innovation, an
approximation to this vision of HTA and ultimately also a
strengthening of Europe in global competition will only be
possible if the AMNOG once again proves itself to be a
learning system and takes on a pioneering role in Europe.
Ultimately, the goal is that – over time – the underlying
processes, methods, and values (i.e. a uniform definition of
a relevant added benefit) will be harmonised in Europe be-
yond the individual requirements of the law.

Enjoy reading the exciting articles of this publication.

Contact:
joerg.ruof@r-connect.org



8 I N T E R D I S C I P L I N A R Y  P L AT F O R M  O N  B E N E F I T  A S S E S S M E N T D I S C U S S I O N

 he Regulation 2021/2282 of the European
Parliament and the Council dated
15 December 2021, was the starting point for
the preparations for a joint clinical evaluation
of health technologies in Europe. According

to the regulation, the objectives of the joint clinical
evaluation are to improve clinical decision-making, pool
the expertise and resources of national HTA authorities
and bodies, ensure health protection for patients and
users as well as a smooth functioning of the internal
market with regard to health technologies, avoid
duplication of work among health technology developers
and evaluation institutions, promote innovation, and
ultimately provide faster access to innovative health
technologies for all people in the European Union.

Joint Clinical Assessment (JCA) is the scientific analysis of
improvements in new health technologies compared to
comparator therapies, which may be different among the
member states in terms of clinical/patient outcomes.
Thus, the uncertainty as a consequence of the underlying
evidence, and consequently the quality of the evidence,
should be taken into account.

T The methods and processes for conducting the joint
clinical evaluation are currently being developed and will
be further developed in the coming years. The evaluation
will start in 2025 for the following three years with new
health technologies from oncology and/or advanced
therapy medicinal products (ATMPs) under Regulation
1394/2007 of the European Parliament and of the Council.
Orphan drugs will then follow from 2028, and as of 2030,
all pharmaceuticals in the European Union’s centralised
marketing authorisation will be subject to joint clinical
evaluation.

Quo vadis, HTA? Major discussion points with
the speakers

Professor Frank-Ulrich Fricke | Faculty of Business Administration TH Nürnberg Georg Simon Ohm,
Member of the Arbitration Board according to § 130b SGB V

Professor Frank-Ulrich Fricke is Professor of Health
Economics at the Nuremberg University of Applied
Sciences Georg Simon Ohm and an impartial member
of the Arbitration Board according to § 130b SGB V.
After studying business administration and receiving
a doctorate in economics, he worked in the
pharmaceutical industry and in consulting for several
years. Major topics in consulting were questions of
market access of diagnostic and therapeutic innovations,
health economic evaluations and questions of benefit
assessment and reimbursement pricing as well as health
policy and health system development. Professor Fricke
is a member of various national and international
professional societies.



I N T E R D I S C I P L I N A R Y  P L AT F O R M  O N  B E N E F I T  A S S E S S M E N T D I S C U S S I O N 9

Implementation

• What is the current state of the development?

• What difficulties have emerged in the process?

• Will all relevant information for conducting the
assessment be available at the start of the first
assessments in 2025?

• Is the development process fast enough?

• Will the European assessment rules have to be included
in the national rules or can they be included at all?

• What experience from the EMA’s joint approval procedures
can be integrated into this development process?

• How should we deal with the uncertainty about the
usability of the results of the joint European evaluation
in national procedures?

Methodological requirements

• When can methodological guidelines or guidance for
the conduct of the joint clinical evaluation be expected?

• How will the needs of the evaluation institutions
of the member states be taken into account in the 
joint evaluation?

• What will be the results of the „scoping“, i.e. the
determination of the evaluation questions (PICO,
Population, Intervention, Comparison, Outcome)?

• What will the collaboration with the EMA look like?

Objectives and target horizon

• When can full harmonisation be expected in Europe?

• How long do we have to expect additional efforts
for the European procedure in addition to the national
procedures?

• What is the timing of the European and national
procedures?

• Will the national procedures be able to incorporate
the results of the European procedures?

Against this background and in light of the three presentations by Marcus Guardian (Status of the EU HTA –
on the path to harmonisation?), Antje Behring (EU HTA – What will change from a national perspective?) and
Bettina Ziegele (Early Regulatory Advice & Collaboration with EU HTA), the following three sets of
questions were discussed during the panel discussion:
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ntroduction of the EU HTA Regulation
The European Regulation 2012/2282 of the European
Parliament and of the European Council of 15 Decem-
ber 2021 on Health Technology Assessment (HTA) ca-
me into force on 11 January 2022. It provides for a

three-year preparatory phase, so that the envisaged com-
mon European HTA procedure will be applied for the first
time as of 12 January 2025.1

This was preceded by many years of intensified coopera-
tion between HTA organisations across Europe within the
framework of several Joint Actions funded by the Euro-
pean Commission (JA1, JA2, JA3). An overview of this his-
tory of the European Network for Health Technology As-
sessment (EUnetHTA) was presented at the Interdisciplina-
ry Platform on Benefit Assessment in spring 2020 and pu-
blished.2

Regulation 2012/2282 comprises an extensive (58 para-
graph) introductory part and the actual legislative text.
The latter describes the details of the European HTA assess-
ment in 36 articles or 5 chapters, respectively:

i) General Provisions
ii) Joint Work on Health Technology Assessment

     at Union Level
iii) General Rules for Joint Clinical Assessments
iv) Support Framework
v) Final Provisions. The explanations on the Joint Clinical

Assessment (JCA, Articles 7-15 of the Regulation) and Joint
Scientific Consultations (JSCs, Articles 16-21 of the Regula-
tion) play a significant role.

Accordingly, from 2025, centrally newly authorised phar-
maceuticals in the field of oncology or ATMP products (Ad-
vanced Therapy Medicinal Products) will be subject to a
Joint Clinical Assessment. From 2028, the spectrum will be
expanded to include all orphan drugs and from 2030, all
pharmaceuticals will be included. Also included in the re-

I

Status of the EU HTA –
on the path to harmonisation?

Marcus C. Guardian | EUnetHTA21 Chief Operations Manager, Heads of HTA Agencies Group (HAG),
General Manager, International Horizon Scanning Initiative (IHSI), General Manager

The European regulation on Health Technology Assessment
(HTA) came into force at the beginning of 2022. After a
preparatory phase, newly approved oncology or ATMP
products (Advanced Therapy Medicinal Products) will
be subject to a Joint Clinical Assessment at European level
from 2025. From 2028, the spectrum will be expanded to
include all orphan drugs and from 2030, all pharmaceuticals
will be included. The final appraisal remains the
responsibility of the EU member states. Whether the EU HTA
regulation will ultimately lead to a harmonisation of the
different national assessments remains to be seen.
Based on experience with the introduction of the central
European authorisation EMA, convergence of the
HTA procedures based on the EU HTA regulation can
certainly be assumed; what is more questionable is
the duration of this process and how many and which
intermediate steps required on this path.
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Marcus C. Guardian pursued a career in network
development, strategic leadership and policy
management after studying international law at
TU Dresden and business administration at Qingdao
University and diplomatic studies at Leicester University.
In 2016, he took over as COO (Chief Operating Officer)
for the operations of the third EUnetHTA Joint Action 3.
Since 2021, he has led the successor organisation
EUnetHTA 21. In parallel, he launched the International
Horizon Scanning Initiative (IHSI) and took over the
leadership of the Heads of HTA Agencies Group

gulation are class IIb or III medical devices as well as class D
in vitro diagnostics. In an obvious parallel to the authorisa-
tion procedure of the European Medicines Agency (EMA),
the scientific review of the dossier submitted by the manu-
facturer is carried out by an assessor and a co-assessor
from the EU member states. The JSCs, on the other hand,
are carried out by the HTA Coordination Group itself – in
each case in cooperation with the EMA.

According to the EU HTA regulation, there is a differenti-
ation of the responsibilities of the EU HTA assessment ver-
sus the national appraisals in the member states (see figure
1). In terms of content, various aspects are considered: wit-
hin the framework of the EU assessment, the clinical do-
mains are assessed, while national appraisals focus on the

non-clinical domains. According to the regulation, a dou-
ble presentation of identical clinical data both within the
framework of the EU assessment and in the national proce-
dures in the member states shall be excluded; however,
there is the option at national level to include additional
clinical data in the appraisal, e.g. for another comparative
therapy or data from national healthcare registers that ha-
ve not yet been presented at EU level.

Stepwise introduction of EU HTA regulation
Figure 2 provides an overview of the different phases of
the introduction of EU HTA regulation. The main activities
of the preparatory phase include the establishment of the
HTA Coordination Group (HTACG) with the four subgroups:
i) methodological and procedural guidance; ii) joint clinical
assessment; iii) joint scientific consultations; iv) identificati-
on of emerging health technologies.

At the beginning of April 2023, the updated Rolling Im-
plementation Plan of the European Commission was pu-
blished.3 This presentation shows that the HTACG has been
active since June 2022 and that these four subgroups first
met in April 2023. At its November 2022 meeting, the
HTACG elected Dr Roisin Adams of the National Centre for
Pharmacoeconomics in Ireland as its Chair. One important
activity of the HTACG remains the production of guidance
documents on the process and methodology of EU HTA as-
sessments. Until September 2023, the HTACG will be sup-
ported by the EUnetHTA21 consortium, which has already
developed and published a large number of correspon-
ding documents. EUnetHTA 21 is working on behalf of the
European Commission, which will then make the corre-
sponding deliverables available to the HTACG. An overview
of the status of the development of the guidance docu-
ments by EUnetHTA21 can be found on their website (see
figure 3).4
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Further activities in the preparatory phase include creati-
on of a stakeholder network. The corresponding call for
proposals was published by the European Commission in
December. The deadline for applications was February
2023; the final selection of participants in the stakeholder
network has not yet been published.

The development of an IT platform is anchored in Article
30 of the EU HTA Regulation and represents another focus
of the European Commission in the preparatory phase. Fi-
nally, the preparation of Implementing and Delegated Acts
is planned until 2025. These laws include, in particular, de-
tailed explanations and regulations on JSCs and JCAs for
both pharmaceuticals and medical devices, as well as regu-
lations on dealing with conflicts of interest and on data
protection and confidentiality, especially when exchan-
ging information with the EMA (see figure 3).

The timeline to fulfil all the required activities by 2025 is
very tight. Currently, half of the preparatory phase has al-
ready passed. A survey conducted by the European Access
Academy shows that there are still considerable limitations
both in terms of the readiness of the individual EU Member
States and capacity bottlenecks on the part of the EU le-
vel.5

From 2025, the EU HTA regulation will be applied in
practice. Initially, the assessment will be carried out for on-
cology products and ATMPS, but in 2028 orphan drugs will
also be subject to an EU HTA assessment. From 2030, the
full assessment scope is envisaged, i.e. all newly approved
pharmaceuticals will then be subject to EU HTA assess-
ment.

Focus of the EU assessment compared to the national appraisals in the member states

Source: Marcus Guardian

HTA domains

Health problem and currently used technologies

Description of technology under assessment

Relative clinical e�ectiveness

Relative safty

Clinical domains EU assessment

Non-clinical domains National appraisal

Economic evaluation

Ethical aspects

Organisational aspects

Social aspects

Legal aspects

Figure 1: Clinical domains are assessed in the EU assessment. In contrast, appraisals in EU member states focus on
non-clinical issues.
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European Health Technology Assessment on the way to
harmonisation?
With the introduction of the EU HTA regulation, structures
and processes will first be established at the European le-
vel that will gradually enable a central assessment of new
medicines. Figure 4 presents the interaction of these Euro-
pean HTA structures.

The HTACG will play a significant role in future. It will be
responsible for the future EU HTA assessments. The secre-
tariat at the Commission will only have a coordinating
function. The work of the HTACG will be supported by the

cooperation at regional level, e.g. in the Nordic countries
or in Benelux. Furthermore, a Heads of Agency Group
(HAG) of the various HTA bodies of the member countries
has been formed – analogous to the approval – which is
responsible for the implementation of the regulation.

The cooperation of the HTA bodies of the individual
Member States will be essential for a successful introducti-
on of the regulation. On the one hand, they are required to
actively participate in the assessments as assessors and
co-assessors; on the other hand, they are responsible to
use the EU HTA Assessment Report against the back-

Timeline for the introduction of the EU HTA Regulation

Source: Marcus Guardian 

Adoption
December 2021

 Setting up the Coordination Group (HTACG)
and its subgroups (EC)

 Setting up the Stakeholder Network (EC)

 Developing the IT platform (EC)

 Drafting implementing and delegated acts (EC)

 Drafting guidance documents (CG)

Entry into force
December 2022

Service contract
EUnetHTA21

Joint Scienti�c Consultations (JSC)
+

Stepwise build-up of Joint Clinical Assessments (JCA)
scope for medicines:

 As of 2025: cancer, drugs, ATMPs
(from the date of application)

 As of 2028: orphan, drugs,
(3 years after the date of application)

Preparatory phase Application phase

Joint Clinical Assessment
Full Scope

January 2030

Date of
application

January 2025

Figure 2: The introduction of EU HTA regulation will take place in several steps. Only from January 2030 will all newly
authorised pharmaceuticals then be subject to the regulatory regime of the EU HTA assessment.
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ground of the national specifics and – if necessary – com-
plement it accordingly.

It remains to be seen whether the EU HTA regulation will
ultimately lead to a harmonisation of the different HTA as-
sessments of the EU member states. The experience with
the introduction of the central European authorisation
EMA seems to be interesting. Wiebke Löbker and Karl Bro-
ich report how the assessment processes and standards of
clinical evidence within the framework of the risk-benefit
assessment of pharmaceuticals in Europe have been har-
monised to a large extent over many intermediate steps.6

In this sense, a convergence of the HTA procedures on the

basis of the EU HTA regulation can certainly be assumed in
the long term. However, it is questionable what time this
process will take and how many and which intermediate
steps are needed for this process.

Disclaimer
The views expressed in this article are those of the author
and do not reflect the views of the Dutch National Institute
of Health (ZIN), the EUnetHTA21 consortium, the Heads of
Agency Group or the European Medicines Agency (EMA) or
its committees or working groups.

Overview of Implementing Acts of the EU HTA Regulation

Source: Marcus Guardian

Subject matter

JCA medicinal products (detailed procedural rules, format and templates, stakeholder 
involvement, selection and consultation of experts, EMA cooperation)

Articles 15(1)(a),
15(1)(c), 25(1)(b) and
26(1) HTAR

JSC medicinal products (submission of requests from HTDs, stakeholder involvement, 
selection and consultation of experts, EMA cooperation)

Articles 20(1)(a), 20(1)(b)
20(1)(c) HTAR

JSC medical devices (submission of requests from HTDs, stakeholder involvement, 
selection and consultation of experts, cooperation expert panels)

Articles 20(1)(a), 20(1)(b)
and 20(1)(d) HTAR

General con�dentiality arrangements for the exchange of information with EMA
(related to JCAs, JSCs, horizon scanning etc.)

Articles 15(1)(a),
15(1)(b), 20(1)(c) and 
20(1)(d) HTAR

JCA medicinal devices (detailed procedural rules, format and templates,  stakeholder 
involvement, selection and consultation of experts, cooperation NB & expert panels)

Articles 15(1)(b),
15(1)(c), 25(1)(b) and
26(1) HTAR

Con�ict of interest assessment and management Article 25(1)(a) HTAR

Legal basis

Figure 3: The draft of the Implementing and Delegated Acts is scheduled by 2025. These will primarily concern
explanations on JSCs and JCAs as well as regulations on dealing with conflicts of interest and confidentiality.
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Figure 4: The HTA Coordination Group (HTACG) with its four subgroups plays a central role in the interaction
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ntroduction
The introduction of a European HTA system was one of
the central goals of European health policy until the
outbreak of the corona pandemic. In the aftermath of
the pandemic, many health systems are more than

ever under hardly manageable cost pressures and the im-
pression that some decisions should have been taken dif-
ferently based on superior data. Although HTA can in prin-
ciple support benefit-cost trade-offs by providing eviden-
ce – as long as evidence is available – the capacities availa-
ble at European and national level are scarcer than ever.

In the transitional project EUnetHTA21 discussions are
currently taking place about the future EU HTA process as
to how this could possibly proceed under EU HTA regulati-
on. These discussions serve to identify challenges for the
subsequent joint clinical evaluations and scientific consul-
tations of medicinal products or medical devices at an ear-
ly stage and propose suitable solutions. The participating
HTA agencies in EUnetHTA21 are working with a common
concrete objective for the first time based on a common
legal foundation: the EU HTA Regulation.

The implementation of this regulation requires adaptati-
ons in all member states: on the one hand, recognised HTA
systems have to adapt and, on the other hand, other mem-
ber states that did not perform HTA so far have to establish
a system for the use of HTA reports. The mutual exchange
for a common understanding of HTA, regulation, design of
procedural rules and sometimes just understanding of ter-
minology was and is of enormous importance for the pre-
paration of the regulation.

Differences in reimbursement systems across Europe
National assessments that precede reimbursement decisi-
ons are not easily comparable. Looking at the evaluation of
medicines, most member states use health economic mo-

I

What impact will EU HTA have on the
AMNOG process?

Dr Antje Behring | Head of the Medicines Division at the Federal Joint Committee (G-BA)

The HTA regulation that came into force in 2022 established
the legal basis for the previously voluntary European HTA
collaboration. Consequently, procedural adjustments will be
required in the AMNOG process and will influence the delibe-
rations of the G-BA. Despite the remaining uncertainties re-
garding the implementation of HTA regulation, an EU bene-
fit assessment offers added value for the whole of Europe:
the evidence preparation for the different questions of the
member states is available to all stakeholders. Through this
transparent and inclusive process, subsequent assessments
can be better understood by the different health systems.
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delling using cost-effectiveness analyses. Only about one
third, including Germany, limit themselves to pure relative
clinical effectiveness analysis. In a very small area, a full
HTA assessment is performed, i.e. including clinical effecti-
veness, economic analyses, but also incorporating legal, et-
hical, and social aspects.1

However, Germany is the only country in which the mar-
ket launch of a pharmaceutical is not tied to previous eva-
luations and negotiations; instead, the pharmaceutical can
be prescribed and reimbursed directly at the expense of
the health insurance fund once it has been listed in a phar-
maceutical directory. Unlike in Germany, in other countries
an HTA assessment can result in a restriction of reimbursa-
bility to a specific population. This can also result in a re-

commendation for non-reimbursement with the conse-
quence that the drug is not introduced in the country
(fourth hurdle). These differences can still lead to different
consequences being drawn from the EU HTA reports in the
future, despite a common „basic report“.

Procedure of the European benefit assessment
The procedure of the European benefit assessment com-
prises the following abstract steps:

• Query and consolidation of the assessment scope

• Preparation of the dossier by the pharmaceutical entre-
preneur on the basis of the notified scope of assess-
ment and subsequent dossier submission

• Preparation of the draft EU HTA report by the reviewers
with the involvement of patients, clinical experts, and
other relevant experts

• Approval of the benefit assessment report by the HTA
Coordination Group and formal review by the EU Com-
mission.

Without going into the individual steps in detail, some
aspects from the experiences in EUnetHTA21 are singled
out below and described separately. A number of other
procedural steps, such as the involvement of patients at
the European level, the handling of conflicts of interest, the
precise design of cooperation with the European regulato-
ry authority, the process of joint consultations, or details of
the medical device benefit assessment are not considered
in this article, although they are also highly relevant.

Challenges in querying the scope of the assessment
The content of the EU HTA report must be designed to sa-
tisfy the requirements of the member states. In order to
realise this, the HTA regulation stipulates that, in order to
determine the scope of the assessment, the respective
question for the benefit assessment is submitted by the

Dr Antje Behring  has been working as an adviser at
the G-BA office since 2011 and Head of the Medicines
Division since June 2020. She has been actively involved
in EUnetHTA projects since 2013 and has been chair of
the committee responsible for scientific consultations in
EUnetHTA 21 (Committee for Scientific Consistency and
Quality for Joint scientific consultations, CSCQ JSC) since
2021. From 2009 to 2011 she worked as a consultant
pharmacist for the health insurance BARMER in Bavaria.
Prior to her pharmaceutical studies and promotion she
worked as physiotherapist in inpatient and outpatient
care.
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member states before the dossier is prepared. This query
follows the PICO scheme: Population, Intervention, Com-
parator, Outcome. The member states formulate their as-
sessment question according to the relevant population(s)
in their country in the therapeutic area, the standard of
care to be used as a comparator in the populations, and
the commonly accepted endpoints. Germany will partici-
pate in the PICO query. Incidentally, this also applies to or-
phan drugs.

Since the decision to maintain orphan drug status is only
made after a positive opinion, an evaluation based on the

PICO scheme is required in the event that orphan drug sta-
tus is withdrawn. If the orphan drug status is retained, the-
re will be no contradiction with the German requirement
that pivotal studies be taken into account for orphans, sin-
ce the assessment of pivotal studies is regularly included in
the EU procedure. The preparation of a PICO scheme for
the European benefit assessment will represent a new for-
mal step in the early benefit assessment procedure, which
has so far been integrated into the consultation procedu-
res according to section 35a SGB V.

In order to prevent the individual questions of the mem-

EU–HTA–Regulation 

Source: Federal Joint Committee
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Figure 1: The process of the European benefit assessment is roughly divided into the definition of the scope of the
assessment, the preparation of the dossier, the draft EU HTA report, and the approval of the benefit assessment report.
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ber states from flowing unfiltered into a dossier preparati-
on and thus into confusing HTA reports, a consolidation
step is interposed between the PICO query in order to pre-
cisely work out commonalities and differences of the ques-
tions. This specifies for both the dossier creators and the
evaluators which evidence is to be prepared and how it is
to be subsequently evaluated.

The query and consolidation are described as a so-called
scoping process in the regulation. A guideline2 has already
been published in EUnetHTA21, which will be revised on
the basis of the experience gained in EUnetHTA21. The de-
velopment of an understanding of certain formulations,
the establishment and application of definitions and ter-
minology, as has been accomplished in the AMNOG in re-
cent years, is still lacking in Europe. For example, in Germa-
ny, the term Best Supportive Care (BSC) has been used for
years for a conglomerate of different therapies that do not
causally address the disease but the (concomitant) symp-
toms, even if this partly includes active treatment options
such as local radiotherapy, surgery, on-demand treatments
or similar. BSC varies greatly in terms of the scope of thera-
py, and the various options are not applied to the same ex-
tent for each of the patients covered by the scope. Time for
discussion is needed to develop a common interpretation
of the terminology in all member states.

Similarly, understanding why some member states re-
quire a comparison against active substance A AND B and
why any comparison against A OR B is sufficient for other
member states. The constellation of „and“ or „or“ linking of
different active ingredients as a comparison needs to be
precisely expressed and unambiguously communicated to
both pharmaceutical companies and reviewers. The very
precise consideration of the therapeutic standard and the
active substances to be specifically named as a compari-
son prior to the HTA evaluation is a challenge for some

member states, as this procedure was not familiar before
and the HTA evaluation was sometimes focused exclusively
on health economic aspects.

Timing and deadlines
The EU HTA regulation specifies only two time points for
clinical evaluation reports:

• the latest submission of the dossier 45 days before posi-
tive opinion, and

• finalisation of the HTA report no later than 30 days after
the approval decision, with an additional 10 days for
formal review of the report by the EU Commission.

Even if these key points seem to be fixed, they are flexible
upon closer inspection. The timing of the positive opinion
for an active ingredient cannot be determined precisely at
the start of the approval process, as the duration of the ap-
proval process depends on the „clock-stop“ periods gran-
ted and the type of approval procedure (e.g. accelerated
approval). In addition, process durations vary depending
on whether the approval is for the first time or for an indi-
cation expansion. Similarly unpredictable is the timing of
approval following positive opinion. Following a CHMP
opinion, the European Commission usually takes a decisi-
on after 67 days, which constitutes a legally binding appro-
val.3 Very often, however, the decision is made more qui-
ckly. The varying durations of the approval process will po-
se a challenge for HTA benefit assessment, as previously
planned assessment periods may be shortened and the
ability to plan the resources to be deployed will be limited.

The greatest uncertainty remains major changes in the
targeted indication in the approval process. Even if the
number of major changes in the indication is limited and,
according to initial analyses, comes into play in about ten
percent of the procedures, these deviations will have a sig-
nificant impact on the feasibility of the procedure. Exam-
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ples of major changes that have an impact on the PICO
question of the member states, among others, would be
restrictions or extensions of the previously targeted appro-
val population to one or more lines of therapy. In these ca-
ses, the pharmaceutical company would have to make dif-
ferent cuts and analyses of the approval population, which
cannot be included in the ongoing European benefit as-
sessment procedure. It remains to be seen whether these
problems can be solved within the regulations of the EU-
HTA-Regulation.

Effects on the German benefit assessment procedure
With optimal implementation of the EU benefit assess-
ment procedure, the European dossier would contain all
the necessary data for the early benefit assessment. Then
the EU HTA assessment could replace the current dossier
assessment by IQWiG or the G-BA for orphan drugs. This
would also shorten the duration of the national dossier
evaluation. However, there are still uncertainties in the va-
rious parameters of the European procedure as to whether
this ideal can actually be fully realised. The early benefit as-
sessment in Germany is based on the final approved indi-
cation.

Thus, the AMNOG process is aware of contraindications,
safety concerns, but also the data gaps already identified
by the approval process, which may lead to further data re-
quirements. The European benefit assessment report,
which is being prepared in parallel with the approval, car-
ries the risk that the decisions of the regulatory authority,
due to lack of knowledge, could not be taken into account
and may still require comment at the national level. In ad-
dition, it is currently still uncertain which data and analyses
will be required from the pharmaceutical company at the
European level.

The time to prepare the dossier with different questions

will be very limited, even with optimal use of the timelines.
In view of the tight timelines, compromises in the data re-
quirements are likely, so that the data package to be sub-
mitted in Germany may not be found in its entirety in the
data package to be required at the European level, even if
the main part will be included. It can therefore be assumed
that a small number of analyses (in addition to evaluations
of patient numbers and costs) will regularly have to be
submitted as supplements for the German process, for
example on safety endpoints.

At least at the beginning of the HTA regulation, Euro-
pean and national benefit assessment processes will run in
parallel. A differentiation of the data to be submitted for
the early benefit assessment depending on whether it is a
European procedure (oncological indications) or a national
procedure (non-oncological indications) would, in our opi-
nion, contradict the principle of equal treatment. Conse-
quently, all benefit assessments must be based on the sa-
me requirements. Since, according to the EU HTA Regulati-
on, a repeated national submission or request of the data
submitted at the European level is excluded in any case,
the national subsequent requests can only be supple-
ments to the European main part of the analyses.

The European benefit assessment dossier together with
the national supplements as well as the European benefit
assessment report require an assessment by the IQWiG or
the G-BA in order to put the European assessment into the
national context. Due to the lack of assessment of the pati-
ent relevance of the endpoints in the European procedure,
these are to be evaluated in comparison to the procedure
practised in Germany to date. In addition, the European
methodology to be applied is currently unclear in some
areas, so that an assessment of the validity of the methods
used, such as for indirect comparisons, would be necessary
at national level.
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This assessment could then be made available for public
comment on the G-BA website, as is the case now.

Another point that may require adjustments in national
regulations is the start of benefit assessment procedures in
Germany. The European benefit assessment report will not
be available until 40 days after the approval decision (in-
cluding the review by the EU Commission). In Germany,
products enter the market relatively quickly, in most cases
between 40 and 60 days after approval. If the pharmaceuti-
cal is placed on the market in less than 40 days after appro-
val, there would be friction with the submission of the EU
HTA report as part of the dossier submission.

The same applies to the requirement that for new indi-
cations the dossier must be submitted to the G-BA no later
than four weeks after marketing authorization (after 28
days). One could imagine various solutions for this time
delay; in addition to legal adjustments, even a subsequent
submission of the report would be conceivable.

Essential for the national evaluation will be the Euro-
pean dossier, which is available to the company and, accor-
ding to current knowledge, also to the member states. Sin-
ce a double submission of data is not allowed, a reference
to the European dossier and the evaluations stored there
must be possible in the national dossier templates; at best,
a bilingualism of the module templates should be aimed at
in order to facilitate the comparison with the require-
ments.

Conclusion
Despite the greatest efforts of the HTA agencies in the vari-
ous European HTA projects, ambiguities and differences re-
main even 1.5 years before the introduction of the EU HTA
procedure, due to different healthcare systems and pricing
mechanisms in the member states. Until the ambiguities in
methodology and requirements are resolved, the impact

on the German AMNOG procedure cannot yet be definiti-
vely assessed.

However, it is foreseeable that a new procedural step will
have to be introduced in order to be able to perform the
query of the assessment scope of the member states. It al-
so seems uncertain from today’s perspective whether all
evaluations required at national level will be available at
the European level. It remains to be seen in the procedure
which additional analyses remain necessary for the natio-
nal procedure. Furthermore, it remains to be seen what un-
certainties the European benefit assessment, which is to be
prepared in parallel with the approval process, will entail,
since it was prepared in ignorance of the approval decisi-
ons. In addition, it must be clarified how the start of the
evaluation in Germany is to be structured if the EU HTA re-
port is not yet available and to what extent the EU HTA will
have an impact on the orphan privilege.

Despite all questions and the current impression of an
elaborate, additionally complex procedure from the Ger-
man point of view: From a European perspective, the cen-
tral dossier and the central HTA report offer added value
for many states that have not yet established an evaluation
system or only unsystematically submit products to an
evaluation. A centralised procedure reduces the flexibility
of companies to focus differently on their product in diffe-
rent countries. The process becomes more illustrative for
all of Europe through central processing, as the underlying,
complete data, evidence, and corresponding analyses are
available and public to all. This alone has an added value
for Europe.
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ntroduction
With the HTA Regulation, benefit assessment of phar-
maceuticals and medical devices – that has been con-
ducted exclusively at national level so far – will be re-
placed by a joint HTA assessment of the member

states at European level. These new legal European frame-
work conditions require a number of adjustments at vari-
ous levels and in different areas: To ensure that the proce-
dure meets the new legal requirements, established natio-
nal procedures must be adapted on the one hand, and
new processes must be introduced on the way to a joint
benefit assessment on the other.

However, the changes that are required do not only rela-
te to the cooperation of the individual national HTA institu-
tions. The regulation also provides for the cooperation of
institutions from pharmaceutical regulation and benefit as-
sessment based on joint clinical evaluations. Consequently,
the benefit assessment procedure not only requires agree-
ment between the HTA institutions of the member states,
but also involves vertical coordination of requirements
between experts from pharmaceutical regulation and HTA
experts. Accordingly, requirements from both branches of
regulation are placed on data from clinical studies, so that
harmonisation does not only take place in the context of
individual national HTA assessments but is also reflected in
the regulatory context of the approval of pharmaceuticals.

These challenges can be met at the vertical level with
the coordination of requirements between regulation and
benefit assessment and at the horizontal level through in-
teraction between member states – both as early as pos-
sible. The cooperation between higher federal authorities
and G-BA in Germany can be cited as an example of early,
efficient, and purposeful cooperation between the two
regulatory areas.

In the area of pharmaceutical regulation, an early and

I

Early scientific advice and cooperation in the context
of the EU HTA process

Bettina Ziegele | Paul-Ehrlich-Institut, Langen, Germany

The focus of the HTA Regulation is the cooperation between
regulation of pharmaceuticals and HTA in the clinical
evaluation of pharmaceuticals and medical devices.
In Germany, there is a regular exchange between the
national institutions, the higher federal authorities,
and the Federal Joint Committee (G-BA) regarding the
benefit assessment of pharmaceuticals. One pillar is
consultations on the early identification of requirements
for clinical studies. In the Simultaneous National Scientific
Advice (SNSA), pharmaceutical authorities from several
member states jointly advise applicants with the aim of
harmonising their requirements, particularly regarding
clinical studies.
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direct exchange between the member states is already
possible at multinational European level and with particu-
lar reference to Regulation (EU) No 536/2014: Here, with
the simultaneous participation of several National Compe-
tent Authorities (NCAs), a new format for early and broad
consultation is available to applicants with a focus on the
planning and preparation of clinical studies in a pilot pro-
ject.

The aim of this new consultation format is to harmonise
various positions and requirements as far as possible while
at the same time identifying possible existing differences
between the participating member states. Against this
background, the consistency of the consultation results

can make a significant contribution to supporting the
design of multinational clinical studies in the European fra-
mework and simplifying the process of the approval proce-
dure for clinical studies for both sides, so that innovative
developments in particular can find their way to patients
more quickly.

Focus on the development of innovative
pharmaceuticals
As the federal institute for vaccines and biomedical phar-
maceuticals, the Paul Ehrlich Institute (PEI) is responsible
for sera, vaccines, blood preparations, tissues and tissue
preparations, allergens as well as advanced therapy medi-
cinal products (ATMPs) with the subgroups gene therapeu-
tics, somatic cell therapeutics and biotechnologically pro-
cessed tissue products, xenogeneic pharmaceuticals, and
genetically engineered blood components.1 Thus, the PEI
is not only responsible for traditional pharmaceuticals,
such as conventional vaccines, but also focuses on innova-
tive pharmaceutical developments, of which the group of
ATMPs is considered separately. There are separate legal
regulations for ATMPs at European and national level,
which consider the complexity and the innovation
potential of these developments.2

In the healthcare context, the relevance of innovative
pharmaceuticals is also reflected in the form of new regula-
tions in the relevant legislation. New framework conditions
are being created for quality requirements on the use and
benefit assessment of innovative pharmaceuticals, and
thus new standards are being established for cooperation
between HTA and the higher federal authorities. Since
ATMPs receive special attention in this legal context, the
cooperation between the G-BA and the PEI is intensifying,
particularly in this area, in both qualitative and quantitati-
ve terms.3

Bettina Ziegele is the Liaison Officer at the Paul Ehrlich
Institute responsible for national stakeholder cooperation
and international affairs. After setting up and managing
the Innovation Office, she worked at the Federal Ministry
for Health (BMG). She then familiarised herself with the
formal and content-related requirements of benefit
assessments at the G-BA. Bettina Ziegele has been a
member of the EU Innovation Network at the EMA for
many years and heads the working group on the
Simultaneous National Scientific Advice (SNSA) pilot
project based there. She holds a Master’s degree in
economics and linguistics from the University of
Heidelberg.
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Cooperation between PEI and G-BA
The cooperation between the PEI and the G-BA is based on
the legal regulations of Section 35a and Section 136 a SGB
V4 and consists of two pillars: One pillar is the participation
of the higher federal authorities in decisions of the G-BA
and the second pillar is joint consultations from both bran-
ches of regulation.

Participation of the higher federal authorities in G-BA
measures
The pillar of cooperation between the higher federal aut-
horities and the G-BA has been legally stipulated with the
Act for Greater Safety in the Provision of Pharmaceuticals
(GSAV) in 2019 and regulates the participation of the hig-
her federal authorities prior to the adoption of decisions by
the G-BA.5 The measures serve the purpose of safety of in-
novative or complex pharmaceuticals that are urgently
needed for the care of patients and are reflected in the fol-
lowing two statutory regulations:

a.) Section 136 a SGB V6 regulates measures to ensure
quality in the use of advanced therapy medicinal products
(ATMPs). And the cooperation here provides for consultati-
on with the PEI, based on the special regulatory require-
ments for these pharmaceuticals due to their complexity
and special technical features within the framework of the
approval of pharmaceutical products. The cooperation
with the PEI also includes the regular exchange of informa-
tion on new developments and decisions that affect the
use of ATMPs.

Thus it is possible that the G-BA is informed about new
developments at an early stage and can take them into ac-
count, which gives it sufficient time to develop appropriate
quality assurance measures for the use of ATMPs. The qua-
lity assurance measures are thus of outstanding importan-
ce regarding patient safety, as they ensure the appropriate

use of a pharmaceutical, both in the outpatient and inpati-
ent sector.

b.) Section 35a para 3b SGB V7 regulates the post-market
data collection and evaluation for the benefit assessment
of pharmaceuticals for which complete data for the assess-
ment of benefit or additional benefit are not yet available
upon approval, but which are urgently needed for the care
of patients. For these pharmaceuticals with either conditio-
nal approval or approval under exceptional circumstances
according to Article 14(7) or (8) of Regulation (EU) No.
726/2004, as well as for approvals of pharmaceuticals for
the treatment of rare diseases according to Regulation (EU)
No. 141/2000, the G-BA can request post-market data col-
lection and evaluation from the pharmaceutical company
for the purpose of benefit assessment. In 2020, the GKV-
FKG (Fairer Health Insurance Competition Act) also defined
in more detail that the G-BA can already request post-mar-
ket collection and evaluation when the pharmaceutical is
placed on the market.8

The requirements for the duration, type, and scope of
data collection, including the formats to be used, are de-
termined by the G-BA. BfArM or PEI must be involved befo-
re issuing a decision on such a measure. The involvement
of the competent higher federal authority is against the
background of coordinating the post-market data collecti-
ons of the G-BA with any approval-related requirements
and conditions. In this context, current and planned data
collections on the pharmaceutical must be considered, in
particular those resulting from requirements or other ancil-
lary provisions of the authorisation or approval authorities.
The aim of post-market data collection and evaluation for
the purpose of the benefit assessment by the G-BA is to
supplement the existing database of clinical data already
available and to be able to make these pharmaceuticals
available to patients in the statutory health insurance as
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quickly as possible due to the particular need for the treat-
ment.9

Consultation services in the context of requirements
from pharmaceutical regulation and HTA
The implementation of joint consultations is regulated in
Section 35 a (7) SGB V10 and provides for consultations of
applicants at the G-BA before the start of phase III registra-
tion studies, for the planning of clinical studies or for post-
market data collection with the participation of the BfArM
or PEI. The aim is to enable close coordination and plan-
ning of the requirements both regarding the approval and
benefit assessment in an early consultation with the parti-
cipation of the higher federal authority.

In these consultations, the determination of the (appro-
priate) comparative therapy plays a special role, so that e.g.
questions regarding the standard of care, evidence base
and healthcare practice are at the forefront of the discussi-
on. The participation of the PEI ensures the appropriate
consideration of the requirements that are necessary from
the perspective of pharmaceutical regulation. The G-BA
plays a key role in this procedure, so it is the addressee for
consultation requests, prepares the protocol and collects
the fees within the framework of Section 35a (7) SGB V11.

The option of joint consultations was supplemented by
joint advice in 2016: This format was defined in an agree-
ment on structured cooperation between the G-BA, BfArM
and PEI and enables the application for Scientific Advice at
the higher federal authority with the participation of the
G-BA.12 The aim of this consultation format is to achieve a
close and structured exchange as early as possible on com-
mon questions regarding the approval of pharmaceuticals
on the one hand and the early benefit assessment of phar-
maceuticals on the other.

The focus here is on the question of how sufficient evi-

dence can be generated within the framework of the im-
plementation of studies on clinical pharmaceuticals both
for the assessment of the regulatory issues (approval) and
for the assessment of the issues relating to social insurance
issues (early benefit assessment). The higher federal autho-
rity, i.e. PEI or BfArM, are in charge of this consultation for-
mat, so that they are the recipients of the consultation ap-
plications and are responsible for the preparation of the
protocol and the charging of fees.

This means that two options are available for joint con-
sultation on the planning of clinical studies for questions
relating to approval and benefit assessment. It should be
noted that neither of these formats can fully compensate
for the other, as the focus is different: In case of joint advi-
ce, the focus is on scientific regulatory issues, the discussi-
on of which is supplemented by an initial assessment of
the requirements from the area of benefit assessment by
experts from the G-BA’s office.

This format can thus not be equated with a G-BA’s advi-
sory procedure according to Section 35a SGB V with com-
mittee participation. Nevertheless, e.g. the first format can
be used before the second. The guideline on mutual parti-
cipation in consultations at the G-BA and the BfArM or PEI
provides information on the rationale, objectives, applica-
tion, and procedure of these two consultation options.13

Moreover, there is also the possibility of joint consultati-
ons to plan the requirements of post-market data collecti-
on for the benefit assessment at an early stage and coordi-
nate them with the approval-related requirements. The le-
gal basis in Section 35 a (7) SGB V was expanded to include
consultations on post-market data collection with the par-
ticipation of the higher federal authority.14 In principle, the
requirements can also be addressed from both regulatory
areas prior to approval or coordinate them as early as pos-
sible (figure 1).
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The available consultation formats parallel with develop-
ment thus pave the way at an early stage for the identifica-
tion of requirements in preparation for joint consultation
on the planning of clinical studies, approval, and subse-
quent benefit assessment – also regarding post-market da-
ta collection. In the further course of clinical development,
joint Scientific Advice and consultations based on Section
35a of the German Social Code, Book V are available for the
design not only of phase III registration studies, but also of
early phases of clinical studies, with a special focus on the
data to be generated later. The background is that phase II
studies can also form the basis for the application for a
conditional approval or approval under exceptional cir-
cumstances. Accordingly, conditions for post-market data

collection can already be imposed when the approval is
granted for the acquisition of further data on safety and ef-
ficacy within the framework of post-marketing safety (PASS
studies) or post-marketing efficacy data (PAES studies)15

Thus, the possibilities of joint consultation are an im-
portant tool to bring content-related and structural requi-
rements for joint data collection based on the collection of
real word data in the broadest sense as far as possible to a
common denominator and develop a best-practice con-
cept so that data that is difficult to generate, especially e.g.
in case of rare diseases, can be collected as efficiently as
possible and used as effectively as possible for the objecti-
ves of both regulatory areas.

Scienti�c Advice along the product life cycle

Source: Paul-Ehrlich-Institut – Bettina Ziegele  

1. Start of
development

IDEA/
Invention

Pre-Advice Scienti�c Advice

(Early) advice
on clinical trails

Exchange on post marketing 
authorisation requirements

 Joint Scienti�c Advice 
 Consultation according toSGB V, section 35a

Research
Non-clinical

studies

Clinical Trials

Phases
II

Marketing
Authorisation

Patient
careIIII

2. Non-clinic 3. Clinic 4. Market access

G-BA G-BA

Figure 1: Consultation formats in parallel with development pave the way for the identification of requirements at an early
stage in preparation for joint consultation on the planning of clinical studies, approval, and benefit assessment.
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Consultations in comparison
A comparison of the various advisory formats on innovati-
ve pharmaceuticals using the example of ATMPs and mo-
noclonal antibodies (MAK) for the years from 2019 to 2022
shows a very heterogeneous picture: In case of monoclo-
nal antibodies, the number of Section 35a SGB V consulta-
tions of the G-BA per year was almost twice as high as the
Scientific Advice consultations of the PEI. However, for
both formats, the number of consultations almost doubled
to eventually level off at 75 % of the previous maximum
values. In case of ATMPs, the Scientific Advice consultati-
ons were several times higher than the G-BA consultations.
An examination of the PEI’s participation in the G-BA con-
sultations reveals a clear result: For MAK, the PEI participa-
ted in an average of 15% of the G-BA consultations. For
ATMPs, after a slight increase in participation from 9.5 to
12%, the PEI has no longer participated in any G-BA con-
sultations in the last two years (figure 2).

In the overall view, the G-BA consultations across all
pharmaceuticals remain relatively constant with a number
between 228 and 294 consultations during the evaluation
period. The number of G-BA consultations on pharmaceu-
ticals for which the PEI is responsible, on the other hand,
fluctuates between 72 and 142 during this period and
even decreases by almost half in the opposite direction to
the total number of G-BA consultations. The PEI’s participa-
tion in these consultations, on the other hand, increases
slightly to 30% and then returns to the previous year’s va-
lue of 11%. It is noticeable that in 2020, with a 50% lower
share of pharmaceuticals under PEI responsibility, the PEI’s
participation in these consultations was 30%. An analysis
of the joint consultations within the framework of Joint
Advice is not necessary, as the number of consultations
conducted in this format is too low.

Within the framework of the HTA regulation (Regulation

(EU) 2021/2282), the first joint clinical evaluations of new
pharmaceuticals are to begin as early as January 2025.
Most important are innovative pharmaceuticals such as
ATMPs and oncology products, including those for rare di-
seases.16 The relevance of the assessment of these pharma-
ceuticals becomes clear when looking at some figures on
the development and current status of this group of phar-
maceuticals using the example of the pharmaceuticals for
which the PEI is responsible. A comparison of the consulta-
tions of the Federal Joint Committee based on Section 35a
SGB V on ATMPs with approvals granted for ATMPs shows
that over the course of time, two consultations (in 2019)
and seven consultations (in 2020) are offset by three or
one approval(s) of ATMPs in 2020 and 2021, respectively,
and five in 2022.

The retrospective analysis of the overall development of
the central procedures in the area of responsibility of the
PEI for the years 2017-2022 shows that the PEI has taken
over by far the most procedures in the role of rapporteur
and peer reviewer and also occupies a position in the up-
per third of all participating member states in the number
of co-rapporteurships. Prospectively, this development will
tend to continue in the assumption of 24 (co-)rapporteurs-
hips with 15 procedures in the area of MAK and 5 in ATMP
and 4 in vaccines.

The PEI’s participation in procedures within the frame-
work of pharmaceutical monitoring at the level of the
Pharmacovigilance Risk Assessment Committee (PRAC)
shows similar figures: In the same period, the PEI took over
between 23 and 55% of the total (co-)rapporteurships and
received more procedures than applications. Particularly in
case of applications for approval of clinical studies of bio-
medical pharmaceuticals, the figures at the pan-European
level indicate a clear upward trend regarding the develop-
ment of innovative pharmaceuticals: The annual number
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of clinical studies of biomedical pharmaceuticals has in-
creased from 153 to 401 between 2005 and 2022, of which
75 procedures were applied for under the new European
Regulation (EU) No 536/2014 (CTR).17

Conclusion and outlook
Technological progress, digitalisation and, in particular, the
possibilities of genetic engineering are reflected in the
numbers of corresponding applications for clinical studies
in recent years, as well as in the increased number of ap-
provals of ATMPs. The development of highly complex and
innovative pharmaceuticals for small populations with a
high medical need, such as rare diseases, but also thera-
peutic approaches for the treatment of common diseases,
not only sets completely new standards for the concepti-
on, design, approval, and implementation of clinical stu-
dies.

The options of market access in the context of conditio-
nal approval or approval under exceptional circumstances
as well as for pharmaceuticals for the treatment of rare di-
seases based on limited clinical data on safety and efficacy
from e.g. phase II clinical studies usually require post-mar-
ket data collection to generate further data on the safety
or efficacy of these pharmaceuticals in the form of post-
authorisation safety (PASS) or post-authorisation efficacy
studies (PAES). Since the data obtained in the context of
the clinical studies may also be considered insufficient for
the benefit assessment, the AMNOG also faces the challen-
ge of striking a new balance between innovation and affor-
dability of pharmaceuticals in the context of providing pa-
tients with these urgently needed pharmaceuticals.

The existing medical need and opportunities for acade-
mic and/or industrial research to develop innovative and
complex pharmaceuticals presents the same challenges to

Comparison: Scienti�c consultations on MAB/ATMP and G-BA consultations* on MAB/ATMP

Source: Paul-Ehrlich-Institut – Bettina Ziegele 
*according to SGB V, section 35a; Source: G-BA
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Figure 2: For MAK, the PEI participated in an average of 15% of the G-BA consultations. For ATMPs, after a temporary
increase in participation, the PEI has most recently not taken part in any G-BA consultations.
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both regulatory areas in their aim to improve patient care.
The requirements for generating (additional) clinical data
can form a common starting point for designing the legal-
ly given framework in such a way that the development of
pharmaceuticals and healthcare can be understood as a
learning cycle with the participation of all stakeholders,
such as academia and industry as well as regulatory and
HTA institutions, but also ethics committees and patient re-
presentatives.

To efficiently use the limited resources available in the
various fields and provide patients with optimised access
to safe, effective, and beneficial pharmaceuticals and the-
rapies throughout Europe, it is necessary to promote the
cooperation of all stakeholders in a needs-oriented and
purposeful manner (figure 3).

The HTA regulation provides the legal framework for
this. The focus is on how the interaction of the stakehol-
ders can be optimised to support the process from bench
to bedside in such a way that a sustainable and stable ba-
lance between the development of innovations and their
application to patients is achieved. As already stated, there
is great potential in the development of innovative phar-
maceuticals and increasingly available procedures in the
area of regulation of Scientific Advice to applications for
clinical studies to approvals confirm this trend.

As a result, we can continue to expect increasing de-
mand for Scientific Advice. In particular, the trend towards
conducting clinical studies in early phases and with a smal-
ler number of cases instead of the previous „gold stan-
dard“ of large randomised and double-blind pivotal phase
III studies as the basis for approval – especially for conditio-
nal approvals – confirms the increasing demand for advice
regarding clinical studies. An increasing demand is also in-
duced because consultations are increasingly used to clari-
fy questions in the run-up to the submission of applicati-

ons for clinical studies and to avoid queries in the ongoing
approval procedure, which is very limited in time.

Against the background of the consultation figures pre-
sented, it becomes clear that, on the one hand, the num-
ber of Scientific Advice consultations for relevant innovati-
ve pharmaceuticals is not reflected in joint section 35a
consultations, but on the other hand, an increasing num-
ber of joint section 35a consultations for ATMPs in the
run-up seems to correlate with increasing approvals in
subsequent periods. Moreover, in the totality of the figures
considered, a large number of G-BA consultations without
PEI participation for relevant innovative pharmaceuticals
such as MAK contrast with a high number of PEI participa-
tions in procedures on the way to possible approvals.
Post-market data collection from both regulatory areas can
be imposed on these approvals that are granted access to
the market under the above-mentioned special conditions.

Regarding the EU HTA Regulation, the German Associati-
on of Research-based Pharmaceutical Companies (VFA)
calls for joint scientific consultations to coordinate the re-
quirements of the member states and with a view to maxi-
mising the common benefits of clinical studies.18 In a pilot
project, the EU Innovation Network (EU-IN)19 has imple-
mented a format that complements the EMA’s Scientific
Advice by enabling multinational consultations for the ear-
ly coordination of clinical studies requirements with a cur-
rent focus on regulatory issues

Simultaneous National Scientific Advice (SNSA)20
The SNSA consultation format was designed to optimise
early consultation with a focus on the planning of clinical
studies. The SNSA enables consultation with the simulta-
neous participation of several regulatory medicines agen-
cies from different member states as part of a pilot project
and is particularly designed to promote the development
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of innovative pharmaceuticals. The aim of the concept is to
establish a more efficient procedure for consultations at
several NCAs compared to individual national Scientific
Advice at the respective NCAs, while optimising the re-
sources of both sides.

Upon a closer look, the project is designed to promote
the exchange of experts between the NCAs, but also to
strengthen interaction at the European level or directly
with the EMA. Regarding the applicants, the aim is to be
able to find out the positions of several NCAs in only one
Scientific Advice procedure and to achieve the greatest
possible agreement among the participating NCAs regar-
ding the requirements.

In the current second pilot phase, the procedure is being
optimised regarding the coordination and participation of
the 17 NCAs so far. In this extended phase, up to three
NCAs can be actively involved in each consultation and, in
addition, another NCA can participate as an observer. In
justified cases, the SNSA can also take place with more
than three NCAs, e.g. considering NCAs relevant to the cli-
nical studies. In addition, there is also the possibility of in-
volving other relevant stakeholders, such as representati-
ves of the Clinical Trials Facilitation Group (CTCG) or ethics
committees. The result of the consultation is summarised
in a consolidated meeting protocol that reflects the positi-
ons of the individual actively involved NCAs. Fees are char-

Prerequisites and opportunities for the development of innovative pharmaceuticals

Source: Paul-Ehrlich-Institut – Bettina Ziegele 
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Figure 3: To make efficient use of the limited resources available, it is necessary to continuously organise the cooperation
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ged based on the national cost regulations of the individu-
al actively involved NCAs.

The optimisation of the procedure includes a standard-
ised application form, an overview of the timeline of the
procedure as well as updated guides for applicants and in-
volved parties, a list with a fee overview of the different
NCAs and, finally, the establishment of a platform to make
the interaction between applicants, project coordinators
and NCAs more efficient.

Most of the 41 SNSA procedures conducted so far have
been for ATMP and MAK, followed by COVID-19 vaccines
and other mostly new vaccine approaches. The focus is
thus on novel developments and confirms the relevance of
this consultation format for innovative pharmaceuticals in
particular. In terms of indications, the focus was on infecti-
ous diseases as well as COVID-19 diseases, but also de-
velopments in the oncological and neurodegenerative
fields. The evaluation after the first pilot phase also conclu-
des that another important project goal was achieved:
Especially in the area of (predominant) clinical questions,
the positions of the NCAs were convergent.

But also in the positions on quality and non-clinical re-
quirements, no major divergences were found. Another re-
sult of this evaluation points to the fact that from approx.
50% of the consultations with the involvement of the ap-
plicants, topics could be identified which, either due to
new regulatory aspects or their general regulatory import-
ance, were elevated to the European level for further di-
scussion or pursued in EMA working groups.

In summary, the SNSA concept offers the possibility of
tailored early and sustained consultations involving broad
regulatory expertise across EU member states. The concept
aims to avoid significant differences in the positions of the
represented NCAs and identify concurring but, if necessa-
ry, differing opinions at an early stage, as well as to com-

plement crucial topics for further discussion at HMA or
EMA level, e.g. CTCG or the Scientific Advice Working Party
(SAWP).

With its focus on innovative developments and special
attention to initial clinical applications, the SNSA is consi-
dered a valuable tool for the planning and design of clini-
cal studies in preparation for the application within the fra-
mework of the CTR (Regulation (EU) No. 536/2014). The
conceptual spectrum of early involvement of other stake-
holders, above all the ethics committees, creates the op-
portunity to establish a platform that also provides space
for future discussions of complementary relevant clinical
questions for application in patients and the decisive pre-
requisites for the introduction of innovative pharmaceuti-
cals into regular patient care (figure 4).

Finally, the overarching goal of the SNSA is to promote
the exchange of knowledge between all stakeholders in
the course of sustainably improving the support of innova-
tive developments throughout the entire life cycle and
thus sustainably strengthening regulatory science and re-
search. A goal that will have to be further defined soon by
the special requirements within the framework of HTA re-
gulation with the intensification of the cooperation bet-
ween regulation and benefit assessment.

Disclaimer
The views expressed in this presentation are the views of
the author. Decisions are made while considering individu-
al cases on scientific grounds. Neither the Paul-Ehrlich-Ins-
titut nor its experts obtain any finances from industry de-
veloping pharmaceuticals. Research at the Paul-Ehrlich-Ins-
titut is financed by public money including peer-reviewed
research grants.
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ntroduction
The European Union’s (EU) new Health Technology As-
sessment (HTA) Joint Clinical Assessment (JCA) Regula-
tion underscores the potential and challenge posed
by innovative treatments.11 Current HTA and reimbur-

sement models are inadequately prepared to accommoda-
te the surge of novel therapies, necessitating innovative
management and entry agreements. With an estimated
932 cell and gene therapies currently in the development
phase and approximately 39 expected approvals by 2022,2

the demand for more appropriate reimbursement models
and sustainable payment terms are urgently needed.

The emergence of new treatments, including cell and ge-
ne therapies, has posed significant challenges to the EU HTA
JCA Regulation on the Joint Assessment of Medicinal Pro-
ducts. The existing set of values is proving insufficient for as-
sessing and reimbursing these breakthrough treatments.

The traditional HTA process primarily focuses on traditio-
nal therapies, such as small molecule pharmaceuticals and
antibodies. However, it may not be appropriate for speciali-
sed therapeutics targeting small populations, such as ad-
vanced therapy medicinal products (ATMPs) or highly in-
novative treatments.15 This paper explores the challenges
of evaluating specialised therapeutics, presents case stu-
dies of affordability inconsistencies, and proposes possible
solutions for developing adaptive reimbursement models
that take into account real-world evidence.

The rapidly evolving landscape of innovative pharma-
ceuticals, including cell and gene therapies, has the poten-
tial to revolutionise healthcare by providing targeted and
personalised treatments for previously untreatable disea-
ses.7 However, the emergence of these novel therapies has
shown that the existing Health Technology Assessment
(HTA) framework is reaching its limits, leading to market
access problems.

I

Challenges in market access for pharmaceuticals
in the context of the EU HTA Regulation

Professor Luca Pani | University of Modena and Reggio Emilia, Italy; University of Miami, USA

The European Union (EU) Joint Clinical Assessment (JCA)
regulation has been developed, inter alia, to address market
access hurdles by unifying health technology assessment
(HTA) procedures among EU member states. This paper
explores the characteristics of the JCA regulation, its
potential influence on market entry for groundbreaking
pharmaceuticals, and the necessity of employing adaptive
models incorporating real-world evidence and innovative
pricing schemes.

As the field of specialised therapeutics expands with
advanced therapy medicinal products (ATMPs) and
innovative treatments targeting small populations, current
HTA frameworks face significant challenges in adapting
to these advancements. We explore the issues surrounding
reimbursement and emphasise the need for adaptive
models that consider real-world evidence.
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The European Union (EU) Joint Clinical Assessment (JCA)
Regulation aims to remove these barriers by streamlining
the HTA process across member states, promoting transpa-
rency, and facilitating collaboration between regulators
and payers.11

Challenges in assessing specialised therapeutics
The traditional HTA process, designed primarily for conven-
tional therapies such as small molecule pharmaceuticals
and antibodies, has difficulty considering specialised the-
rapeutics that target niche populations or highly innovati-
ve treatments. Rigid decision-making criteria and shorte-
ned development times for Advanced Therapy Medicinal
Products (ATMPs) often result in insufficient evidence of
their efficacy and durability of response.18,16 Moreover, in
the current environment there is a lack of appropriate

reimbursement models and sustainable payment terms for
the management of marketing authorisation contracts.22,19

The push for pharmaceutical innovations has outpaced
progress in HTA processes and negotiation strategies. For
example, despite pan-European approval, the AMTP Chon-
dro Celect® could only obtain reimbursement in three Eu-
ropean countries, which ultimately led to the withdrawal
of the product.24 Similarly, Glybera® (alipogene tiparvovec)
was administered to just one patient outside of clinical tri-
als due to its prohibitive price of $1 million, which led to its
withdrawal from the market in 2017.14

Several strategies have been proposed to overcome the-
se challenges, including the use of adaptive pathways,9
the incorporation of real-world evidence into decision-ma-
king,25 and the development of innovative pricing models,
such as value-based pricing and performance-based risk-
sharing agreements.16 Using these approaches, HTA frame-
works can better address the unique characteristics of spe-
cialised therapeutics, ultimately leading to better patient
access and better healthcare outcomes.

The current state of HTA and reimbursement models is
inappropriate for the rapidly growing field of novel thera-
pies, necessitating the development of new management
and approval arrangements. By addressing the challenges
in evaluating specialised therapeutics and introducing ad-
aptive reimbursement models that take into account real-
world evidence, the EU can foster an environment that
supports the successful integration of innovative therapies
into healthcare systems, ultimately benefiting patients and
healthcare outcomes.

Features of the new EU JCA regulation
The new EU Joint Clinical Assessment (JCA) regulation pre-
sents several key features aimed at enhancing the Health
Technology Assessment (HTA) process for innovative phar-

Professor Luca Pani, is Professor of Pharmacology at
the University of Modena and Reggio Emilia in Italy and
Professor of Clinical Psychiatry at the University of Miami,
USA. He has been Director General of the Italian Medici-
nes Agency (AIFA) from 2011 to 2016. He was also a
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maceuticals and, in particular, addressing the challenges
associated with specialised therapeutics.11

1. Joint clinical assessments: The regulation establis-
hes a centralised process for conducting joint clinical as-
sessments of new health technologies, including innovati-
ve pharmaceuticals, to ensure consistency and reduce du-
plicative efforts across member states.20

2. Early dialogue: The regulation promotes early dialo-
gue between manufacturers, HTA bodies and regulators,
facilitating the development of robust evidence packages
that meet the needs of all stakeholders.27

3. Enhanced collaboration: The regulation promotes
collaboration between member states and enables the
sharing of expertise and resources to improve the quality
and efficiency of HTAs.23

4. Voluntary cooperation: The regulation allows mem-
ber states to cooperate voluntarily on HTAs for specific
health technologies and provides an opportunity to pool
resources and share best practices.3

By implementing these features, the EU JCA regulation
aims to create a more harmonised and efficient HTA envi-
ronment that is better equipped to assess and evaluate in-
novative pharmaceuticals, including specialised therapeu-
tics like cell and gene therapies.

EU JCA in addressing market access challenges
The new EU JCA regulation has the potential to address
market access challenges for innovative pharmaceuticals
in several ways:11

1. Harmonisation: By harmonising the HTA process
across member states, the JCA regulation reduces the ad-
ministrative burden for manufacturers and speeds up mar-
ket access for innovative pharmaceuticals.28

2. Improved evidence generation: The early dialogue
feature enables manufacturers to gain a better understan-

ding of the evidence requirements that regulators and
payers have, ensuring that clinical study designs and data
collection strategies are consistent with the needs of all
stakeholders.15

3. Enhanced transparency: The JCA regulation promo-
tes transparency by mandating the availability of joint cli-
nical assessments to the public and enabling stakeholders
to better understand the rationale behind HTA decisions
and reimbursement decisions.17

4. Faster decision-making: By promoting cooperation
between member states and facilitating the sharing of ex-
pertise and resources, the JCA regulation may lead to fas-
ter decision-making and improved market access for inno-
vative pharmaceuticals.26

Reducing uncertainty and enhancing management
entry agreements (MEAs):
To address these concerns more effectively, study designs
should be developed to gather evidence for both the phar-
maceutical and the associated biomarker test(s).8 Product
sponsors should prepare for the development of biomar-
ker test(s) that are useful for regulators and payers.15 Mo-
reover, the strength of evidence supporting biomarkers
should inform reimbursement criteria, and the identificati-
on and management of micro-heterogeneity leading to
combined therapies should be supported by adaptive
reimbursement schemes.1

Progressive imbursement models and real-world evi-
dence
The concept of „avoidable costs“ illustrates that highly ef-
fective therapies can enhance efficiency by reducing hos-
pital treatments. However, these efficiency gains are rarely
demonstrated in short-term clinical studies. These claims
need to be validated with real-world evidence, and the es-
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tablishment of EU RWE and registries is critical.21 Challen-
ges in developing RWE data encompass informed consent,
stakeholder involvement, patient outcomes, data collecti-
on, motivation and reward, as well as data privacy and re-
tention.13

By addressing these issues, healthcare systems can bet-
ter assess the value and affordability of specialised thera-
peutics and ensure that the benefits of these innovative
treatments are accessible to patients in need. Moreover, re-
fining HTA processes and negotiation strategies, as well as
incorporating RWE and adaptive payment models, will be
critical to facilitate the adoption of specialised therapeutics
in the rapidly evolving healthcare landscape.

Integrating real-world evidence and innovative pricing
approaches
Although the new EU JCA regulation represents a signifi-
cant advancement in addressing market access challenges
for innovative pharmaceuticals, further enhancements are
required to fully realise the potential of these therapies.
Adaptive models incorporating real-world evidence and
innovative pricing strategies are critical to ensure that no-
vel pharmaceuticals are accessible and affordable for pati-
ent.21

Real-world-evidence in HTAs: The use of real-world
evidence in HTAs can help reduce uncertainty about the
long term efficacy and safety of innovative pharmaceuti-
cals and provides additional data to support reimburse-
ment decisions. Sources of real-world data (RWD) include
electronic health records, patient registries, and national
databases.25 These sources can be used to generate RWE,
which can complement traditional randomised controlled
trials (RCTs) and provide a more comprehensive unders-
tanding of a pharmaceutical’s performance in real-world
scenarios.4

Value-based pricing (VBP) for innovative pharmaceu-
ticals: Innovative pricing strategies, such as value-based
pricing (VBP) can facilitate alignment between the cost of
novel pharmaceuticals and their clinical and economic be-
nefits, thereby improving affordability and access for pati-
ents. In VBP, prices are set based on the therapeutic value a
pharmaceutical offers in terms of improved health outco-
mes or reduced healthcare expenditure. This approach has
become increasingly popular in recent years as a means to
better balance innovation incentives and budget cons-
traints in the healthcare system.15

Risk-sharing agreements (RSAs) in reimbursement:
Risk-sharing agreements between manufacturers and pay-
ers can help manage the uncertainties associated with in-
novative pharmaceuticals by linking reimbursement to
predefined clinical or economic outcomes. RSAs, also refer-
red to as performance-based risk-sharing arrangements
(PBRSAs), can take several forms, including outcomes-ba-
sed agreements and finance-based agreements.5 These ag-
reements are intended to reduce financial risk for payers
while promoting access to new therapies.

Real-world evidence and adaptive payment models:
Highly effective therapies have the potential to enhance
efficiency by decreasing long-term hospital treatments.
However, these efficiency gains are seldom demonstrated
in short-term clinical studies. These claims need to be vali-
dated with RWE, which makes the establishment of EU
RWE and registries essential. Challenges in developing
RWE data include informed consent, stakeholder involve-
ment, patient-centred outcomes, data acquisition, and da-
ta protection.21

The US and EU have different approaches to RWE, with
the US Food and Drug Administration (FDA) actively see-
king opportunities to include RWE in regulatory decision-
making, while the EMA takes a more cautious stance on
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RWE due to concerns about data quality and representati-
veness.10

Conclusion: 
The EU Joint Clinical Assessments (JCA) regulation offers a
promising solution to address market access challenges as-
sociated with innovative pharmaceuticals. Nevertheless, to
fully exploit the potential of innovative pharmaceuticals, it
is essential to integrate RWE and adopt innovative pricing
strategies, such as VBP and RSAs. The assessment of spe-
cialised therapeutics requires a shift in the current HTA
process to better accommodate innovative treatments. By
addressing these challenges, the regulation can enable the
introduction of novel therapies, ultimately benefiting pati-
ents and healthcare systems across the European Union.

The success of the EU regulation on the Joint Evaluation
of Medicinal Products depends on active collaboration and
commitment. Moreover, the inclusion of real-world eviden-
ce in the HTA process can also help to address uncertainty
about the long-term efficacy and safety of innovative phar-
maceuticals.25

These data can provide additional evidence to support
reimbursement decisions and can be obtained from
sources such as electronic health records, patient registries,
and claims databases.4 Furthermore, innovative pricing
strategies, such as value-based pricing (VBP), can help en-
sure that the cost of novel pharmaceuticals aligns with
their clinical and economic benefits, improving affordabili-
ty and access for patients.

Another important aspect of market access for innovati-
ve pharmaceuticals is the adoption of risk-sharing agree-
ments (RSAs) between manufacturers and payers. These
agreements link reimbursement to predefined clinical or
economic outcomes, reducing financial risk for payers whi-
le promoting access to new therapies.15 RSAs can take vari-

ous forms, including outcomes-based agreements and
finance-based agreements.5

Finally, the establishment of EU RWE and registries is cri-
tical for validating claims of improved efficiency and re-
ductions in hospital treatments related to specialised the-
rapeutics.21 Challenges in developing RWE data include in-
formed consent, stakeholder involvement, patient-centred
outcomes, data collection, and data protection.21

The US and EU have different approaches to RWE, with
the US Food and Drug Administration (FDA actively see-
king opportunities to include RWE in regulatory decision-
making, while the EMA takes a more cautious stance on
RWE due to concerns about data quality and representati-
veness.10

In summary, the EU JCA regulation represents a signifi-
cant step forward in addressing market access challenges
for innovative pharmaceuticals, particularly specialised
therapeutics. The streamlining of the HTA process, increa-
sed transparency, and enhanced collaboration among EU
member states have the potential to facilitate market ac-
cess for transformative therapies 29

The integration of RWE and innovative pricing strategies,
such as VBP and RSAs, can help ensure that novel pharma-
ceuticals are accessible and affordable for patients, while
also addressing uncertainties regarding clinical outcomes
and cost-effectiveness.16 By actively collaborating and refi-
ning the regulatory framework, the EU can establish a mo-
re adaptable and collaborative HTA environment that acce-
lerates the adoption of groundbreaking therapies, ultima-
tely enhancing patient access and healthcare outcomes
across Europe.
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ntroduction
Rare diseases (orphan diseases) are defined as disea-
ses that do not affect more than one person per 2,000
inhabitants and often cause serious, chronic health
problems involving several organ systems.1 For phar-

maceuticals for the treatment of rare diseases, so-called or-
phan drugs, which are approved in the European Union,
the additional medical benefit is considered to be proven
by the approval according to SGB V in Germany, without
having to provide evidence of the additional medical be-
nefit with a comparative therapy according to the specifi-
cations of the Joint Federal Committee (G-BA) (Section 35a
Paragraph 1 Sentence 11 2nd half sentence SGB V). Only
the extent of the additional benefit based on the approval
data must be substantiated (Section 5 (8) AM-NutzenV).

Due to the small number of patients suffering from or-
phan diseases, registration studies are generally not based
on randomised controlled studies. In a not yet published
analysis of the German Pharmaceutical Market Reorganisa-
tion Act (AMNOG), approval procedures based on non-ran-
domised controlled trials (RCT), between 1 January 2017 to
1 April 2022 no evidence from RCTs was available for 42
procedures for a total of 37 pharmaceuticals out of 215 ini-
tial evaluations.2

The European Medicines Agency (EMA) took into ac-
count all single-arm trials (SAT), while the G-BA only consi-
dered 20 (47.6%) procedures, all of which related to or-
phan drugs. However, in 19 out of 20 studies on orphan
drug, the G-BA assessed the additional benefit as not
quantifiable. The discrepancy in the evaluation of evidence
from non-randomised studies in the benefit-risk assess-
ment upon approval by the EMA and in the evaluation of
the additional benefit by means of the AMNOG procedures
by the G-BA raises fundamental questions.

Only in an extremely low percentage, the G-BA is willing

I
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In Germany, the medical additional benefit of pharmaceuti-
cals for the treatment of rare diseases – so-called orphan
drugs – receiving marketing authorisation in the European
Union is considered to be proven within the scope of marke-
ting authorisation. According to the requirements of the Fe-
deral Joint Committee (G-BA), only the extent of the additio-
nal benefit must be proven based on the marketing authori-
sation data. Due to low case numbers, applicants predomi-
nantly determine the extent of the additional benefit of or-
phan drugs based on indirect comparisons of the pivotal
study and external control groups. Due to this approach, the
G-BA assessed the additional benefit as unquantifiable in 19
out of 20 (95%) orphan drug application processes from ear-
ly 2017 through April 2022. The deficiencies of an AMNOG
application based on an indirect comparison of the pivotal
study with historical external control groups and the possibi-
lities for a more stringent approach by emulating a target
trial are outlined based on the case study of avapritinib.
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to consider the additional benefit of new pharmaceuticals
or new treatment indications that are not documented by
means of randomised controlled studies. This particularly
applies to orphan diseases, where approval by the EMA al-
ready implies proof of a positive benefit-risk assessment.
Here, the G-BA assesses the additional benefit as „not
quantifiable“ in 95% of all submissions on orphan drugs.

This restrictive position is also supported by the IQWIG,
which states that only „in case of extremely rare diseases or
extremely specific disease constellations (...) the require-
ment for (parallel) comparative studies [may be] inappro-
priate“.3

The question thus arises as to how, in case of rare or ex-
tremely rare diseases, evidence from non-randomised con-
trolled studies can be better and more bindingly included
in AMNOG procedures for the assessment of the additional

benefit. For this purpose, general methodological guideli-
nes have been developed by the IQWIG.4,5 On the basis of
a case study, the evidence and decision-making basis of a
current AMNOG procedure on an indirect comparison pro-
cedure for the documentation of an additional benefit an
orphan drug provides will be examined.

The case study
Avapritinib (Ayvakyt®) is a small molecule inhibitor that re-
ceived orphan drug designation in 2018 and was approved
for the treatment of patients with inoperable or metastatic
gastrointestinal stromal tumours (GIST) with PDGFRA-
D842V mutation. On 24 March 2022, the orphan drug de-
signation of avapritinib was confirmed by the EMA in the
new indication of adults with aggressive systemic masto-
cytosis (ASM), systemic mastocytosis with associated hae-
matologic neoplasia (SM-AHN), or mast cell leukaemia
(MCL) after they have received at least one systemic thera-
py. The pharmaceutical company (pU) submitted a dossier
to the G-BA in due time to determine the additional bene-
fit of avapritinib in this new indication.

The dossier and its assessment will be discussed in detail
below for the endpoint survival time, as an indirect compa-
rison is only available for this endpoint. However, the ana-
lysis of other important endpoints, such as adverse events,
is beyond the scope of this article.

The disease pattern
Systemic mastocytosis (SM) is a neoplastic disease of atypi-
cal spindle-shaped blood mast cells with infiltration of bo-
ne marrow, skin and organs, such as the liver, spleen,
lymph nodes, and intestine.6 A distinction is made bet-
ween an indolent SM (ISM), which has little organ invasion
and little or no effect on patient survival, and an organ in-
vasive form (AdvSM), which leads to death after 0.2 to 5.7
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development of the network meta-analysis technique.
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years, depending on the mode of progression.6,7

In 80 to 95% of all SM patients, the cause of the disease
is a mutation of the tyrosine kinase receptor (KIT) (mutati-
on-D816, of which >95% are KIT D816V), as well as other
rare additional mutations. The D816 mutation leads to li-
gand-independent KIT activation and clonal expansion of
atypical mast cells with organ infiltration.

Avapritinib is a highly selective and potent type I tyrosi-
ne kinase inhibitor with activity against KIT exon 17 muta-
tions, and in particular the most common mutation D816V,
which selectively inhibits clonal expansion of mast cells.
Therapeutic options for the treatment of AdvSM are limi-
ted and focused on symptom control therapies. Targeted
therapy using the only approved multikinase inhibitor, mi-
dostaurin, is of limited efficacy, with an overall response ra-
te of 30%, a remission rate of < 1%, and a median overall
survival of 26.8 months for all AdvSM patients.8,  9

Evidence in the avapritinib module 4A regulatory dos-
sier Methods and statistical procedures
The pharmaceutical company documents the extent of ad-
ditional benefit for overall survival based on the pivotal
phase II PATHFINDER study (BLU-285-2102) and the dose-
escalation study EXPLORER of patients following systemic
therapy who received the initial dose of 200mg avapritinib
per day using a propensity score (PS)-adjusted indirect
comparison with historical data of patients with the same
underlying condition from hospital records in the EU and
the US (BLU-285-2405).10

The PATHFINDER and EXPLORER studies collected data
on patient-relevant outcomes of mortality, morbidity, he-
alth-related quality of life, safety of the pharmaceutical,
and surrogate parameters (particularly mutation scores).
However, in the historical control study, only endpoint data
on survival, duration of response and a single surrogate

parameter, tyrosine kinase activity, were available.
Study populations included patients who were conside-

red assessable at baseline according to the Modified Inter-
national Working Group-Myeloproliferative Neoplasms Re-
search and Treatment and the European Competence Net-
work on Mastocytosis (mIWG), had received at least six 28-
day cycles of avapritinib at an initial dose of 200mg/day,
had at least two bone marrow aspirates performed at the
end of treatment, and were available at the end of the
study. The index date was the date of receipt of initial sys-
temic therapy. 79 patients treated with avapritinib with 79
lines of treatment (LOTs) from the PATHFINDER and EXPLO-
RER studies were analysed, as well as 73 patients from the
BLU-285-2405 study with 104 LOTs treated with best alter-
native therapy (BAT) with alternative tyrosine kinase inhibi-
tors (TKIs) or by cytotoxic or biologic therapies (see figure
1). Patients of the BLU-285-2405 control cohort had to be
assessable at baseline according to mIWG criteria, have a
performance score, and have an index visit of at least three
months prior to first system therapy and a follow-up of at
least 168 days.

The index date was the receipt of first systemic therapy
between 2009 and 2021. Some patients in the BAT cohorts
thus underwent multiple therapy cycles and could subse-
quently also be treated with avapritinib. According to the
pharmaceutical company, data were collected from a total
of 161 patients in the BAT cohort treated in the study cen-
tres between 2009 and 2021, of whom 20 were excluded
due to missing covariates. The initial analysis population
thus consisted of 141 patients in the BAT cohort and 176
patients in the avapritinib cohorts.

For the indirect comparison of overall survival, the phar-
maceutical company used an inverse probability of treat-
ment weighting (IPTW) method to adjust for differences in
the distribution frequency of relevant cofactors between
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treatment groups and calculated standardised differences
for the avapritinib and BAT cohorts. A standardised diffe-
rence of >10% was considered a relevant imbalance bet-
ween the two comparison groups. Table 1 shows that for
several prognostic factors (including tyrosine kinase) that
were included in the PS, relevant imbalances between
treatment groups remained after weighting.10

The PS and weights were estimated using a logistic re-
gression model, and the weights were stabilised for each
LOT by the marginal likelihood of being in the respective
treatment group. In addition, the stabilised weights were
capped at the 1st and 99th percentiles. Overall survival es-
timates were calculated using a weighted Cox regression
model with robust sandwich variance estimators that in-
cluded the treatment variable and any key covariates that

remained unbalanced after weighting with stabilised IPTW
weights. A graphical representation of the overlap of the
unweighted and weighted dataset was omitted by the
pharmaceutical company. Sensitivity analysis for the end-
point overall survival was also missing.

Study results on overall survival
After a median follow-up time of 11.2 and 72.7 months in
the comparison groups of patients treated with avapritinib
and BAT, respectively, the hazard ratio (HR) for overall sur-
vival was 0.37 (95% CI 0.18-0.75) for patients treated with
avapritinib versus those treated with BAT (table 2).10 The
median survival time was not reached at the time of the in-
terim analysis of patients treated with avapritinib.

After a median follow-up of 13.4 and 14.3 months, re-

Number of patients treated with avapritinib and with best alternative therapy (BAT) with 
aggressive systemic mastocytosis (ASM), systemic mastocytosis with associated haematological 
neoplasia (SM-AHN) or mast cell leukaemia (MCL) in the indirect comparison study

Source: Blueprint Medicines (Germany) GmbH as local representative of the marketing authorisation holder Blueprint Medicines
 (Netherlands) B. V. Dossier for the bene�t assessment according to Section 35a SGB V Avapritinib (AYVAKYT®) Module 4 A. 1 April 2022.

TKI, tyrosine kinase inhibitor ; BAT, best alternative therapy

Case group 

PATHFINDER and
EXPLORER study

n = 79
Avapritinib

Control group study

BLU-285-2405
n = 73

BAT
(TKI/cytotoxic/biological therapy)

PS-adjusted
indirect comparison

Figure 1: The PATHFINDER and EXPLORER studies collected data on patient-relevant outcomes of mortality, morbidity,
health-related quality of life, safety of the pharmaceutical, and surrogate parameters.
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Indirect comparison of patients with aggressive systemic mastocytosis (ASM), systemic 
mastocytosis with associated haematological neoplasia (SM-AHN) or mast cell leukaemia 
(MCL) treated with avapritinib and the best alternative therapy (BAT).

Source:  Blueprint Medicines (Germany) GmbH as local representative of the marketing authorisation holder Blueprint Medicines
 (Netherlands) B. V. Dossier for the bene�t assessment according to Section 35a SGB V Avapritinib (AYVAKYT®) Module 4 A. 1 April 2022.

Unweighted sample

Data cut-o� 20 April 2021/04. October 2021
Safety-Population
Number of patients N
Number of therapy lines
(LOT)
AdvSM subtype diagnosis, n (%)
SM-AHN
ASM
MCL
Skin involvement, n (%)
Any involvement of the skin
Leukocyte count, n (%)
≥16 × 109/l
Serum tryptase, n (%)
≥125 ng/ml
SRSF2/ASXL1/RUNX1 (S/A/R) mutation panel, n (%)
Number of patients
tested for at least one
mutation
KIT mutation, n (%)
Tested patients
Wild type
KIT mutation
ECOG
n (%)
Mean (SD)
Anaemia
n (%)
Thrombocytopenia
n (%)

79

79

48 (60.8 %)
15 (19.0%)
16 (20.3%)

28 (35.4 %)

12 (15.2 %)

62 (78.5 %)

79 (100%)

75 (94.9 %)
4 (5.3 %)

71 (94.7%)

79 (100 %)
1.2 (0.9)

 
46 (58.2%)

31 (39.2%)

73

104

53 (51.0 %)
26 (25.0 %)
25 (24.0 %)

37 (35.6 %)

25 (24.0 %)

68 (65.4 %)

79 (76.0)

103 (99.9 %)
10 (9.7 %)

93 (90.3 %)

104 (100 %)
1.0 (0.7)

 
71 (68.3%)

66 (63.5 %)

77

77

42.3 %
28.5 %
29.2 %

39.6 %

13.1 %

77.9 %

100 %

95.9 %
2.8 %

97.2 %

100 %
1.1 (0.8)

 
62.0 %

42.2 %

66

96

45.5 %
24.6 %
29.9 %

34.9 %

19.8 %

73.0 %

65.4 %

99.0 %
8.6 %

91.4 %

100 %
1.1 (0.7)

 
63.1 %

49.7 %

–

19.8 %
14.6 %
9.1%

0.3 %

22.4 %

29.5 %

–

–
–
–

–
–
 

20.9 %

49.9 %

–

6.4 %
8.8 %
1.5 %

9.8 %

18.2 %

11.3 %

–

–
–
–

–
–
 

2.3 %

15.1 %

Avapritinib
(200 mg/Tag)

Avapritinib
(200 mg/Tag)BAT BATStandardised

di�erence
Standardised

di�erence

IPTW-weighted sample

Table 1: In the BAT cohort, data were collected from a total of 161 patients treated in the study centres between 2009 and
2021, of whom 20 were excluded due to missing covariates.
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spectively, 80.5% of patients with SM-AHN and 75.0% of
patients with MCL were still alive.

Assessment of the evidence by the G-BA
In its decision of 15 September 2022, the G-BA states that
„based on the submitted indirect comparisons (...) no state-
ment on the extent of additional benefit [can be made]...
as only single-arm data are available, and a comparative
assessment is not possible. In the overall view, an indicati-
on of a non-quantifiable additional benefit was identified
for avapritinib, since the scientific data basis does not
allow quantification.“11

In its justification, the G-BA particularly criticises a clear
definition of BAT. Furthermore, inclusion and exclusion cri-

teria between the comparison cohorts were inconsistent,
especially for the confirmation type of AdvSM diagnosis,
measurable C-criteria (blood count abnormality, such as
anaemia and thrombocytopenia), pathological liver values,
clinical criteria (e.g. splenomegaly), other laboratory para-
meters, quality of life parameters as well as comorbidities.

Moreover, there was a „lack of a systematic literature
search and assessment to identify confounders for the
question addressed in the benefit assessment.“ Regarding
the analysis, the G-BA criticises that in the analysis of ove-
rall survival (OS), standardised differences of >10% bet-
ween the comparison groups, defined as relevant, remai-
ned for 7 of 13 key covariates after propensity score adjust-
ment.

Probability of survival of patients with aggressive systemic mastocytosis (ASM), 
systemic mastocytosis with associated haematological neoplasia (SM-AHN) 
or mast cell leukaemia (MCL) with avapritinib or best alternative therapy (BAT).

Source: Blueprint Medicines (Germany) GmbH as local representative of the marketing authorisation holder Blueprint Medicines (Netherlands)
 B. V. Dossier for the bene�t assessment according to Section 35a SGB V Avapritinib(AYVAKYT®) Module 4 A. 1 April 2022 

Unweighted population
Data cut-o�
Number of patients N
Number of therapy lines (LOT)
PS-adjusted indirect comparison (IPTW adjusted population)
Number of patients N
Number of therapy lines (LOT)
Event, n (%)
Censored patients, due to initiation of treatment with avapritinib, n (%)
Censored patients due to a new primary malignancy after the index date, n (%)
Follow-up time (months) median [95% CI]
Hazard ratio (HR)

20. April 2021
79
79

77
77

13 (16.9)
–
–

11.2 [7.5; 15.4]

04. Oktober 2021
73

104

66
96

44 (66.7)
8 (12.1)
3 (4.5)

72.7 [32.8; 109.5]

Avapritinib
(200 mg/day) BAT

0.37 (95 %-KI 0.18–0.75)

Table 2: After the follow-up time, the hazard ratio (HR) for overall survival for patients treated with avapritinib versus those
treated with BAT was 0.37 (95% CI 0.18-0.75)
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The lack of the following covariates in the analysis is
mentioned as worth considering: BMI (body mass index),
number of co-mutations, mast cell infiltration in bone mar-
row or presence of mast cell aggregates, various laboratory
measurements, comorbidities, symptoms associated with
mast cell activation, stem cell transplantation, and place of
treatment.

Critical assessment of the application procedure of the
pharmaceutical company and the assessment by the
G-BA
Data collection from individual studies, registries or elect-
ronic patient records for comparative studies without ran-
domisation is generally accepted by IQWIG and thus also
by the G-BA for benefit assessment, provided that „data re-
levant to the specific research question are available in
such a quality that the analyses can be interpreted with
sufficient certainty in the context of a registry study.“5 Re-
garding the statistical models to be used, the IQWIG limits
itself to very general guidelines with little detail and is
open with regard to the various models for confounder-ad-
justing (e.g. propensity score).

It is obvious that a detailed study protocol with system-
atic identification and inclusion of all relevant confoun-
ders, as well as a comprehensible statistical analysis plan
for all patient-relevant outcomes are prerequisites for an
AMNOG submission. The importance of the methodologi-
cal procedure for the elimination as well as the transparent
presentation of the minimisation of biases, which are signi-
ficant for protocol development and analysis of special ob-
servational study data, was presented in a previous artic-
le.12 In particular, the problem areas of the avapritinib in-
put and ways to improve it will be explained here.

The flow diagrams of the safety population of patients
treated with avapritinab do not conclusively show which

criteria led to the inclusion of patients in the final analysis
and the same applies to the control cohort. Since approxi-
mately 50% of the safety population was not included in
the indirect comparison, questions arise about the external
validity of the results. In addition, the PATHFINDER study
included two cohorts of patients (n=63) with C criteria and
without C criteria (n=40). No stratified analysis was perfor-
med for the overall survival endpoint, which would have
been desirable due to prognostic differences. To minimise
the risk of selection bias, a total of eight patients in the
control cohort who later received avapritinib were inclu-
ded in this group and censored upon receipt of study drug.
Since patients in the control cohort could receive multiple
systemic treatments, a robust variance estimation method
was used.

Regarding prior systemic therapies with the tyrosine ki-
nase inhibitor midostaurin and cladribine, a cytotoxic
agent, there were significant differences in the comparator
cohorts: Midostaurin was the relevantly more frequently
used first systemic therapy in avapritinib-treated patients.
However, according to an analysis of German registry data,
this seems to be more effective than cladribine treat-
ment.13 Moreover, the side effect profile with treatment di-
scontinuations is more severe with midostaurin14 than
with cladribine15. This constellation favours a selection bias
in which those treated with midostaurin are theoretically
more likely to receive therapy with avapritinib.

The lack of a systematic literature search to identify con-
founders was criticised by the G-BA. For ASM, there was a
„global prognostic score for overall survival“ (GPSM-OS)
that was developed on an extensive diagnostic and valida-
tion cohort of 422 and 853 patients in each case and inclu-
des the singular independent prognostic variables hae-
moglobin ≤110 g/l, serum alkaline phosphatase ≥140 IU/l,
and at least one of the following mutations SRSF2, ASXL1,
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RUNX1, or DNMT3A.16 The C-index, a measure of the quali-
ty of a prognostic score, was 0.72 [0.66-0.78] for GPSM-OS
overall survival for patients with ASM.

Unfortunately, in the present study mutation data and
serum alkaline phosphatase, a proxy parameter for bone
infiltration, were missing for 25% of the control cohort. In
the prognostic GPSM study, serum tryptase concentration,
which correlates with mast cell burden, was a prognostic
marker for progression-free but not overall survival.16 The
important GPSM study was not included in the analysis by
the pharmaceutical company.

After the weighting procedure, there was still a more
than 10% difference between the comparison groups for
some weighty covariates (e.g. leukocyte count, thrombocy-
topenia, tyrosine kinase). This prompted the pharmaceuti-
cal company to take the unusual step of including these
variables in the logistic regression model in addition to the
PS weighting variable. It is unclear whether these variables
may thus have been included twice in the model. However,
such poor model specifications increase the risk of bias.17,18

Because of the choice of a historical control group, values
for both important covariates and end points were mis-
sing. Detailed information on imputation procedures of
missing covariates could not be identified.

Despite the data-related methodological limitations of
the present indirect comparison and a limited observation
period, there is evidence that avapritinib relevantly impro-
ves several disease parameters, such as reduction in bone
marrow infiltration and improvement in haematopoiesis,
reduction in important surrogate parameters such as se-
rum tryptase and the KIT D816V mutation, as well as a 20%
complete remission rate. These changes provide reasona-
ble hope for a prolonged response rate, improved progno-
sis, and quality of life for patients treated with avapritinib.

Alternative approaches of observational data analyses
for indirect comparisons
The application discussed here illustrates the methodolo-
gical problems and biases of an indirect comparison based
on historical comparative data from patient records from
multiple treatment centres. The basic principles of alterna-
tive approaches of a more stringent data analysis will be
outlined below. In principle, any clinical question such as
the one presented here of a survival benefit of avapritinib
in patients with aggressive systemic mastocytosis (ASM),
systemic mastocytosis with associated haematologic neo-
plasia (SM-AHN), or mast cell leukaemia (MCL) compared
with BAT can be addressed in a randomised target trial
(table 3). If randomisation is not possible, a target trial can
be performed using observational data.19

By this we understand the development of a comparati-
ve design based on observational data that, except for the
lack of randomisation, has the closest possible approxima-
tion to a pragmatic RCT in the study design. Target trials
can only be perceived as pragmatic trials, which have no
placebo group, no blinded patient assignment, and no
blinded endpoint determination-things that also do not
occur in clinical practice.20

Randomisation of comparison groups ensures compara-
bility of treatment groups against all known and unknown
confounders and allows the establishment of a causal rela-
tionship between an exposure (intervention) or no exposu-
re (control group) and an outcome. Measuring as many re-
levant confounders as possible before the start of an expo-
sure (i.e. intervention or control treatment) allows the
broadest possible control of a selection bias in a target tri-
al. Another advantage of randomisation is the clear start of
exposure (time 0 at randomisation). This point is important
for the determination of a causal relationship in observa-
tional data analysis.
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The first step in target trial emulation is the develop-
ment of a target trial protocol specifying inclusion criteria,

treatment strategies to be evaluated, timing of subject in-
clusion and censoring of follow-up, endpoints, and causal

Source:  Hernan MA. Methods of Public Health Research - Strengthening Causal Inference from Observational Data. N Engl J Med.
 2021;385(15):1345-1348.

Pro�le of a Target Trial Protocol: Speci�cation and emulation based on data from an
observational study

*The systemic therapy in question and/or its components must be de�ned; # BAT is precisely de�ned (with inclusion and exclusion criteria) according 
to consultation with experts and the G-BA; ± Confounders are identi�ed after a systematic literature search and expert consultation and speci�ed and 
hierarchised in a causal diagram using directed acyclic graphs (DAG);
ASM, aggressive systemic mastocytosis; SM-AHN, systemic mastocytosis with associated haematological neoplasia; MCL mast cell leukaemia

Description Example: ASM, SM-AHN or MCL
Speci�cation Emulation by cohort study

Protocol components

Inclusion criteria Who will be included in the 
study?

Individuals ≥18 years with ASM, SM-AHN 
or MCL with ≥1 systemic therapy*.

Same as for speci�cation

Treatment strategies What interventions will 
individuals to be included 
receive?

Treatment with avapritinib Treatment 
with BAT#

Same as for speci�cation
Relevant confounders are de�ned and 
collected at time 0 and time-dependent 
confounders± are de�ned and collected 
at follow-up

Causal estimand Which counterfactual con-
trasts are measured?

Intention to treat e�ect (e�ect of rando-
mised intervention allocation)
Per protocol e�ect (e�ect of intervention 
as assigned in protocol)

Observationally equal to the per protocol 
e�ect

Endpoints Which endpoints are compa-
red between the treatment 
groups for individuals to be 
included?

Death Same as for speci�cation

Treatment allocation How are individuals to be in-
cluded assigned to an inter-
vention?

Individuals to be included are openly ran-
domised to one of the interventions to be 
tested

Individuals to be included are assigned 
to the intervention for which the data are 
compatible at time 0.

Follow-up Over which period of time 
are individuals included in 
the study followed up?

From randomisation to death, loss to 
follow-up, administrative censoring, 
whichever comes �rst.

Same as for speci�cation Required data: 
Date of end of follow-up or censoring

Statistische Analyse How are the counterfactual 
contrasts estimated?

Intention to treat analysis Per protocol 
analysis (conditional adjustment for con-
founders at randomisation and confoun-
ders after randomisation)

Same as per protocol analysis (conditio-
nal adjustment for confounders at rando-
misation and confounders after randomi-
sation)

Table 3: In principle, any clinical question can be addressed in a randomised target trial. If randomisation is not possible,
a target trial can be performed using observational data.
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contrasts or estimates in an analysis plan to answer the
causal question (effect of treatment A versus B in populati-
on Z on outcome Y).

The second step is to emulate the study using observa-
tional data by identifying eligible subjects, treatment all-
ocation (as done and documented in practice), defining
follow-up from treatment initiation to censoring, and ad-
justing for relevant confounders at inclusion, and if neces-
sary, time-dependent confounders during follow-up. Signi-
ficant importance is attached to the time of inclusion to
avoid immortal bias.20 For each subject eligible for the re-
spective therapy (treatment A or B), „time“ is considered to
be the time when all inclusion criteria are fulfilled, and
treatment (with A or B) is performed. This strategy avoids
comparing subject who have received relevant prior thera-
pies or the therapy under evaluation before time 0 (so-cal-
led „prevalent users“) with „never users“.

Subjects can be included for a longer period or several
times for one of the two therapies (A or B) of a target trial.
In this case, for example, only the first therapy or the thera-
py existing at a random time point can be selected. If there
is fixed data collection in a cohort (e.g. every six months), a
new study can be emulated at each fixed time point of da-
ta collection using an established study design.

For variable multiple measurement points, e.g. a short fi-
xed period (e.g. one month) can be chosen and a study
emulated at each new time point.21 This means that a tar-
get trial constructed can be constructed from X sub-trials
corresponding to the number of relevant measurement
points.

The latter approach increases the efficiency of a target
trial but requires necessary adjustments of the variance es-
timators. It is also possible to include tolerance periods
(grace period), e.g. plus three months from time 0, in a tar-
get trial. For this period, a subject can be included for both

treatment strategies (A or B). If the endpoint of interest oc-
curs during the grace period, the subject can be randomly
assigned to a treatment strategy. Alternatively, it is possib-
le to create two copies (clones) for the respective patient
and randomly assign each clone to a treatment strategy.

Clones are then stopped and censored at the time con-
sistent with the assigned treatment strategy. Potential bia-
ses due to this informative censoring must be controlled
using time-dependent confounder adjustment and inverse
weighting procedures.22 Clearly, the approach of including
grace periods and cloning is not consistent with an intenti-
on-to-treat analysis and therefore estimates a per protocol
effect of a target trial.

The adjustment of different distributions of confounders
at inclusion or during follow-up is performed with inverse
weighting methods such as PS, marginal structured mo-
dels or g-estimation.22,23 Target trial emulation can only
lead to a more transparent and improved estimation of a
treatment benefit using observational data if all relevant
confounders have been measured and the problem of mis-
sing data is limited. Thus, target trial emulation is ideally
based on prospectively collected data from a cohort study
or a patient registry of high data quality.

Discussion and conclusions
This critical assessment of an AMNOG application based on
data from non-randomised controlled studies is limited to
the methodological and analytical aspects of an indirect
comparison of a single-arm study with a historical control
arm regarding one endpoint, overall survival. An overall as-
sessment of the evidence, in particular regarding the data
on adverse effects presented by the applicant – which we-
re not assessed here – was not the aim of the present ana-
lysis. Thus, no comment is made on the decision of the G-
BA on the application to quantify the added benefit of ava-
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pritinib. The methodological problems and biases resulting
from the choice of a historical comparison group from hos-
pital records highlight the need for alternative approaches
to study design, for example using target trial emulation.

The French Haute Autorité de Santé (HAS) has recently
specified its requirements regarding the use of target trial
emulation for HTA reports that are not based on randomi-
sed controlled data.24 A crucial first step of the procedure
according to HAS is the justification of the non-feasibility
of randomisation by the applicant. The basic conditions of
an analysis by means of external controls using a target tri-
al emulation are explained below. Various HTA organisati-
ons in the EU emphasise the exceptional situation for ap-
plications that are not based on randomised evidence.

However, especially for orphan drugs and diseases, the
question arises to include more binding criteria that give
applications based on non-randomised evidence a fair
chance for reimbursement. Such a catalogue of criteria
would have to be associated with the creation of further
detailed criteria for protocol development, e.g. by means
of target trial emulation and data analysis of observational
studies. Mandatory with this step would be adapted as-
sessment criteria for observational studies regarding data
analysis as well as internal and external validity of the re-
sults.

Existing validity criteria that assess the bias susceptibility
of results according to RCT criteria, such as blinded rando-
misation, blinded intervention, and endpoint determinati-
on, as well as an intention-to-treat analysis, are not useful
for assessing the validity of observational studies. Accor-
dingly, e.g. the AMNOG application templates would need
to be adapted to submissions of applications based on ob-
servational studies. It is also notable that applicants report
to align the reporting of their applications based on obser-
vational studies with the methodological criteria of the

STROBE statement (Strengthening the Reporting of Obser-
vational Studies in Epidemiology), but the presentation of
methodology and transparency of data analysis mostly do
not meet the STROBE criteria.25

Prominent examples of FDA or EMA approval of substan-
ces that are not based on randomised studies underscore
the importance and growth of new drug approval proces-
ses in the absence of evidence from RCTs.26,27 The formula-
tion of mandatory and more detailed criteria for the docu-
mentation of the additional benefit of innovative pharma-
ceuticals that are not based on randomised evidence is im-
perative. Moreover, applications based on observational
data must be methodologically improved. In this context,
attention should also be paid to prospective data collecti-
on within the framework of registries, which must be pro-
moted for the relevant clinical pictures.

Standardised data collection is also important in terms
of quality management and improves clinical research in
the area of real-world evidence. At the same time, investi-
gators should be able to expect that applications that
meet the methodological and data-analytical require-
ments for observational studies and enable a more reliable
assessment of additional benefit have a fair chance to be
approved by health insurance funds.
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What is the acceptable level of uncertainty in benefit
assessment?

• The law understands insecurity in the context of causality
assessment for the attribution of action and liability on the
one hand and for the substantiation of claims on the
other. While in criminal law doubts preclude a sanction –
here an „almost certain probability“ is required – a „degree
of certainty useful for practical life that puts a stop to
reasonable doubts, admittedly without completely
excluding them“ is sufficient for the attribution of claims
for damages.

• From a patient’s point of view who wants to be treated
with an innovative therapy, a claim exists against the
social security system if there is „more in favour than
against“ with regard to the benefit. The Federal
Constitutional Court brought this to the point in its
so-called „Nicholas decision“, that insured persons with
a life-threatening or presumably fatal disease or with a
disease that is at least comparable in terms of value, for
which a generally recognised service that corresponds to
the medical standard is not available, can also claim an
unrecognised service if there is a not entirely remote
prospect of a cure or of a noticeable positive effect on the
course of the disease. Do we take this relatively low level
sufficiently into account when assessing uncertainty?

• It was discussed in the panel that the level of acceptable
uncertainty is assessed depending on the disease and
context. This results in different requirements e.g. for the
therapy of breast carcinoma than for orphan diseases.
This is also the rationale for the privileged treatment
of orphan drugs.

Do we have the right way of dealing with potential
conflicts of interest?

• The current existing concept of conflicts of interest
assessment does not provide for any selection

Quo vadis, HTA?
Major discussion points with the speakers

Professor Christian Dierks | Managing Partner Dierks+Company,
President of the German Society for Medical Law

Against the background of the EU HTA Regulation currently being implemented and the three presentations by Stefan
Lange („EU HTA & AMNOG – Status of method development“), Bernhard Wörmann („Methodological Key Points for D & EU
– View of the Professional Associations“) and Sandro Gsteiger („Pain Points EU HTA from the Perspective of Health
Technology Developers“) reflected on the following three questions during the panel discussion:
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social law, specialist in medical law, specialist in general
medicine. Since 2003, he has been Professor of Health
Systems Research at the Charité Berlin. Since 2011, he has
represented and advised in early benefit assessment
procedures. Moreover, he is a member of the European
Access Academy.



I N T E R D I S C I P L I N A R Y  P L AT F O R M  O N  B E N E F I T  A S S E S S M E N T D I S C U S S I O N 55

mechanisms for the experts to be involved. In order to
establish a conflict of interest, it is sufficient under the
regulation that the expert has an „interest“ in the subject
matter of the technology being assessed. Once this interest
has been established, the exclusion of the expert is the
only consequence currently provided for. The question
is whether this system can provide sufficient expertise or
whether a differentiated approach to expert selection
and handling of conflicts is required.

• This question was discussed in the panel and it was
pointed out that there were sufficient possibilities to
exclude „eminence-based“ statements and only consider
evidence. According to the author, this should be further
discussed.

Is there a need for a remuneration structure for the
experts/specialist societies/patient organisations
and others to be involved in the benefit assessment?

• In view of the scarce human resources, the question arises
as to whether the model of financial compensation for the
input of experts, which is already practised in Germany,
should be transferred to the EU level.

• In the panel, it was essentially confirmed that this could
provide positive incentives, especially since an „excessive
demand“ is foreseeable. However, this was a matter for
the member states.
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ntroduction
In January 2022, Regulation (EU) 2021/2282 of the Eu-
ropean Parliament and the Council of 15 December
2021 on health technology assessment and amending
Directive 2011/24/EU (in short: HTAR) entered into

force. The regulation applies from 1 January 2025.1 This is
the first time that a joint HTA (Health Technology Assess-
ment) by the member states of the European Union (EU)
has been placed on a legal basis after three so-called Joint
Actions (JA). After the expiry of the third Joint Action in
September 2021, further intensive preparatory work was
conducted as a service contract between the EU and a
consortium of 13 HTA organisations from twelve member
states (EUnetHTA 21), which were involved in the previous
Joint Action to improve the conditions for the joint assess-
ments (JCAs). EUnetHTA 21 expires on 16 September
2023.2

Within the framework of EUnetHTA 21, numerous me-
thodological and procedural guidelines have been develo-
ped.3 The difficulty was that several framework conditions
have not yet been established during the contract period
or have still not been established. For example, the EU
Commission still must draw up so-called implementing
acts (tertiary legal acts), which contain further specificati-
ons of the legal framework. In addition, the interaction
between the HTAR Secretariat of the EU Commission and
the „bodies“ of the HTAR (coordination group, subgroups)
must still be established. The coordination group – with
the support of the subgroups – will be responsible to
adopt the guidelines and procedures to be applied (Article
3 para. 7 HTAR). The aim is to use the preliminary work
from EUnetHTA 21 as far as possible. Subsequently, exam-
ples of the methodological similarities and differences bet-
ween the German (AMNOG) and the European legal frame-
work (HTAR) will be outline.

I

EU HTA & AMNOG – Status of method
development

Dr Stefan Lange | Deputy Director of the Institute for Quality and Efficiency in Healthcare (IQWiG),
Cologne, Germany

This article highlights the similarities and differences in
specific methodological and procedural aspects between
the procedure of the AMNOG (German Medicines Market
Reorganisation Act) and the joint European benefit
assessment („EU HTA“). Since the „bodies“ of the European
procedure (coordination group, subgroups) have only just
been formed and various implementing acts must still
be adopted on the Union side, this can only provide a picture
of the status. Rough key points of a benefit assessment are
comparable between the two regulatory frameworks.
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PICO
According to the international standards, the scientific
question to be answered by an HTA is determined based
on the so-called PICO scheme. This means that the applica-
tion situation (population), the intervention to be evalua-
ted, a comparator intervention (comparator) and the rele-
vant outcomes must be defined. Corresponding explanati-
ons arise (partly implicitly) in the AMNOG and in the HTAR.
Section 35a para. 1 of the Social Code Book V (SGB V)
states, for example: „... assessment of the additional benefit
compared to the appropriate comparator therapy, ...“; and
in section 2 (para. 3) of the AM-NutzenV the endpoints are
clearly specified: „The benefit of a pharmaceutical within

the meaning of this regulation is the patient-relevant the-
rapeutic effect, especially the improvement of the physical
condition, reduction in duration of the disease, prolongati-
on of survival time, reduction of side-effects, as well as im-
provement of the quality of life.“ In the HTAR, the PICO
scheme is taken up quite explicitly in Article 8(6), although
it quite generally refers to „health-related outcomes“.

Very centrally, Article 8(6) of the HTAR clearly specifies
that „... the scope of the assessment shall be inclusive and
correspond to the needs of the member states in terms of
parameters and information, data, analyses and other evi-
dence to be provided by the health technology developer“.
This means nothing else than that there may be different
PICOs for different member states, which must be addres-
sed by the pharmaceutical companies in their dossiers.

This is also found – albeit in a different context – in reci-
tal 28 of the HTAR: „(For example, the joint clinical evaluati-
on report could include several comparators, only some of
which are relevant for a certain member state)“. A process
has therefore been developed in EUnetHTA 21 to describe
how to develop and gather the research questions requi-
red for the dossier and assessment.4

Evidence base
Recital 35 of the HTAR states a clear preference for the evi-
dence base: „For the conduct of the joint clinical assess-
ment of a pharmaceutical, direct comparative clinical stu-
dies that are randomised, blinded and include a control
group, and whose methodology complies with the inter-
national standards of evidence-based medicine, should
preferably be considered“. This essentially corresponds to
the AMNOG specifications, whereby the relevant regulati-
ons (Section 35a SGB V and AM-NutzenV) refer to „clinical
trials“ or „clinical studies“ as well as registration studies.

However, both sets of regulations also allow exceptions
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to the „gold standard“ randomised controlled trial (RCT), as
in the HTAR: „This approach should not, however, exclude
from the outset available observational studies, including
those based on real-world data“ (recital 35 HTAR) or in the
AMNOG “If there are no direct comparative studies for the
new pharmaceutical versus the appropriate comparator
therapy or if these do not allow sufficient conclusions ab-
out an additional benefit, available clinical studies for the
appropriate comparator therapy that are suitable for an in-
direct comparison with the pharmaceutical with new acti-
ve substances may be used“ (section 5 para. 5 AM-Nutz-
enV).

Since 2019, the G-BA has legally stipulated the require-
ment for a so-called post-market data collection for the
early benefit assessment, which is intended to allow quan-
tification of the additional benefit for orphan drugs and
advanced therapeutic medicinal products (ATMPs) if the
data situation does not yet permit this at the time of the
(early) benefit assessment.5 A rather astonishing stipulati-
on is, however, that post-market data collection must not
be randomised.6

Moreover, both sets of regulations have in common that
the assessments „include an analysis of the scientific un-
certainties as well as the robustness and limitations of the
evidence (e.g. internal and external validity)“ (recital 28
HTAR) or „the strength of the evidence shall be presented,
taking into account the study quality, the validity of the
endpoints used and the level of evidence, and an assess-
ment shall be made of the likelihood and extent of an ad-
ditional benefit“ (section 5 para. 6 AM-NutzenV).

Orphan drugs
One important difference between HTAR and AMNOG is
the handling of orphan drugs. Recital 24 of the HTAR ex-
presses the expectation that „The methods for conducting

joint clinical evaluations and joint scientific advice [should]
be adapted to consider the specificities of new health
technologies for which some data may not be readily avai-
lable. This may be the case for orphan drugs, vaccines, and
advanced therapy medicinal products, among others“.
Thus, there is no specific „orphan privilege“ as in the AM-
NOG (although this is also only temporary after a certain
sales threshold has been exceeded), namely that an additi-
onal benefit is given qua law and thus the scope of assess-
ment is to be limited to the registration studies without
specifying an appropriate comparator therapy (section 35a
para. 1 SGB V). It remains to be clarified how the joint Euro-
pean assessment and its result can be coordinated with
the German AMNOG process. In any case, post-market data
collection is currently not planned at the European level.

Transferability
Another specification from ANMOG has no (at least expli-
cit) equivalent in the HTAR: Section 5 (5a) of the AM-Nutz-
enV provides that „When evaluating medicinal products
with an authorisation for paediatric use ... the Federal Joint
Committee [examines] whether an additional benefit can
be recognised for patient groups or sub-indications which
are covered by the marketing authorisation but which are
not or not sufficiently represented in the study population
and for which the marketing authorisation was granted on
the basis of the transfer of evidence“.

Although a guideline on the applicability of evidence
has been developed within the framework of EUnetHTA
21, which could in principle also touch on such issues, it is
currently limited to dealing with aspects of multiplicity,7

which play only a minor role in assessments within the AM-
NOG procedure. Conversely, this means for the AMNOG
procedure that it may have to be clarified how to deal with
indications of multiplicity problems in joint European as-
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sessments. This guideline also reveals two possible approa-
ches to an assessment, which are fundamentally different
from each other: On the one hand, the assessment on the
basis of one or more individual (original) studies, taking in-
to account the statistical-methodological approach(es) de-
fined in these study(ies) (e.g. dealing with the multiplicity
problem), and on the other hand, the assessment as a so-
called evidence synthesis with its own methodological
specifications (e.g. no consideration of the multiplicity
problem as a rule). The latter corresponds in principle to
the procedure of IQWiG and the G-BA within the frame-
work of the AMNOG. The harmonisation of the two ap-
proaches will be a central task of the HTAR coordination
group and the responsible subgroups in the coming years.

Single arm studies (unconnected networks)
A special guideline developed within the framework of EU-
netHTA 21 stipulates a clear position on the significance of
1-arm studies for the case of unconnected networks (unad-
justed indirect comparisons), an evidence base increasing-
ly accepted by the European Medicines Agency (EMA) for
marketing authorisation in recent years, especially for
ATMPs. The guideline describes that analyses of such unad-
justed indirect comparisons are based on very strong as-
sumptions that cannot be verified in almost all practical
applications. Therefore, these comparisons are highly pro-
blematic.8 In this context, another guideline recommends
conducting a so-called emulation of a target study.9

„Emulation of a target study“ means planning a non-ran-
domised study essentially in exactly the same way as a ran-
domised study, but omitting the randomisation.10 In doing
so, strongly biasing moments can be reduced, for example
by determining a common starting point of observation
for the interventions to be compared („time zero“). The
IQWiG had already referred to this possibility in its „Con-

cepts for the generation of data close to the point of care
and their evaluation for the purpose of the benefit assess-
ment of pharmaceuticals according to § 35a SGB V“.11

Scoping, participation during the assessment
Article 8 (6) of the HTAR stipulates that patients, clinical ex-
perts and other „relevant experts“ should also be able to
participate in the definition of the scope of the assess-
ment. However, the details still have to be determined in
corresponding implementing acts (Article 15 para. 1c and
Article 25 para. 1b HTAR). The term „definition of the scope
of the assessment“ can also be understood as a so-called
scoping process. Such scoping is not provided for in the
AMNOG, although the G-BA determines the appropriate
comparator therapy, i.e. the letter „C“ in the PICO scheme
(Section 35a SGB V) prior to the assessment.

Without this being stipulated in the AMNOG, the IQWiG
„regularly includes medical expertise of external experts as
well as the patient perspective via affected persons or pati-
ent organisations“,12 which can influence the scope of the
assessment (e.g. patient-relevant outcomes important for
affected persons). The EUnetHTA 21 guideline on the sco-
ping process mentioned above describes the involvement
of patients and clinical experts at both European and nati-
onal level. The latter is the responsibility of the member
states.4

In addition to scoping, Article 11(4) of the HTAR states
that „patients, clinical experts and other relevant experts
shall be involved in the evaluation process by being given
the opportunity to contribute to the preparation of the
draft reports“. The details of this will also be set out in the
above-mentioned implementing acts. In the framework of
EUnetHTA 21, a guideline has been developed to support
the involvement of patients, clinical experts and (other)
stakeholders (e.g. patient representative organisations) in
the assessment process.13 This involvement is based on
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specific questions raised by the assessors during the as-
sessment. The AMNOG does not provide for the participa-
tion of these groups during the assessment, although they
have the right to submit comments after the end and pu-
blication of the assessment (see also below) as well as the
regular involvement of external experts at IQWiG as descri-
bed above.

Fact checks, confidentiality
Another special feature of the HTAR is the possibility for
the pharmaceutical companies to point out „any purely
technical or factual inaccuracies“ within the assessment
process. Moreover, they can indicate which information
they consider confidential (Article 11 para. 5). However,
they are not supposed to submit comments on the evalua-
tion results. In the past, the pharmaceutical companies we-
re also granted the right to review the (thus preliminary)
assessment reports for errors („fact check“) in the joint as-
sessments within the framework of EUnetHTA.

In EUnetHTA 21, a corresponding guideline was develo-
ped.14 AMNOG does not provide such an intervention in
the assessment, but the pharmaceutical companies have
the right to submit comments to the G-BA after completi-
on of the assessment by IQWiG (or the G-BA in the case of
orphan drugs) and publication of the assessment by the
G-BA, as do relevant associations, medical societies and in-
dividual experts.15 All comments will be published after
the end of the procedure.

As far as confidentiality is concerned, the regulation in
the AMNOG is clearer: The dossier to be submitted by the
pharmaceutical companies is to be published except for
module 5, which contains e.g. study reports. The assess-
ment by IQWiG (or the G-BA in the case of orphan drugs) is
essentially based on the publishable modules 1 to 4. Espe-
cially module 4 must contain all information about met-

hods and results. If this is not the case, pharmaceutical
companies run the risk that their dossier will be considered
incomplete, and a possible additional benefit will be classi-
fied as „not proven“.

Conclusion
The main pillars of a benefit assessment are comparable
between HTAR and AMNOG. This concerns the evidence
base with the primary role of (comparative) clinical studies,
the definition of the scope of the assessment based on the
so-called PICO scheme and the focus on patient-relevant
outcomes. Both regulations allow exceptions from the
basic expectations, especially for orphan drugs and ATMPs,
whereby the AMNOG additionally opens up the generati-
on of a better evidence base with the possibility of deman-
ding post-market data collection.

It is remarkable that the HTAR does not recognise an „or-
phan privilege“ as specified in AMNOG. However, this privi-
lege also has an „evaluative“ element (the additional bene-
fit is considered proven), which is explicitly not to be the
subject of the European assessment (Article 9 para. 1
HTAR). A further comparison is currently not possible, as
the implementing acts are still pending. Further discussi-
ons as well as substantial preparatory work in the HTAR
coordination group and the subgroups are still required.
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n less than two years, the first therapies will go
through the new EU HTA process. As expected, such a
major change is associated with a number of challen-
ges as well as opportunities. The EU HTA Regulation
(HTAR) sets out a certain vision: in particular, the pre-

amble includes goals such as promoting innovation, redu-
cing duplication, and reducing inequitable access to new
therapies across Europe.1

For the implementation of the EU HTAR, methodological
guidelines must be developed that shall apply throughout
Europe and thus form the basis of the Joint Clinical Assess-
ment (JCA) methodology. On behalf of the European Com-
mission, the EUnetHTA 21 consortium has developed pro-
posals for such methodological guidelines.2 The develop-
ment of a European HTA methodology is a difficult task
and the

EUnetHTA 21 proposals are a step in the right direction.
Naturally, the industry has a critical eye on some of these
proposals.

In this article, I would like to go into more depth on
three methodological areas where I believe improvements
are needed, if the goals and visions of EU HTAR are to be
realised: 1) the lack of harmonisation in terms of PICOs, but
also in terms of methods in general, 2) the lack of open-
ness to accepting non-randomised evidence, and 3) the ro-
le and informativeness of the JCA report.

Lack of harmonisation
PICO
The EU HTAR specifies that the joint clinical evaluation of
new therapies should be conducted using four parame-
ters: patient population, intervention, comparators, and
endpoints. This so-called PICO scheme is derived in the
„scoping process“. The EUnetHTA 21 Guideline D4.2 pre-
sents a proposal of how this process could look like. Basi-

I

EU HTA: Key issues from an industry
perspective

Dr Sandro Gsteiger | F. Hoffmann-La Roche AG

The implementation of the EU HTA Regulation is currently
in full swing. One important element of this implementation
is the development of specific guidelines to define the
methodology of the Joint Clinical Assessment (JCA). The
proposals developed by the EUnetHTA 21 consortium are a
step in the right direction but need to be improved in certain
areas. The proposals so far have not achieved sufficient
harmonisation in the area of assessment scope and
methodology in general. More transparency is needed
regarding non-randomised evidence. Ultimately, the role
of JCA reports needs to be clarified to produce meaningful
reports with clear assessment of clinical evidence. These
changes are necessary to achieve the objectives of the
regulation such as promoting innovation and reducing
duplication.
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cally, it consists of the following steps. First, countries are
asked about their needs; then duplicates are removed and,
if certain PICOs are required by only one country, their ne-
cessity is clarified (to achieve some consolidation); then se-
parate PICOs are defined per patient population and com-
parator and finally all endpoints are added to all PICOs.

This additive process might lead to a huge number of
analyses, as van Engen et al. have shown in a (hypothetical)
case study.3 This process does not really limit the number
of PICOs, so that in their example these authors obtained
ten PICOs in the base case (and 14 in a sensitivity analysis).
Moreover, the number of analyses is artificially inflated by
applying all endpoints to all PICOs. Approximately half of
the analyses identified in the case study are due to this
multiplicative element of the process proposed by EU-
netHTA 21.

Such a process would be difficult to manage within the
planned time frames without compromising quality. These
concerns do not only apply to the industry but can also be

extended to the role of the evaluator/co-evaluator. Furt-
hermore, indirect comparisons are to be expected as a rule
in the EU context, which further complicates the analytical
requirements. Thus, limitation to a feasible scope of evalu-
ation oriented towards priorities and commonalities is ne-
cessary.

In addition to the operational problems, there are also
methodological concerns. These result from the require-
ment formulated in EUnetHTA 21 Guideline D4.3.2 that se-
parate PICOs should entail a separate evidence synthesis
(„In the case of different PICO questions, a different eviden-
ce synthesis for each PICO (e.g., pairwise meta-analysis or
NMA) is generally required.“, EUnetHTA 21 Methods Guide-
line D4.3.2 Direct and Indirect Comparisons. Version 1.0, 29
July 2022). Since different PICOs are defined for different
comparators in the scoping process, a separate systematic
literature search and evidence synthesis would have to be
conducted for each comparator. On the one hand, this
leads to a multiplication of searches and analyses. On the
other hand, comparators for which indirect comparisons
are required would not be analysed in an evidence net-
work (e.g. in a network meta-analysis). Depending on the
data situation, this can lead to inconsistency of the resul-
ting effect estimates as well as omission of relevant indi-
rect evidence for certain comparisons. For each patient po-
pulation, all comparators must be combined in one PICO
and analysed together according to the principles of evi-
dence-based medicine. This is the only way to ensure that
effect estimates are consistent at the European level.

HTA methods
The analysis of the EUnetHTA 21 proposals on the scoping
process has revealed the lack of harmonisation specific to
the definition of the scope of the assessment using a PICO
scheme. This observation can be extended to the EUnetH-
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TA 21 methodological guidelines more generally. The pro-
posals of EUnetHTA 21 grant the countries far-reaching
competences; many assessments are to be left to the
countries (table 1). For example, countries should be able
to decide on the validity of indirect comparisons themsel-
ves (Guideline D4.3.1). In my opinion, however, the assess-
ment of the scientific validity of indirect comparisons
should be a mandatory part of the joint clinical evaluation
(i.e. part of the JCA).

It is clear that uncertainties can be weighted differently
and thus assessments of added value can differ between
countries. But the assessment of scientific validity belongs
to the part that can take place on a pan-European basis –
to exploit synergies, reduce duplication, and prevent un-
warranted divergence in scientific assessment. An even
more extreme example can be found in the same guideline
(D4.3.1) in the chapter on time-to-event endpoints: in cer-
tain situations, the acceptability of the proportional hazard
assumption is to be assessed by the countries themselves.
The question arises as to which assessments should be
made on a pan-European basis if not even the „proportio-
nal hazards“ question can be conclusively decided at EU le-
vel. The situation is similar with the issue of surrogate end-
points. Admittedly, this question is much more difficult to
answer. It is true that the scientific literature is carefully
presented. Unfortunately, however, no attempt is made to
develop a European consensus on the validation of surro-
gate endpoints.

Openness towards non-randomised evidence
The EUnetHTA 21 methodological guidelines focus on
„classical“ methods and randomised evidence. These met-
hods are also adequately presented. However, the guideli-
nes leave little room for non-randomised evidence (table
1). At the same time, certain statements go far beyond a

methodological guideline. Certain newer approaches
(such as population-adjusted indirect comparisons) using
single-arm studies or non-randomised evidence are vie-
wed extremely negatively; in a sense, the methods are pre-
judged as unreliable and of little value (for HTA).

This extreme attitude contrasts sharply with the use of
such data in the regulatory field. For example, an analysis
of all FDA and EMA approvals in oncology over the last de-
cade demonstrated a clear increase in approvals based on
single-arm studies (figure 1, which includes so-called „con-
ditional/accelerated approvals“ where randomised eviden-
ce was submitted later). While this trend may not necessa-
rily continue, it is clear that single-arm studies and non-
randomised evidence are a reality in the regulatory envi-
ronment.

In general, there is a differentiation away from a binary
classification into „randomised versus non-randomised“ to-
wards a broad spectrum of study designs; e.g. randomised
studies can be supplemented with pragmatic elements, or
the control group of a randomised study is reduced in size
and enriched with external controls, up to single-arm stu-
dies in which the control group is based entirely on exter-
nal data.4

This openness is also desirable for the HTA field, as a way
of dealing with different types of evidence and potentially
greater uncertainty has to be found, especially due to ac-
celerated approval procedures.5 The scientific literature ac-
tively discusses such approaches. To mention only a small
selection, the review article on external controls by Lam-
bert et al.6 the discussion of target trial emulation in the
HTA field by authors in connection with the English Natio-
nal Institute of Health and Care Excellence (NICE),7 as well
as the discussion of the position of the French Haute Au-
torité de Santé (HAS) regarding non-randomised data by
Vanier et al.8
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The authors of HAS explicitly mention that in exceptio-
nal cases randomised trials may not be the optimal soluti-
on and that in these cases industry should discuss eviden-
ce generation plans with HTA authorities at an early stage
in the Joint Scientific Consultation (JSC). This view is also
desirable for the future EU HTA methodology. Randomised
data are rightly considered the „gold standard“. Neverthe-
less, new therapeutic approaches may be associated with
other types of evidence. In certain cases, randomised trials
are not always possible or the best solution. In the de-
velopment of therapies for rare diseases, with increasing
personalisation such as in precision oncology, and in cura-
tive approaches or therapies with extremely long observa-
tion periods, iterative processes and non-randomised evi-
dence will become more important in the future.

Finally, it should not be forgotten that in the last 30 ye-
ars enormous progress has been made in the area of avai-
lability, quality, and correct use of non-randomised data.
Epidemiology and biostatistics have undergone a pro-
found methodological development in the field of causal
inference.9 A general rejection of non-randomised data ne-
gates these results and is therefore not based on the latest
scientific knowledge.

Ultimately, epidemiology and HTA share the objective of
correctly quantifying causal effects. This is also possible
with non-randomised evidence, even if this requires more
assumptions and their plausibility can be difficult to esta-
blish. Nevertheless, we should have this tool at our dispo-
sal. Instead of a general rejection, high standards should
be demanded.

2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022

Approvals (FDA and EMA) in oncology since 2011

Source: F. Ho�mann-La Roche AG
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Figure 1: Analysis of all FDA and EMA approvals in oncology over the past decade reveals a clear increase in approvals
based on single-arm studies (the coloured boxes show the proportion of single-arm/non-controlled studies).
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Excerpts from the EUnetHTA 21-Guidelines that should be improved

Source:
a EUnetHTA 21 – Individual Practical Guideline Document D4.3.1: Direct and Indirect Comparisons. Version 1.0, 16.12.2022. https://www.eunethta.eu/d4-3/
b EUnetHTA 21 – Methods Guideline D4.3.2: Direct and Indirect Comparisons. Version 1.0, 29.07.2022. https://www.eunethta.eu/d4-3/
c EUnetHTA 21 – Individual Practical Guideline Document D4.5: Applicability of Evidence – Practical Guideline on Multiplicity, Subgroup, Sensitivity and Post 

Hoc Analyses. https://www.eunethta.eu/d4-5/
d EUnetHTA 21 – Individual Practical Guideline Document D4.6: Validity of Clinical Studies. https://www.eunethta.eu/d4-6/

Problem area EUnetHTA 21
Guideline

Quote

Harmonisation D4.3.1a “Each MS should be enabled to decide on the validity of direct or in-
direct treatment comparisons itself.”

D4.3.1a “Substantiating the Proportional Hazards assumption without such 
evidence might be possible in some cases, but the acceptance is then 
at the discretion of the MSs.”

D4.3.2b “We recognise that there is an element of subjectivity in the assess-
ment of many assumptions and that decisions may vary between 
member states.”

D4.5c “The acceptability of sensitivity analyses is subject to member state 
di�erences in interpretation of their relevance within their respective 
decision-making process.”

Non randomised evidence

JCA Reports

D4.3.1a “By describing these methods here, we are not endorsing them, and 
once again reiterate that estimates arising from unanchored ITCs are 
unreliable.”

D4.3.1a “The requirement of all confounders and e�ect modi�ers being me-
asured is unlikely to be met, given that unknown modi�ers and con-
founders are assumed to be always present.”

D4.6d “In the context of HTA, uncontrolled clinical trials are of very limited 
value for estimating treatment e�ectiveness.”

D4.6d “Similarly, the clinical relevance of an e�ect size [...] needs to be judged 
at the national context.”

D4.5c “E�ect measures should not be speci�ed by Member States. [...] If a 
Member State still wants to specify an e�ect measure, the wording 
should follow this template [...]”

Table 1: The EUnetHTA 21 proposals give the impression that any weighing belongs to the competence of the countries.
However, it is certainly intended to be judged, but not evaluated, at European level.
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Role and significance of the JCA report
The third issue I would like to address is the role of joint cli-
nical judgement and the resulting JCA report. The EUnetH-
TA 21 proposals give the impression that any consideration
belongs to the competence of the countries (table 1). This
stance appears to be grounded in the EU HTAR, which
states in Article 9 that JCA reports „shall not contain value
judgements or conclusions on the overall clinical added
value of the evaluated health technology“.1

This raises the fundamental question of the distinction
between the scientific assessment and the evaluation of
the added benefit, the so-called „appraisal“. The terms as-
sessment and appraisal are not uniformly defined in the li-
terature (table 2). However, the examples given show that
it is ultimately a matter of separating the scientific assess-
ment of the evidence – which should be as objective as
possible – and making a value judgement. The latter must
also consider the context, social preferences, etc. in additi-
on to the evidence. This separation does not mean that no
considerations can or should take place in the assessment.
But scientific considerations are made here: has all relevant
evidence been systematically identified and analysed ac-
cording to the latest standards? Are the assumptions plau-
sible and adequately justified? Are the methods adequate
for the given research question and evidence etc.? This al-
so entails clear conclusions. It is certainly intended to be
judged, but not evaluated, at European level. This common
judgement regarding clinical evidence is necessary to esta-
blish a consistent basis for decisions in the member count-
ries. This common basis should include clear statements
regarding scientific validity and clinical relevance.

What do we actually want?
As the „HTA community“ we should ask ourselves what we
actually want, if the implementation of the EU HTAR is to

be successful. In the spirit of a constructive dialogue, I
would like to outline on five points that seem particularly
important to me.

• 1. Development of a consolidated EU PICO – focus
on commonalities

The scope of the evaluation will significantly influence the
feasibility and quality of the joint clinical evaluation. A cer-
tain amount of pragmatism will be necessary when crea-
ting the European PICO, especially regarding comparators
and endpoints. The European PICO should focus on com-
monalities. Specific needs of individual countries should
remain local and reasonable. Only then will the simplificati-
on and increased efficiency of HTA processes at the Euro-
pean level that shall be achieved with the EU HTAR.

• 2. Development of a true pan-European HTA metho-
dology (harmonisation)

In a statement, the German Pharmaceutical Industry Asso-
ciation (BPI) and the German Association of Research-Ba-
sed Pharmaceutical Companies (vfa) aptly described the
EUnetHTA 21 proposals as „a mere amalgamation of natio-
nal practices“.10 This will leave today’s fragmentation in pla-
ce and may even increase complexity if, e.g. different local-
ly preferred analytical methods with all desired endpoints
are combined (i.e. if local desires multiply each other).

Scientific principles, however, should be able to be defi-
ned and standardised across countries. Thus, a genuine at-
tempt to consolidate European HTA methodology should
be sought. On the one hand, this requires the willingness
to make compromises. On the other hand, and arguably
more importantly, this requires clarification of the funda-
mental principles and concepts that should characterise
European HTA as science. For example, such a principle is
the issue of effect estimation versus hypothesis testing (so-
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metimes described in the literature as „learning versus
confirming“). The central goal of HTA is the correct quanti-
fication of causal effects. This means that HTA methodolo-
gy should focus on effect estimation approaches. Test
problems belong in the field of authorisation, and thus in
the field of action of regulatory authorities such as the

EMA.
Furthermore, it will be important to find the balance

between flexibility and predictability. European HTA me-
thodology must be open to innovative methods - properly
applied, at the right time. Therefore, context-specific fac-
tors must be considered. Not all therapeutic areas must be

De�nitions of “Assessment” and “Appraisal” in literature

Source: F. Ho�mann-La Roche AG

Source

HTA Glossary.net
http://htaglossary.net

A scienti�c process used to describe and analyse the pro-
perties of a health technology—its safety, e�cacy, feasi-
bility and indications for use, cost and cost-e�ectiveness, 
as well as social, economic and ethical consequences.

No de�nition

EUnetHTA Technical and scienti�c assessment Valuation of the assessment results that supports decision-making

EFPIA Factual relative e�ectiveness assessment Translation of the factual evidence assessment into an added thera-
peutic value rating

EUPATI Synthesis and critical review of scienti�c evidence Advice or recommendation considering the assessment in light of 
wider factors related to the local context

NICE Scienti�c process of review of clinical and economic evi-
dence of new and existing medicines and treatments

Recommendation on the use of new and existing medicines and 
treatments within the NHS

Sandman and
Heintz, 2014

Action of evaluating relevant aspects of the technology to 
form a basis for decision

Implies some form of recommendation about the implementation of the 
technology, based on the assessment.

Angelis et al. 2018 Assessment of evidence conducted by technical groups Appraisal of the assessed evidence from an expert committee that is 
producing reimbursement and coverage recommendation(s) for the �nal 
decision body, which can be either the payer, or the HTA agency itself.
“special considerations/social value judgements applied [are] in the 
appraisal phase”

Beletsi et al., 2018 The assessment report is prepared either by internal sta� or 
by external academic organizations on the basis of the dossier 
submitted by the applicant

In more “recent adopters” of HTA, the concepts of assessment and appraisal are intertwined and are mainly based on the review of the 
evidence provided by the applicant.

The appraisal is done by committees or boards integrated within the HTA 
organization or by the decision-making body

Wiesława et al. 2019 Review and quality rating of evidence that is guided by 
well-developed scholarly standards

Collective judgment by committee members about the clinical bene�t 
and value for money of the therapy based on the considered evidence 
package

Assessment Appraisal

Table 2: Assessment and appraisal are not consistently defined in the literature. The separation of the two elements does
not mean that no weighing can and should take place in assessment.
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treated in the same way; specific product types each pre-
sent their own challenges. Therefore, rigid regulations re-
garding evidence and methodology will not be helpful. At
the same time, clear principles should apply. However,
their implementation must not be based on rigid algo-
rithms, but on a case-by-case basis including technical and
medical expertise. Admittedly, this balancing act is not ea-
sy.

•  3. Meaningful JCA reports with clear scientific jud-
gements

JCA reports should contain clear scientific judgements. A
mere listing of point estimates and confidence intervals
will not be helpful. This requires clarity about what should
be part of the scientific assessment (assessment) and when
the benefit assessment (appraisal) begins. For example, as-
sessing the scientific validity of the evidence and characte-
rising and quantifying the uncertainty associated with an
effect estimate is part of the assessment. Whether and how
this uncertainty affects the value of the therapy and ulti-
mately its reimbursement is then part of the appraisal,
which may well differ between countries because, e.g. risk
taking, value of innovation etc. reflect social attitudes that
may differ.

• 4. Sufficient capacity, especially for joint scientific
advice

The importance of joint scientific advice (JSC) is undispu-
ted. At the same time, the necessary capacity does not
seem to be available at the moment, and the current plan-
ning is insufficient to cover the expected need for suffi-
cient JSCs. The necessary capacities must be available in
good time and on a broad basis. Justified doubts as to
whether this will be achieved are not only expressed by
the industry.

The other elements of the EU HTA process also need suf-
ficient capacity. In particular, the role of assessor/co-asses-
sor is both demanding and burdensome. Unfortunately, at
this stage there are very large differences within European
countries in terms of HTA knowledge and capacity. Mem-
ber countries have a duty to deploy the necessary re-
sources in a timely manner so as not to jeopardise the im-
plementation of the EU HTAR.

• 5. Goal-oriented and meaningful participation of all
stakeholders (including industry)

Ultimately, a change as complex as the creation of an EU
HTA process requires the involvement of all stakeholders.
Patient organisations, medical societies, HTA authorities,
academia, and industry each bring not only different views
but also specific expertise. Each group can provide valua-
ble input and thus improve the quality, practicality, and ac-
ceptability of the implementation of the EU HTAR.

Conclusion
After years of voluntary cooperation, the EU HTAR offers a
unique opportunity to establish a binding European HTA
structure. The focus is justifiably on the clinical dimension,
while the other elements of HTA (such as economic evalua-
tion) remain local. This can reduce the current fragmentati-
on and inconsistency, increase efficiency, which promotes
innovation.

In order to realise the benefits of EU HTAR, a European
perspective is necessary. Existing (and often well-functio-
ning) systems need to be adapted. If this is done reluctant-
ly, failure is quite possible. Therefore, this implementation
must be understood as a further development.

There is an opportunity for Europe to position itself posi-
tively and define a unified HTA methodology with mea-
ningful, pragmatic standards. Development plans in the in-
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dustry are still significantly shaped by regulatory needs. EU
HTA regulation can help to clarify the necessary evidence
for HTA systems and thus for better decisions in medical
care at an early stage and consistently for Europe. Such an
opportunity seems „too big to fail“ and we should not miss
it – together as the „HTA community“.
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ntroduction
Pharmaceuticals are among the central tools in the
prophylaxis and therapy of diseases. Their importance
has increased continuously in recent decades. The
availability and use of new pharmaceuticals are con-

trolled via different access routes:

• Marketing authorisation (EU

• Market introduction and marketing (national)

• Early benefit assessment and pricing

• Guidelines (recommendations for action) (national, EU,
global).

This process is illustrated in figure 1.
Although the same data from the pivotal clinical trials are
the basis of these processes, the results are different. Di-
screpancies are mainly due to the intention-triggered me-
thodology used in each case. Diverging results, e.g. bet-
ween guidelines and marketing authorisation or between
guidelines and health technology assessment, can enrich
the critical appraisal. In the worst case, they can lead to mi-
suse of pharmaceuticals. „Misuse“ is defined here as the
use of a pharmaceutical for the wrong indication, but
especially as non-use for the correct indication.

In Germany, national structures of cooperation between
guidelines and the HTA process have been established
over the last ten years. The intended shift of the early be-
nefit assessment to the EU level is an opportunity to ex-
pand this experience. However, it also involves risks and
poses new challenges for the professional societies.

Guidelines in Germany
In Germany, the preparation of guideline recommendati-
ons has become one of the central tasks of scientific medi-
cal societies over the last three decades. In healthcare, they
form the bridge between the rapidly increasing external
evidence and the individual patient situation. In Germany,

I

Joint Clinical Assessment of new pharmaceuticals:
Challenges for the professional societies

Professor Bernhard Wörmann | German Society for Haematology and Medical Oncology (DGHO) and
Division of Haematology, Oncology, and Tumour Immunology at the Virchow Campus of the Charité
Universitätsmedizin Berlin

The transfer of Health Technology Assessment (HTA) of new
pharmaceuticals from the national to the EU level poses
challenges for the scientific medical societies. The planned
start of the Joint Clinical Assessment (JCA) for oncology pro-
ducts and orphan drugs would currently affect more than
half of the new registrations and new market launches in
Germany. The JCA requires the presentation of the current
state of care in the EU and the individual member states,
especially with regard to: therapeutic standard, subgroups /
subpopulations, and endpoints. There is no European Asso-
ciation of the Scientific Medical Societies (AWMF) at Euro-
pean level. Also, standardised processes for high-quality and
regularly updated guidelines have only been established in a
few specialties at EU level. In the next 18 months, structures
analogous to the German AMNOG process should be esta-
blished that enable joint, timely and comprehensive opini-
ons of all EU member states in the context of the assessment
of new medicinal products.
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Access to new pharmaceuticals in Germany

Source: Own presentation
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Figure 1: In Germany, structures of cooperation between guidelines and the HTA process have been established over the
last ten years. The shift to the EU level brings opportunities and risks.
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the Council of Experts for Concerted Action in Health Care
addressed the development of recommendations for ac-
tion in 1995. Following this, the German Medical Associati-
on defined guidelines as „systematically developed decisi-
on-making aids on appropriate procedures, which leave
the physician a scope for decision-making and corridors of
action from which deviations may be made in justified in-
dividual cases“.1

The Association of the Scientific Medical Societies
(AWMF) has made the coordination and publication of gui-
delines one of its central tasks since 1995. The AWMF defi-
ned its own quality hierarchy for German-language guide-
lines, ascending from S1, S2k, S2e to S3.2. Figure 2 shows
the current status of AWMF guidelines as of 1 November
2022.

The light blue bars represent guidelines in the S1 cate-
gory, the medium blue bars S2 guidelines and the dark
blue bars S3 guidelines. This shows a continuous trend to-
wards methodologically higher-quality guidelines, whose
total number in November 2022 was >500 in November
2022.

The preparation of these guidelines is time-consuming.
Oncology has a special position because the process of
guideline development is funded by the German Cancer
Aid. Since 2020, the G-BA has been filling the gap for the
other specialties with funds from the Innovation Fund.3 Ot-
her problems such as the high time expenditure and the
long times until the publication of new guidelines or their
updating have not been solved yet. Here, concise guideli-
nes such as the ONKOPEDIA portal for oncology and hae-
matology have taken on an important role in the provision
of care.4 The methodological basis for the production of
guidelines by scientific professional societies has been de-
veloped since 2004 by the GRADE (Grading of Recommen-
dations, Assessment, Development and Evaluation) plat-

form. The aim of GRADE is to combine evidence assess-
ment with the derivation of recommendations in clinical
guidelines. Since 2004, an international group of experts
has published a comprehensive system on the various con-
tents of quality assessment, from evidence profiles to the
various aspects of outcome bias to the preparation of sum-
maries.5,  6 In its entirety and conceptual stringency, GRADE
provides a suitable platform for the uniform assessment of
the quality of clinical studies.

Guidelines in Europe
GRADE is also the basis for guidelines at the European le-
vel. Nevertheless, guideline development is much more
heterogeneous here than in Germany. This has organisatio-
nal, but also content-related and conceptual reasons.

Organisational: There is no European AWMF. A process of
comprehensive guideline development and updating has
only been established in relatively few specialities. An
outstanding example of successful cooperation at the EU
level are the guidelines of the European Society of Cardio-
logy (ESC).7 They are so up-to-date and of such high quali-
ty that the German guidelines in cardiology are completely
based on the European guidelines.8

Medical oncology is another exceptional example. Here,
the European Society of Medical Oncology (ESMO) has de-
veloped its own clinical trial assessment project.9 The ES-
MO Magnitude of Clinical Benefit Scale (ESMO MCBS) pro-
vides a timely assessment of all new pharmaceuticals ba-
sed on the registration studies from a clinical point of view.
Another positive example are the guidelines in urology by
the European Association of Urology (EAUU).10

In addition, there is a wealth of European guidelines on
individual topics that are not listed here. The guidelines are
often well published and have undergone an additional
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peer review process. In case of such individual actions, par-
ticular attention should be paid to transparency with re-
gard to possible conflicts of interest.

Content: A basic conflict in moving guidelines from the
national to the European level is the definition of the claim
between:

• Lowest common denominator

• State of the art.
The lowest common denominator takes into account the
current state of care in both diagnostics and therapy. This
can be reflected in European guidelines in that evidence-
based recommendations are not included if the respective
methodology or the respective pharmaceutical is not avai-
lable in all countries. In practice, for example, methods of
modern imaging such as MRI or PET in diagnostics or phar-
maceuticals approved by the EMA in therapy may be affec-
ted. The vast majority of guidelines are based on the state

of knowledge and claim that the national standard of care
is based on the guidelines, not vice versa.

From the dominance of individual experts to the art of
consensus building
Within the framework of the processes for the preparation
of guidelines, a profound structural change has taken pla-
ce in the professional societies over the last 25 years. The
formerly established, dominating position of individual ex-
perts (here correctly negated because the vast majority of
them were men) has been replaced by guideline commissi-
ons with sometimes more than 50 experts. These are re-
cruited from all medical fields, but also from all areas rele-
vant to health care, which deal with the respective indicati-
on or are affected by it. The precursor to this was the es-
tablishment of local tumour conferences in oncology in
the mid-1990s. Here the culture of evidence-based argu-
mentation was practised, but also the face-saving and

Status of guidelines of the AWMF 2023

Source: Own presentation
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Figure 2: The AWMF defined its own quality hierarchy for German-language guidelines, ascending from S1, S2k, S2e to S3 -
here the current status of AWMF guidelines as of 1 November 2022.



76 I N T E R D I S C I P L I N A R Y  P L AT F O R M  O N  B E N E F I T  A S S E S S M E N T L E C T U R E  V I I I

even image-enhancing art of consensus-building. Of
course, patient self-help organisations are also involved in
the preparation of the guidelines.

Here, the scientific medical societies are one step ahead
in terms of structure and willingness to discuss than some
regulatory authorities, but also than individual HTA institu-
tions.

National content for the Joint Clinical Assessment
The most important role of the scientific medical associati-
ons in the now planned Joint Clinical Assessment (JCA) of
new pharmaceuticals is to ensure that the respective natio-
nal standard of care is taken into account. This information
must be included in the dossier of the pharmaceutical
company in order to enable the national appraisal of the
new pharmaceutical later on. The formal underlying, so-
called PICO scheme corresponds to the procedure for the
preparation of guidelines. In terms of content, these points
are particularly relevant for the early benefit assessment:

• Comparator

• Subgroups

• Aim of the therapy.

Comparator: The comparator reflects the current standard
of care. Occasional concerns that dossiers will in future
contain as many comparators as EU member states are not
well founded. However, it is to be expected that there will
be several comparators, not all of which correspond to the
control arm of the respective pivotal study. Figures 3 and 4
show two current innovations:

The registration study of the immune checkpoint inhibi-
tor nivolumab in first-line advanced Hodgkin’s lymphoma
compares AVD-nivolumab versus AVD-brentuximab vedo-
tin (highlighted in blue in figure 3).11 This does not corre-
spond to the standard of care in Germany, where the eBE-

ACOPP regimen, rather than AVD-brentuximab vedotin, is
extensively used. In many other European countries, neit-
her AVD-brentuximab vedotin nor eBEACOPP but the con-
ventional ABVD regimen is the standard. In a current fictiti-
ous dossier for the JCA, three comparators would be listed
(figure 4).

For gene therapy with valoctocogen roxaparvovec for
haemophilia A, there was no comparator arm in the pivotal
study, as is regularly the case in pivotal studies for new
pharmaceuticals for the prophylaxis and therapy of hae-
mophilia. For many years, plasmatic or recombinant factor
VIII preparations were the standard.12 In many countries,
half-life-extended FVIII preparations have become establis-
hed in recent years. With the same efficacy, they allow lon-
ger application intervals of weekly to four-weekly. Moreo-
ver, with the antibody emicizumab, a preparation is now
available that can also be used in patients with inhibitory
antibodies due to its different mechanism of action. Pati-
ents also prefer emicizumab because of its subcutaneous
injection (in contrast to the intravenous administration of
the FVIII preparations). Again, in a current notional dossier
for the JCA, three comparators would be listed.

Subgroups: Not all national health systems in the EU use
new pharmaceuticals in all patients but limit their use to
defined patient groups. Conceivable are certain stages, e.g.
in the adjuvant therapy of breast or lung cancer, or upper
age limits. In some countries there are also legal require-
ments, e.g. the German AMNOG.13 Explicitly mentioned pa-
rameters are e.g. gender, age, disease severity, or stage.
These specifications for the national appraisal must also be
taken into account in the dossier.

Endpoints: National HTA procedures may deviate from in-
ternational standards with regard to endpoints. One exam-
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ple is the handling of progression-free survival. Based on
an early methods paper by the Institute for Quality and Ef-
ficiency in Health Care (IQWiG) in Cologne, this endpoint is
not relevant for use in the AMNOG process. However, in
oncology, for example, it is regularly the primary study
endpoint. Such a national idiosyncrasy must also be taken
into account in the dossier for the JCA.

Organisation of statements for the Joint Clinical
Assessment
Based on the German experience over the last ten years,
the establishment of functional, indication-related expert
teams is a prerequisite for handling the HTA request in the
context of the early benefit assessment of a new pharma-
ceutical. Figure 5 shows a possible process flow. The model
provides for a central office in which the comments are co-
ordinated. Experience has shown that the quality of the
comments and the adherence to deadlines depend signifi-

Comparator for the evaluation of nivolumab in advanced Hodgkin lymphoma

Source: Own presentation
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Figure 3: The pivotal study of the immune checkpoint inhibitor nivolumab in first-line advanced Hodgkin lymphoma
comparing AVD-nivolumab versus AVD-brentuximab vedotin.
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Source: Own presentation

Bene�t assessment of new
medicinal products comparator –

haemophilia A

Valoctocogen roxaparvovec

FVIII 
concentrate

half-life
prolonged

Emicizumab FVIII
concentrate

Figure 4: Three comparators would be listed in a current
notional dossier for the JCA.
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cantly on this professionalised coordinating body. It recei-
ves requests and prepares the draft of an opinion. This
goes to the national expert panels with the request for fo-
cused entry of the relevant, national points in the PICO
scheme (see above). This feedback is then summarised and
sent as a joint EU opinion.

Perspectiv
The establishment of a European opinion procedure of
scientific medical societies first for oncology products and
then for orphan drugs is costly. However, it can also be a
further – perhaps even the decisive – trigger for the estab-
lishment of high-quality, European guidelines. Then the
European HTA process, which is currently experienced by
many as an additional burden, would become a project
that shapes the future.

Model of organisation of scienti�c medical opinions for the JCA at EU level

Source: Own presentation
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Figure 5: The establishment of functional, indication-related expert teams is the prerequisite for managing the HTA
request in the context of the early benefit assessment of new pharmaceuticals.
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ith its entry into force on 12 January
2025, the project of a European Bene-
fit Assessment (EU HTA) is appro-
aching, but many questions remain
unanswered regarding timelines and

the content-related scope of the future Joint Clinical As-
sessments (JCA). As a result, it has not yet been clarified
e.g. what the concrete consequences will be for the natio-
nal early benefit assessment procedure according to AM-
NOG.

It is true that the EU regulation demands an „inclusive“
scope of assessment, which according to the legal text has
many parallels to the AMNOG procedure. However, especi-
ally industry representatives are convinced that too little
harmonisation of the heterogeneous national procedures
is achieved in the previous draft guidelines, in which me-
thodological questions of EU HTA are discussed. In this re-
spect, further preparations in the remaining year and a half
or so will be of significant importance for a successful start
of the European benefit assessment from 2025. The partici-
pants of the 17th meeting of the Interdisciplinary Platform
for Benefit Assessment in Berlin on 17/18 March 2023 were
convinced of this.

The following issues were discussed at the meeting:

Previous preparatory work by EUnetHTA-21 and the
European Commission
The methodological preparatory work in the so-called Pre-
paratory Phase is mainly carried out by EUNetHTA21, a
consortium of 13 EU Member States. Other important acti-
vities during this phase are primarily coordinated by the
European Commission. Among other things, this involves
the establishment of a stakeholder network and an IT plat-
form on which documents can later be uploaded and dow-

W nloaded within the framework of the JCA. Participants we-
re astonished that until March 2023 the coordination
group, which will centrally coordinate the future HTA as-
sessment as an important unifying body of the member
states, had only met twice. This frequency would have to
be drastically increased in view of the tasks to be accom-
plished, they said. In addition, the associated secretariat,
which is located at the Directorate-General for Health of
the EU Commission, should provide administrative and
technical support, but currently only has a headcount of
3.5 positions, it was reported. Participants unanimously no-
ted that that was a very tight staffing which was predicta-
bly insufficient.

It was also described as unclear to what extent the „deli-
verables“ currently being developed by EUnetHTA21, in
which concretisations regarding methodological questions
and the JCA are being worked out, would be affected by
the Implementing Acts, which would still have to be drawn
up by the EU Commission. In case of these supporting le-
gal acts, which are provided for in the EU Regulation itself,
it was currently still debatable to what depth of detail spe-
cifications would be made there. This in turn could have re-
percussions on the methodological proposals developed
by EUnetHTA. In all this, the timetable was already tight, as
the time required for the implementation of Implementing
Acts is usually 12 to 18 months, it was reported.

Timing of the EU HTA and consequences for the
AMNOG procedure
At present, the exact timeline of the European benefit as-
sessment was still associated with great uncertainty. This
concerns the question of when the JCA report was expec-
ted to be available and which temporal adjustments were
associated with it in the AMNOG procedure, it was repor-
ted. Currently, there were only two fixed time requirements

EU-HTA: The rules of the game for assessment
standards and procedures are just evolving

Dr Florian Staeck
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based on the EU HTA regulation: On the one hand, the ma-
nufacturer’s dossier should be submitted 45 days before
the so-called positive opinion of the EMA.

On the other hand, the JCA would have to be submitted
30 days after the approval was granted. However, on the
one hand, the Positive Opinion was a „moving target“, on
the other hand, the maximum of 67 days between the Po-
sitive Opinion of the Committee for Medicinal Products for
Human Use (CHMP) and the final authorisation by the Eu-
ropean Commission was often not reached. It was pointed
out that this could lead to further uncertainties in the
course of the parallel HTA processes.

For the G-BA, this created the new situation of having to
consider a benefit assessment report that was developed
in parallel to the approval. Until now, the G-BA had only
started the benefit assessment once the approval was
granted.

Further challenges in the timing and conflicts for sub-
mission dates in the national procedure could arise if the
indication originally applied for by the manufacturer de-
viates from the final indication of the EMA. In a study of 50
procedures that passed the G-BA procedure in 2020/21,
significant differences were found between the requested
and final indication in 10 % of the cases, and in most cases
the EMA complained that the indication was too broad.
The corresponding concerns of the EMA, however, were al-
most always visible in the Day 120 and Day 180 Reports –
two points in the approval process at which the „clock is
stopped“. In this respect, manufacturers could usually esti-
mate the expected decision of the approval authority well,
participants said. However, frictions would arise in the case
of an accelerated approval. In that case, the 45-day dead-
line specified in the regulation would no longer be mana-
geable, participants outlined.

The still uneven schedule generates further uncertainty

in the process in case of orphan drugs. Also, the European
HTA procedure would start although the approval process
was not yet completed. Since the orphan designation is
only confirmed by the EMA within the framework of the
positive opinion, it remained unclear for orphan drugs un-
til the time of the positive opinion whether the EU HTA
procedure will be applicable in individual cases before
2030.

Participants pointed out that the practicability of the ti-
melines was currently still being investigated. However, a
far-reaching readjustment would presumably only be pos-
sible in the review process, which is envisaged in the regu-
lation from 2028.

Methodological questions of the European benefit
assessment that have not yet been clarified and/or are
controversial

1. Number of PICO schemes to be expected: Many
discussions at the platform meeting revolved around the
process of defining the questions for the benefit assess-
ment. A special feature in the EU HTA is, among other
things, that this is to be done in the scoping process, whe-
reas in the AMNOG procedure this is done in the context of
the consultation by the G-BA. Participants expressed the
fear that this could result in a large number of PICOs from
the EU member states. This would also mean that endpo-
ints or comparative therapies would not be „consolidated“,
but only listed additively.

Against this background, several participants expressly
welcomed the fact that test runs are currently being car-
ried out by EUnetHTA21 as part of the development of the
scoping guideline. The MOCK-PICOs developed in this con-
text were aimed at simulating a consolidation of PICOs. It
was already considered a „milestone“ if there were four PI-
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COs at the end of this process, participants explained.
The goal would have to be to obtain data sets that are

relevant for all member states. This was probably a major
challenge, especially for application areas that involve a
very heterogeneous patient population, they outlined. Par-
ticipants familiar with the test runs reported that it was a
„learning curve“ in understanding and approaching the
data together. It was not (yet) a harmonisation, but merely
a merging of perspectives.

It was countered that a mere amalgamation of methods
of the member states could not be effective. Instead, a
consolidated „EU-PICO“ based on a pan-European HTA me-
thodology should be developed. Otherwise, there could
be a multiplication of analyses, which could produce in-
consistent analyses, e.g. regarding the effect estimates. If
this consolidation was not possible or only insufficiently
possible, then one of the goals of EU HTA anchored in the
regulation – a reduced effort for the manufacturers in the
national benefit assessment dossiers – could not be achie-
ved.

2. Scope and significance of the Joint Clinical Assess-
ment: Participants at the meeting were uncertain about
the expected informative value of a JCA. According to the
EU regulation, the report should contain a description of
the relative effects observed for the endpoints and the
confidence intervals, as well as an analysis of the uncer-
tainties and a description of the robustness and limitations
of the evidence. Participants questioned whether it will be
possible to conduct an assessment in a „value-neutral“ way
as a purely technical compilation of data. In response, refe-
rence was made to previous benefit assessments of orphan
drugs by the G-BA: There, too, only the internal and exter-
nal validity of the data was examined, because the additio-
nal benefit was already assumed qua legal fiction. The eva-

luation of these uncertainties was then reserved for the
appraisal process in the individual member states in the
context of the EU HTA process, they said.

Some participants were convinced that a large part of
the JCA would be based on the „German tradition“. The ne-
cessity of maintaining the completeness of the required
data – as previously in the AMNOG procedure – was emp-
hasised in order to avoid extensive national data demands
on the manufacturer. However, it was quite possible that
other member states wanted to include surrogate parame-
ters in the procedure that are not considered relevant from
a German perspective. Conversely, certain evaluations,
which the G-BA has so far demanded from the manufactu-
rers in the AMNOG procedure, would presumably not be
fully realisable at the European level, participants explai-
ned. As a result, according to the current state of the EU
HTA procedure, no EU-wide harmonisation or validation of
surrogates was to be expected.

Challenges for the German procedure could arise from
the fact that the EU regulation explicitly did not provide for
the consideration of evidence generated after approval. As
justification, reference was made to the Data Analysis and
Real World Interrogation Network (DARWIN) that was laun-
ched by the EMA in February 2022. Data from studies be-
yond RCTs shall be collected and processed there – this
should have a positive impact on the future regulatory
handling of real-world data. However, paragraph 14 of the
EU HTA regulation provides the option of an update of the
Joint Clinical Assessment, which would have to be initiated
by the Coordination Group.

As a result, a consideration of RWD in the European Be-
nefit Assessment was probably only to be expected in the
follow-up to the review process from 2028 onwards, parti-
cipants explained. The outcome could be that the dossier
for the JCA included a more immature data set than the
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one used for the JCA. In conclusion, several participants
were sceptical that the European procedure would provide
a better basis for the subsequent reimbursement amount
negotiations

3. Dealing with single-arm studies and evidence from
non-RCT studies: The EU HTA Regulation explicitly states
in the recitals that „preferably“ direct comparative clinical
studies that are randomised and blinded should be consi-
dered for JCAs. If statements about an additional benefit
can be sufficiently obtained via RCTs, then studies based
on indirect comparisons „may“ also be used, participants
outlined. While the EU regulation holds out the prospect of
taking into account „specificities of new health technolo-
gies“, orphan drugs, vaccines and advanced therapy medi-
cinal products are among those mentioned. However, an
orphan drug privilege analogous to the German legal situ-
ation was not mentioned in the regulation, just as post-
market data collections specified in the AMNOG

However, in the methodological guidelines of
EUnetHTA21 available so far, single-arm comparisons were
assessed sceptically. There, simulated treatment compari-
sons and matching adjusted indirect comparisons were
described as „highly problematic“ for methodological rea-
sons. Uncontrolled clinical trials were of „very limited va-
lue“ for effect estimation, they argued. These assessments
were discussed quite controversially by the participants.

While some participants were satisfied that the assess-
ment of single-arm studies in the EU regulation and in the
AMNOG procedure was largely characterised by methodo-
logical agreement, others were not. The relevant EU docu-
ments show a strong focus on classical methods and ran-
domised evidence, and newer methods such as target trial
emulation had not yet been discussed by EUnetHTA21.

The aim should be to move from binary classification to

a „continuum of evidence“, participants noted: The metho-
dology of the European Benefit Assessment should not be
„algorithmised“, but should rather take the context into ac-
count, was the formula. This was also reflected in the ap-
proval of new therapies, especially in oncology: in the ap-
proval practice of the US FDA, 72% of the newly approved
pharmaceuticals in the years 2020 to 2022 were based on
non-controlled studies or single-arm studies. At the EMA,
this was the case for 53% of approvals in oncology in the
same period, it was reported.

In the discussion, the platform participants promoted al-
ternatives for dealing with non-randomised evidence in
different nuances. For example, there was a plea that we
should be more willing in Germany to deal with observa-
tional data. Target trial emulation could be a valid ap-
proach and allow for a better handling of confounders.
Therefore, however, binding guidelines on design, choice
of comparative treatment and data analysis would have to
be presented by the G-BA. With these defined protocols,
pseudo-populations could be created. The establishment
of registries, which would have to be standardised in every
disease area, would be the prerequisite. It was pointed out
that this process would take years and cost a lot of money:
participants were convinced that better real-world data are
more expensive than an RCT.

Other discussants advocated a paradigm shift in the use
of registries: evidence debates in the context of single-arm
studies could be defused if manufacturers started early to
enrol patients in registries for certain diseases. In case of
doubt, this should apply even if it means disclosing trade
secrets, participants said. The prospective design of such
studies could circumvent the methodological problems in
case of historical controls.

Possible learning experiences from the area of approval
for the European benefit assessment procedure: Because
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the time limits and procedures would presumably change
due to the European benefit assessment and additional ti-
me pressure could arise for benefit assessment processes
in the member states, participants discussed whether the
already existing cooperation between the G-BA and the
higher federal authorities BfArM and PEI could be expan-
ded.

It was reported that experts from both authorities were
already involved in the consultation in the course of the
paragraph 35a procedures. While the G-BA was regularly
contacted at a very early stage within the framework of
so-called scientific advice at the national level, this early
exchange would still have to be established at the Euro-
pean level, participants explained.

Within the framework of a pilot project, national authori-
ties from three EU member states had been brought toge-
ther at one table since 2022. This could be a blueprint for
future European cooperation on tight deadlines, they said.
The aim was to answer many of the manufacturers‘ questi-
ons about regulatory processes and benefit assessment at
an early stage through simultaneous advice. If the highest
possible percentage of relevant data for authorisation and
HTA could be determined, this could be a way to allow ma-
nufacturers to proceed on a Europe-wide basis.

This approach was generally welcomed by several parti-
cipants in the discussion. However, the implementation
would presumably be hindered by a lack of advisory capa-
cities at the European level. In Germany, there was the „lu-
xurious situation“ that manufacturers could consult the
G-BA to get advice. In comparison, in the EU HTA, the advi-
sory capacities on the part of the corresponding Coordina-
tion Subgroup had not yet been established.

The European benefit assessment against the back-
ground of global developments in authorisation and HTA:
in the discussion, participants pointed out from a global

perspective that the high number of cell and gene thera-
peutics currently being developed worldwide was encoun-
tering a legal framework for benefit assessment in the indi-
vidual countries that was not yet designed for these chal-
lenges. This also applied to the lack of innovative models
for reimbursement in national health systems.

Against this global background, it would be a great ad-
vantage if the EU member states were able to speak with
one voice within the framework of the European benefit
assessment. This was because manufacturers set up de-
velopment plans with the aim of being successful in the
USA, it was reported. Therefore, it would be problematic if,
in parallel, heterogeneous requirements were formulated
from Europe for the studies to be launched.

Other participants disagreed and demanded that there
should be no let-up in demanding valid data from manu-
facturers. EU HTA had the potential to process the eviden-
ce in a procedure so that at the end of the process there is
an HTA report. This was the added value of the European
benefit assessment. In order to achieve this goal, the glo-
bally positioned manufacturers could be expected to co-
operate with their branches in Europe and the USA.

In conclusion, it was important to turn the challenges of
EU HTA into opportunities to strengthen the European
pharmaceutical market. More than ten years ago, the
AMNOG had triggered a productive discussion. Now the
same process was taking place at the European level, with
an open outcome to date. Participants recalled that it had
also taken years to establish a European approval at that
time.
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