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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.
Furthermore, in the benefit assessment process it sees a
good opportunity to inform the prescribing physicians of
the expected additional benefits of new pharmaceuticals
for patients 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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ear readers
Yes, it is true: the question of the relevance
of individual endpoints of clinical trials for
patients is as old as the AMNOG itself - and
yet this issue has still not been resolved.

The second issue of this publication series, published in Ja-
nuary 2016, already focused on this topic under the title:
„Clinical Studies – Which Endpoints Count?“ In his opening
presentation at the time, Thomas Kaiser, then Head of
Pharmaceuticals Assessment at IQWiG, called for a change
in thinking, stating: „It is not what has been investigated
that is relevant, but what is relevant that should be investi-
gated.“

The term „patient-relevant endpoints“ is anchored in
sub-statutory regulation and was first introduced at the
end of 2010 in the Pharmaceutical Benefit Assessment Re-
gulation, which was designed to complement AMNOG. In-
terestingly, Section 2 of this regulation, titled „Definitions“,
does not contain a definition of patient-relevant endpo-
ints. This is only implicitly introduced in paragraph 5,
which outlines the concept of additional benefit, on the
one hand in relation to the categories of mortality, morbi-
dity and quality of life (Section 5, Paragraph 2) and on the
other hand in relation to the respective quantification and
classification of additional benefit, such as cure, prolonga-
tion of survival, freedom from symptoms, or avoidance of
side effects (Section 5, Paragraph 7).

There is broad agreement among all stakeholders that
the endpoints of clinical studies – and thus the endpoints
underlying AMNOG procedures – should be relevant for
the affected patients. Furthermore, there is consensus
across all parties that many commonly used endpoints,
such as overall survival, pain, and severe side effects
should be considered relevant for patients.

However, disagreements persist, primarily in the context

D of the discussion around surrogate parameters and surro-
gate endpoints. These terms are neither mentioned nor
defined in the AMNOG law text or the German Pharmaceu-
tical Benefit Assessment Regulation. The discussion on sur-
rogates only developed in the context of the first AMNOG
procedures and was subsequently incorporated into me-
thodological guidelines, such as those of IQWiG. The focus
is primarily on endpoints that reliably and directly reflect
concrete changes in health status. Surrogate endpoints
can be classified as substitutes that allow earlier and simp-
ler representation of the actual patient-relevant endpoints.
However, as the informative value of surrogate endpoints
is not always reliable, they are only used in the AMNOG af-
ter successful statistical validation.

It remains unclear – at least on the part of the regulators
– how it can be determined and who has the authority to
define certain endpoints as primarily patient-relevant or as
surrogates when measuring additional benefits or side ef-
fects. Examples in the field of oncology are progression-
free survival or the response rate, in metabolic diseases la-
boratory values such as HbA1C or enzyme activities, in in-
fections the SVR (Sustained Virologic Response), in renal di-
seases the eGFR or creatinine clearance.

The recent meeting of the Platform for Benefit Assess-
ment and this publication cover the entire spectrum of the
associated discussion from different perspectives. In my
view, three key insights emerge from reading the articles:

• The debate on the relevance of endpoints for patients is
important and will need to continue – both in the con-
text of the national and the developing European HTA
process.

• It is neither expected nor necessarily desirable for the
underlying complex issues were to be decided on a ca-
tegorical political or legal basis. This means that interdi-

Relevance of clinical endpoints for patients: status
quo and outlook

Professor Jörg Ruof
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sciplinary dialogue involving experts such as patients,
clinicians, regulators, HTA institutions, methodologists
and industry representatives is essential to ensure the
quality and subsequent broad acceptance of the assess-
ment both nationally and at European level.

• The classification of certain outcomes as patient-rele-
vant has far-reaching implications for clinical care, ex-
tending well beyond AMNOG procedures. This is not
just a matter of detailed technical discussions on the
applicability of certain statistical-methodological tools
in the context of surrogate validations, but also a clini-
cal-qualitative, patient-centred discussion on what
constitutes a relevant benefit for patients in research,
approval, HTA assessment and clinical care.

My sincere thanks go to the speakers and authors of this
publication, who wrote their articles „on top“ of their other
duties showing their great commitment that cannot be
overestimated.

And to you, dear readers, I hope you enjoy and gain va-
luable insights from these articles.

Jörg Ruof

Contakt: joerg.ruof@r-connect.org
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s the Federal Government Commissioner for
Patients‘ Affairs, my goal is to improve the
quality of medical treatment and make
healthcare more patient-centred so that our
healthcare system better meets the needs

and requirements of patients.
To achieve this, it is both right and necessary to assign

high importance to patient-relevant endpoints in the
evaluation of medical services – alongside the available
evidence, which holds the highest priority.

But what exactly constitutes a patient-relevant additio-
nal benefit, and how is it determined and agreed upon?
How are differences in assessment among various decisi-
on-makers handled?

Relevant endpoints naturally include the improvement
of health status, the reduction of disease duration, the
extension of survival, the reduction of side effects, or an
improvement in quality of life.

But what about surrogate endpoints – those substitute
endpoints such as blood values? There are differing
evaluations and assessments among decision-makers, in-
cluding IQWiG, G-BA, and EMA. More than ten years after
the introduction of AMNOG, this has not changed. It would
be desirable and timely to establish a procedure that ulti-
mately leads to a binding agreement for all.

But it is also important to me to capture the experiences
and perspectives of patients more comprehensively. In
addition to other data sources, instruments for the system-
atic collection of patient-reported treatment outcomes
should also be used. After all, it is the patients who expe-
rience the treatment process from the very beginning.

Their experiences regarding their treatment and whet-
her they perceive their therapy as effective and successful
are rarely asked about – let alone systematically analysed
and used to improve healthcare or research.

A Regularly collecting patient perspectives on the course
of therapy and their experiences with treatment outcomes
could make an important contribution to enhancing the
effectiveness of medical interventions and improving
adherence.

In the long term, I hope that, in addition to patient-
relevant endpoints, the experiences and perspectives of
patients will also be taken into account and incorporated
into assessments.

Benefit assessment – which outcome measures
are relevant for patients?

Stefan Schwartze, MdB | Federal Government Commissioner for Patients‘ Affairs

Stefan Schwartze, Iindustrial mechanic with a
technical diploma and many years of professional
experience; member of the SPD since 1994; chairman of
the SPD in the Herford district since 2006; chairman of the
SPD region of East Westphalia since 2014. From 1999 to
2009, he served as a district councillor; from 2004 to 2009,
he was deputy chairman of the SPD district council
faction. Since October 2009, he has been a member of the
German Bundestag (MdB). From 2009 to 2022, he was a
member of the Petitions Committee; from 2013 to 2022,
he was the spokesperson for the SPD parliamentary
group’s Petitions Working Group. Since 12 January 2022,
he has served as the Federal Government Commissioner
for Patients‘ Affairs.
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ne of the most significant advancements
brought about by AMNOG was the evalua-
tion of innovations in the pharmaceutical
sector based on whether they demonstra-
te an additional benefit relevant to pati-

ents. The emphasis here is on patient relevance. Not just
any additional benefit, but only one that is noticeable to
patients is considered relevant.

The AMNOG has thus clearly placed the patient perspec-
tive at the centre of considerations. On the other hand, ot-
her endpoints, particularly the so-called surrogate parame-
ters, have been downgraded in importance.

However, this prioritization of endpoints repeatedly gi-
ves rise to discussions and leads to controversies. For
example, there is ongoing debate about whether viral load
in hepatitis or tumour growth are, in themselves, patient-
relevant issues, even though they do not necessarily result
in any noticeable „experience“ in the everyday sense. Ot-
her aspects of patient relevance seem to lead a permanent
shadowy existence, particularly the so-called Patient Re-
ported Outcomes (PRO).

In the context of introducing a European benefit assess-
ment procedure for pharmaceuticals, the discussion about
the relevance of specific endpoints is becoming even more
significant. It is foreseeable that the different discourses in
the European countries on this matter will collide and
must therefore be reorganised.

What will therefore be relevant in the future to demon-
strate the difference in benefit? How will the discussion on
the patient relevance of endpoints evolve in Germany? The
situation of long-term observations that characterises
ATMPs (Advanced Therapy Medicinal Products) raises new
questions about the patient relevance of endpoints.
From the patient’s perspective, the following questions
are currently particularly pertinent:

O 1) According to the IQWiG’s methods paper, the patient rele-
vance of an endpoint is clearly defined from the patient’s per-
spective. Unfortunately, however, it is only rarely successful to
make so-called PROs the focus of benefit comparisons. Why is
there often a lack of validated measurement tools, and how
can progress be made in this area?
2) Recently, the patient relevance of endpoints has been me-
thodologically questioned in part because certain effect diffe-
rences are not considered sufficient. This is even discussed in
the case of natural scales. According to this, a discussion of
body size in growth disorders should not be regarded as pati-
ent-relevant per se. Is this adequate?
3) Why are differences in the form of administration not consi-
dered patient-relevant, even though they can significantly im-
pact patients‘ lives?

The following additional aspects aim to deepen these
questions:
4) What role do real-world data (RWD), which represent the li-
ved perspective of patients outside clinical settings, play in the
benefit assessments and the decisions as to whether an end-
point is relevant to patients? Especially in rare diseases, these
data, when already available during the benefit assessment,
should complement data collected in randomised clinical tri-
als to provide a more valid picture of the actual additional be-
nefit in a broader patient community.
5) If RWD are used, how can it be ensured that patient repre-
sentatives and patient organisations are involved in the crea-
tion and management of the registries in which RWD are ide-
ally collected? Only then can it be guaranteed that these re-
gistries include patient-relevant data.
6) Are the validated questionnaires used to determine treat-
ment and health-related quality of life really patient-centred
(to what extent did patient organisations or patients partici-
pate in their creation)?

Patient-relevant endpoints: Key questions from
the patient’s perspective

Dr Martin Danner, BAG Selbsthilfe | Eva Stumpe, German Society for Muscular Dystrophy (DGM)
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7) The validation of a Patient Reported Outcome Measure
(PROM) is complex and very costly. In rare diseases, it is often
necessary to use validated PROMs that were originally develo-
ped for a different condition and are not fully applicable to
the rare disease. Shouldn’t the healthcare system be responsi-
ble for financially and logistically supporting patient organi-
sations in such cases, enabling them (possibly in cooperation
with other stakeholders) to develop and validate new PROMs
that are better tailored to their specific disease area?
8) Already in the early consultations between the G-BA and
pharmaceutical company, the data that should ideally be in-
cluded in the dossier are discussed. Both IQWiG and the G-BA
emphasize the patient relevance of endpoints, and the data
provided. However, this patient relevance should then also be
requested directly from the respective patient community. In

reality, the decisions on patient relevance are made in com-
mittees and panels that include only a small proportion of pa-
tient representatives. No disease-related patient representati-
ves are involved in the early consultation of the G-BA with the
pharmaceutical company.

Dr Martin Danner  is a lawyer and the national managing
director of the Federal Association of Self-Help for People with
Disabilities and Chronic Illnesses and their Relatives (BAG
SELBSTHILFE). After his studies in Heidelberg, he worked as a
lawyer for several years specialising in health law before ta-
king over as head of the health policy and self-help promoti-
on department of BAG SELBSTHILFE. He is the spokesman for
patient representation at the G-BA and, among other things,
participates in the Scientific Advisory Board of the Medical
Centre for Quality in Medicine (AZQ) and in the IQWiG Board
of Trustees.

Eva Stumpe is a patient representative in the field of spinal
muscular atrophy. She is a contact person at the DGM e.V., a
member of the management team of the SMA Initiative as
well as treasurer and board member of SMA Europe e.V. Mrs
Stumpe is the mother of two adult children. Her daughter Sa-
rah lives with spinal muscular atrophy type II. For two years,
she represented the interests of SMA patients in approval pro-
cedures at the EMA as a patient representative. She is now a
patient representative on several industry advisory boards. Pro-
fessionally, she is a lawyer and is involved in the family busi-
ness.
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ntroduction
In the past two decades, drug-based therapy has signi-
ficantly improved the prognosis of patients with can-
cer. The ultimate goal in the treatment of these
patients is a cure without negative consequences. The

prerequisites are the elimination of the cause of the
disease and the prevention of recurrence using therapy
strategies with few or no side effects. Today, this goal is
achievable for many cancers. The chances of a long-term
cure have been increased, particularly in patients with lo-
calised disease and a high risk of recurrence, by combining
effective local measures such as surgery and/or radio-
therapy with the use of systemic therapy. Prime examples
include breast, lung, and colorectal carcinoma.1-6

The relatively greatest progress has been achieved in
patients with advanced, metastatic, or primarily systemic
cancers. A new experience in the use of highly effective
pharmaceuticals in this patient group is the increasing
transformation of very advanced cancers, which previously
had a life expectancy limited to months or a few years, into
chronic diseases with an almost normal life expectancy.
Prime examples include metastatic melanoma7, biological-
ly defined subgroups of metastatic non-small cell lung
cancer3,8 ,9, and haematological neoplasms such as chronic
myeloid leukaemia10, multiple myeloma11, and chronic
lymphocytic leukaemia12.

Experience from the AMNOG procedure
Between 2012 and 2024, more than 300 procedures on new
oncology pharmaceuticals or new therapeutic areas were
completed by the Federal Joint Committee (G-BA) as part of
the AMNOG process. The total number of completed proce-
dures in oncology exceeds 400, including reassessments, for
example after expiry of the deadline.13 Figure 1 provides an
overview of the number of completed procedures within

I

Primary endpoints in the AMNOG: status quo
and outlook using oncology as an example

Professor Bernhard Wörmann | German Society for Haematology and Oncology (DGHO)

The definition of relevant endpoints is a critical component
of the design of clinical studies for new pharmaceuticals
in terms of content and methodology. The selection and
prioritisation of endpoints determine the study design, the
measurement parameters to be collected, the required
number of study participants, discontinuation criteria, and
ultimately, the access of patients to a new pharmaceutical.
The study results are used both in approval and benefit
assessment procedures as well as for recommendations
in guidelines – but they are not evaluated using the same
methodology. Over the last 13 years, extensive experience
has been gained from the AMNOG procedures in Germany,
with more than 300 completed procedures on new
pharmaceuticals or new indications in oncology alone.
This article presents and discusses the strengths and
weaknesses of the most common primary endpoints.
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Completed procedures of early bene�t assessment in oncology 2012-2024

Source: Own presentation
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Figure 1: Overview of the number of completed procedures within the framework of early benefit assessments from 2012
to 2024, limited to new pharmaceuticals or new indications.

Professor Bernhard Wörmann works as a physician
specialising in internal medicine, haematology, and internal
oncology with additional qualification in palliative care. Sin-
ce 2010, he has served as Medical Director of the DGHO –
German Society for Haematology and Medical Oncology
and, since 2015, as Chair of the „Pharmaceutical Benefit

Assessment“ Commission of the AWMF. He works as a physi-
cian at the Charité Outpatient Health Centre and in the Me-
dical Clinic specialising in haematology, oncology, and tu-
mour immunology at the Virchow Campus in Berlin.
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the framework of early benefit assessments from 2012 to
2024, limited to new pharmaceuticals or new indications.

Primary endpoints
In oncology, numerous different endpoints are used in
approval studies. The definition of the primary endpoint is
of particular importance. In the vast majority of the 333
evaluated procedures, a single primary endpoint was
defined for the respective study. In 51 procedures, two
co-primary endpoints were used, for example overall survi-
val and progression-free survival. Figure 2 provides an

overview of the number of endpoints used in completed
procedures between 2012 and 2024.

In the period analysed, there was a clear shift in the fre-
quency of use of primary endpoints (figure 3).

Descriptively, the number of procedures with the prima-
ry endpoint „overall survival (OS)“ has remained quite
constant, while the number of procedures with the endpo-
int „progression-free survival (PFS)“ has significantly increa-
sed, especially in the years 2019 to 2022. In recent years,
the number of procedures with the primary endpoint
„response rate (RR)“ has also risen.

Distribution of primary study endpoints in the completed procedures of the early bene�t
assessment in oncology 2012-2024

Source: Own presentation 
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Figure 2: In the majority of the 333 evaluated AMNOG procedures, a single primary endpoint was defined for the respecti-
ve study. Two co-primary endpoints were used in 51 procedures.
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Mortality - overall survival time
Prolongation of overall survival is the most crucial endpo-
int for oncology patients in the vast majority of indications.
However, it was the primary endpoint in only 24% of com-
pleted procedures. The distribution of this endpoint has
not changed significantly during the observation period
(figure 3). The overall survival time is relevant for the
assessment of the efficacy of a new pharmaceutical in
patients, but in the current standard form for a benefit
assessment it is fraught with weaknesses.

 Strengths:

• Objective measurement

• Good comparability with data from other studies or
registries

• High patient relevance
 Weaknesses:

• Survival rate: The survival rate is rarely evaluated as a
primary endpoint or at all. The survival rate is particular-
ly relevant for the evaluation of an oncological study if
there is a chance of a sustained extension of overall sur-
vival. This has been particularly relevant in recent years

Distribution of primary endpoints in the completed procedures of the early
bene�t assessment in oncology 2012-2024

Source: Own presentation 
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Figure 3: Although the prolongation of overall survival is the most crucial endpoint for oncology patients in the vast majo-
rity of indications, it was the primary endpoint in only 24% of completed procedures.
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for studies with immune checkpoint inhibitors.

• Feasibility of studies: A very high number of study
participants is required to detect a significant differen-
ce, especially for diseases with a good prognosis.

• Potential for bias: Measuring overall survival requires
capturing all subsequent therapies within the indi-
cation. In view of the quite different access to other new
pharmaceuticals worldwide, there is a high potential for
bias. Moreover, in some studies concerning end-of-life
situations, a crossover design is ethically required. There
is currently no generally accepted consensus on the
best methodology for calculating crossover effects.
With high crossover rates, the content of the research
question changes: the value of a new pharmaceutical or
therapy concept is no longer evaluated on its own but
rather in comparison to its use in an early versus a late
disease stage.

• Lack of validation: In many HTA methodologies, the ex-
tent of the relative difference in median survival time is
the relevant assessment parameter.14 Thus, even in
2024, an absolute difference of <3 months led to the
proposal of a significant added benefit, without a sus-
tained increase in survival time and, above all, without
an increase in the long-term survival rate.15

Morbidity - disease/relapse-free survival (DFS/RFS) /
event-free survival (EFS)
Disease-free survival (DFS/RFS) and event-free survival (EFS)
are useful and commonly used endpoints for all therapeutic
interventions with a curative intent. These endpoints are
used for systemic diseases, such as acute leukaemia as well
as for neoadjuvant and adjuvant therapy.

Strengths:

• Direct mapping of the effectiveness of the respective
intervention

• Shorter time interval to study endpoint compared to
overall survival time

• Less influence from later confounders such as relapse
therapy or comorbidities affecting overall survival.

Weaknesses:

• Composite endpoint: All composite endpoints are associ-
ated with a higher risk of bias due to different weighting
of included parameters. In a system of benefit assess-
ment such as in Germany, where HTA assessment and
pricing are essentially based on comparison with
the previous standard of care, standardisation of the defi-
nition of composite endpoints is essential, but also more
difficult to achieve.

• Overlapping of the detection of the efficacy of a new
pharmaceutical by high treatment-related toxicity and
lethality.

Morbidity - Progression-free survival (PFS)
Progression-free survival (PFS) or time to progression has
been the most frequently used primary endpoint in recent
years for assessing the efficacy of new oncology pharmaceu-
ticals (figure 1). PFS is a meaningful and common endpoint
for therapeutic interventions with non-curative intent. In
recent years, the European Medicines Agency (EMA) and the
US Food and Drug Administration (FDA) have accepted PFS
as an approval criterion for various oncology pharmaceuti-
cals and therapy indications. Regulatory and HTA bodies
have extensively examined its methodological principles.

Strengths:

• Direct mapping of the effectiveness of the respective
intervention in advanced diseases and non-curative the-
rapies

• Rapid assessment of efficacy

• Reduction in required study participants compared to
the overall survival endpoint.
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Weaknesses:

• Composite endpoint: All composite endpoints are associ-
ated with a higher risk of bias due to different weighting
of included parameters.

• Need for transparent presentation of censoring; The
estimated treatment effect increases with the degree of
censoring, which may suggest a greater treatment effect
than actually exists.17

• Reliance on technical endpoints such as imaging poses
the risk of distortion by other therapy-induced effects,
such as pseudo-regression and pseudo-progression20

[de Groot], and/or by laboratory results, which may be
influenced by therapy-related side effects.

• Very heterogeneous picture in the correlation of PFS
with overall survival in different tumour entities.18

The objection of a lack of patient relevance of the primary
endpoint PFS can be mitigated by combining it with the
evaluation of secondary endpoints such as symptoms,
quality of life (patient-reported outcomes) and toxicity.

Morbidity - response rate
In aggressive malignancies, an extension of the survival is
only possible, if remission has been achieved, usually com-
plete remission. This can be achieved in metastatic or pri-
marily systemic diseases through pharmacotherapy. In case
of indolent malignancies, this correlation is less clear. The as-
sessment of the response rate as a primary endpoint per se
is difficult because its use in the context of approval studies
is primarily related to the quality of the studies (figure 4).

The graph illustrates that response rate was mainly used
as a primary endpoint in non-randomised studies, the
number of which has increased in recent years.

Strengths:

• Direct mapping of the effectiveness of the respective
intervention

• Rapid assessment of efficacy

• Reduction in the number of study participants required
for the endpoints overall survival, disease-free survival,
and progression-free survival.

Weaknesses:

• Reliance on technical endpoints such as imaging poses
the risk of distortion by other therapy-induced effects,
such as pseudo-regression and pseudo-progression [de
Groot], and/or by laboratory results, which may be influ-
enced by therapy-related side effects.

• No direct correlation with patient-reported outcomes.

• Weak correlation with overall survival.

Morbidity – symptoms
In oncology, there is a wide range of highly distressing
symptoms that significantly impact quality of life. Pharma-
ceuticals that provide effective symptom relief or signifi-
cantly extend the time until the onset of distressing
symptoms are of great value. Nevertheless, symptoms are
rarely defined as a primary endpoint, specifically in only 28
of the 333 evaluated procedures. In Figure 1, these studies
are grouped under „other“. One of these exceptional exam-
ples is the stool frequency in patients with advanced
carcinoid tumours when assessing telotristat ethyl, as well
as symptoms in patients with primary myelofibrosis due to
fedratinib, momelotinib, or ruxolitinib.

Quality of life / Patient-Reported Outcome (PRO)
Quality of life parameters were not the primary or co-pri-
mary endpoint in any of the oncological studies.

Summary and outlook
Oncology is a good example of the necessary diversity of
endpoints required when assessing and evaluating the
benefits of a new pharmaceutical. Figure 5 provides an



18 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  I I

overview of patient-relevant endpoints based on the
course of the disease.

New pharmaceuticals are assessed as the basis for mar-
keting authorisation, benefit assessment as the basis for
pricing and in guidelines. Each procedure has its own
methodology. From a healthcare perspective, it is import-
ant to avoid „parallel worlds“ with absolute claims in phar-
maceutical evaluation. Contradictory or incomprehensible
assessments create uncertainty among patients and pre-
scribing physicians.

Furthermore, it is crucial to assess the value of end-

points. Based on experience from over 300 procedures
concerning new pharmaceuticals and indications, the fol-
lowing challenges arise for HTA evaluations within the AM-
NOG process in oncology:

• Adapting HTA criteria to longer survival times, for exam-
ple through landmark analyses and/or greater integrati-
on of additional patient-relevant endpoints

• Developing and validating a methodology for weighted
evaluation of different endpoints, with direct patient
involvement

• Review of the criteria for non-inferiority studies.

Correlation between study design and selection of primary endpoints

Source: Own presentation 
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atient relevance“ is a legal term derived from
the law governing the benefit assessment of
pharmaceuticals. This legal framework is based
on parliamentary legislation, specifically Secti-
on 35a SGB V, and is further specified by subor-

dinate regulations and procedural rules of the Federal
Joint Committee (G-BA). While the marketing authorisation
of pharmaceuticals primarily concerns patient safety and
efficacy, the benefit assessment of pharmaceuticals serves
as the basis for pricing new active substances (cf. Section
130b SGB V, Section 78 (3a) AMG). The pharmaceutical
price or reimbursement amount should be commensurate
with the benefit in relation to an appropriate comparative
therapy.

The legal term patient relevance is found in the follo-
wing regulations, among others: According to Section 2 (3)
of the Regulation on the Benefit Assessment of Medicinal
Products under Section 35a (1) SGB V for Reimbursement
Agreements under Section 130b SGB V (AM-NutzenV), „the
benefit of a medicinal product […] is the patient-relevant
therapeutic effect, particularly regarding the improvement
of health status, reduction in disease duration, extension of
survival, reduction of side effects, or improvement of quali-
ty of life“. Section 5 (5) sentence 1 AM-NutzenV states that
„the additional benefit compared to the appropriate com-
parator therapy is determined as an improvement in the
influence on patient-relevant endpoints for benefit in
accordance with Section 2 (3)“ AM-NutzenV. According to
Section 35a (3b) sentence 4 SGB V, the G-BA must „define
requirements for patient-relevant endpoints and their
collection“ as part of application-accompanying data
collection and evaluation.

Scope of judgement and reasonableness review
In the application of law, the key question is whether a

P

Patient relevance: a legal
perspective

Professor Sebastian Kluckert | Bergische Universität Wuppertal – Chair of Public Law, in particular Public
Commercial Law and Social Law | Impartial Chairman of the Arbitration Board pursuant to Section 130b (5)
SGB V

The term „patient relevance“ plays a central role in the
context of the benefit assessment of pharmaceuticals and
is subject to the discretionary judgement of the Federal
Joint Committee (G-BA). Courts review the G-BA’s
assessment only for its reasonableness. The limits of
reasonableness are exceeded if decisions violate recognised
standards of evidence-based medicine and health
economics. Diverging opinions within specialist disciplines
increase the G-BA’s scope for judgement. The debate
on the recognition of certain endpoints is, therefore, not
primarily a legal issue.
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specific, individual factual circumstance (e.g. an improve-
ment in progression-free survival demonstrated by
studies) falls under an abstract, general legal term (e.g.
„patient-relevant endpoint“). Lawyers refer to this as deter-
mining whether the factual circumstance can be sub-
sumed under the law. This essentially means assessing
whether the legislator intended for the legal norm to
regulate the given factual circumstance. Ultimately, courts
have the final authority in answering this question.

However, the courts‘ competence is limited when the
law – albeit rarely – grants an administrative body discre-
tionary power, allowing it to determine, in preference to
the courts, whether a factual circumstance and the legal

provision align. This room for manoeuvre is known as
scope for judgement. Where such a scope for judgement is
recognised, courts examine whether the authority has
complied with jurisdictional, procedural, and formal requi-
rements, relied on the correct facts, and refrained from
extraneous considerations. Otherwise, however, there is
only a review of reasonableness.

„Patient relevance“ is a so-called undefined legal term.
Undetermined legal terms are legal terms that are highly
open to interpretation, are difficult to define due to their
lack of specificity and are based on complex judgements,
evaluations, and considerations. Examples include terms
such as „suitability“, „special case of hardship“, or „deface-
ment of the landscape“. Unlike purely descriptive legal
terms (such as „dog“, „cat“, „mouse“), it is not immediately
clear whether a given factual circumstance falls under an
indeterminate legal term. Undefined legal terms provide a
potential gateway for recognising a scope for judgement
granted to an authority by the legislator.

In the context of the benefit assessment of pharma-
ceuticals, the Federal Social Court (Bundessozialgericht,
BSG) acknowledges the scope for judgement. Benefit
assessment resolutions are classified by the BSG as acts of
subordinate legislation. This follows from the legal nature
of the G-BA’s Pharmaceutical Directive (Section 92 (1)
sentence 2 no. 6 SGB V), of which benefit assessment
resolutions form a part (Section 35a (3) sentence 7 SGB V).
The scope for judgement is derived from the legislator’s
authority to shape regulations. Consequently, judicial
review in social court proceedings may not replace the
G-BA’s assessment with its own (cf. BSG, judgement of 12
August 2021 – B 3 KR 3/20 R = BSGE 133, 1 para. 33).
However, this limitation applies only as long as the G-BA’s
assessment remains reasonable (reasonableness review).

Professor Sebastian Kluckert studied business
administration and law in Berlin. After completing his
doctorate and legal clerkship, he worked as a research
assistant at the Department of Law at the Free University
of Berlin. In December 2016, he completed his
habilitation with authorisation to teach constitutional
and administrative law, European law, public
commercial law, and social law. He has been a
professor at the University of Wuppertal since April 2018.
Previously, he also worked as a lawyer in a law firm
specialising in healthcare. He has been the impartial
chairman of the AMNOG Arbitration Board since
1 July 2023.
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Limits of reasonableness
Where do the limits of reasonableness lie when determin-
ing whether a specific endpoint falls under the legal term
„patient relevance“? An assessment would be unreasona-
ble if it classified an endpoint recognised in higher-ranking
law (particularly SGB V, AM-NutzenV) as not patient-rele-
vant. Sections 2 (3) and 5 (2) sentence 3 AM-NutzenV con-
tain exemplary regulations – explicit but non-exhaustive
factual situations that, in the legislator’s view, generally fall
under the legal term. In this case, these are the endpoints
of health status/morbidity, duration of illness/morbidity,
survival/mortality, side effects and quality of life. This
means that whether a disputed endpoint is relevant in the
context of benefit assessment can also be politically deter-
mined by the legislator or regulatory authority.

If no contradiction with higher-ranking law exists, is it
sufficient for reasonableness that a given endpoint is
deemed non-patient-relevant within the relevant scientific
disciplines (particularly medicine)? If this question were
answered affirmatively, the G-BA could justify its assess-
ment based on credible expert opinions, even if they con-
tradict the predominant scientific consensus. According to
the prevailing view, a G-BA assessment that contradicts the
generally accepted standards of health technology assess-
ment (HTA) science is not reasonable. This view can be
derived from Section 35a para. 1 sentence 8 no. 2 SGB V
and Section 7 para. 2 AM-NutzenV.

According to these provisions, the international stan-
dards of evidence-based medicine and health economics
form the basis of the benefit assessment. The benchmark
for the assessment as part of the benefit assessment is the
generally recognised state of medical knowledge. There-
fore, in addition to the statutory standard examples, end-
points that are recognised as patient-relevant according to
international standards must also be recognised as

patient-relevant by the G-BA. In my opinion, this also inclu-
des endpoints that are recognised as meaningful surroga-
tes of a patient-relevant endpoint (mentioned in the law or
other internationally recognised endpoints) according to
international standards.

With regard to surrogates, however, earlier decisions of
the BSG and the Berlin-Brandenburg Regional Social Court
(Landessozialgericht Berlin-Brandenburg), which is respon-
sible for the benefit assessments of the G-BA at first instan-
ce (between 2011 and 2013), often state that studies that
have formulated mere surrogate parameters as the prima-
ry objective cannot be considered from the outset to prove
a therapeutic improvement (most recently BSG, judge-
ment of 17 September 2013 - B 1 KR 54/12 R = BSGE 114,
217 para. 48; probably most recently LSG Berlin-Branden-
burg, judgement of 7 June 2013 - L 7 KA 164/09 KL, juris
para. 126). This categorical exclusion has probably been
tacitly abandoned in the meantime.

Possible impetus from Union law
Impulses for the justifiability of the assessment of the
patient relevance of an endpoint can also result from the
European benefit assessment (EU HTA). Methodologically,
a binding impulse could arise as a result of an interpretati-
on and application of national law in conformity with EU
law (AM-NutzenV). Alternatively, such an impulse could
also unfold below the strict binding force resulting from
the primacy of application of EU law in such a way that the
recognition of an endpoint as patient-relevant within the
framework of the EU HTA is regarded by national jurisdicti-
on as proof or as a strong indication that the endpoint is
patient-relevant – according to the international standards
of evidence-based medicine and health economics or
according to the recognised state of medical knowledge.

However, both impulses would probably require a
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further development of the current EU HTA process. But
according to Regulation (EU) 2021/2282 on health techno-
logy assessment, it is already not completely ruled out
today that the ECJ could grant some kind of EU law effect
on national assessment procedures to the definition of the
relevant parameters for the scope of assessment (including
health-related endpoints) in the context of joint clinical
assessments, even though such an effect is currently not
politically intended according to the official categorisation
of the scope of Regulation (EU) 2021/2282. 

Clarification of patient relevance in legal proceedings
In principle, the relevance of an endpoint to patients can be
clarified by way of legal proceedings. Benefit assessments
of the G-BA that wrongly (however: scope for judgement!)
do not recognise a patient-relevant endpoint for which an
improvement occurs according to the study situation are
unlawful. A pharmaceutical company can challenge an
adverse benefit assessment through legal action (jurisdicti-
on: Berlin-Brandenburg Social Court and Federal Social
Court). This challenge can be combined with an appeal
against an arbitration ruling on the reimbursement amount
under Section 130b (4) SGB V, requesting the annulment of
the underlying benefit assessment resolution.

Alternatively, a declaratory action against the G-BA’s
benefit assessment decision alone is possible if an amicable
reimbursement agreement has been reached between the
pharmaceutical company and the National Association of
Statutory Health Insurance Funds (GKV-Spitzenverband),
despite disagreements over the benefit assessment. To
date, there have been no known court cases explicitly ai-
med at establishing the patient relevance of an endpoint

Conclusion
Patient relevance is an indeterminate legal term with a
scope for judgement in favour of the G-BA. With the
assumption of a margin of judgement and the associated
reduced judicial review in the form of a mere justifiability
check, case law and legal science throw the ball back into
the court of medicine, health economics and other HTA
sciences. The dispute as to whether a certain study endpo-
int is relevant to patients or not is therefore less due to
inadequate legal anchoring. Rather, the problem lies in the
fact that the qualification of a certain study endpoint as
patient-relevant is disputed among the representatives
of the relevant HTA sciences. As long as this is the case, the
G-BA’s refusal to recognise the patient relevance of an end-
point remains justifiable and lawful.
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atient relevance is firmly anchored in early
benefit assessment. According to the Ordinan-
ce on the Benefit Assessment of Pharma-
ceuticals (AM-NutzenV),1 the benefit of a
pharmaceutical is defined as „the patient-

relevant therapeutic effect, particularly concerning the im-
provement of health status, the shortening of disease
duration, the prolongation of survival, the reduction of
side effects, or an improvement in quality of life. The
additional benefit, within the meaning of this regulation, is
a benefit that is quantitatively or qualitatively greater than
the benefit of the appropriate comparator therapy“
(Section 2 para. 4, AM-NutzenV).1 According to IQWiG’s
methods paper,2 patient relevance is defined as „how a
patient feels, performs his/her functions and activities, or
whether he/she survives“.

The benefit assessment therefore focuses on endpoints
that can be directly perceived by patients. In early benefit
assessment, patient-relevant endpoints are categorised
into four groups: mortality, morbidity, health-related
quality of life, and side effects. In contrast, endpoints based
on imaging or laboratory findings, which are not
perceptible to patients. Changes to the mode of administ-
ration are also repeatedly proposed as a patient-relevant
benefit per se. However, without evidence that a new
mode of administration influences patient-relevant end-
point such as health-related quality of life, such a benefit
cannot be derived either in accordance with SGB V or
based on IQWiG’s definition of patient relevance. Only in
exceptional cases, e.g. if oral administration is possible
instead of intrathecal administration,3 and a reduction in
complications due to the administration of a pharma-
ceutical can be assumed, can a patient-relevant benefit be
derived.

P

Study endpoints in the early benefit assessment from
IQWiG’s perspective

Dr Daniela Preukschat, Dr Sebastian Meller | Pharmaceuticals Assessment Department at IQWiG

In early benefit assessment, the central question is whether
a new pharmaceutical offers a patient-relevant benefit
compared to the current standard of care. Such an
advantage can be derived based on patient-relevant
endpoints or valid surrogates. The problem is that data
to answer this question is still too often lacking. Far too
often, there are no suitable studies available for the
assessment. If suitable studies do exist, these are usually
approval studies, whose primary endpoints are often
not patient-relevant or include unvalidated surrogate
parameters.
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High importance of patient-reported outcomes
Patient-reported outcomes (PROs) are of great importance
for morbidity and quality of life outcomes, and their role in
clinical studies has been strengthened due to their signifi-
cance in the AMNOG procedure. In PROs, patients themsel-
ves assess how the use of the new pharmaceutical affects
their symptoms or health-related quality of life. Without
the collection of PROs, an incomplete picture of the bene-
fits and risks of new pharmaceuticals is obtained. Patient
involvement is essential even during the development of
PRO instruments. This is the only way to ensure that all re-
levant aspects from the patient’s perspective are compre-
hensibly and completely mapped.

PROs should generally be preferred over anthropometric
parameters, such as body height as a patient-relevant end-
point. Although body height (z-score) has been classified
as patient-relevant in the therapeutic area achondropla-
sia,4 it is difficult to assess how a specific change in this

endpoint ultimately affects the patient, e.g. on his/her
functional limitations and pain. Therefore, the additional
benefit in the endpoint of body height (z-score) could not
be conclusively quantified in the benefit assessment.

The use of PROs is also possible for endpoints related to
side effects but is not yet standard. Moreover, not all side
effects are suitable for recording using PROs; for example,
directly observable/measurable events (e.g. retinal tear)
are unsuitable, whereas subjectively perceived side effects
like nausea can be well captured through PROs. For this
purpose, the National Cancer Institute (NCI) has developed
the PRO-Common Terminology Criteria for Adverse Events
(PRO-CTCAE) system for the assessment of symptomatic
toxicity in patients in oncological studies.5 This system has
already been presented to IQWiG in several benefit assess-
ments, for the first time in A20-87 and A23-86. However,
the corresponding data were not usable due to the lack of
detailed justification for the selection of symptomatic AEs
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from the PRO-CTCAE system and because the results were
presented only descriptively without considering different
observation periods.6,7

Only a few surrogate validations submitted
In early benefit assessments, IQWiG has so far accepted
three surrogate endpoints as sufficiently valid surrogates
for different patient-relevant endpoints: Virological res-
ponse as a surrogate for AIDS/overall survival in HIV infecti-

on, HbA1c level as a surrogate for microvascular complica-
tions in type 1 diabetes, and sustained virological response
(SVR) as a surrogate for the prevention of the occurrence of
hepatocellular carcinoma in hepatitis C infection.8-10

Overall, however, only a few validations of surrogates were
submitted to IQWiG for the early benefit assessment;
mainly in oncology (table 1).

Particularly notable is progression-free survival (PFS), for
which the most surrogate validations have been submitted

Surrogates accepted by IQWiG and surrogates for which validations were submitted as part of 
the early bene�t assessment

Source: IQWiG 

Indication Endpoints

Surrogate Patient-relevant
endpoint

Surrogate
accepted by
IQWiG?

Dossier assessment (examples)

HIV infection

Diabetes type 1

Hepatitis C

Melanoma

Breast cancer

Breast cancer –
adjuvant

Prostate carcinoma

Interstitial lung
disease

Virological response

HbA1c

SVR

PFS

PFS

DFS

PFS, MFS

Annual forced
vital capacity

YES

YES

YES

NO

NO

NO

NO

NO

A12-04 Rilviripine

A15-10 Insulin degludec

A11-17 Boceprevir

A13-35 Debrafenib, A15-33 Pembrolizumab

A16-74 Palbociclib, in A22-66 no e�ect in
overall survival (�nal analysis PALOMA-2)

A18-41, A21-11 Pertuzumab, in A22-103 e�ect
in overall survival in 3rd data cut-o�

A18-80 Enzalutamid, A20-36 Apalutamid

A20-71 Nintedanib

AIDS/overall survival

Microvascular
complications

Hepatocellular 
carcinoma

Overall survival

Overall survival

Overall survival

Overall survival

Overall survival

DFS: disease-free survival; HbA1c: Haemoglobin A1c; MFS: metastasis-free survival; PFS: progression-free survival; SVR: sustained virological response

Table 1: To date, the validations or validation studies presented were largely unsuitable for demonstrating the suitability of
the respective surrogate endpoints.
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(for melanoma, breast cancer, and prostate cancer11-15).
Additionally, surrogate validations have been presented
for disease-free survival (DFS) in adjuvant breast cancer
therapy, metastasis-free survival in prostate cancer, and
annual forced vital capacity in interstitial lung disease.15-18

However, to date, the validations or validation studies
presented were largely unsuitable for demonstrating the
suitability of the respective surrogate endpoints for overall
survival. Regardless of the question of suitability as a surro-
gate for overall survival, some outcomes or operationalisa-
tions that depict the progression of cancer were classified
as patient-relevant: for example, symptomatic progression
in prostate cancer, which was operationalised via symp-
toms noticeable to the patient, was accepted in two bene-
fit assessments.15,19 Recurrences have also been generally
accepted as a patient-relevant endpoints in various benefit
assessments.16,17

Although the recurrence endpoint is based on imaging,
it is considered a failure of the curative approach if the
tumour can be detected again during or after (adjuvant)
therapy with curative intent. For patients, this may repre-
sent the transition to a stage of the disease that is no lon-
ger curable and is therefore directly relevant to the patient.
In addition, the failure of the curative treatment approach
is also relevant for patients who are not tumour-free at the
start of the study and was used by IQWiG as an indepen-
dent endpoint for haematooncological patients with
diffuse large B-cell lymphoma (DLBCL)20-22, but also for
patients with solid tumours.23,24

Methodological requirements for valid surrogates
Surrogate validations are generally possible based on ran-
domised controlled trials (RCTs) and in other special situa-
tions (as was the case with the SVR). Typically, they require
a meta-analysis of multiple RCTs examining both effects on

the surrogate endpoint and the patient-relevant endpoint
of interest. Recognised validation methods are corre-
lation-based methods such as the consideration of the
correlation between the effects at study level and the
surrogate threshold effect (STE).

In addition to the methodology used for surrogate vali-
dation, it is of fundamental importance that the under-
lying study pool is complete and suitable. The validation
studies presented in the benefit assessments on pertuzu-
mab (breast cancer)16,17 and nintedanib (interstitial lung
disease)18 show that it is possible in principle to conduct a
surrogate validation in accordance with IQWiG’s require-
ments. In the pertuzumab project, the DFS and on ninteda-
nib the annual forced vital capacity were each to be shown
to be suitable surrogates for overall survival. For pertuzu-
mab, the underlying study pool of the validation study was
not suitable, as studies were excluded that would have
been relevant in the therapeutic area presented in this
benefit assessment. For nintedanib, the methodological
implementation of the validation was flawed, which led to
an underestimation of the STE. After self-calculated correc-
tion, it was shown that the effect on the surrogate was not
large enough to derive an effect on overall survival.

In addition, there are special situations in which validity
can also be recognised.25 This requires that the relationship
between the patient-relevant endpoint and the surrogate
endpoint is clearly biologically/medically plausible and
that other criteria are met. One example is the SVR in
patients with chronic hepatitis C infection, where the
occurrence of the surrogate endpoint led to a significantly
reduced risk of hepatocellular carcinoma. In addition, the
risk regarding the actual endpoint reached a minimal level,
namely that of an unaffected population.10 In special
situations, cohort studies must be available as a data basis
that relate to people undergoing treatment and whose
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follow-up period is sufficiently long to adequately record
the risk of the actual endpoint occurring.

Benefit assessment and treatment decisions require
sufficiently reliable data
From IQWiG’s perspective, a major issue is that regulatory
authorities often accept surrogate endpoints that are not
sufficiently validated. The use of such endpoints has
increased over recent decades at both the Food and Drug
Administration (FDA) and the European Medicines Agency
(EMA).26-28 For (potentially accelerated/conditional)
approval, the position is often taken that this is justifiable
and that greater uncertainty is tolerated to make a new
pharmaceutical quickly available.

However, the acceptance of high uncertainty at the time
of approval must not lead to a situation where truly
reliable data are never generated. Benefit assessment and
evidence-based therapy decisions require a sufficient level
of certainty. The aim of early benefit assessment is to iden-
tify new pharmaceuticals with the judgement „additional
benefit proven“ that are sufficiently certain to have
additional value for patients and not just „maybe“.

Evidence-based medical care also requires strong data
for well-founded treatment decisions. This requires mea-
ningful endpoints and, in certain cases, more or better sur-
rogate validation. Moreover, the frequently voiced criticism
that therapeutic parameters described in guidelines and
disease management programmes (DMPs) are ignored by
the benefit assessment also does not get to the heart of
the problem: the use of a laboratory parameter recom-
mended in a guideline or DMP for therapy management in
an individual patient does not necessarily legitimise its sui-
tability as a patient-relevant endpoint in a clinical study.
The decisive factor for the benefit assessment can only be

whether it is sufficiently certain that an effect in the surro-
gate endpoint will also be reflected in an effect in the
patient-relevant endpoint.

Data situation for chronic diseases remains poor
For chronic diseases there is often still a considerable lack
of suitable data for early benefit assessment. From 2021
until early August 2024, IQWiG conducted a total of 169
benefit assessments in the area of chronic diseases. No
suitable data were available for 68% (115) of these projects
(figure 1).

The main issue here is not primarily the endpoints, but
rather the study design. Even though most of these studies
were randomised controlled trials (RCTs), their data were
often unsuitable for benefit assessment because these
RCTs compared the intervention to a placebo or an inade-
quate therapy in the control arm, rather than directly com-
paring it with the current standard therapy. In other cases,
there was no comparison at all (single-arm studies), and
data from such studies are generally unsuitable for benefit
assessment. It was already criticised in 2019 that there is
often no suitable data available for the benefit assess-
ment.29 Unfortunately, no positive development can be
observed regarding chronic diseases. The reasons for this
stagnation and possible approaches for change (such as
targeted use of positive or negative incentives) should be
discussed.

Among the 54 (32%) benefit assessments conducted
between 2021 and early August 2024 where suitable data
were available, more than 70% were based on approval
studies. In the majority of these cases, only one pivotal
study was available for the benefit assessment. Non-appro-
val studies were used for 15 (28%) of the benefit assess-
ments (figure 1). Overall, in only about a quarter of the
included studies, the primary study endpoint was fully
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patient-relevant. In more than 40% of the included studies,
the primary endpoint was not patient-relevant, often
because it was based on a (non-sufficiently validated) sur-
rogate endpoint, e.g. changes in HbA1c levels in type 2
diabetes or the eGFR slope in Fabry disease patients (figure
2).

With regard to eGFR, it should be noted that changes in
eGFR are only patient-relevant if there is sufficiently cer-
tainty that the eGFR declines to a level that is perceptible
to patients. This was the case for the first time in one of the
two addenda to finerenone.30 The combined endpoint of
the presented studies on renal morbidity included the
individual components renal failure (defined as confirmed
persistent decline in eGFR to < 15 ml/min/1.73 m2 or end-
stage renal disease), eGFR decline ≥ 57% and renal death.
Given the mean eGFR baseline values (approx. 43
ml/min/1.73 m2) of the patients, the ≥57% eGFR decline
component was considered sufficiently patient-relevant,
and the combined endpoint was used.

In 30% of the included studies, the primary endpoint
could only be used with limitations (e.g. change in average
monthly migraine days compared to baseline vs change in
average monthly migraine days compared to baseline vs
migraine days/month reduction by 50% or only individual
components of a combined endpoint were considered
(figure 2). The operationalisation of an endpoint can there-
fore be decisive for whether or not an endpoint is conside-
red patient-relevant.

It is evident that just because an endpoint is investi-
gated in (approval) studies does not automatically mean it
is patient-relevant. Instead of „study endpoint relevant“, as
Thomas Kaiser already suggested in 2016,31 the principle
should rather be „relevant endpoint study endpoint“. In
principle, HTA decisions should not incentivise the use of
study endpoints that entail a high degree of uncertainty

and should instead reward the investigation of meaning-
ful, patient-relevant endpoints.29

However, the question of the patient relevance of the
primary endpoint or its operationalisation is rarely directly
relevant to the conclusion regarding the question „Is there
an additional benefit: yes or no?“. Between 2021 and early
August 2024, in only six projects (11%), no additional
benefit was determined despite a reported advantage for
the intervention in the primary (but not patient-relevant)
endpoint, e.g. changed HbA1c levels in type 2 diabetes.
However, in most cases, other relevant endpoints demon-
strated an additional benefit (this was the case in 24 pro-
jects [44%]). A key example is the assessment of risankizu-
mab, in which the primary endpoint (endoscopic
remission) was not accepted, but positive effects were
observed in the Inflammatory Bowel Disease Question-
naire (IBDQ; total score and sub-score bowel symptoms)
and Short Form-36 (SF-36).32

Besides positive effects, other assessments also showed
negative effects that led to the overall judgement of „no
additional benefit“ (two projects [4%]). In seven projects
(13%), the primary (non-patient-relevant) endpoint
showed no effect, and the rejection had no impact on the
benefit assessment conclusion (see figure 3). These studies
were non-inferiority studies. However, it is problematic if in
these studies lack meaningful endpoints related to
mortality, morbidity, or quality of life, i.e. on benefit end-
points. This was the case, for example, for vadadustat.33
But the latest diabetes assessments (type 2) also show that
the studies are not aligned with treatment goals.34

Improvements needed for PRO analyses
The data quality of PROs for benefit assessment is often
insufficient, so that only some of the submitted PRO analy-
ses are ultimately suitable for the benefit assessment.35
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Another frequent problem is that the PROs are collected
too briefly. The reason for this is presumably that the stu-
dies submitted for benefit assessment are strongly tailored
to regulatory approval. For example, the PROs are often
only collected until disease progression. But for those
affected, symptoms and quality of life remain highly
relevant even after the disease has worsened. Whether the
patient is better or worse off in the long term with the
intervention to be evaluated than with the comparator
treatment can only be determined if the corresponding
PROs are recorded beyond progression.36

Another key factor is the completeness of PRO data col-
lection over the study period. For example, low response
rates to the corresponding questionnaires often mean that
the data cannot be used for benefit assessment. A recent

stakeholder discussion highlighted that patient represen-
tatives expressed a strong willingness to participate in PRO
data collection, provided they are clearly informed about
how their input will be used. This indicates that a longer
survey of these endpoints is both feasible and does not
conflict with patient interests.37

The analysis and operationalisation of PRO endpoints
must be discussed carefully on a case-by-case basis, as
numerous factors can influence the significance of results.
For instance, depending on the indication and treatment
goal, either a (lasting) improvement or a worsening of
symptoms may be the primary focus. Should continuous
analyses or responder analyses be used at a specific evalu-
ation time point? Which time point is best suitable for a
responder analysis?38 Which response criterion is appro-

Chronic diseases – often no suitable data are available for the bene�t assessment; if data are 
available, these are often approval studies

Source: IQWiG  

Projects for chronic diseases from 2021 to August 2024 (n = 169)

1 approval study
(57%)

Projects without
suitable data;
n = 115 (68 %)

Projects with
suitable data;
n = 54 (32 %)

NON-approval study 
(28 %)

2 approval
studies
(13 %)

3 approval
studies

(2 %)

Figure 1: Of the 169 benefit assessments with reference to chronic diseases, no suitable data were available for 68% (115)
of the projects in the period from the beginning of 2021 to the beginning of August 2024. The problem was not primarily
the endpoints, but the study design.
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priate for indicating a noticeable change? For the question
of the response criterion, the patient-specific change of
15% of the range of the survey instrument proposed by
IQWiG has proven to be practicable.39 The aim of this
approach developed by IQWiG was also to create clarity for
manufacturers and to prevent outcome-driven reporting.
Since its introduction, this response threshold has been
regularly used by manufacturers in studies and dossiers.

Conclusion

• IQWiG’s principles remain unchanged: patient relevance
is the paradigm of benefit assessment.

• Status of surrogates: few submitted validations, mainly
in oncology. Numerous publications in recent years
show: regulatory authorities accept surrogates whose

validity has not been adequately demonstrated – more
validations (where necessary) desirable.

• Instead of „study endpoint relevant“, the principle
should be „relevant endpoint study endpoint“

• Improvements in PRO analyses are necessary:

• Basic methodological quality (completeness and
quality of data) & duration of PRO survey often in
need of improvement (e.g. beyond progress).

• The usefulness of analyses must be discussed on a
case-by-case basis (e.g. symptom burden, [perma-
nent] improvement/deterioration; dealing with inter-
current events; time point under consideration).

• Overall, (even) more high-quality data on PROs is
needed.

Only about a quarter of the primary study endpoints are fully relevant to patients

Source: IQWiG 

Projects for chronic 
diseases from 2021 to 

August 2024 (n = 169), of 
which n = 54 with data

Was the primary endpoint of the studies included in the dos-
sier assessment assessed as relevant to patients?

Yes; n = 14 (26 %)

No; n = 24 (44 %)

Yes, with restrictions;
n = 16 (30 %)

Examples
 Change in average monthly migraine 

days compared to baseline vs migraine 
days/month reduction by 50%
 Only individual components of a com-

bined endpoint used

Figure 2: The operationalisation of an endpoint can also be decisive for whether or not an endpoint is considered patient
relevant. The fact that an endpoint was investigated in (approval) studies does not necessarily mean that it is a patient-
relevant endpoint.
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harmaceutical companies as a source of
innovation in Germany and worldwide
For decades, pharmaceutical companies have
played a significant role in the development of
innovative pharmaceuticals that advance

healthcare globally. According to a study by the European
Federation of Pharmaceutical Industries and Associations
(EFPIA), the pharmaceutical industry invested almost 50
billion Euros in research and development in Europe in
2023, with approximately half (48.4%) of these funds direc-
ted towards clinical trials.

In Germany alone, the pharmaceutical industry invested
around 7 billion Euros in research and development
in 2020, ranking sixth worldwide in conducting industry-
initiated clinical trials, with 542 clinical trials. According to
an analysis by Charles Rivers Associates, the private sector
accounts for almost two-thirds of the investments in
research and development.

A major challenge for pharmaceutical companies:
balancing different requirements
,The design of clinical trials repeatedly presents significant
challenges for sponsors. Clinical trials must not only meet
the requirements of medical science but also those of
regulatory and reimbursement authorities. For a globally
operating company like MSD Sharp & Dohme (MSD), which
markets medicines in over 140 countries, this means that
these requirements must be considered to ensure regula-
tory approval and market access. Despite the International
Council for Harmonisation of Technical Requirements for
Pharmaceuticals for Human Use (ICH) and the European
HTA regulation/EUnetHTA, significant differences in
standards remain.

At MSD, approximately one third of employees world-
wide work in research and development, currently

P

Innovation in study endpoints - study endpoints
for innovations

Dr Jutta Wendel-Schrief | MSD Sharp & Dohme GmbH

All over the world, clinical trials must meet the requirements
of regulatory authorities as well as those related to market
access and reimbursement. When considering the early
benefit assessment under AMNOG, the requirements for
pivotal studies often differ from those of the EMA. A crucial
aspect of planning clinical trials is the selection of endpoints.
The EU-HTA pursues a patient-centred HTA approach,
whereas Germany takes a unique approach by defining
patient-relevant endpoints. The operationalisation of
morbidity endpoints requires a clear definition of clinical
relevance and consideration of the heterogeneity of the
patient population. A consensus between medical societies,
clinical researchers, and patient representatives is essential
to formulate appropriate endpoints and collect relevant
quality of life data. MSD is actively involved the development
of both clinically and HTA-relevant endpoints. EU-HTA
provides an opportunity for harmonisation and further
development of AMNOG towards greater patient centricity.
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Number of clinical trials conducted by pharmaceutical companies in a country comparison

Source: vfa based on clinicaltrials.org
see https://www.vfa.de/de/arzneimittel-forschung/so-funktioniert-pharmaforschung/amf-standortfaktoren.html
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Figure 1: In 2020, Germany ranked sixth worldwide in the number of industry-sponsored clinical trials, with 542 studies.

Dr Jutta Wendel-Schrief has been Head of the Market
Access division at MSD Sharp & Dohme GmbH since
January 2015. She studied biology and completed her
doctorate in biochemistry at the Johann Wolfgang Goethe
University in Frankfurt am Main. Following several years
of research at the Max Planck Institute for Biophysics on

the subject of transport proteins, she worked in various
pharmaceutical companies since 1990, covering different
roles and indications, primarily in marketing and sales.
From 2010 to 2015, she headed the Clinical and Speciality
Products business unit at MSD Sharp & Dohme GmbH.
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engaged in planning and conducting over 2,000 clinical
trials across 47 countries and four regions, including 130
clinical trials in Germany, with recruitment for 20 additio-
nal studies underway. A large number of internal and
external experts, including clinicians, operations specia-
lists, research partners, and patients, are involved in dra-
wing up the study protocols. The goal is to create feasible
study protocols that comply with global requirements
while also addressing German-specific regulations.

Despite these efforts, on average, only one to two out
of every 10,000 pharmaceuticals in development reach
market maturity.

Operationalisation of morbidity endpoints in the
benefit assessment
Under the AMNOG, the efficacy, tolerability, usefulness,
and harmfulness of therapies are measured based on
patient-relevant endpoints, which are assessed using the
categories of mortality, morbidity, side effects and health-
related quality of life. The key question is which endpoints
are considered patient-relevant and how they can be
operationalised. There has been considerable interpretati-
ve flexibility, particularly regarding morbidity endpoints.

1. Clinical relevance: definitions must be precise and
meaningful to appropriately measure the intended clinical
effects.

2. Heterogeneity of the patient population: endpoints

Pipeline of pharmaceuticals in development, comparison 2024 to 2023

Source: Pipeline by development phase, Pharmaprojects January 2024
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Figure 2: On average, only one to two out of every 10,000 pharmaceuticals in development reach market maturity.
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must adequately capture the diversity of patients and their
varying disease courses (consideration of subgroups).

3. Consensus on endpoints: the definition of morbidity
endpoints requires consensus between different stakehol-
ders, including medical societies, researchers, regulatory
authorities, HTA bodies, and patient representatives.

4. Data collection and availability: the operationalisation
of morbidity endpoints must be feasible in everyday medi-
cal practice to ensure that the necessary data for assessing
these endpoints can be collected, especially regarding
quality of life.

5. Patient perspective: it is crucial to appropriately consi-
der the patients‘ perspectives, needs, and preferences
when defining and evaluating patient-relevant endpoints.

Achieving consensus on suitable endpoints is not always
possible and can be time-consuming and resource intensi-
ve.

Under the AMNOG, an additional challenge arises from
the fact that the G-BA’s requirements for the operationali-
sation and measurement of patient-relevant endpoints do
not always fully reflect the clinical research question. As a
result, pharmaceuticals that fill an important treatment
gap for patients may not demonstrate an additional bene-
fit under AMNOG and could therefore become unavailable
in Germany.

Example of event-free survival (EFS)
A key example is the endpoint event-free survival (EFS),
which captures disease progression and relapse, among
other aspects. In the curative treatment situation, the
IQWiG and G-BA view EFS as an indicator of failed potential
cure, which is generally considered patient-relevant. For
the acceptance of this endpoint, the G-BA requires proof of
tumour control or tumour-free status. However, for inope-
rable patients, tumour assessment (tumour control) during

treatment is often challenging due to radiotherapy-
induced tissue changes in the tumour.

The questions posed in the benefit assessment therefore
do not reflect those of the clinicians, which in this example
means that the G-BA’s requirements cannot be implemen-
ted for the pharmaceutical companies. Closer coordination
between the G-BA, medical societies, patient representa-
tives and clinical research is essential to address these
issues. The goal must be to develop clinically relevant and
practicable morbidity endpoints. The need for this is high –
especially for inoperable patients with curative treatment
intentions.

The phenomenon of the discrepancy between the G-BA
criteria and the reality of everyday clinical practice also
exists for operable patients. The G-BA requires proof of
tumour-free status (R0 resection) for EFS acceptance, mea-
ning that all patients who are not completely resected are
counted as events in the EFS analyses. According to IQWiG
and G-BA, the curative approach is considered unsuccess-
ful for these patients – even though they may still have a
chance of being cured.

When developing the study protocol, the challenging
question for the company is whether the operationalisati-
on of the outcome should be close to everyday care and
thus adequately reflect the varying disease progression of
patients or whether the focus should be on the success of
the benefit assessment when recording the outcome. This
raises the question of whether the G-BA’s requirements for
such endpoints should be reconsidered to better align
with clinical practice and prioritise patient needs.

Addressing these challenges requires careful considera-
tion and collaboration between all stakeholders, including
regulatory authorities, the pharmaceutical industry,
medical societies, and patient representatives, to ensure
that
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AMNOG benefit assessments are appropriate and com-
prehensive. This is the only way to ensure that the data of
patients who have invested time, commitment and hope
in studies can be used in a meaningful way. Unassessable
datasets are a waste of valuable resources for both
pharmaceutical companies and patients.

Patient-relevant endpoints and innovations
of tomorrow
Tomorrow’s innovations present the system with new
challenges. For example, MSD is collaborating with Moder-
na to develop individualised neoantigen therapies (INTs) –
also known as „therapeutic cancer vaccines“. The aim of
INT is to activate the body’s own immune system in
patients who already have cancer in such a way that it can
help fight the cancer in order to minimise the risk of
recurrence. They are designed to help the immune system
recognise and destroy individual neoantigens on the
patient’s cancer cells. The current research results indicate
that the INT immune cells could be activated in such a way
that they can recognise and attack the altered neoantigens
on the cancer cells. Due to the immune system’s memory,
INTs could lead to long-term, specific recognition of the
cancer cells and reduce the risk of recurrence. In the
V940-001 trial, INT is being investigated regarding the
primary endpoint of recurrence-free survival (RFS).
Secondary endpoints include distant metastasis-free
survival (DMFS), overall survival (OS) and safety of therapy.

Operationalisation of symptom-related progression-
free survival (PFS) (PFS+) using artificial intelligence
An important endpoint in oncology in some indication
areas is the PFS endpoint, which is not recognised per se as
patient-relevant in AMNOG. A further development of the
endpoint (PFS+), which links PFS with disease symptoms

or quality of life, could be a way to achieve acceptance of
the endpoint in the early benefit assessment, as it would
demonstrate the direct influence of progression on the
patient’s well-being. This would make PFS+ patient-
relevant in the sense of the AMNOG. Artificial intelligence
could support this process by identifying patterns in
existing datasets that establish this connection.

Will EU-HTA make AMNOG endpoints more
patient-centred?
Medical progress is advancing rapidly, and in some cases,
randomised controlled trials (RCTs) are therefore not feasi-
ble for practical and ethically reasons. This dynamic must
be reflected in the benefit assessment of pharmaceuticals
to prevent regulatory frameworks from lagging behind
scientific advancements. For special therapeutic situations,
such as gene and cell therapies, as well as INTs, for which
studies of the highest evidence level are impossible or in-
appropriate, the AMNOG therefore needs to be further de-
veloped. With the introduction of European HTA assess-
ment in January 2025, there is an opportunity to align me-
thodological assessment principles more closely with the
European framework, ensuring that medical innovation
continues to have a place in Germany. More flexibility is
needed regarding the consideration of patient-centred
endpoints and specific study designs (e.g. indirect compa-
risons) in line with European guidelines so that medical
progress also has a chance in Germany in the future.
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Individualised neoantigen therapy –
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Figure 3: The aim of INT is to activate the body’s own immune system in patients who already have cancer in such a way
that it can help fight the cancer to minimise the risk of recurrence.
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Patient-centred outcomes in the EU-HTA versus AM bene�t regulation and IQWiG methods paper

Source: vfa 
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Figure 4: The introduction of the European HTA assessment in January 2025 presents an opportunity to better align me-
thodological assessment principles with the European framework.
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s the emphasis on mortality in benefit assessment
justified?
Patient-relevant endpoints analyse mortality, morbidi-
ty, and quality of life. In many diseases that were
previously rapidly fatal, medical progress has led to an

improvement in patient survival. Moreover, the use of
additional pharmaceuticals administered in later therapy
lines falsifies statements about overall survival. In these
situations, life extension is neither the primary therapeutic
goal nor a meaningful study endpoint. Event- and progres-
sion-free survival are now considered clinically meaningful
endpoints as surrogate parameters, with analyses demon-
strating a correlation with overall survival (Michael Untch
et al., Disease-free survival (DFS) as a surrogate for overall
survival (OS) in patients (pts) with HR+/HER2− early breast
cancer (EBC): A correlation analysis. JCO 41, 535-535(2023).
DOI:10.1200/JCO.2023.41.16_suppl.535). However, there
are also numerous examples in which an advantage in pro-
gression-free survival (PFS) was ultimately not significantly
reflected in overall survival.

Does the mortality criterion in the benefit assessment
have to be revised?

Surrogate parameters as a meaningful measurement
tool in benefit assessment
For many diseases, both mortality and morbidity cannot
be effectively controlled within the time frame of a study.

Can surrogate parameters (e. g. PFS, DFS, but also
laboratory chemical parameters such as HbA1c etc.)
be used in this context?

What requirements must these surrogate parameters
fulfil so that conclusions can actually be drawn about
patient-relevant parameters?

I Patient-relevant endpoints as secondary endpoints
In the development of pharmaceuticals, phase III studies
are designed for approval and not for benefit assessment.
Consequently, the parameters that might later be assessed
in the benefit assessment were only set as secondary
endpoints (e.g. primary endpoint PFS, secondary endpoint
mortality, quality of life, etc.).

How biased are the results regarding patient-relevant
endpoints if these only represented the secondary endpoint?

Patient-relevant endpoints in indirect comparisons
Since pharmaceutical companies often select studies for
approval that do not represent a direct comparison with
an appropriate comparator therapy (ACT), as this is not
required by the regulatory authorities and the ACT can
also differ in the various countries, the benefit assessment
procedure do not include direct comparisons with the
ACT. Pharmaceutical companies often choose indirect
comparisons. Here, two studies are analysed with each
other by means of a bridge comparator. However, the
parameters for the defined endpoints may differ between
the studies.

How can indirect comparisons be managed in relation
to patient-relevant endpoints?

What are the minimum requirements for comparability?

Rigid patient-relevant endpoints versus highly
individualised treatment response
Bamberger (2020) reports a highly individualised treat-
ment response for epilepsy or depression, for example.
There are no therapy predictors for neurological and
mental illnesses that could be used to define patient
collectives. As a result, an additional benefit cannot be
demonstrated (Bamberger M. Welchen patientenrelevan-
ten Nutzen haben neue Arzneimittel in der Neurologie und

Patient-relevant endpoints: Questions from the
perspective of medical services

Dr Andreas Rhode | The Medical Service of the health funds in Westphalia-Lippe
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Psychiatrie? (What patient-relevant benefits do new drugs
in neurology and psychiatry offer?) Psychopharmako-
therapie 27:289–294, 2020.).

Are the patient-relevant endpoints set too rigidly in the
benefit assessments? Does this potentially undermine the
clinical added value of pharmaceuticals?
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Hamm (Chair of Psychotherapy and Psychosomatics at
the University of Witten/Herdecke), he took over the
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for Supply of Pharmaceuticals within the Medical
Services of Health Funds community and serves as an
advisor to the GKV-SV in the Subcommittee for
Pharmaceuticals of the G-BA. He is also a member
of the Off-Label Expert Group and the Long COVID
Off-Label Expert Group at the BfArM.
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ignificance of patient-reported indicators in
psychiatry
The European regulation on Health Technology
Assessment (EU HTAR) aims to strengthen the
European Health Union.1 In the medium to

long term, discussions on endpoints for clinical studies and
patient care will be further intensified and standardised.
Patient-reported outcomes will play a central role in this
process. The EU HTA Coordination Group defines Patient-
Reported Outcomes (PROs) in its methodological guidance
as „any report of the status of the patient’s health conditi-
on that comes directly from the patient, without interpre-
tation of the patient’s response by a clinician or anyone
else“.2

For psychiatric disorders, these assessment instruments
play an important role in both clinical practice and
research. Since 2017, a working group within the OECD has
been working on the development of international stan-
dards for patient-reported indicators for mental illnesses.3

The harmonisation of PRO assessment instruments is es-
sential for sharing experiences across national borders and
defining international endpoints for conditions such as
depression, bipolar disorders, or schizophrenia.

The systematic integration of PRO instruments into
psychiatric care enables, for example, the early detection
of warning signs in patients at risk of suicide, or the collec-
tion of other important „between-visit“ data in outpatient
or day-care settings.4

However, the effective use of these instruments requires
expertise and experience.4 Patient cooperation and moti-
vation are crucial, as is the „buy-in“ of staff in hospitals or
outpatient care facilities.

Differentiation between PROM and PREM
The terms PRO or PROM (Patient Reported Outcome Mea-

S

Collection of patient-reported outcomes: insights
from psychiatry

Professor Peter Falkai, Clinic for Psychiatry and Psychotherapy, University Hospital of Munich |
Professor Dr Jörg Ruof, European Access Academy, Basel

Modern psychiatry focussed on patient well-being is
essentially based on differentiated patient-reported
outcome measures (PROMs, Patient Reported Outcome
Measures). However, the dominance of a single endpoint
such as overall survival in oncology is not foreseeable for
psychiatric disorders due to their complex progression.
Instead, various dimensions of patient-reported outcomes
must be equally considered, such as generic instruments;
disease-specific instruments; and the collection of PREMs
(Patient-Reported Experience Measures), which capture the
patient’s experience with healthcare services. Breakthrough
innovations are currently less foreseeable for psychiatric
disorders. Research efforts are therefore focused on
gradually improving the care of psychiatric patients based
on the collection of PROMs and PREMs, as well as relevant
surrogate parameters such as „paid employment“ and
„stable partnership“.
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sures) refer to various concepts that need to be considered
in a differentiated manner. A systematic review analysed
the outcome of lifestyle interventions, such as a healthy
diet and physical activity, in patients with severe psychia-
tric disorders. The meta-analysis included 21 studies with a
total of 5,907 patients. There was no effect of the interven-
tions mentioned on quality of life. However, disease-speci-
fic instruments measuring the severity of depression or
anxiety symptoms showed a positive effect.5 Conceptually,
generic assessment tools with a broad and comprehensive
perspective, should be differentiated from disease-specific
assessment instruments focussed on the specific disease.
Moreover, the Patient-Reported Experience Measures
(PREM) must be differentiated from the generic or
disease-related PROMs. These are also reported by the
patients themselves but are less focussed on the patients‘
own health status and more on their experiences with
healthcare.6,  7

A study conducted at Université Paris Cité and published
in 2023 collected PROMs and PREMs from 248 patients

De�nition of PROMs and PREMs

Source: Distinction between PROM and PREM 
according to Roe (2022)7

For decades, clinician-rated outcome measures have been the 
central source of data informing clinical practice and policy

 Patient Reported Outcome Measures (PROMs) more directly 
assess the lived experiences of service users, capturing their 
perspectives on their health status and essential subjective 
constructs such as goal attainment, quality of life and social 
inclusion

 Patient Reported Experience Measures (PREMs) assess their 
experiences of using health services, including communica-
tion, responsiveness and recovery orientation

Figure 1: A distinction must be made between PROMs and
PREMs, which focus primarily on the patient’s experience.
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admitted to a university psychiatric hospital. All three
dimensions: i) generic PROMs; ii) disease-specific PROMs;
and iii) PREMs were collected. There was an improvement
in PROMs during hospitalisation. The PREMs closely
matched the parallel ratings of the physicians but showed
only weak correlations with established clinical PRO
measurement instruments. Accordingly, the authors
recommend measuring all three dimensions as indicators
of therapeutic success and the quality of patient care.8

Trends in patient-centred healthcare
Current trends towards „user-centred healthcare models“
and „shared decision-making“ highlight the relevance of
patient-centred and partnership-based healthcare. Ethical

considerations, the consideration of patients‘ rights and,
above all, the focus on better therapeutic outcomes
through active and equal patient involvement make these
trends irreversible. The integration of different perspecti-
ves (patients, relatives, caregivers) is just as important as
the consideration of the various dimensions of patient-
reported outcomes.

A survey of patients and the Medical Service of Health
Insurance (MDK)9 revealed: 

• Mortality is generally not a suitable outcome for psy-
chiatric disorders (except in suicide studies).

• Relapse-free and (fully) functional long-term survival
(recovery concept), on the other hand, are a meaningful
endpoint.

Overview of the status of outcome measurement in psychiatry

Measuring Qol in persons experiencing a life-long mental illness is key

Future studies must show their usefulness for improving mental health care, step by step

Since outcome measures can not apply simple quanti�ers such as e.g. the increase of lived years,
di�erent perspectives on the mental health care system need to be considered

PROMS and PREMS are a way forward to qualify outcome for patients and mental health
care professionals' perspectives

Source: Own presentation

Figure 2: The dominance of a single endpoint is not foreseeable in psychiatry. Instead, various dimensions of patient-re-
ported outcomes must be equally considered.
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• Surrogate parameters for this include paid employment
and stable partnerships (secondary endpoints). Primary
endpoints are also the measurement of psychopatholo-
gy and functioning.

PROs are another important way of primarily testing
the efficacy of pharmaceuticals or other therapeutic
interventions
In summary, it should be emphasised that modern psy-
chiatry, which is oriented towards patient well-being, is
essentially based on differentiated patient-centred assess-
ment instruments. The dominance of a single endpoint,
such as overall survival in oncology, is neither foreseeable
nor likely to be appropriate given the complexity of psy-
chiatric disorder.

Instead, the various dimensions of patient-reported out-
comes must be equally considered, such as generic broad-
based instruments; disease-specific instruments; and the
collection of PREMs, i.e. the patient’s experience with
healthcare services. Breakthrough innovations are current-
ly less foreseeable. Research efforts are therefore focused
on gradually improving the care of psychiatric patients
based on the collection of PROMs and PREMs, as well as
relevant surrogate parameters such as „paid employment“
and „stable partnership“.
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hich targets are relevant for
patients?“ This is the key question of
the 2024 autumn meeting of the
Interdisciplinary Platform for Benefit
Assessment. The question of end-

points is one of the key issues in the AMNOG procedure.
But how important are the endpoints for determining an
additional benefit in the AMNOG procedure? From a
hierarchical point of view, it must be objectively stated that
the primary factor is whether the study design is compati-
ble with the AMNOG procedure (i.e. routinely randomised
controlled) of sufficient duration and the correct imple-
mentation of the specification for the appropriate com-
parator therapy. However, if these key conditions are met,
the actual focus shifts to the endpoints and the study
effects demonstrated for them.

From a legal perspective, Section 2 para. 3 AM-NutzenV
specifies that the „benefit of a pharmaceutical [...] is the
patient-relevant therapeutic effect, particularly concerning
the improvement of health status, reduction of disease
duration, prolongation of survival, reduction of side
effects, or improvement of quality of life.“ Therefore,
additional benefit must be determined based on the
impact on „patient-relevant endpoints“. The status of an
endpoint in approval-relevant studies (primary or seconda-
ry) also has no influence on the relevance in the benefit
assessment.

After approximately 13 years of assessment practice,
approximately 57% of new pharmaceuticals were able to
demonstrate their additional benefit. However, this pro-
portion varies significantly depending on the therapeutic
area. While an additional benefit was demonstrated for
oncological pharmaceuticals in approximately 73% of
cases, the proportion of proven additional benefit for
diseases of the nervous system or psychiatric disorders

W

Endpoints – challenges from the
vfa’s perspective

Dr Andrej Rasch | Association of Research-Based Pharmaceutical Companies (vfa)

In the context of the AMNOG benefit assessment, there are
numerous practical and methodological challenges in
dealing with endpoints such as overall survival, PROs, or
surrogate endpoints. In addition to the question of
fundamental relevance, there is also a considerable need
for discussion regarding the weighting and overall
consideration of individual outcomes and effects. A stronger
focus is required on accepted and established methods
that comply with international standards of evidence-based
medicine, along with greater transparency in the
classification and evaluation of endpoints, as well as
consideration of the specificities of therapeutic situations.
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was 46% and only 29%, respectively. Obviously, the
combination of a compatible study design and endpoints
led to better results for oncological pharmaceuticals in the
AMNOG procedure than in other indications.

Overall survival
It should be noted that, the endpoint „overall survival“ is of
paramount importance, particularly in oncology. It is
undoubtedly patient-relevant and therefore also decisive
for the demonstration and classification of additional
benefit. The empirical evidence for oncological diseases
shows a clear dependence between the magnitude of the
benefit in overall survival (in combination with benefits in
other endpoint categories) and the extent of additional
benefit in the decisions of the G-BA.

However, there are also several practical and methodo-
logical challenges for the „overall survival“ endpoint.

For example, it is not possible to achieve an appropriate
study power within a reasonable time frame in all
treatment situations. This is further complicated in the
benefit assessment when a study population is divided
into sub-questions by the G-BA or only part of the pivotal
study population is considered as usable. This is done
without any recognisable consideration of the power
problem.

In some situations, a permitted change of therapy is also
ethically unavoidable, which makes it difficult to interpret
the survival data. Although there are methodological
solutions for dealing with the authorised change of
therapy, none of these approaches have yet been accepted
in the AMNOG assessment. Equally challenging are the
requirements for capturing follow-up therapies in inter-
preting overall survival results.

If a particular therapeutic situation does not (yet) allow
any statements to be made about overall survival within
a reasonable time frame, the question also arises as to how
a patient-relevant treatment success can be measured. In
the decision-making practice of the G-BA, endpoints such
as EFS (event-free survival), DFS (disease-free survival), or
RFS (relapse-free survival) are now generally accepted but
only to illustrate the failure of a curative treatment
approach.

However, the PFS (progression-free survival) endpoint is
still not relevant to the assessment, although there have
been differing opinions on PFS within the G-BA from the
outset with regard to patient relevance. Endpoints such as
TTST (time to subsequent therapy), CR (complete response,
except for the previous special case of basal cell carcinoma
assessment) or MRD (minimal residual disease) are also not
taken into account. These endpoints, which are important
or even primary for authorisation decisions, are consistent-
ly classified in the AMNOG procedure as non-patient

Dr PH Andrej Rasch has been working as Senior
Manager Benefit Assessment/HTA Coordination at the
German Association of Research-Based Pharmaceutical
Companies (vfa) since 2013. Prior to that, he was Head
of the Pharmaceuticals Research Department at the
Scientific Institute of the AOK (WIdO), a methodologist
at the Federal Joint Committee (G-BA) and a research
associate at the Faculty of Health Sciences at Bielefeld
University.
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relevant and thus non-assessable, regardless of the speci-
fics of individual therapeutic situations.

Surrogate endpoints
In addition to the question of direct patient relevance, for
some endpoints the question arises as to whether they can
be used as substitutes (surrogates) for other endpoints in
certain therapeutic situations. In AMNOG benefit assess-
ments, the IQWiG guidelines published in 2011 with the
Rapid Report A10-05 „Significance of surrogate endpoints
in oncology“ apply to surrogate validation (IQWiG 2011).

Ideally, a surrogate validation involves a meta-analysis of
several RCTs with high result certainty, a strong correlation
measure at both study and individual levels, or alternative-
ly, the application of the surrogate threshold effect (STE)
concept with specific threshold values. Although the G-BA
requirements do not specify explicit thresholds, they refer
to the same methodology as proposed by IQWiG. So much
for the claim. The reality is also sobering, as these require-
ments have not been met for 13 years now. Whether this is
due to the conservative nature of the requirements them-
selves, or a limited number of validation attempts remains
unanswered.

Nevertheless, it should be noted that surrogate end-
points are indispensable in some cases, as certain key
issues cannot otherwise be investigated to enable access
to innovative treatments. In the past, some surrogate end-
points were therefore also accepted in the AMNOG benefit
assessment in exceptional cases, even without formal
validation according to the above-mentioned methods,
and used to derive the added benefit.

For example, the endpoint of sustained virologic response
in chronic hepatitis C, virologic response in HIV infection or
HbA1c in type 1 diabetes mellitus were categorised as
sufficiently valid surrogate endpoints by both IQWiG and

the G-BA. While considering these surrogate endpoints was
always comprehensible, the respective decision was still
based on a less than transparent individual assessment.

Patient-reported outcomes
Patient-reported outcomes (PROs) are increasingly gaining
significance. In many therapeutic areas, capturing morbidi-
ty and health-related quality of life through these end-
points has become a standard in clinical studies. A review
of regulatory approvals in the EU for oncological pharma-
ceuticals between 2017 and 2020 showed that PROs were
included in approximately 78% of pivotal studies (Teixeira
et al. 2022).

The increasing importance of PROs is also evident in the
AMNOG benefit assessment. For instance, in the case of
non-small cell lung carcinoma, 95% of the studies conside-
red by the G-BA provided usable data on at least one PRO
instrument (Brand et al. 2022). The picture for the sub-
group of patient-reported outcomes, health-related quali-
ty of life, is also encouraging. The proportion of procedures
with data on quality of life has increased in recent years
and has been over 70% since 2014. This proportion was
particularly high for benefit assessments on oncological
pharmaceuticals (Kramer et al. 2024).

The question of fundamental relevance does not end
with the type of an endpoint but can also extend to its
operationalisation. For example, a PRO outcome that appe-
ars to be clearly relevant may not be considered in an
assessment. This can be illustrated using the example of
benefit assessments in the therapeutic area of moderate-
to-severe plaque psoriasis. Here, the PASI 90 endpoint,
which represents a 90% improvement in disease symp-
toms and almost symptom-free skin, has not been consi-
dered by IQWiG for years, as it cannot be formally ruled out
that psoriasis symptoms are still present and affect
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patients. For this reason, IQWiG exclusively relies on
evaluations of PASI 100 (complete remission). From the
outset, this assessment was at odds with the guidelines
and healthcare practice, where PASI 75 and PASI 90
responses also serve as treatment targets, as the absence
of cutaneous symptoms cannot be achieved in all patients
(Nast et al. 2021). Consequently, the G-BA also considers
the corresponding results for PASI 75 and PASI 90.

There are also several challenges regarding the
collection of PROs. For example, there are no validated and
established instruments available for some special thera-
peutic situations, such as rare diseases. The use of existing
questionnaires from other therapeutic areas is generally
viewed critically. In the interpretation of study results,
potential power issues remain unconsidered. It is also
challenging to record and maintain high response rates,
especially in terminal phases of life and after progression
of a life-threatening disease (Böhme et al 2022).

Until recently, there were differing views on the duration
of PRO recording. On the one hand, there were differences
between IQWiG, which advocates documentation for as
long as possible until the end of the study, and the clinical
experts, who believe that recording after progression is
important, but to a reasonable extent and not without
restrictions until the end of life.

Dealing with available evidence
With regard to the basic acceptance of the data, reference
should be made to the existing provision in Section 5 (5)
AM-Nutzen, which states: „If valid data on patient-relevant
endpoints are not yet available at the time of assessment,
the evaluation shall be based on the available evidence,
taking into account the quality of the studies, indicating
the likelihood of proof of additional benefit, and a deadline
may be set by which valid data on patient-relevant end-

points must be submitted.“
On the one hand, the regulation is aimed at the possibi-

lity of a time limit, which is already common practice. On
the other hand, it mandates that evaluations should be
based on available evidence. In practice, however, it has
been shown that available data are generally not used if
they are not categorised according to patient-relevant
outcomes. This raises the question of whether an assess-
ment should be carried out taking into account the availa-
ble evidence, especially in special therapeutic situations.

Weighting of endpoints and effects
In addition to the fundamental question of the relevance
of an endpoint, the question of how relevant an outcome
or effect is also arises in the context of a benefit assess-
ment. IQWiG distinguishes between three hierarchical
categories of outcome in its own methodology: 1. overall
mortality; 2. serious (or severe) symptoms and side effects
and health-related quality of life, and 3. non-serious (or
non-severe) symptoms and side effects.

However, the classification of a target measure as severe
or non-severe is not always sufficiently transparent or
straightforward. Using the example of an application area
such as moderate to severe plaque psoriasis outlined
above, it can be observed that a blanket classification of
the endpoint PASI 100 (complete remission) under
„non-serious/non-severe symptoms“ can certainly raise
questions. In many cases, the hierarchical classification of
an outcome (e.g., from an EORTC QLQ-C30 questionnaire
for oncological diseases) is based solely on its formal
classification into the categories of morbidity or quality of
life. This can lead to a systematic bias in endpoint
classification in the morbidity category, as these may then
be categorised as „non-severe“ and therefore have a
higher hurdle in the assessment.
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Moreover, the methodology for determining the extent
of additional benefit also raises several critical questions.
This special approach to assessing effect size has been
controversial from the outset, particularly due to the
predefined threshold values for upper confidence interval
limits, normative determinations, or the assumption of two
studies across all therapeutic situations.

Although the G-BA has not relied on the IQWiG metho-
dology for determining the extent of benefit since 2011 (a
fact explicitly stated in the rationale of all resolutions), it is
nevertheless assumed that this methodology continues to
have a lasting influence on benefit assessments. The
established threshold values for continuous endpoints, in
combination with the conservative approach of a shifted
hypothesis threshold, do not align with internationally
recognised criteria or standards of evidence-based
medicine and thus represent an additional challenge
(IQWiG 2022).

Another issue is the evaluation of the fundamental
relevance of PRO (patient-reported outcome) effects. The
requirement for established and validated MID (minimal
important difference) thresholds has been replaced in
responder analyses by a rigid 15% formula. Accordingly, if
responder analyses are pre-specified in a study and the
response criterion corresponds to at least 15% of the scale
range of the assessment instrument used, these analyses
are taken into account in the evaluation.

However, this „one-size-fits-all“ approach is controversial
for multiple reasons, particularly as it also represents a
deviation from the international scientific approach to
improving assessment standards through meaningful
quality criteria. It further fails to sufficiently consider the
known differences in patient perspectives regarding
meaningful outcomes (Böhme et al. 2022, Schlichting et al.
2022).

Moreover, the IQWiG methodology leads to a situation
where even if clinical relevance is ensured through the pre-
defined responder criterion, a statistically significant effect
for some PROs does not necessarily result in recognition as
a meaningful effect. This is because, in addition to the
aforementioned response criterion of 15%, another
relevance criterion applies: the threshold value for the
upper confidence interval (for non-severe symptoms). This
leads to a duplication of the relevance criteria and an
over-conservative categorisation of the PRO effects.

Overall assessment
Ultimately, the overall assessment of endpoints and
therapeutic effects is central to decisions regarding
additional benefit. The G-BA conducts this assessment on
behalf of patients and their preferences. However, the
weighting of these factors lacks a formal and sufficiently
transparent procedure. Studies on measuring patient
preferences have not yet been considered within the
AMNOG procedure.

Some classifications raise questions here, e.g. in the
case of categorisation of the therapeutic benefits as minor
additional benefit. According to the AM-NutzenV, this is
the case if a „previously unachieved moderate and not
merely minor improvement in the therapy-relevant benefit
[...] is achieved, in particular a reduction in non-serious
symptoms of the disease or a relevant avoidance of side
effects“.

In the G-BA’s assessment practice, however, this also
includes assessments with a prolongation of overall
survival, avoidance of relapses in oncological diseases,
more frequent complete remissions of severe plaque
psoriasis in children and adolescents or multiple benefits
in patients with moderate to severe active Crohn’s disease.
With the introduction of the so-called „guidelines“ in the
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GKV-FinStG, the evaluation of effects has become even
more critical, as even a small change in the classification of
the prolongation of additional benefit – particularly when
incorporating methodological uncertainties – can determi-
ne whether it falls within the scope of these guardrails in
subsequent negotiations.

European perspective
The European HTA process is also a prospective and yet
imminent challenge. This will start in January 2025 with
the evaluation of advanced therapy medicinal products
(ATMPs) and oncological medicinal products. From 2028
onwards assessments of orphan drugs and from 2030 for
other pharmaceuticals will follow. A major uncertainty is
the number of national PICO questions, which depend on
requested and available endpoints, as well as possible
operationalisations and evaluations of the endpoints.

This also raises the challenge of how the national
„Delta-Dossier“ for the AMNOG procedure will be
structured. Additionally, it remains to be seen whether the
desired harmonisation of methodological requirements
will be achieved in the future and what interactions will
result from the different handling of endpoints in the
European HTA and the AMNOG benefit assessment. For
example, with regard to the anchored approach of
„patient-centred endpoints“ (including e.g. preferences or
needs), which is pursued in the European HTA.

Conclusion
In conclusion, key challenges in dealing with endpoints in
the context of benefit assessments can be summarised as
follows. There is a need for:

• a stronger focus on accepted and established methods
that meet the international standards of evidence-
based medicine,

• greater transparency in the categorisation and
weighing up of endpoints,

• consideration of the special features of therapeutic
situations in the benefit assessment.
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ntroduction
With the entry into force of Regulation (EU) 2021/2282
(EU HTA Regulation) on 12 January 2025, the first joint
European assessments (Joint Clinical Assessments,
JCA) and consultations (Joint Scientific Consultations,

JSC) for pharmaceuticals are imminent. The scope of the
EU HTA Regulation will initially be limited to pharmaceuti-
cals for the treatment of oncological diseases and advan-
ced therapy medicinal products (ATMPs), but will be gradu-
ally extended to include all new pharmaceuticals from 13
January 2030.1

A prerequisite for implementing the EU HTA Regulation
is the development of a common understanding among
EU member states and the definition of common metho-
dological requirements as a basis for the implementation
of JCAs and JSCs. For this purpose, guidance documents
on various procedural and methodological aspects are
being developed within the subgroups of the HTA Coordi-
nation Group.

The backbone of JSCs and JCAs is the PICO scheme,
which defines the research questions of European
HTA assessments through the parameters „population,
intervention, comparator, outcomes“. A suitable operatio-
nalisation of endpoints is crucial for the generation of
meaningful study data for the JCA process and thus also
represents a fundamental aspect of consultation in the
JSCs.

Endpoints in the scoping process
The determination of the assessment scope for a JCA is
conducted during the so-called „scoping“ procedure. In
this process, the national research questions from member
states are gathered based on PICO schemes. These are
then consolidated to address the needs of individual
member states with as few PICOs as possible.

I

Patient-relevant endpoints in the context
of the European HTA process

Dr Johanna Seeger | Federal Joint Committee (G-BA)

The first joint European assessments (Joint Clinical
Assessments, JCA) and consultations are scheduled to
commence in January 2025. These require clearly defined
methodological requirements and a common understan-
ding of key concepts. Insights gained from practice exercises
to determine the scope of the assessment within the so
called „scoping“ procedure has been incorporated into the
development of various guidance documents. Regarding
endpoints, the „Guidance on Outcomes for JCA“ plays a
significant role in harmonising requirements for endpoint
within the framework of the JCA. However, the authority
to interpret the relevance of outcomes for specific endpoints
remains with the member states.
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This process was tested as part of the „EUnetHTA 21“
project using three example pharmaceuticals.2 The results
of these „PICO exercises“ formed the basis for the further
development of the „Guidance on the Scoping Process“,
intended to provide direction for member states as well as
assessors, and co-assessors in the definition of national
PICOs and subsequent consolidation.

The PICO exercises revealed significant heterogeneity in
the formulation of endpoints among member states (table
1).

First of all, it is noticeable that the usual categorisation of
the endpoints in Germany into mortality, morbidity,
health-related quality of life, and side effects was not
conducted. Moreover, the individual endpoints varied

greatly in terms of their level of specificity. In some cases,
specific measurement instruments were mentioned, in
others they were formulated in very general terms: „any
other patient-centred outcome measured by patient-
reported outcome measures“. Furthermore, in certain cases
there was a mixture of data collection methods and end-
points („radiological tumour assessment, including overall
response rate and duration of response“). For safety end-
points, the possibility of defining an indication-indepen-
dent, standardised set became apparent.

The experience gained from the PICO exercises regar-
ding the formulation of endpoints was incorporated into
the „Guidance on Outcomes for Joint Clinical Assessments
(JCA)“.3

Guidance on outcomes for JCA: Specification
of endpoint requirements
This guidance document, developed by the subgroup for
the development of methodological and procedural
guidelines, defines key concepts and requirements for
endpoints in the JCA process. It also provides guidelines
for how member states should formulate endpoints as part
of the scoping process. Standardised wording is intended
to support the consolidation of endpoints. For instance,
the guidance recommends not requiring effect measures.
However, if member states require specific effect measures
or measurement tools to answer their national questions, it
is recommended that a preference be stated with the
wording „[Outcome of interest] measured preferably as
[insert measure]“.

The guidance document also provides instructions on
handling surrogate and combined endpoints in the sco-
ping process, as well as the related requirements for the
European dossier and the JCA report. Regarding the
validity, reliability, and interpretability of measurement
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Results of the EUnetHTA 21 “PICO exercises” on the pharmaceuticals Pluvicto and Pombiliti 
on the PICO parameter “Outcomes”

Source: EUnetHTA 21: D5.4 JCA without HTD submission (PICO exercises); https://www.eunethta.eu/d5-4/

6MWT: 6-minute walking test; AE: Adverse event; EQ-5D: EuroQoL �ve-dimension scale questionnaire; FVC: Forced vital capacity; 
R-PAct: Rasch-built Pompe-speci�c Activity.

Lutetium (177Lu) Vipivotidtetraxetan (Pluvicto) Cipaglucosidase alfa (Pombiliti)

Pombiliti (cipaglucosidase alfa) is a long-term enzyme replacement 
therapy used in combination with the enzyme stabiliser miglustat 
for the treatment of adults with late-onset Pompe disease (acid 
α-glucosidase [GAA] de�ciency).

 Overall survival
 Radiological tumor assessment, including overall

response rate and duration of response
 Progression free survival (radiological, clinical or PSA) by

 investigator and blinded independent committee review
 Symptomatic skeletal event, including time to �rst

skeletal event
 Prostate speci�c antigen levels
 Pain measured by a patient-reported outcome measure 

such as a numeric rating scale or a visual analogue scale
 Fatigue
 Health-related quality of life, measured preferably by

generic and disease speci�c questionnaires, ie EORTC 
QLQ C30 plus, if possible, EORTC PR25 or FACT-P, FACT-G

 Health status measured preferably by EQ-5D-5L
 Any other patient centred outcome measured by

patient-reported outcomes measures
 Adverse events (total)
 Serious adverse events
 Severe adverse events (Grade ≥ 3) 
 Discontinuation and interruption due to adverse events
 Adverse events of special interest (AESI)
 Suspected unexpected serious adverse reaction (SUSAR)

 Overall survival
 Ventilator-free survival
 Changes in mobility (incl. measurement by 6MWT 

and documented use of wheelchair)
 Changes in respiratory function (incl. measurement 

by FVC in sitting and upright positions)
 Changes in muscle strength (by validated scales)
 Changes in motor function (by validated scales, e.g. quick motor 

function test)
 Respiratory symptomatology associated with Pompe disease
 Gastrointestinal symptomatology associated with Pompe 

disease
 Quality of life (as assessed using disease-speci�c

(preferably) and/or generic questionnaires)
 Health status (measured preferably by the EQ-5D)
 Patient-reported outcomes to include R-PAct scale, 

and any other patient-centered outcome assessed by 
means of a patient-reported outcome measure

 Adverse events (AEs) (incl. hypersensitivity, infusion
reactions, immunogenicity)

 Serious AEs (SAEs)
 Severe AEs
 Discontinuation and interruption of treatment due to AEs
 Mortality due to AEs

Pluvicto in combination with androgen deprivation therapy (ADT) 
with or without androgen receptor (AR) pathway inhibition is 
indicated for the treatment of adult patients with progressive 
prostate-speci�c membrane antigen (PSMA)-positive castration-
resistant prostata cancer (mCRPC) who have been treated with 
AR pathway inhibition and taxane based chemotherapy. 

Table 1: The process for minimising the number of PICOs was tested in the PICO exercises.
This revealed great heterogeneity in the formulation of endpoints among member states.
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instruments, the guidance specifies which information
must be included in the dossier and outlined in the JCA
report to enable member states to assess the suitability of
a measurement tool. Finally, a standardised set of end-
points in the adverse event category is defined, for which
results must always be presented in the dossier and JCA
report, irrespective of the submitted and consolidated
PICO schemes.

It is important to note that JCAs do not involve evaluati-
ve decisions, such as assessing the patient relevance of
specific endpoints or the validity of surrogate endpoints or
measurement tools. The evaluation of the (patient) rele-
vance of endpoints, as well as conclusions drawn from
the results presented in the JCA report, and associated
evaluative decisions, remain the responsibility of the
member states.

Conclusion
While some open questions remain just weeks before the
start of the first JCA procedures, the intensive discussion of
the different perspectives of the member states through
the preparatory work of the HTA Coordination Group sub-
groups has achieved considerable progress toward a com-
mon understanding. The „Guidance on Outcomes for JCA“
makes a significant contribution to harmonising the requi-
rements for endpoints. This should minimise the dupli-
cation of identical or almost identical endpoints in the
scoping process and the resulting duplication of the
presentation of results in the European dossier and the JCA
report.

The decision as to which specific endpoints are included
in the assessment scope and which endpoints are conside-
red relevant for answering the national questions lies with
the member states. The process of determining the assess-
ment scope for a JCA may result in outcomes for endpoints

required by other member states being presented in the
JCA report for a PICO used to answer the German research
question, but which are not considered relevant by the
German Federal Joint Committee (G-BA). The presentation
of results on an outcome in the JCA report therefore does
not result in an obligation to use these results for the
national assessment.

Regarding the AMNOG procedure, the principle of equal
treatment of products falling within the scope of the EU
HTA Regulation and those assessed exclusively at national
level is particularly relevant. This is especially important
since there will initially be parallel procedures, depending
on the indication, with and without upstream JCA, where
no different assessment standards should be applied.
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 he „Guidance on outcomes for joint clinical
assessments“ (HTA CG, 2024), adopted by the
Member State (MS) Coordination Group (CG)
on Health Technology Assessment (HTA),
mentions that „Surrogate outcomes may or

may not reflect a direct patient-centred benefit and their
clinical relevance and fit to the joint clinical assessment
(JCA) need to be considered by MSs.“ What are surrogate
outcomes? As stated in the guidance: „A surrogate out-
come is an outcome that is intended to replace an out-
come of interest that cannot be observed in a specific clini-
cal study. (…) A surrogate outcome is expected to only
predict the treatment effect of an outcome that is not
observed in a clinical study.“ When discussing the use of
surrogate outcomes, the guidance states that they „(…)
can be requested in addition to patient-centred outcomes
where relevant. However, only surrogate outcomes for
which validity has previously been clearly established
should be requested where possible.“ Thus, the concept of
a „validity of a surrogate outcome“ is brought forward.

The validity is linked to „the strength of the association
between the surrogate outcome and the outcome of
interest and the association of treatment effects on the
surrogate and the outcome of interest“, as the guideline
states that the health technology developer should
„demonstrate the strength“ in case a surrogate is to be
applied. The requirement is compatible with the frame-
work defined by the so called meta-analytic approach to
validation of surrogate endpoints (Buyse et al., 2000).

In fact, the approach is explicitly mentioned in the
guideline: „There are several other useful approaches for
the validation of surrogate outcomes. In general, these
methods are based on a meta-analytic approach.“ It is
worth noting that the guideline also explicitly mentions a
validity measure that is specific to the meta analytic

T

Validation of surrogate
outcomes

Prof. Dr Tomasz Burzykowski / Professor of Biostatistics and Statistical Bioinformatics at the Data Science
Institute of Hasselt University

A surrogate outcome (or endpoint) is intended to replace
a clinical outcome for the evaluation of new treatments
when it can be measured more cheaply, more conveniently,
more frequently, or earlier than that clinical outcome.
A surrogate outcome is expected to predict clinical benefit,
harm, or lack of these. A quantitative assessment of
the strength of evidence for surrogacy requires the
demonstration of the prognostic value of the surrogate
for the clinical outcome, and evidence that treatment effects
on the surrogate reliably predict treatment effects on the
clinical outcome. The process of generating the evidence is
called the validation of the surrogate. Towards this aim,
the so called meta-analytic approach is most often used
that entails analysis of data from multiple randomized
clinical trials.



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  I X 63

approach, i.e., the surrogate threshold effect: „The concept
of the surrogate threshold effect is helpful for decision-
making because it represents the minimum effect regar-
ding the surrogate outcome that is required to conclude
that there is also high certainty of an effect on the patient-
centred outcome“.

In what follows, we explain in more details the concepts
and methods mentioned in the HTA CG guideline.

In the meta analytic approach (Buyse et al., 2000), data
from historical clinical trials are used to evaluate the
strength of the association between treatment effects on
the outcome of interest and on the surrogate outcome.
This is termed the trial-level association. Its strength is
captured by using the correlation coefficient R or the
coefficient of determination R2 obtained from a linear

regression model fitted to the estimated treatment effects.
The stronger the association, the more precise prediction
of the treatment effect on the outcome of interest based
on the effect on the surrogate. The focus on the strength
of the association results from the fact that, as it has been
mentioned earlier, the prediction is the main goal of the
intended use of a surrogate.

Additionally, in the meta analytic approach, data from
historical clinical trials are used to evaluate the strength of
the association between the outcome of interest and the
surrogate outcome. This is termed the individual-level
association. It is usually captured by using an association
measure (e.g., correlation coefficient, odds ratio) based on
a bivariate model that is fitted to the individual patient
data while taking into account possible treatment effects.
The stronger the association, the more precise prediction
of the outcome of interest based on the value of the surro-
gate observed for a patient.

A surrogate valid at the individual level may be useful
for, e.g., tailoring patient’s treatment needs (Buyse et al.,
2022). However, for such a surrogate, it does not immedia-
tely follow that treatment-induced changes on the
surrogate will be strongly associated with corresponding
changes on the clinical outcome, i.e., that the surrogate
will be valid at the trial level. For the latter case, a direct
evaluation of the strength of the trial level association is
needed (Buyse, 2016; Buyse et al., 2022).

To illustrate the concepts and issues related to the
validation of surrogate outcomes, we consider three
examples of such a validation by using the meta-analytic
approach. In particular, we discuss two meta-analyses
of randomized gastric-cancer clinical trials and a meta-
analysis of randomized colorectal-cancer trials.

The first meta-analysis of gastric cancer trials included
patients with advanced cancer (Paoletti et al., 2013). It was
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used for the purposes of evaluating progression free
survival (PFS) as a surrogate for overall survival (OS). Data
were available on 4,069 patients from 20 eligible randomi-
zed trials with documented OS and PFS. The trials were
investigating addition of experimental chemotherapeutic
agents to pre-existing control or standard regimens. Spear-
man’s rank correlation coefficient, quantifying the individu-
al-level association between OS and PFS, was equal to
0.853 (95% CI [0.852, 0.854]). As mentioned in the HTA CG
guideline (HTA CG, 2024), „there is no universally accepted

threshold for the establishment of sufficient correlations
between the surrogate and the patient-centred outcome
at trial level (i.e., correlation of the effects) and patient level
(i.e., correlation of the outcomes). However, a correlation of
at least 0.85 is described as ‚high‘ and can be used as a
criterion for validation of surrogate outcomes.“ If we adopt
the threshold of 0.85, PFS is a valid individual level surroga-
te for OS.

The trial-level association between the treatment effects
on PFS and on OS is presented in Figure 1A. The linear

Association at study level in advanced (Fig. 1a) 
and resected (Fig. 1b) gastric carcinoma

Source: 1a: Paoletti et al. (2013); 1b: Oba et al. (2013 
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Figure 1. Panel A: trial-level association for the advanced gastric cancer example. Panel B: trial-level association for the re-
sected gastric cancer example. Circles (with size proportional to the sample size of the trial) represent the pairs of the esti-
mated treatment effects on the surrogate and overall survival. The solid straight line is the linear regression providing the
predicted treatment effect on overall survival. The dashed vertical line indicates the surrogate threshold effect. Note that
both axes are on a log scale.
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regression model was ln(HROS) = 0.042 + 0.779 x ln(HRPFS)
where ln(HROS) and ln(HRPFS) are logarithms of the
hazard ratio (HR) for OS and PFS, respectively. After adjus-
ting for the estimation error, R2 was estimated to be equal
to 0.61 (95% CI [0.04, 1.00]). The large confidence interval
reflects the uncertainty around this estimate, due in part to
the small sample sizes of some of the trials included in the
meta-analysis. The correlation coefficient corresponding to
R2 is R=0.781. By using the threshold of 0.85, PFS is not a
valid trial level surrogate for OS.

The results were externally validated by using 12 trials
not included in the meta-analysis, for which treatment
effects were extracted from reports published in the
literature after the meta-analysis was completed. Figure 2A
shows the same regression line as in Figure 1A. The obser-
ved treatment effects on survival (HROS) are shown for
these 12 trials, as well as the treatment effects on OS pre-
dicted from the treatment effects on the surrogate (HRPFS)
in these trials, along with their 95% prediction intervals. As
can be seen in Figure 2A, the prediction intervals were
wide and included the value of 1 (no treatment effect on
OS) for all trials, which means that the observed effects on
PFS would not have allowed to predict a significant effect
on OS in any of the 12 trials. Yet, three of the 12 trials
showed a statistically significant effect of treatment on sur-
vival (Paoletti et al., 2013). All in all, PFS does not appear to
be a valid trial level surrogate for OS in advanced gastric
cancer.

The second meta-analysis of gastric cancer trials inclu-
ded patients with resected cancer (Oba et al., 2013). It was
used for the purposes of evaluating disease free survival
(DFS) as a surrogate for OS. Data were available on 3,371
patients from 14 trials with documented OS and DFS. The
trials were comparing adjuvant chemotherapy with surge-
ry alone. Based on the individual patient data, Spearman’s

rank correlation coefficient, quantifying the individual-
level association between OS and DFS, was estimated to
be equal to 0.974 (95% CI [0.971, 0.976]). By using the
threshold of 0.85, DFS is a valid individual level surrogate.

At the trial level, there was also a tight association bet-
ween the treatment effects on DFS and on OS (see Figure
1B). The linear regression model was ln(HROS) = 0.047 +
1.239 x ln(HRDFS). After adjusting for the estimation error,
R2 was estimated to be almost equal to 1 (95% CI [0.999,
1.000]), with the corresponding value of the correlation
coefficient R also close to 1. (It is worth noting that
because the estimated value of R2 is very close to the
upper limit of 1, the obtained numerical results need to be
treated with caution.) Thus, one could conclude that that
DFS is a valid trial level surrogate for OS.

The results were externally validated by using five trials
not included in the meta-analysis, three for which the
treatment effects were extracted from reports published in
the literature, and two for which individual patient data
became available after the meta-analysis was completed.
Figure 2B shows the same regression line as in Figure 1B.
The observed treatment effects on survival (HROS) are
shown for these five trials, as well as the treatment effects
on survival predicted from the treatment effects on the
surrogate (HRDFS) in these trials, along with their 95% pre-
diction intervals. There is very good agreement between
the observed and the predicted treatment effects, and in
the three trials for which the prediction limits of HROS
excluded one, the observed effects on survival actually
reached statistical significance (Paoletti et al., 2013). All in
all, DFS is a valid individual and trial level surrogate for OS
in resectable gastric cancer.

It is worth noting that Figure 1 illustrates the link,
mentioned earlier, between the strength of the trial level
association and the precision of the prediction of the treat-
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ment effect on the clinical outcome. In Figure 1A, the pre-
diction limits for the effect on OS are wide; recall that, in
this case, the value of R2=0.61 (with R=0.781) was conside-
rably smaller than 1. On the other hand, the prediction
limits in Figure 1B are narrow; in this case, R2 (and R) was
very close to 1. Thus, the higher R2 or R, the more precise
prediction. This is the reason why, in the meta analytic
approach, the trial level validity of a surrogate is assessed

by quantifying the strength of the trial level association.
A similar argument applies to the individual level
association.

The prediction limits, presented in Figure 1, illustrate
also the concept of the surrogate threshold effect (STE).
The STE is the minimum treatment effect on the surrogate
that allows predicting a (non zero) effect on the clinical
outcome. In practical terms, for the considered examples,

Validation of the surrogates progression-free and disease-free survival in advanced (Fig. 2a) 
and resected (Fig. 2b) gastric carcinoma

Source: 2a: Paoletti et al. (2013); 2b: Oba et al. (2013) 
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Figure 2. Panel A: validation data for the advanced gastric cancer example. Panel B: validation data for the resected
gastric cancer example. The dashed straight line is the linear regression providing the predicted treatment effect on
overall survival. The boxes are the estimated treatment effects on overall survival for the validation trials. The vertical inter-
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the STE is the value of HR for surrogate such that the upper
prediction limit derived from the regression line becomes
equal to 1. In Figure 1, the value is indicated by the dashed
vertical line. For the advanced gastric cancer example, the
STE was equal to 0.56. It means that a value of HR for PFS
smaller than 0.56 would predict, with 95% confidence, a va-
lue of HR for OS smaller than 1. The STE of 0.56 implies a
large, 44% reduction of the hazard. If we consider the range
of values of HR for PFS observed in trials presented in
Figure 1A, HR=0.56 represents a rather extreme treatment
effect. This is a consequence of the wide prediction limits
seen in Figure 1A. Thus, PFS would not seem to be a useful
surrogate, because one would require a large effect on it in
order to be able to claim an effect on OS. The conclusion
agrees with the one derived earlier from the value of R2.

On the other hand, for the resected gastric cancer exam-
ple, the STE was equal to 0.92 (see Figure 1B). It is a small
treatment effect, implying only 8% reduction of the hazard.
This small STE is a consequence of the narrow prediction
limits seen in Figure 1B. Thus, DFS is a useful surrogate,
because one would require a small effect on it in order to
be able to claim an effect on OS. This conclusion coincides
with the one obtained based on the value of R2.

The two gastric cancer examples illustrate how a quanti-
tative evaluation can inform the use of surrogate outcomes;
even though these two situations appear to be relatively
similar, we come to different conclusions about the use of
PFS and DFS as surrogates for OS. Indeed, one can argue
that DFS can be used as a reasonable surrogate for OS in
the adjuvant setting, while PFS cannot be used reliably as a
surrogate in advanced disease.

The meta-analysis of trials for patients with advanced
colorectal cancer was used for the purposes of evaluating
PFS as a surrogate for OS (Buyse et al., 2007). Data were
available on 4,352 patients from 13 trials. The set of trials

included 10 historical trials that compared fluouracil (FU)
combined with leucovorin with either FU alone (1,744
patients) or with raltitrexed (1,345 patients), and three
validation trials comparing FU + leucovorin with or without
irinotecan or oxaliplatin (1,263 patients). Spearman’s rank
correlation coefficient, quantifying the individual-level
association between OS and PFS, was equal to 0.82 (95% CI
[0.82, 0.83]). Strictly speaking, the value is smaller than 0.85,
which could be taken as an indication PFS may not be a
valid individual level surrogate.

At the trial level, there was a tight association between
the treatment effects on PFS and on OS (see Figure 3). The
linear regression model was ln(HROS) = 0.003 + 0.81 x
ln(HRPFS). The value of R2 was estimated to be equal to
0.98 (95% CI [0.88, 1.08]), with the corresponding R=0.99.
By using the threshold of 0.85, PFS is a valid trial level surro-
gate for OS.

The results were externally validated by using three
(more recent) trials not included in the meta-analysis. The
predicted effects agreed extremely well with the observed
effects in trials testing irinotecan, but less well in the trial
testing oxaliplatin, in which the predicted effect overesti-
mated the observed effect (see Figure 3). The difference
could be a result of the effect of second-line treatments and
crossovers, which were more available as compared to the
historical trials. In this respect it is worth noting that PFS is
observed under first-line therapy, while OS is observed
under subsequent-line therapies that may confound the
effect of first-line therapy on the clinical outcome.

This may explain why PFS would be an acceptable surro-
gate for OS in advanced colorectal cancer in an era of mar-
ginally effective FU-based therapies (Buyse et al., 2007),
while it is a much less convincing surrogate today, because
patients who are in progressive disease may receive many
lines of active therapy that may further impact their survi-



68 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  I X

val (Shi et al., 2014).
Thus, the colorectal cancer example illustrates that the

validity of a surrogate may change over time. Moreover,
when compared to the advanced-gastric cancer case, it al-
so shows that the validity of the same surrogate (PFS) may
be different for different diseases. It follows that one
cannot simply infer the validity of a surrogate from a
validation exercise conducted in another disease (Buyse,
2016). A related, and perhaps the most challenging, questi-
on is whether a surrogate that has been evaluated for a
given class of drugs is still likely to be valid for different
classes of drugs.

In most cases, a combination of biological reasoning and
statistical evidence will be required for a surrogate to be
used outside of the conditions in which it was initially
evaluated. Statistical evidence favoring use of the surro-
gate will be most helpful for new drugs that are similar to
the drugs used in the evaluation datasets. For new drugs
having a substantially different mode of action, whether
the surrogate can be used in confidence is an open
question that may warrant another prospective evaluation.

From a practical point of view, the meta analytic
approach to validation of surrogate outcomes requires
availability of individual patient data from multiple rando-
mized clinical trials, in which information about the surro-
gate and clinical outcomes is available. Despite the
existing data-sharing initiatives, obtaining such data still
poses a challenge. Moreover, even if access to such data
can be obtained, it is not guaranteed that the data will
contain information about, for instance, patient reported
outcomes (like quality-of-life measurements) that might be
the outcome of interest for HTA. These practical issues,
combined with the conceptual issues mentioned earlier,
make validation of candidate surrogate outcomes still a
challenging task.

Association of progression-free survival 
in advanced colorectal cancer

Source: Buyse et al. (2007) 
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ven after almost 15 years of early benefit assess-
ment since the introduction of AMNOG, there is
still no full consensus among the key stake-
holders on how a patient-relevant additional
benefit can be defined in individual cases. As

much as the paradigm shift that the AMNOG procedure
gives high priority to the highest available evidence is
generally welcomed, the determination of this evidence,
particularly in relation to surrogate parameters, remains a
contentious issue among stakeholders. This is especially
the case when clinically relevant endpoints could have
been investigated, but this opportunity was missed.

This issue was highlighted during the 20th meeting of
the Interdisciplinary Platform for Benefit Assessment,
which was held in Berlin on 27/28 September 2024 under
the title „Which outcomes are relevant for patients?“. At the
conference, it was repeatedly emphasised that it would be
desirable to have evidence-based procedures by which
patient relevance could be determined by consensus.

However, it was stated that jurisprudence was unlikely to
provide much clarification on the associated questions,
according to statements made at the meeting. This is
because patient relevance is an undefined legal term that
is highly open to interpretation and lacks precise substan-
tive definition. Within the AMNOG system, the Federal
Joint Committee (G-BA) has been granted the relevant
scope for judgement. Benefit assessments are, in this
regard, acts of subordinate legal norm-setting. And they
were only subject to judicial review to a very limited
extent. This was generally restricted to determining, e.g.
whether all relevant jurisdictional, procedural, and formal
requirements have been met, or whether irrelevant consi-
derations have taken place.

A G-BA decision would only be deemed unjustifiable if it
contradicted the generally accepted state of HTA science.

E On the other hand, courts are not allowed to substitute
their own assessments for those of the G-BA. As far as
can be seen, no legal proceedings challenging a benefit
assessment decision by the G-BA has ever aimed to
establish an endpoint as patient-relevant. In other words:
jurisprudence is passing the ball back to science and the
players in the AMNOG cosmos on the disputed issues.

The same applies to politics, as was made clear during
the meeting. It was stated that the German healthcare
system was characterised by a delegation of central discus-
sions on medical progress to self-governance bodies, while
the legislature limited itself to defining the evaluation
framework, such as through the Pharmaceutical Benefit
Assessment Regulation (AM-NutzenV). This also applies
to the controversial question of how a patient-relevant
additional benefit should be defined. Legislative interven-
tion would only be conceivable if it became apparent that
medical progress was no longer reaching patients in the
statutory health insurance system, it was stated.

Better representation of the chronification of diseases
If the self-administration itself was no longer able to find
effective solutions, the legislator or regulator would be
overwhelmed by the sheer volume of the debate. It was
stated that the example of the United Kingdom illustrates
the problems associated with a politicized decision-
making culture in healthcare.

In Germany, it was explained that situations occasionally
arise where surrogate parameters accepted in the context
of pharmaceutical approval are not recognised to the same
extent in early benefit assessment. However, the task of
developing common standards for the assessment of
surrogate parameters is becoming increasingly complex
due to medical progress – rather than simpler. This was
particularly relevant given that diseases that were

What is a patient-relevant additional benefit? Seeking
a structured discourse for a consensus process

By Florian Staeck
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previously often fatal now sometimes follow a chronic
course. Some participants therefore argued that HTA
criteria should be adjusted to better reflect the chronic
nature of certain diseases.

One aspect that must be avoided at all costs, it was
argued, was the emergence of „parallel worlds“ in pharma-
ceutical assessment, driven e.g. by the chronic nature of
oncological diseases. Instead of overall survival (OS) as the
primary endpoint, composite endpoints should be used –
depending on the medical field – to measure not only
disease progression but also quality of life. Participants
questioned whether an indication-specific weighting of
endpoints could be a practicable strategy in this regard.

This view was particularly supported by those partici-
pants who argued that rigidly predefined patient-relevant
endpoints should be reconsidered, especially in cases
where treatment response varies significantly between
individuals. It was argued that a „one-size-fits-all“ approach
was deemed inappropriate, as patient relevance is not a sta-
tic variable. This was particularly true in the field of psychia-
try, where patient-reported outcomes (PROs) were central
outcomes. Only PROs could provide insight into how a pati-
ent experiences their disease and whether the therapeutic
intervention could provide a patient-relevant benefit.

It was noted that disease-related functional impairments
were perceived very differently by patients. In psychiatry,
a speciality in which biomarkers only exist in exceptional
cases, PROs remain the key outcomes. Mortality was gene-
rally not suitable for capturing treatment results in this
area. In many cases, valid surrogate markers might include
whether the patient was in paid employment and whether
the patient was in a stable relationship. The patient-cen-
tred outcome should therefore be a relapse-free and
functional long-term survival of the patient.

The meeting also highlighted divergent views as to why

little or no progress has been made in the interpretation of
surrogate endpoints in Germany in recent years. This is
also due to the lack of a structured debate, it was
said. From IQWiG’s point of view, only in a few cases has
a surrogate endpoint been validated satisfactorily.
Validations were only submitted very rarely. In addition, for
around two-thirds of benefit assessments on chronic
diseases, suitable clinical trial data were lacking – a situati-
on that had remained unchanged for years. Although
many generic and disease-specific scores had been
established, these must also be appropriately incorporated
into clinical studies – an area where there is still room for
improvement.

Discussion about response thresholds
Participants also disagreed on the interpretation of
response thresholds in responder analyses. These analyses
assess whether the proportion of patients experiencing a
noticeable change in an endpoint differs between the two
treatment groups in a study. IQWiG’s position is that from a
response threshold value of 15%, a small but sufficiently
certain noticeable change can be assumed. This value had
proven to be practicable since its introduction. Moreover,
fundamental issues with the use of Minimal Important
Differences (MID) remained unresolved. It was reported
that developments in MID research were still being moni-
tored.

Focus on the evaluation relevance of PRO data
A counterargument was raised that the 15% response
threshold constituted a rigid German „universal formula“,
which failed to take into account specific therapeutic situa-
tions and did not adequately consider the problem of suffi-
cient study power. Furthermore, there was no systematical-
ly collected quantitative evidence to support this thres-
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hold. Since 2014, the proportion of benefit assessment
procedures in which data on quality of life is submitted
had been around 70%. PRO data were thus collected but
had not yet achieved a level of significance in the data
hierarchy making them truly relevant for determining
additional benefit, was the criticism.

Other participants were convinced that a „learning
curve“ had been observed in the selection of suitable
study endpoints and comparator therapies in recent years
– this was partly due to the fact that the Act for Greater
Safety in the Provision of Medicines (GSAV) created the
possibility of involving medical associations in consultati-
ons on the selection of a suitable comparator therapy at an
early stage. The number of corresponding requests for
advice from the G-BA recently totalled around 180 per ye-
ar, they said.

In fact, it became clear at the meeting that the validation
of surrogate parameters would remain a highly challen-
ging methodological task in the future. If clinically relevant
symptoms could not be observed in a study, a methodolo-
gy must be available to predict an individual relationship
between the surrogate and the outcome.

It was explained that the prerequisite for such pre-
dictions was a stable test environment, which was often
not the case for most diseases.

To make matters worse, even if a surrogate proved to be
valid in the context of a specific treatment, this does not
necessarily apply to another treatment. The variance in the
prediction remained so high in many cases that the valida-
tion of a surrogate was not reliably possible even if data
from large patient cohorts were used, it was explained.

However, surrogates such as HBA1c in type 1 diabetes,
eGFR, or creatinine clearance in renal failure or Sustained
Virological Response (SVR) in viral diseases had now been
accepted as clinically relevant surrogates.

Finally, different positions emerged at the meeting
regarding the significance of the European benefit assess-
ment (EU HTA), which was due to start in January 2025. On
the one hand, it was pointed out that the definition of
relevant outcomes in the scoping procedure would conti-
nue to be the responsibility of the member states in the EU
HTA. This means that there would be no ranking or catego-
risation of outcomes as part of the European assessment.
All endpoints in the future Joint Clinical Assessments (JCA)
would thus be considered equal.

The corresponding guidance documents for JCA stipula-
te that validated surrogate endpoints can be used in
addition to patient-relevant endpoints if a member state
considers this to be relevant. Against this background, it
was suggested that the previously heterogeneous national
discourses on patient-relevant outcomes were unlikely to
be harmonised.

In contrast, doubts were raised as to whether the JCAs
would remain completely value-free and solely „technical“
reports. Rather, it was expected that there would be a
gradual convergence of previously differing national
assessment standards.
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