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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
In his observations on the crisis of meaning
and being in hospitals, published in 2011
under the title „The efficient organization“,
the theologian and anthropologist Arne

Manzeschke reflects on institutional developments in hos-
pitals from an ethical perspective against the background
of increasing economisation.

He considers the central paradox to be that economic
constraints and requirements are both the starting point
for change and the means by which change is to be mana-
ged. Saving as both an end and a means – this is a bad
starting point for a good reform.

It is not only in the context of the current debate on hos-
pital reform that these considerations appear to be as rele-
vant as ever; in the area of pharmaceutical supply, too, the
question must be asked as to which „guidelines“ can serve
as orientation aids for the further development of the
AMNOG system beyond the pure pressure to save. This
issue of the publication deals with this question from the
perspective of patients, physicians, scientists, health insu-
rances, industry, and politics.

At the previous conference – as well as in this publi-
cation – several presentations were each supplemented by
a corresponding block of questions and comments. The
short articles in the publication by Dr Danner, Dr Flume
and Dr Herholz refer to the respective subsequent section
of articles. The European perspective, which is increasingly
relevant for the benefit assessment, is supplemented
by the methodological explanations of the EUnetHTA gui-
dance on direct and indirect comparisons by Professor
Bucher and in the articles from France (Dr d’Andon) and
the Netherlands (Professor Rutten).

• Critical commentary on the regulations in the Finan-
cial Stabilisation of the Statutory Health Insurance

D (GKV-FinStG): The fundamentally positive review of the
history of the AMNOG is undisputed in all articles. Never-
theless, upon reviewing the articles, it becomes evident
that, notwithstanding the financial constraints faced by
health insurances, the potential for efficiency gains
through additional incremental adjustments to the
AMNOG framework is notably constrained.

For example, the regulations introduced in the GKV-
FinStG were largely criticised. From the patient’s point of
view, Dr Danner mentions the relevance of smaller innova-
tion steps for care, which is effectively devalued in the law,
while Ms Jablonka points to the insufficiently realised
savings potential of the individual measures anchored in
the law. Both the health insurances (Mr. Fritz) and the doc-
tor´s associations (Dr Herholz) and industry (Mr. Weppner)
are extremely critical of the feasibility of the combination
discount. Against this background, Dr Kippels attests to the
need for further adjustments, which the Parliamentary
Health Committee in Berlin must address.

• Numerous options for further development of the
AMNOG: Numerous potential configurations of the
AMNOG are explored in the articles. Examples include pay
for performance approaches, the consideration of cost-
benefit analyses, consideration of special therapeutic
directions and therapeutic soloists or the flexibilisation of
contract models. The basic principle of the AMNOG – the
orientation of pricing towards additional benefits for
patients – is supported by all speakers.

The health insurers have also brought cost-based pricing
into the conversation. This is not supported in the article of
Professor Greiner et al., although they do touch upon the
confidentiality of reimbursement prices. The article autho-
red by the National Association of Statutory Health Insu-
rance Funds (GKV-Spitzenverband, Dr Haas et al.) provides
a detailed examination of both the therapeutic potential

AMNOG 2.0: Increasing efficiency means
more than saving money

Professor Jörg Ruof
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and the challenges of evidence generation and pricing of
gene therapies and presents the proposed solution of the
„collective cohort model“.

Dear readers, due to the focus on „efficiency“, this publi-
cation has a much more economic perspective than previ-
ous issues of the Platform on Benefit Assessment. Nonet-
heless, in line with the platform’s orientation and focus,
it remains crucial to ensure both an optimal supply of
pharmaceuticals and the long-term sustenance of
research, innovation, and economic inventive capacity,
despite the prevailing economic conditions.

Dr Kippels explicitly refers to the synergy potential of
efficiency and innovation. In his opening speech at the
conference and in the transcript in this publication, Profes-
sor Greiner commented on the need to keep an eye on the
long-term effects of current regulations on innovative
strength.

The reply to Arne Manzeschke’s paradox quoted at the
start of the conference would be this: Economic cons-
traints can also be the starting point for further legal
developments in the pharmaceutical sector, but the
„guidelines“ for orchestrating change should not be the
devaluation of a small or unquantifiable additional benefit.
Rather, they should prioritise:

i) the efficient provision of necessary and appropriate
pharmaceuticals to the population; and

ii) the long-term focus on maintaining the research and
innovation capabilities. Enjoy reading the exciting articles
of this publication.

Contact:
joerg.ruof@r-connect.org
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 he basic idea of the AMNOG was to require
study-based proof of additional benefit
compared to the previous therapeutic
standard when pricing new pharmaceuticals.
This has undoubtedly brought a new

rationality to the utilisation of the resources of the
statutory health insurance system and has also enhanced
the transparency of healthcare provision.

With the newly implemented „price-range regulation“
for the AMNOG, more stringent criteria have been
established, ensuring that only substantial innovations are
rewarded with price adjustments. Conversely, modern
pharmaceutical research is yielding highly targeted
therapeutic options, the efficacy of which may only 
be substantiated by a limited body of evidence. The result
is a struggle among experts for new study formats and for
data generation after approval.

T If both points are taken together, then from the patient’s
point of view the anxious question arises as to whether the
focus on patient benefit, which once characterised the
AMNOG, is slowly being lost sight of: Even a slight
improvement can yield significant benefits for patients,
particularly when it comes to pharmaceuticals relied upon
by a large number of individuals. These incremental
enhancements can often result in substantial positive
outcomes. On the other hand, the question arises as to
how patient benefit can be rationally defined, especially
when pharmaceuticals are approved based on single-arm
studies claiming a one-time cure at exorbitant costs.
What overarching framework for assessing benefits can
effectively integrate these diverse factors?

AMNOG 2.0 – on the path to an efficient system?
Main topics of discussion with the speakers

Dr Martin Danner | Federal Managing Director of BAG SELBSTHILFE

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 taking over as head of the health policy and

self-help promotion 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.



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

a) What potential for further development is there with
regard to the determination of additional benefit?

• The AMNOG once started with the idea of an „early“
benefit assessment, i.e. an evaluation shortly after market
entry, which is generally based on the data from the
respective approval study. Won’t we need continuous
monitoring of the potential, but of course also of the risks
of pharmaceuticals in future?

• The instrument of post-marketing data collection has
already been introduced for this purpose, but pay-for-
performance could also become an increasingly viable
option in the course of the digitisation of healthcare
provision.

b) Could smaller incremental advancements, rather
than adhering strictly to the „all-or-nothing“
approach of the AMNOG additional benefit schemes,
also warrant appropriate recognition and reward?

• Patient organisations have consistently complained that
enhancements in dosage forms and device improvements
are disregarded within the AMNOG framework. Now, even
minor additional benefits may no longer suffice to initiate
price negotiations. However, the pertinent question
remains: Can these factors truly be deemed irrelevant for
the provision of care?

c) Up to this point, the AMNOG has primarily followed a
path focused on preparing price negotiations based
on evidence of benefit. However, it’s apparent that
the new „price-range regulation“ of the AMNOG aim
to alleviate cost pressures on the system. Wouldn’t it
be more pragmatic to implement pricing based on
cost-benefit assessments?

• Nonetheless, this approach would necessitate clarification
on the decisive rationale when determining whether to
consider solely the costs of the statutory health insurance
system, the costs of all social security systems, or even
adopt an economic perspective. On the contrary, if a
general metric like the gain in quality-adjusted life years
were to be employed, it would signify a resurgence of the
QUALY discussions that marked the inception of the
AMNOG.

This in turn gives rise to the following questions for the experts:



10 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

Background
Since 2011, a fundamentally changed evaluati-
on and pricing of pharmaceuticals has been in
force in Germany, which has become known as
the AMNOG procedure (German Pharmaceutical

Market Reorganisation Act (AMNOG). One of the main pur-
poses of the AMNOG at the time was to reduce the price
level of new pharmaceuticals coming onto the market,
which was perceived as excessive.1 At the time, manufactu-
rers were able to set prices relatively freely. This is not an
efficient solution in the specific case of pharmaceuticals, as
these can be considered monopoly goods in individual ca-
ses and with existing patent protection and are also gene-
rally paid for in full by health insurances, except for minor
co-payments by the insured. In this constellation, excessive
prices are to be expected as compared to a theoretical
equilibrium price (i.e. assuming equal market power on the
supply and demand side).

The AMNOG procedure counters this inefficient market
situation with a negotiated price based on evidence of effi-
cacy. Here, too, a number of inefficiencies can occur, e.g. if
the new pharmaceutical is a highly effective solitary pro-
duct, i.e. a product that can hardly be withheld from the
patient group concerned for ethical reasons due to the
lack of effective treatment alternatives. This strengthens
the manufacturer’s negotiating position, as they always
have the option of withdrawing the product from the Ger-
man market if the manufacturer’s price expectations are
not met. Although this would lead to a loss of sales for the
pharmaceutical company, leaving the market can still be
rational from the manufacturer’s point of view, as German
prices serve as a basis for pricing in other countries as part
of international price referencing. A relatively low price in
Germany would thus also have an impact on the manufac-
turer’s sales in other international markets.

1

Efficiency and efficiency potential of future
AMNOG regulation

Professor Wolfgang Greiner, University of Bielefeld | Dr Daniel Gensorowsky and Dr Julian Witte,
Vandage GmbH, Bielefeld

The introduction of the AMNOG over ten years ago was
associated with considerable efficiency gains with regard to
price negotiations based on the proven additional benefit of
new pharmaceuticals. These effects relate in particular 
to allocative efficiency. Long-term effects of regulation, e.g.
on innovative strength and willingness to invest, are less
well known and more difficult to assess. In future, further
development of pay-for-performance approaches
and inclusion of cost-benefit analyses as well as the
confidentiality of negotiated prices could increase the
efficiency of the AMNOG procedure. Based on current
knowledge, however, no improvements in efficiency are to
be expected from cost-based approaches to pricing.



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 11

Over the years, the AMNOG procedure has been repea-
tedly adapted in the sense of a „learning system“, most
recently in 2022 with the Financial Stabilisation of Statut-
ory Health Insurance (GKV-Finanzstabilisierungsgesetz,
GKV-FinStG), which included a series of measures to limit
the prices of new pharmaceuticals. This is nothing unusual
in principle: As markets and production processes change
(e.g. towards personalised therapies), regulation must also
adapt from time to time. However, a far-reaching change
to the legal basis should always be accompanied by an
evaluation of this reform, which compares the effect with

the short and long-term objectives pursued with the
reforms at an appropriate time interval and as independ-
ently as possible. An evaluation is also provided for in the
GKV-FinStG, although an assessment of efficiency-enhan-
cing or potentially negative consequences is not yet pos-
sible in a meaningful way just one year after the law was
passed.

In the following, some fundamental considerations will
be made on the question of efficiency and efficiency
potential of the AMNOG regulations and reform options.
To this end, the concept of efficiency will first be examined,

Professor Wolfgang Greiner holds the Chair of
Health Economics and Health Management at University of
Bielefeld. From 2010 to 2023, he was a member of the Expert
Council for the Assessment of Developments in the Health-
care System at the Federal Ministry of Health. He is also a
member of the scientific advisory boards of various health
insurance companies and the Federal Social Security Office
for the further development of risk structure equalisation.

Dr Daniel Gensorowsky is Head of Health Economics
at Vandage GmbH, a boutique consultancy specialising
in the generation of real-world evidence, health economic
evaluation, pharmacoeconomics and statistics. He was
previously a research assistant at the Chair of Health
Economics and Health Management at the University of

Bielefeld, where he completed his doctorate on market
access and the evaluation of digital health technologies.
Dr Gensorowsky is co-author of the regularly published
AMNOG Report of DAK-Gesundheit.

Dr Julian Witte is the founder and managing director
of Vandage GmbH, a boutique consultancy specialising
in the generation of real-world evidence, health economic
evaluation, pharmacoeconomics and statistics. He was
previously a research assistant at the Chair of Health
Economics and Health Management at Bielefeld University
and wrote his doctoral thesis on the pricing of new
pharmaceuticals. Dr Witte is co-author of the regularly
published AMNOG Report of DAK-Gesundheit.
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approaches to its measurement explained and starting
points for improving efficiency discussed.

2. The concept of efficiency
In economics, a fundamental distinction is made between
technical and allocative efficiency.2 Dynamic efficiency is
also used in economic analyses. Technical efficiency is an
expression of the economic principle, which addresses
how, ideally, a given output level can be achieved at mini-
mal costs. This can, for example, refer to the AMNOG pro-
cedure itself, i.e. the question of whether the (externally
specified) number of new products to be assessed can be
finalised in the specified time with a given quality of
assessment and evaluation with minimal effort (e.g. in
terms of human resources for expert opinions, time spent
on meetings, etc.).

The question could also be raised as to whether the AM-
NOG procedure itself contributes to the technical efficien-
cy of production, such as the discount agreements for
generics, which have largely led to less efficient suppliers
with comparatively expensive production having to leave
the market. This example is also a good illustration of the
principle of dynamic efficiency. Market restructuring, as in
the case of generics manufacturers with extensive relocati-
on of production to non-European countries, is not neces-
sarily efficient in the long term if this results in supply diffi-
culties or even political dependencies. It is therefore neces-
sary to weigh up and harmonise different objectives.

Allocative efficiency is aimed at the question of whether
supply corresponds to the preferences of demand or, in
technical terms, whether the marginal costs of production
correspond to the marginal benefits of demand. An
important objective of the AMNOG reform at the time was
to ensure that so-called me-toos, i.e. new pharmaceuticals
coming onto the market without any demonstrable additi-

onal benefit (compared to the products already on the re-
spective submarket), do not receive a higher price than the
existing (possibly even generic) pharmaceutical alternati-
ves.

The AMNOG procedure has fully met these expectations
of separating the „wheat from the chaff“ and in this
respect has increased allocative efficiency, i.e. the harmoni-
sation of the marginal costs of the pharmaceutical and its
marginal benefit for patients. As a positive side effect, the
discussions on data and decision transparency as well as
the applied methods of evidence-based medicine have
made far-reaching progress in Germany.

3. Measurement of efficiency depending on the
objectives
It has already become clear from the above that there are
various measures of efficiency that depend on the objecti-
ves of the decision-makers. In the pharmaceutical market,
this could include promoting and rewarding innovations in
the healthcare system with proven additional benefits to
provide further incentives for innovation and research (dy-
namic efficiency). The new regulation introduced in 2022
with so-called „guidelines“, according to which a minor ad-
ditional benefit compared to an appropriate comparative
therapy that is still under patent does not justify a price
premium, can therefore be viewed critically insofar as in-
cremental innovations are also recognised as having a va-
lue in healthcare.3

Another major aim of the AMNOG procedure from the
outset was to make decisions more evidence-based, i.e. a
form of scientification of the procedure. However, the re-
cognisable trends in recent years towards earlier approval,
less reliable evidence and increasingly available single-use
therapies, whose long-term efficacy is naturally highly un-
certain, require a readjustment of the previous evaluation
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and pricing practice. This is because the current AMNOG
procedure is not well prepared for these cases of high
uncertainty regarding the efficacy of the products.

In these specific areas, pay-for-performance approaches
could be a way of meeting the associated special challen-
ges, although this in turn raises questions of feasibility in
terms of technical efficiency.4 Corresponding service con-
tracts would have to be concluded at a collective level,
where they could also be processed administratively. So
far, a lack of data availability or overly ambitious definitions
of results have often stood in the way of this. Particularly in
case of long-term contracts, adjustments would also need
to be made to the risk structure equalisation between
health insurances so that payments can be considered for
more than just one year. The Federal Social Security Office
(BAS) has already made proposals to this effect and should
be implemented legislatively to improve the conditions for

greater use of pay-for-performance contracts.5

Another important goal for an efficient system of early
benefit assessment and pricing is the early availability of
effective, innovative pharmaceuticals. The market exit of
newly approved pharmaceuticals could be used as a mea-
sure of availability, as shown in figure 1. Accordingly, 44
(11.2%) of the 394 EMA-approved AMNOG pharmaceuti-
cals were no longer available in October 2023. However,
this figure is largely useless for assessing efficiency, as the-
re are very different reasons for the market withdrawals
(e.g. also market displacement by new, further improved
innovations) and it does not reflect the relevance of sup-
ply, so it is not clear to what extent a market withdrawal of
individual products cannot be at least partially substituted
by others. Solitary products without an equally effective al-
ternative are therefore associated with a greater loss of
benefit for patients than more interchangeable products.

Availability of EMA-approved AMNOG pharmaceuticals in October 2023

Source: Own calculations
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Figure 1: Of the 394 AMNOG pharmaceuticals approved by the EMA in October 2023, 44 – corresponding to 11.2% –
were no longer available.
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The time-to-market indicator, i.e. the period from the ap-
proval of a pharmaceutical to its market launch, presents a
different picture. According to figure 2, the median re-
mains fairly constant over the years, at around 40 to 50
days. This is a comparatively short period of time that only
a few countries in the world achieve. Although this figure
varies considerably, as can be seen from the median time-
to-market of 119 days for EMA-approved AMNOG pharma-
ceuticals, overall it can be said that the median time-to-
market is noticeably short. Free pricing by the manufactu-
rer in the first six months certainly contributed to this. In
contrast, the reduction in this period from twelve to six
months in the course of the GKV-FinStG may also have
contributed to allocative efficiency (in this case to avoid
excessive prices). This situation clearly shows that even

universally accepted objectives (in this case, early availabi-
lity on the one hand and the rapid application of lower
negotiation circles on the other) are often in competition
with each other.

Finally, an overarching objective of the introduction of
the AMNOG in 2011 was that the new government should
also contribute to financial stability in the health insurance
system. Figure 3 which shows the annual therapy costs of
newly approved pharmaceuticals before and after reim-
bursement negotiations, shows that this objective has
been achieved, at least in principle. This shows substantial
savings effects, which, however, do not yet allow any con-
clusions to be drawn about external targets such as econo-
mic productivity and the effects of regulation on invest-
ments and the location of studies in Germany.

Time-to-market of potential AMNOG relevant EMA approvals
(excl. hybrid pharmaceuticals and duplicates) from January 2011 until end of June 2023

Source: Own calculations

*Median/mean time-to-market of all approvals from July of one year to June of the following year. Period: 1 June 2011 to 30 June 2023
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Figure 2: The time span from the authorisation of a pharmaceutical to its market launch has remained
constant at 40 to 50 days for years.



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 15

A comprehensive evaluation would also have to assess
the external effects of the AMNOG procedure on these
parameters to be able to comprehensively assess the effi-
ciency of the procedure. However, this would require far-
reaching assumptions to be made, which could make the
evaluation results open to challenge. Nevertheless, such
estimates would be very valuable for an overall assessment
of reform measures and could, e.g. be carried out in scena-
rios with full disclosure of the assumptions used and the
uncertainty associated with them.

4. Efficiency potential
In the previous section, it was already mentioned that
changes in the market environment may necessitate read-
justments to existing regulations to maintain the efficiency
of the procedure. This applies, e.g. to a greater emphasis
on pay-for-performance contracts in the pricing of some

new pharmaceuticals to take account of the greater uncer-
tainty in evidence generation. Data on efficacy could then
be collected and used for pricing rather than only on a his-
torical basis, as is currently the case.

Cost-based approaches to determining an appropriate
price for innovative pharmaceuticals, on the other hand,
are generally not very efficient because the necessary all-
ocation of overheads to individual products poses prob-
lems that are difficult to solve for pharmaceutical compa-
nies.6 For example, how should the costs of a company’s
failed research projects be correctly allocated to its suc-
cessful products?

Simple lump sums to account for research expenses and
profit are methodologically unsuitable because they can
hardly adequately reflect the individual operational and
project-related situation. Furthermore, cost-based pricing
approaches also contradict the goal of technical efficiency,

Average annual treatment costs of newly approved pharmaceuticals before and after
reimbursement amount negotiations by years (2011-2022)

Source: Own calculations
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Figure 3: The comparison of the annual treatment costs of newly approved pharmaceuticals before and after
reimbursement amount negotiations clearly shows the savings effects as a result of the AMNOG procedure.
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as they offer no incentive for resource-conserving research
if all costs incurred, regardless of patient benefit, could
subsequently be allocated to the price.

An efficiency-enhancing alternative to the further de-
velopment of the AMNOG would be to include optional
cost-benefit analyses in the evaluation process.7 Cost-be-
nefit analyses are already common practice in the evaluati-
on of new vaccines by the Robert Koch Institute (RKI) and
its Standing Committee on Vaccination (STIKO). And in
neighbouring countries such as France, the Netherlands
and Denmark, none of the consequences feared in Germa-
ny, such as discrimination in the care of vulnerable groups,
have yet materialised.

This was not to be expected, as the systematic compari-
son of costs and benefits as part of the evaluation proce-
dure creates a better basis for rational decisions and can
very transparently depict socially indispensable ancillary
conditions such as the special promotion of therapies for
rare diseases. The data and models required for this are
already available, if only because all major European
countries have been using cost-benefit analyses for years
to supplement pricing. The basic structure of these would
usually be relatively easy to adapt to Germany.

The high level of transparency in the negotiating circles
for new pharmaceuticals is also a specific feature of the
German healthcare system that no other comparable
country has. Although total price transparency is an
important prerequisite for optimal and therefore efficient
allocation in perfect markets, the pharmaceutical patent
market is not a perfect market by its very nature but is deli-
berately characterised by a monopoly that is limited in
time for the duration of the patent. This applies at least if
no other competing products with similar or even greater
efficacy enter the market. In addition, confidential prices
could be quite efficient from a microeconomic point of

view, e.g. from the perspective of statutory health insuran-
ce (but also from that of pharmaceutical companies). Parti-
cularly in view of international price referencing, lower
price offers on the part of manufacturers can be expected
if they no longer have to fear that their offers will subse-
quently be used in another country as a starting point for
negotiations at even lower prices.

This is precisely why the confidentiality of negotiated
pharmaceutical prices is the rule internationally, whereas
German transparency is the exception. The arguments put
forward against confidentiality are of a more technical
nature, e.g. more difficult settlement via the trade levels,
which, however, occur in a similar way in the case of dis-
count agreements for generics and obviously do not repre-
sent an unsolvable problem.8

5. Conclusions
The introduction of the AMNOG over ten years ago was a
leap in efficiency from a world of monopoly-like prices to a
rule- and evidence-based system that seeks a balance bet-
ween the manufacturer’s profit interests and the healthca-
re system’s interests in medical progress and the affordabi-
lity of the system. Overall, it has met the requirements in
terms of efficiency and fairness, whereby the long-term ef-
fects of regulation (e.g. on innovative strength and willing-
ness to invest) should also be considered in addition to sta-
tic efficiency (e.g. from current savings successes). Regula-
tion may need to be refined over time if evasive reactions
by market participants become apparent or the market en-
vironment changes. However, such regulatory changes can
also potentially lead to considerable transaction costs in
the implementation process levelling out the intended
efficiency advantage.3 This should be thoroughly evalua-
ted following reforms. In future, the further development
of pay-for-performance approaches and the inclusion of
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cost-benefit analyses as well as the confidentiality of nego-
tiated prices could increase the efficiency of the AMNOG
procedure. Based on current knowledge, however, no
improvements in efficiency are to be expected from cost-
based approaches to pricing of pharmaceuticals.
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 he cost development of pharmaceutical
care
Despite all the gloomy predictions, the statut-
ory health insurance system spends a lot of
money on high-quality pharmaceutical care.

More than one in six euros had to be paid by the health
insurance funds for this in 2022. While total expenditure on
benefits rose from 226.22 billion euros in 2018 to 274.23
billion euros in 2022 (+17.5%), expenditure on pharmaceu-
ticals even increased by 26.3% in the same period.3 Since
2019, health insurances have had to provide more funds
for the provision of pharmaceuticals to their policyholders
than for outpatient medical care as a whole. Pharmaceuti-
cals have thus become the second largest area of expendi-
ture in the statutory health insurance system after the
costs of inpatient care.4 In 2022, at 52.9 billion euros,
expenditure exceeded the 50 billion euro mark for the first
time and since then has been the undisputed leader in the
statistics for percentage increases in expenditure within
the largest statutory health insurance expenditure
blocks.5,6 These figures do not take into account the additi-
onal 1.2 billion euros that were invoiced separately to the
statutory health insurance system by hospitals for AMNOG
pharmaceuticals.7

I. Not all pharmaceuticals are expenditure drivers
Although almost 9 out of 10 prescriptions are for generics,
52.8% of net pharmaceutical expenditure is for patent-pro-
tected pharmaceuticals.8 The daily treatment costs of pa-
tent-protected pharmaceuticals are therefore 20 times hig-
her than those of generics.9 In a different but equally accu-
rate way, it can be said that the statutory health insurance
system has to pay more than 50% of the pharmaceutical
costs for approx. 6.5% of the pharmaceutical supply!10 The
dynamics of the exorbitant increases in expenditure on the

T

AMNOG 2.0 – on the path to an efficient
system? Perspective of DAK-Gesundheit

Marcel Fritz, LL.M., MBA | Division Manager Pharmaceuticals | DAK-Gesundheit

The statutory health insurance system is facing enormous
challenges. On the one hand, the negative contribution
margin between contribution income and benefit
expenditure has increased from 11.7 to 16.9% between
2015 and 2022. The majority of this funding gap will be
covered by contributors and the pharmaceutical companies
through additional contributions, even before the regular
federal subsidy.1 Secondly, the increasing age ratio in the
population will lead to higher benefit expenditures per
insured person, particularly in the short term due to the
advancing age of the so-called baby boomer generation.2

This will result in rising non-wage labour costs. It is the duty
of the health insurances as payers to point out efficiencies
in the system that need to be realised to continue providing
high-quality care through the solidarity-based statutory
health insurance system.



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 19

Cost distribution in the patent and generics market

Source: Arzneimittel-Kompass 2022 (Medicines Compass 2022); presentation: DAK-Gesundheit
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pharmaceuticals are thus on average more than
20times higher than those of generics
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Figure 1: Almost 53% of net expenditure for pharmaceuticals is for patent-protected pharmaceuticals. The daily therapy
costs in this segment are 20 times higher than in the generics market.
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GKV-Spitzenverband and pharmaceutical companies.
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patent-protected pharmaceutical market also clearly show
that the expenditure value will not currently develop in
favour of generics (see below).

II. From the willingness to pay to the ability of the
statutory health insurance system to pay
The fact that patent-protected pharmaceuticals are more
expensive than generic active ingredients is neither unusu-
al nor a new finding. However, the question that must be
asked is whether the insured will also receive better care
for the sharp annual price increases described above, or
whether they will continue to be prepared to pay rising
contribution rates because, unlike in other EU countries,
the enormous efficiencies in this area are not being reali-
sed in Germany. In times of increasingly scarce resources, a
system cannot afford to pay higher prices for services wit-
hout a clearly defined added value. But this is currently the
case. Since 2011, no additional benefit has been proven for
almost every second pharmaceutical that has been laun-
ched on the German market.11

If pharmaceuticals that only have a non-quantifiable
additional benefit are added to this figure, the percentage
value of new pharmaceuticals that have been launched
on the market with a proven additional benefit is even
lower.12 What is even more worrying for the insured per-
sons as patients is that a large proportion of extremely
high-priced pharmaceuticals (orphan drugs) can enter the
market so quickly due to political will that neither suffi-
cient clinical studies regarding their efficacy nor their safe-
ty (!) have to be available; there is no need for an additional
benefit.13 Nevertheless, in Germany pharmaceuticals for
rare diseases automatically receive the coveted additional
benefit label to incentivise manufacturers to develop such
urgent pharmaceuticals. The political decision-makers
have thus conducted a blanket risk-benefit assessment of

these often poorly researched pharmaceuticals by legal
act, even for the patients concerned.

In any case, it should be noted that the market entry
prices for new pharmaceuticals to be paid by manufactu-
rers and the statutory health insurance system have also
risen by 430% since 2011.14

One consequence of all this is that „new“ pharmaceuti-
cals in Germany should not automatically be equated with
„innovative“ pharmaceuticals. Secondly, a balance bet-
ween innovation and affordability has still not been achie-
ved, even more than ten years after the introduction of the
AMNOG.15

III. Measures to increase efficiency based on benefit
and evidence
The information described under II. can be substantiated
by the fact that in 2009, the reference year used to justify
the AMNOG, pharmaceutical expenditure rose by 5.3%. At
that time, the legislator rightly recognised an acute need
for action and set benefit-oriented limits to the free pricing
of private manufacturers with the aim of limiting pharma-
ceutical expenditure for pharmaceuticals without proven
additional benefits.16 Unfortunately, it must be noted that
this goal was largely missed.

Between 2019 and 2022 alone, expenditure averaged
5.7% and thus exceeded the expenditure limit that promp-
ted the legislator to pass the Pharmaceutical Market Reor-
ganisation Act (AMNOG).17 In addition, the AMNOG’s effi-
ciency increases to date should also be viewed with a cer-
tain degree of caution, as these figures are the result of
strategic and ultimately arbitrary market entry prices set
by the pharmaceutical industry and are therefore largely
due to an initial situation that cannot be influenced.
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IV. Efficiency gains through the GKV-FinStG
The fact that the AMNOG raises fewer efficiency reserves
than assumed and hoped for was already criticised by the
current Federal Minister of Health in the AMNOG Report
2020.18 In the AMNOG Report 2022, authors from various
areas of the healthcare system also highlighted proposed
changes, in particular for the generation of evidence for
new therapies or combination therapies for which the
AMNOG system is inefficient.19

With the introduction of the GKV-FinStG at the end of
2022, some of these proposals were also found in an atte-
nuated form. The legislator must be given credit for recog-
nising the need to adapt the system and taking initial mea-
sures. Three specific disadvantages can be highlighted.

Firstly, the measures are not effective enough, e.g. to
generate so-called price „blockbusters“ from orphan drugs
and to prevent exorbitant prices being charged for these
pharmaceuticals, despite the aforementioned uncertain-
ties regarding safety and efficacy. Since quite a few of the-
se products are so-called single-use therapies, neither a
sales threshold until the benefit assessment nor evidence
generation in the future is of any use; free pricing is also
counter-productive, regardless of its duration, and a main
reason for false incentives in the direction of manufactu-
rers.20

The general retroactive effect of the reimbursement
amount for all new pharmaceuticals from the seventh
month onwards may lead to increased reimbursements to

Development of market entry prices for new pharmaceuticals since 2011

Source: G-BA; presentation: DAK-Gesundheit  
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Figure 2: The market entry prices to be paid by statutory health insurance system for new pharmaceuticals have risen by
430% since 2011.
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the health insurances (but also to the manufacturers).
Equally important, however, would be the retroactive
effect to the market entry date as well as an interim price
in order to avoid a period in which a pharmaceutical
without proven additional benefit has to be subsidised by
the statutory health insurance system, the market entry
price has less of an anchoring effect in price negotiations
and the price spiral can be weakened by orientation
towards the appropriate comparative therapy (see Sabine
Jablonka’s article). On the other hand, the implementation
of the combination discount in practice threatens to push
the health insurances to the limits of their bureaucratic ca-
pacity. At the end of 2023, it is still not clear how billing
shall be performed. Even if this framework is adopted by
the Federal Ministry of Health, after the National Associati-

on of Statutory Health Insurance Funds (GKV-Spitzenver-
band) was predictably unable to reach an agreement with
the stakeholders in the pharmaceutical industry before-
hand, there is a threat of enormous obstacles to imple-
mentation on the part of the health insurances.21

Finally, the level of efficiencies does not appear to be
developing in line with the legislator’s calculations (figure 3).
In 2023, the health insurances mainly benefited from the in-
crease in the general manufacturer discount, a measure that
was only introduced to make the transition easier for the
health insurances until the levers from the GKV-FinStG take
full effect. At the beginning of 2024, the increase in the
general manufacturer discount will no longer apply, but
most of the levers and measures from the GKV-FinStG, as
described, will unfortunately still not have the desired effect,

Expected savings potential of the tools in the GKV-Finanzstabilisierungsgesetz

Source: AMNOG Short Report 2023

Retroactive e�ect reim-
bursement amount

Implementation
open?

No Unlikely 150 million Euros Approx.
80 million Euros Probably lower

Orphan sales
threshold No Possible 100 million Euros Up to 50 million Euros Threshold not

yet exceeded

Flat-rate combination
discount

So far unresolved Possible 185 million Euros Not reliably
calculable

Not yet
implemented

Guidelines for reim-
bursement amounts Rather yes Possible 250–300 million Euros Probably higher Not yet

reliably calculable

5 per cent increase
in the general
manufacturer
discount

No Possible Approx. 1 billion Euros Not quanti�ed Approx.
1.2 billion Euros

Collateral e�ects

Annual savings

FinStG AMNOGR 09/23AMNOGR 03/23

Figure 3: Savings as a result of the GKV-FinStG have so far fallen short of the legislator’s expectations. Savings have been
achieved in particular through the increased manufacturer discount.
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if at all. To be able to meet the statutory health insurance
system’s enormous financial requirements in future, inclu-
ding the costs of new pharmaceuticals without proven or
merely formally assumed additional benefits, it is not only its
members with corresponding employers who should be
held accountable. In addition, tougher frameworks are nee-
ded in which the benefit is one, but not the sole criterion for
pricing. The current Federal Minister of Health also recogni-
sed this back in 2019 and made corresponding comments in
the AMNOG Report 2020.
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GKV-FinStG: Necessary strengthening of the
balance of interests
Since the AMNOG reform in 2010, the regulati-
ons on early benefit assessment in the Federal
Joint Committee (GB-A) and the subsequent

reimbursement negotiations have been modified almost
every year. Designed as a „learning system“, not only have
gaps been closed, but regulations have also been reorgani-
sed several times. There is no doubt that the introduction
of the AMNOG system has created more transparency
through the qualitative assessment of new pharmaceuti-
cals and has helped to ensure that new preparations can
be used in a more targeted manner for patients. So far,
however, it has not been possible to slow down the spen-
ding dynamics in this market segment in the long term, as
Marcel Fritz’s article shows.

Most recently, the GKV-FinStG, a major reform program-
me with numerous regulations, attempted to have a dam-
pening effect on pharmaceutical prices, particularly in the
patent market. However, one year after the law came into
force, it can be seen that the regulations have so far fallen
short of expectations in economic terms. Nevertheless, the
savings have already been budgeted for, as this should al-
so cover the additional expenditure that will be channelled
into the generic pharmaceutical market with the German
Act to Combat and Improve the Supply of Medicines
(ALBVVG).

In addition to an overestimation of the economic effects,
the inadequate impact of the GKV-FinStG is also due to the
lack of consistency of the statutory regulations. These pla-
ced a great deal of trust in partnership-based agreements
between the National Association of Statutory Health Insu-
rance Funds (GKV-Spitzenverband) and pharmaceutical
manufacturers or their associations – a hope that proved
to be too optimistic. As a result, not only has the settle-

1

AMNOG 2.0 – on the path to an efficient
system? The view of the AOK-BV

Sabine Jablonka | Head of the Pharmaceuticals Department in the Supply Division of the Federal
Association of Local Health Insurance Funds (AOK-Bundesverband)

The AMNOG system has proven itself in terms of quality, but
the problems of excessively high prices for new pharmaceuti-
cals have not yet been solved. The Financial Stabilisation of
Statutory Health Insurance (GKV-FinStG) has imposed regu-
lations which, if fully implemented, could have the potential
to improve cost containment. However, market entry has so
far been wrongly omitted: In order to create internationally
comparable framework conditions, an interim price should
be introduced that applies to a new pharmaceutical from
day one and is later replaced by the reimbursement amount.
In addition, greater cost-effectiveness could be achieved in
the patent market by establishing cross-active ingredient
contract competition, but also through a more cost-based
approach to reimbursement negotiations. The confidentiali-
ty of the reimbursement amount, on the other hand, is an
aberration at the expense of the solidarity community.
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ment of the planned combination discount been hindered,
but differences of interpretation between the contracting
parties have also led to arbitration decisions, e.g. in the pri-
ce-quantity regulation or the so-called guidelines, which
are now subject of complaints. And that’s not all – several
companies have now lodged constitutional complaints
against the provisions of the law: Above all, the combinati-
on discount and the amended pricing regulations on the
reimbursement amount are seen as interfering with the es-
tablished rules of pharmaceutical reimbursement in a way
that is contrary to the system.1

Are the statutory regulations also bad from the payers‘
point of view? No. Even if the expectations regarding the
speed of implementation and the economic yield were
higher, the GKV-FinStG continues the path of the AMNOG:
Other gaps will be closed, e.g. through the introduction of
the combination discount, discards, a more timely applica-
tion of the reimbursement amount and the early inclusion
of pharmaceuticals for rare diseases

Above all, however, the new guidelines for reimburse-
ment negotiations define a narrower negotiating corridor.
This was urgently needed in a situation in which only one of
the two contracting parties can refuse an agreement, but
the other is under obligation to contract. This is because, un-
like in most European countries, the German statutory
health insurance system cannot prevent excessive reimbur-
sement amounts on its own. Even the arbitration board that
may be called upon operates within the statutory negotiati-
on framework, which means that decisions can be very dif-
ferent, especially if there is a wide scope for negotiation. In
this respect, there is currently justified hope among payers
that the desired limitation of price increases will take effect
following further clarification and that the expected savings
can therefore at least be realised to some extent.

Despite these important and generally correct steps,
there is still a need for further action: It is not clear, e.g. that
the quantities of pharmaceuticals to be regularly discarded
are only taken into account above a de minimis limit when
determining the reimbursement amount and, moreover,
that this offsetting does not take place according to an al-
gorithm, but rather depending on the negotiating skills of
the respective contractual parties. Such a regulation is
neither compatible with our social demands for environ-
mental protection and resource conservation, nor is it sus-
tainable.

Elaborately produced goods that are subsequently dis-
posed of must indeed be the special exception. In future,
there is a need for significantly stronger incentives for the
development of customised pack sizes and research into
the longest possible shelf life of stock solutions and pro-
ducts. This can be achieved by imposing the correspon-
ding costs entirely on pharmaceutical companies without
negotiation. This measure should not only apply to the
patented pharmaceutical market.

Sabine Jablonka is a pharmacist and qualified
biologist. She has been with the AOK-Bundesverband
since 2006, most recently as Head of the Pharmaceuticals
Department in the Supply Division. Prior to this,
she worked in a consultancy institute with projects
in vocational training, healthcare research and
management consultancy.
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The same should also apply to the combination
discount, so that the proportion of combination uses of a
new pharmaceutical would have to be taken into account
mathematically in the determination of the reimburse-
ment amount. Such an implementation would be realised
with less bureaucracy and considerably fewer transactions
than the intended bilateral settlement between pharma-
ceutical manufacturers and each individual health insu-
rance.

The regulation according to which pharmaceuticals for
rare diseases continue to enjoy a special status that ascri-
bes them an additional benefit by law – up to a now
lowered turnover limit – regardless of the available eviden-
ce, should also be reconsidered. It would be a step towards
greater transparency and a reduction in bureaucracy to
remove this special status altogether. However, such pro-
tection zones are not absolutely necessary, as previous
analyses have shown: studies of appropriate quality are
not generally excluded for these pharmaceuticals either.2,3

On the contrary, the special status creates the false incen-
tive that sound evidence is not necessarily required for
these pharmaceuticals.

According to the 2021 IQWiG analysis, the determination
of a fictitious additional benefit was misleading in more
than half of the cases and was not confirmed in the regular
benefit assessment. According to the conclusion, the resul-
ting distorted picture of a new orphan drug not only leads
to misleading communication, but also penalises existing
treatment options that are placed in a worse position by
the fictitious additional benefit of the new pharmaceutical.
After all, all patients, including those with a rare condition,
are entitled to the highest possible quality of evidence and
transparency. Last but not least, the regulation creates un-
necessary administrative work by controlling sales in the
outpatient and inpatient sector and risks proceedings in

quick succession if the sales threshold is reached shortly
after market access.

The GKV-FinStG at least partially fulfils the GKV’s long-
standing demand for retroactive effect of the reimburse-
ment amount, in that the negotiated reimbursement
amount does not only apply after one year, but already
from the seventh month after market entry or expansion
of the approval. This means that the price demanded by
the pharmaceutical company must still be taken into ac-
count in the first six months. Although the sums realised
here are not usually significant, the pharmaceutical enters
the reimbursement negotiations with the freely chosen
price, which effectively acts as a price anchor.

Together with other parameters such as the prices of
comparable pharmaceuticals and those for the new phar-
maceutical in other European countries, this leads to an ex-
cessive increase in indication-specific price levels. This is
because even if pharmaceuticals can be purchased more
cheaply abroad by the payers there, these prices are usual-
ly confidential and therefore not available for negotiations
on the reimbursement amount in Germany. Politically in-
tended otherwise, the majority of price-driving factors ha-
ve so far been included in reimbursement negotiations for
pharmaceuticals with certified additional benefits.

II. Maximum prices for pharmaceuticals: whether you
deserve what you earn...
The question of what prices are appropriate for a new
pharmaceutical largely depends on the perspective of the
person concerned. From the payers‘ point of view, the
ever-increasing prices of new pharmaceuticals are incom-
prehensible. For a long time, expensive research and de-
velopment costs and failed pharmaceutical research pro-
jects were cited as justification for the high prices of new
pharmaceuticals. However, this is now being critically scru-
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tinised.4 Pharmaceutical companies often benefit from the
results of publicly funded research when developing phar-
maceuticals, but this is not reflected in the price.5 This me-
ans that insured persons who have already supported cor-
responding research projects through taxes or donations
pay again for the success of the research when a newly de-
veloped pharmaceutical is used. Particularly in case of
high-priced gene therapies, which are receiving authorisa-
tion in the shortest possible time with ever shorter de-
velopment cycles and in some cases studies with low case
numbers, there is a clear disparity between the actual re-
search investment and the expected return. At the same ti-
me, it cannot be legitimate for the insured community to
have to refinance excessive prices due to the purchase of
corresponding developments by large pharmaceutical
companies.

In the meantime, the pricing of a new pharmaceutical is
justified by the particular benefit of the product, especially
for those affected.6 In the context of society’s „anticipated“
willingness to pay, especially for certain groups of people
and disease patterns, such as new cancer therapies or pae-
diatric pharmaceuticals, high prices are easier to enforce.
What remains unresolved is the fact that rapid and unhin-
dered broad market access in Germany should actually
lead to price discounts on the basis of limited evidence: Af-
ter all, further evidence generation is no longer underta-
ken by studies at the expense of the pharmaceutical com-
pany, but by the insured community. Instead of lower en-
try prices, however, the German market is confronted with
particularly high prices for new pharmaceuticals.6 Referen-
ce is also made to the practice of price referencing in other
countries, according to which a high pharmaceutical price
in Germany is mandatory to achieve appropriate margins
in other countries and prevent market withdrawal in Ger-
many.7

III. Confidential reimbursement amount is a mistake
Pharmaceutical manufacturers have been campaigning for
years in favour of a confidential reimbursement amount, as
previously envisaged in the draft law on Strengthening
Pharmaceutical Supply in Statutory Health Insurance:8

Under confidentiality, a larger discount on the manufactu-
rer’s desired price could be granted – as in other countries
– as confidentiality would remain without any knock-on
effects due to cross-state price referencing. The plan was
already rightly rejected at the time, as the desired effect on
expenditure is hardly to be expected: For many reasons,
price intransparency is likely to have the effect of increa-
sing expenditure, not least because it is no longer subject
to public discourse. If pharmaceutical companies were not
to put their pharmaceuticals on the market on a commissi-
on basis and were to reimburse directly with the authori-
sed payer, the payers would have to bear excessive trade
margins. This threatens a significant shift in liquidity at the
expense of the statutory health insurance system, which
would also be burdened with considerable transaction
costs due to the necessary subsequent reimbursements.
However, according to the currently known drafts for a
„new pharmaceutical strategy“ of the German govern-
ment, there is apparently a renewed willingness to take
this path in favour of pharmaceutical manufacturers – de-
spite the threat of additional costs that this measure is like-
ly to entail for insured persons who are already heavily bur-
dened by serious price increases in all areas of the market.

The fact that other countries are able to negotiate large
discounts on pharmaceutical prices is unlikely to be due
solely to the confidentiality of prices, but rather to the 4th
hurdle that is common elsewhere : There, the payers – un-
like the German statutory health insurance system – can
decide not to include preparations in the catalogue of be-
nefits at all, in whole or in part, if they consider this to be
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more sensible and there is no agreement on the price. On-
ly by granting this right of choice can a balanced basis for
negotiation be created for both contracting parties in or-
der to achieve fair prices. A confidential reimbursement
amount will therefore not support parity in the negotiati-
on situation in Germany – on the contrary; as a result, the
intended cost neutrality is unlikely to be realistic. This ap-
plies all the more when confidential reimbursement
amounts are available and the economic prescription in
the therapeutic area is no longer transparent for physici-
ans.

In any case, the existing system of reimbursement
amount negotiations with its derivation of the reimburse-
ment amount based on price comparisons is likely to be
obsolete if confidentiality is realised: Without correspon-
ding information on the actual price structure, neither the
G-BA can determine an economically appropriate compa-
rative treatment nor can negotiations be based on one.
This would make a redefinition of the parameters for the
reimbursement amount mandatory. The same also applies
if an appropriate price level in the patent pharmaceutical
market ultimately proves to be unrealistic, even with the
new guidelines.

One such alternative could be a more cost-based ap-
proach, with which an appropriate reimbursement amount
can be derived independently of the prices of other phar-
maceuticals. In its „fair-price model“9, AIM has proposed
mark-ups for a base profit and incentivisation of the inno-
vation of the new pharmaceutical as parameters for nego-
tiation, in addition to taking into account the costs of re-
search, development, production, sales, and information.
In principle, these factors would also be suitable for the
further development of reimbursement negotiations, whe-
reby the appropriate negotiation corridors for the German
market would have to be determined politically.

IV. Options against maximum prices
Even in the existing system, the correction of excessive
prices in the patent market desired by the legislator would
be easier to implement with just a few adjustments if mar-
ket entry was already included: With an interim price as a
provisional measure allocated to each new pharmaceutical
prior to market entry, reimbursement amount negotiations
would no longer be predisposed to the pharmaceutical
company’s desired price. The interim price would be deri-
ved by the GKV-Spitzenverband in a transparent procedure
from the appropriate comparative therapy previously de-
termined by the G-BA and would apply from the first day
on the market. By streamlining the reimbursement amount
negotiations to three months, the resulting reimburse-
ment amount could retroactively replace the interim price
after nine months (figure 1).

Only the result of the G-BA’s early benefit assessment
and the price of the appropriate comparative treatment
would have to be included in the reimbursement amount
negotiations, as well as any deductions for combination
therapies and discards. If the pharmaceutical company
wants to start the benefit assessment procedure earlier
and the G-BA agrees to this in individual cases, the period
until the reimbursement amount is agreed could be shor-
tened accordingly. Accompanying the market entry of new
pharmaceuticals in this way could help to avoid excessive
prices and promptly establish a fair balance of interests
between payers and pharmaceutical companies.10

V. More competition in the patent market too
Last but not least, further profitability reserves should be
generated by strengthening competition in the patent
market. To date, competitive pressure in this market seg-
ment has been low and only takes place at the level of me-
dical prescriptions. The payers can tap into the existing
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profitability reserves before the patent or document pro-
tection expires by initiating cross-active ingredient con-
tract competition. To this end, the G-BA could determine a
group of pharmaceuticals with therapeutic comparability
for an area of application, which could be used as the basis
for selective contract tenders by the health insurances with
pharmaceutical companies. Preferential prescribing by
physicians requires a corresponding mapping of the con-
tract information in the physician information system.
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MNOG 2.0 on the track to a more efficient
system“: Efficiency can only be achieved
if experiences from our neighbouring
countries can be incorporated. Dr Anne
d’Andon spoke about the strengths and

challenges of the French system and Professor Maureen
Rutten on the strengths and challenges of the Dutch
HTA system. Moreover, Dr Antje Behring from the
Federal Joint Committee (G-BA) presented her view on
the development perspectives of the AMNOG.

A In the subsequent panel discussion, the speakers
addressed the following specific aspects:

• Challenges of regional governance and
implications of the Joint Clinical Assessments
(JCA) in the Netherlands:
From a Dutch perspective, the introduction of the Joint
Clinical Assessments (JCA) is seen as positive, although -
as in many other countries - many questions remain open.
Professor Rutten therefore expects an intensive but open-
ended discussion process in the coming period. Only then,
in her view, will it finally become clear how strongly
the Dutch benefit assessment will be influenced by the
introduction of JCA.

• Effects of the Financial Stabilisation Act on opt-outs
by pharmaceutical manufacturers: 
Some market exits of pharmaceutical companies in 2023
were justified by them with the effects of the Financial Sta-
bilisation of the Statutory Health Insurance (GKV-FinStG).
In the discussion with Dr Behring (G-BA), she analysed the
opt-out situation in Germany. A long-term view shows
that some pharmaceutical companies have always left the
market due to the results of the early benefit assessment
and the resulting price potential. The results of the benefit
assessments are not necessarily surprising for the market
exits that have taken place to date. To date, a direct impact
of the GKV-FinStG can thus not be deduced from the opt-
outs.

Challenges in different HTA systems:
Main topics of discussion with the speakers

Dr Mathias Flume | Head of Member Services at the Westphalia-Lippe Association of Statutory Health
Insurance Physicians

Dr Mathias Flume studied pharmacy in Münster
where he also obtained his doctorate. Since 2004,
he has been Head of the Member Services at the
Westphalia-Lippe Association of Statutory Health
Insurance Physicians, specialising in the management
of pharmaceutical supply. The benefit assessment
of pharmaceuticals and its effects on regional patient
care are another focus of his work.
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• Impact of the JCA on the French assessment: 
According to Dr Anne d’Andon, the final role of the Haute
Autorité de Santé (HAS) has not yet been stipulated. In any
case, the HAS is heavily involved in establishing the
methodological aspects of the JCA. Influences on national
legislation and thus the formal framework conditions are
also not yet conclusively foreseeable. In principle, EU
regulation takes precedence over national law, and it
remains to be seen whether only substantive aspects will
be incorporated into the national assessment and then
developed further or whether there will be a need for
legislative changes.

The impact on the French benefit assessment cannot yet be
fully determined. As part of the analysis work is carried out
at European level, it is important to define the interfaces
with the JCA and to clarify what additional work needs to
be carried out at national level. There will also be relevant
work to accompany the PICO definition at European level.
It remains the task of the national assessments to carry out
a country-specific assessment. In any case, it will be several
years before this process is finalised.
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mong the new pharmaceuticals assessed
by the Transparency Committee (TC) of the
HAS, the French health technology body,
only a few have been considered truly
innovative. Zolgensma® (onasemnogene

abeparvovec), Raxone® (idebenone), Glibera® (Alipogène
tiparvovec), Kaftrio® (vacaftor/tezacaftor/elexacaftor),
Sovaldi® (sofosbuvir), Veklury® (remdesivir), Carvykti® (cilta-
cabtagene autoleucel), Zalmoxis® (allogeneic T cells), Dupi-
xent® (dupilumab), Spherox® (chondrocytes in spheroids).

Despite the inclusion of gene therapy products, cell the-
rapies, biotherapies, or pharmaceuticals targeting novel
modes of action, as well as addressing very severe diseases
or diseases with high medical and therapeutic needs, the
TC did not find this sufficient to recognise the progress
provided compared to pre-existing therapeutic strategies
and classify these pharmaceuticals as innovative.

The recognition of innovation is not solely based on the
mode of action, even if it is new and sophisticated, or on
the severity or rarity of the disease. Only Zolgensma®, Kaf-
trio®, Sovaldi®, and Dupixent® received recognition of a
clinical additional value from the Transparency Committee
(an ASMR of II, III, or IV at the initial assessment). This
recognition was granted based on the appropriate
demonstration of efficacy on clinically relevant endpoints
compared to the appropriate comparator, supported by a
high level of evidence, in the relevant population, and ulti-
mately, with a clinically meaningful magnitude of effect.
These are the requirements presented in the TC doctrine.1

The assessment of the clinical added value required for
the innovation to be recognized follows a series of succes-
sive steps (figure 1). This doctrine isn’t intended as a rigid
perspective on HTA; rather, it serves as a guide for under-
standing how the TC evaluates pharmaceuticals, primarily
based on evidence-based medicine. It is then allowing the

A

Strength and weakness of HTA
in France

Dr Anne d’Andon

In France, the recognition of innovative pharmaceuticals
is linked to the clinical added value granted by the Haute
Autorité de Santé (HAS). This evaluation integrates the
demonstration of efficacy versus the appropriate
comparator with a high level of evidence, in the relevant
population, and with a clinically meaningful magnitude
of effect. This selective approach aims to address the
challenges of innovation: paying accordingly to the
magnitude of the innovation while maintaining the
sustainability of the healthcare system. It relies on a robust,
scientific, and independent agency, with clear definitions
of innovation and how to demonstrate it to the Health
Technology Assessment (HTA) committee in both early
access programs and standard assessments.
This approach is then adapted to provide the population
with the best healthcare possible while ensuring as
much certainty as possible.
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recognition of innovation.
There is a need to support the challenges of innovation

and how they can be integrated into the healthcare sys-
tem. In France, the principle is to pay for innovation and to
adjust payment according to the magnitude of the innova-
tion: the more innovative a health technology is, the hig-
her its price. This necessitates administered pricing and the
containment of prices for non-innovative pharmaceuticals.

To achieve this, it was decided in the early 2000s to esta-
blish an independent, robust, and scientific agency, the
HAS, which integrated the pre-existing Transparency Com-
mittee. The agency and the committee possess the capabi-

lity to provide opinions on healthcare technologies with a
high standard of assessment and a high degree of inde-
pendence, allowing them the freedom to publicly express
pertinent information about the clinical interest of a phar-
maceutical. This approach is tailored to offer the populati-
on the best healthcare possible, depending on the availa-
ble data.

Aligned with the medical and scientific objective of pro-
viding medical treatment with as much certainty as possib-
le, there is also an economic concern. Health technologies
serve as drivers of economic growth and constitute an in-
novative sector of the economy, as emphasized by the
2021/2282 EU regulation on health technology assess-
ment: „The development of health technologies is a key
driver of economic growth and innovation in the Union
and is key to achieving the high level of health protection
that health policies need to ensure for the benefit of all.
Health technologies constitute an innovative sector of the
economy and form part of an overall market for healthcare
expenditure that accounts for 10% of Union gross domes-
tic product.“2

The challenges the HTA agency and the HTA face in
France include: How can we recognise innovation in the
healthcare area? The answer provided by the French HTA
body is:

• Provide an operational definition,

• Adapt the definition to the context; there cannot be on-
ly one definition,

• Provide a clear, common, and reproducible way of
assessing a given pharmaceuticals based on the defini-
tion,

• Maintain equity of assessment between pharmaceuti-
cals and with time,

• Provide a robust assessment of innovation to avoid
inappropriate recommendations.

Dr Anne d’Andon, is working as an independent
strategic advisor in the field of market access. As a
physician, she worked at INSERM, particularly in the
field of rare diseases. At the same time, she continued
her training and obtained a master in methodology
and biostatistics and a master in cardiovascular
pharmacology as well as certificates in human genetics
and molecular biology. She successively directed the
research departments of two patient associations,
Vaincre la mucoviscidose (devoted to cystic fibrosis) and
the AFM-Telethon (devoted to muscular dystrophies).
She was Deputy Medical Director at Genzyme. She then
headed the pharmaceutical assessment department of
the National Health Authority (HAS) for 10 years.
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These principles are exemplified by programmes such as
the Authorization of Anticipated Access (AAP), formerly
known as Temporary Authorization for Use (ATU), which
was deeply modified in 2021 and transferred to HAS.
Among the five cumulative criteria for AAP one criterion is
the presumed innovation by the pharmaceutical (figure 2).

In the context of AAPs, the definition of innovation en-

compasses a new treatment modality, which may include a
new mechanism of action, providing substantial clinical
benefit to the patient. The essence of AAP is to facilitate
early availability of the pharmaceutical. Thus, preliminary
data can be accepted if accompanied by a suitable
development plan that complements these initial clinical
results and addresses uncertainties. These plans should

Comparison in the evaluations of the Transparency Committee

CRC: clinically relevant comparator; CBi: insu�cient clinial bene�t; CAV: clinical added value

Source: Page 8 of the TC doctrine  (https://www.has-sante.fr/upload/docs/application/pdf/2019-07/ 
doctrine_de_la_commission_de_la_transparence_-_version_anglaise.pdf)
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Figure 1: The assessment of the clinical added value required for the innovation to be recognized follows
a series of successive steps.
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aim to fill gaps and uncertainties regarding the demonstra-
tion of effectiveness and safety compared to a reference
therapeutic strategy in the near future. The third definition
criterion is that the pharmaceutical meets an insufficiently
covered medical need.

The transition of the Early Access Program (EAP) from
ATU to AAP has significantly altered the terms for granting
early access to pharmaceuticals. The idea of this reform
was also to ensure continuity between the early evaluation
and therefore early access and the common law access to
the market.

AAP also reinforced the need for data collection, making
it possible to describe the clinical situation of treated
patients, effectiveness, and safety in a real-world context.

The acknowledgment of presumed innovation is linked to
a price defined by the company, which is fully reimbursed,
subject to certain limits. Cumulative discounts may apply
based on various events, such as failure to obtain marke-
ting authorization, a low rating in the HTA appraisal, the
absence of a price agreement with the Economic Commit-
tee for Health (CEPS), and/or the reimbursement of a new
pharmaceutical identified by the HAS as better meeting
the therapeutic need in the indication covered by AAP.

Another pathway for defining innovation stems from the
assessment of the clinical added value (ASMR: amelioration
du service medical rendu). This assessment is based on
three pillars:

• Level of evidence – Quality of the demonstration, inclu-

Criteria for the Authorisation of Anticipated Access

Source: HAS 

Severe, rare or invalidating 
disease Presumed e�cacy and safety

For AAP pre-MA only

The treatment cannot be delayed

The medicine is presumably
innovative as regards to comparators

Without appropriate therapy

5 criteria

Figure 2: Among the five cumulative criteria for (AAP) one criterion is the presumed innovation by the pharmaceutical.
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ding the design for the comparison, choice of the com-
parators, overall methodological quality of the trial,
adequacy of the population to the indication, and clini-
cal relevance of key endpoints etc.

• Magnitude of the clinical effect in terms of efficacy, ef-
fectiveness, quality of life and modulated by the clinical
impact of the safety profile,

• Clinical pertinence of the effect as compared to the
clinically relevant comparator.

These two pillars are considered as regards to the medical
need.

The more the assessment considers that these require-
ments are fulfilled, the more likely is the recognition of
innovation.

The doctrine states that:3 The TC may grant recognition
to a pharmaceutical as representing major therapeutic
progress [ASMR I] under certain conditions. This recogniti-
on occurs if the product exhibits a new mechanism of
action and has demonstrated, with a high level of eviden-
ce, its superiority over a clinically relevant comparator. This
assessment is typically made in the context of an inade-
quately met medical need for a serious disease.

Such situations are considered therapeutic break-
throughs, potentially saving, or significantly changing the
lives of patients. When all determinants of clinical added
value are deemed fully satisfied by the TC, the product
may receive ASMR I designation.

This assessment corresponds to therapeutic break-
through situations (that save or change the lives of
patients with a serious disease) for which all the determin-
ants of the clinical added value are judged by the TC to be
fully satisfied.

The TC may also recognise a pharmaceutical as repre-
senting important or moderate therapeutic progress
[ASMR II or III]. This recognition occurs if the product

demonstrates superiority in terms of clinical efficacy, parti-
cularly in reducing mortality and morbidity, within the
context of an inadequately met medical need. In such
cases, the evaluation of efficacy may be positively adjusted
by a substantial improvement in quality of life and/or safe-
ty. An important or moderate ASMR will qualify the clinical
added value, depending on its intensity, the quality of the
demonstration and the severity of the disease or symptom.
Indeed, the value attributed to therapeutic progress
increases in accordance with various factors, including the
effect size, the quality of the demonstration, and the sever-
ity of the disease being addressed.

A minor clinical added value [ASMR IV] is allocated to
progress that is considered small in comparison to existing
therapies. This designation reflects a situation where the
demonstration of efficacy, quality of life improvement, or
safety profile may not be optimal given the medical
context. For example, it may involve a pharmaceutical that
demonstrates relevant efficacy but with a slight and accep-
table decrease in quality of life or safety. Conversely, it
could involve a product with minimal or sub-optimally
demonstrated additional efficacy yet associated with an
improvement in quality of life or safety. It may also be
assigned to a product that brings about a major improve-
ment in care conditions, either demonstrated or antici-
pated by the TC.

The elaboration of this doctrine and clarification of the
way pharmaceuticals are assessed by the HTA committee,
publicly available, has been possible because of the creati-
on of an independent public agency without government
supervision, complementary missions, including HTA for
pharmaceuticals, medical device and procedures, clinical
guidelines. The strength of the HTA is also based on a
non-disputable technique of considering evidence and, as
a mirror, uncertainty: evidence-based medicine. All phar-
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maceuticals candidate for reimbursement are assessed,
can be reassessed when needed. The TC can request real-
world data collection. The clarification of the modalities of
assessment by the publication of the doctrine since 2011,
actualised regularly has provided a better readability ab-
out the approach and perhaps better predictability about
the conclusions.

The opinions provided by the HAS are consistently adhe-
red to by decision-makers, including the Ministry of Health
and Social Security, as well as the National Health Insuran-
ce Fund. These opinions are widely regarded as robust, lea-
ding to minimal instances of legal challenge.

There are still some disagreements about the use of
EBM, about the low number of ASMR of I, II, III which leads
to difficult negotiation of price and lower price than expec-
ted by the pharmaceutical industry. This is the reverse side
of the medal for the recognition of innovation linked to a
higher price and the favouring of economic development
by favouring the pharmaceutical industry in an economic
situation where there is a need to constrain the healthcare
expenses.

There is also a conflict between the standards set by the
HAS regarding evidence and the demonstration of the sig-
nificance of an effect for patients compared to the relevant
comparator. It must be acknowledged that this demonstra-
tion necessitates a lengthy and expensive development
process. The current trend towards short developments,
non-comparative, thus not adapted to demonstrating the
added value of the pharmaceutical but nevertheless aimed
at supporting the justification of an innovation which
should lead to a high price. This equation remains unresol-
ved despite all the efforts made by HAS to define under
what circumstances atypical designs of clinical studies can
be accepted for the recognition of innovation.4

It’s highly likely that these assessment modalities will be

incorporated into the evaluation process for new pharma-
ceuticals with EU marketing authorisation, as part of the
joint clinical assessments conducted by member states.
Certainly, it’s important to note that while the JCA are eva-
luations conducted collectively, the appraisals will conti-
nue to be a national privilege. The determinations regar-
ding innovation will remain within the purview of national
authorities.

There are many other points of view that could be deve-
loped: the participation of the patient in the HTA including
for the early recognition of innovation, their participation
at the European level assessment, but also the timelines of
access to innovation etc. These topics could be developed
as specific topics in further conferences.

In the interim, while acknowledging that my perspective
may be biased as a former member of HAS, it’s worth no-
ting that the delicate balance between a robust HTA body,
a well-defined approach to pharmaceutical assessment,
and a high level of innovation recognition through pricing
preferences are central aspects of the French HTA system,
with both strengths and weaknesses.
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 he Netherlands operates a mandatory social
health insurance system with a relatively ge-
nerous basic benefit package. In this open sys-
tem, over 90% of services and technologies
can be included in the benefit package wit-

hout the need for a formal HTA or a national reimburse-
ment decision.

When medical professionals determine that the efficacy
of a service or technology is sufficiently proven and the be-
nefit-risk ratio is positive, they can offer it to patients. Ne-
gotiations with individual health insurance companies re-
garding reimbursement are then required. Only if a service
or technology requires significant additional budget, a re-
quest for a new payment code must be issued. In such ca-
ses, the decision may be based on a formal HTA conducted
by the Dutch HTA body, Zorginstituut Netherlands (ZIN).

The open inflow process encompasses three exceptions
that necessitate mandatory HTAs: certain pharmaceuticals
(figure 1), the national vaccination programme, and the
national screening programme. The reimbursement of
high-cost, in-hospital pharmaceuticals, notably oncology
products, poses a substantial challenge, consuming an in-
creasing portion of the hospital care budget. In response,
the Dutch government has implemented the „lock proce-
dure“ for market access management. Pharmaceuticals are
subject to the „lock“ when they meet specific criteria:1

1. If the total costs for one new indication or multiple
new indications combined are expected to exceed 20 milli-
on Euros per year, all new and future indications will be
placed in the lock. (This threshold was previously set at
over 40 million Euros before 1 July 2023).

2. If the total costs for one new indication are expected
to be at least 50,000 Euros per patient per year AND the to-
tal costs are expected to exceed 10 million Euros per year,
the indication will be placed in the lock.

T

The Dutch HTA system for high-priced
in-hospital pharmaceuticals

Dr Maureen Rutten-van Mölken, Professor of Economic Evaluation of Innovations for Health at the Erasmus
School of Health Policy & Management, Erasmus University Rotterdam

The Netherlands operates a mandatory social health
insurance system with a relatively generous basic benefit
package. To address the challenge posed by high-cost,
in-hospital pharmaceuticals, the Dutch government has
implemented the „lock procedure“ for market access
management. Under this procedure, pharmaceuticals that
exceed certain cost per patient and/or budget impact
thresholds require developers to submit a comprehensive
pharmacoeconomic dossier alongside the clinical dossier.
Subsequent evaluation is conducted by Zorginstituut
Nederland (ZIN), and the „cost per Quality-Adjusted Life Year
(QALY)“ of an intervention is compared to a threshold value
that increases as the severity of the disease increases.
Final price negotiations are then conducted by a team from
the Ministry of Health. Conceptually, ZIN is progressively
transitioning to a risk-based and cyclical health technology
assessment (HTA) system.
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Threshold values for costs per QALY gained in The Netherlands

Source: Own presentation
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Figure 1: The cost of an intervention per quality-adjusted life year (QALY) gained is compared with a threshold value that
increases with increasing disease severity.
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Within the lock procedure, pharmaceutical developers
are required to submit a comprehensive pharmacoecono-
mic dossier alongside the clinical dossier. ZIN evaluates
this dossier based on four key criteria:

1. Necessity, primarily determined by the severity of the
disease, which necessitates treatment reimbursed from pu-
blic resources.

2. Relative effectiveness, measured by the additional
therapeutic value compared to the existing standard of
care;

3. Cost-effectiveness, assessed in terms of costs per qua-
lity-adjusted life year (QALY) gained;

4. Feasibility, predominantly defined from a financial
standpoint, ensuring a budget impact that is affordable.

The „costs per QALY“ of an intervention are compared to
a threshold value that increases as the severity of disease
increases (figure 2).2 If the costs per QALY fall below the
threshold, the pharmaceutical is considered cost-effective.

Depending on the assessment, ZIN may recommend ne-
gotiating a discount on the pharmaceutical’s price to en-
hance cost-effectiveness and mitigate budget impact.
Price negotiations are then conducted by a team from the
Ministry of Health. In 2021, the negotiating team achieved
an average discount of 46%, resulting in a reduction of 745

Medicines for which a pharmaco-economic dossier is required in The Netherlands
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GVS: Medicine reimbursement system [Geneesmiddelenvergoedingssyteem]; MoH: Ministry of Health, Welfare and Sport;
PE Dossier: Pharmako-ökonomisches Dossier

Figure 2: The „lock procedure“ has been introduced in the Netherlands to manage market access for the reimbursement of
high-priced medicines in hospitals.



I N T E R D I S C I P L I N A R Y  P L AT F O R M  O N  B E N E F I T  A S S E S S M E N T L E C T U R E  V 43

million Euros in expenditures. While this outcome appears
successful from a public standpoint, the extent to which
developers anticipated this level of discount remains un-
certain. However, negotiations do not always yield positive
results, as demonstrated by the Minister of Health’s decisi-
on in 2023 not to reimburse Troveldy and Libmeldy.

The „lock procedure“ emerged as a replacement for a re-
latively unsuccessful experiment involving conditional
reimbursement agreements, which required reassessment
after four years of additional data collection.3 In many ca-
ses, the data collected failed to significantly reduce uncer-
tainties surrounding effectiveness and cost-effectiveness
estimates. Although conditional reimbursement remains
an option in the Netherlands, its utilisation is minimal.
Furthermore, outcomes-based managed entry agreements
are not widely adopted due to concerns about societal risk
tolerance, feasibility challenges, administrative burdens,
costs associated with outcome measurement, discussions
on compensation in case of treatment ineffectiveness, and
the lack of supportive facilities for physicians to monitor
outcomes. As a result, managed entry agreements in the
Netherlands primarily revolve around financial arrange-
ments.

What’s intriguing is that ZIN has introduced a novel as-
sessment framework specifically tailored for tumour-ag-
nostic medicines and those endorsed by the European Me-
dicines Agency (EMA) based on single-arm studies.4 De-
pending on the context, ZIN may consider:

• Evidence from single-arm basket trials, even if they
don’t allow for assessing effectiveness per tumour loca-
tion;

• Acknowledgement of potential data gaps in natural his-
tory or standard care for patients with the same mutati-
ons targeted by tumour-agnostic pharmaceuticals, as
these patients were not tested in the past;

• Acceptance of intermediate outcome measures such as
Objective Response Rate (ORR), Duration of Response
(DoR), Disease-Free Survival (DFS), and Progression-Free
Survival (PFS), provided that the choice of outcome
measure and the minimal important difference (MID)
are defined in the PICO (Population, Intervention, Com-
parator, Outcome) during the scoping phase, and these
outcomes are predictive of Overall Survival (OS). ZIN
evaluates the latter on a case-by-case basis;

• Recognition of the necessity to construct a synthetic
control arm in health economic models.

These considerations largely depend on the plausibility
of the assumption that without treatment, there will be no
tumour response at all.

ZIN is gradually transitioning to a risk-based and cyclical
HTA system.5 This transition begins with a robust horizon
scanning mechanism designed to early detect potentially
transformative health technologies and quantify associa-
ted risks. Following this, there is a swift assessment of risks,
which encompasses uncertainties regarding therapeutic
value, financial considerations, and the potential for inap-
propriate use. These risks are effectively addressed
through prudent risk management strategies. These strate-
gies include HTA, conditional reimbursement, controlled
enrolment programmes, price negotiations, and agree-
ments ensuring appropriate usage in practice.
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ntroduction
As part of the new EU Regulation on Health Technolo-
gy Assessments (HTA), which came into force in Janua-
ry 2022, HTAs will be carried out jointly for the first
time by a consortium of 13 HTA organisations from 12

member states in so-called Joint Scientific Assessments
(JSA) from 2025. The aim is to coordinate HTA activities
within the EU, which were developed in the three previous
Joint Actions programmes of the European Network for
HTA (EUnetHTA), under one roof and, where possible, stan-
dardise and simplify them.

Building on the previous Joint Actions Programmes of
EUnetHTA, an agreement was signed by the European
Health and Digital Executive Agency (HaDEA) to establish a
European HTA system, which includes the promotion and
standardisation of HTA assessment processes and metho-
dology. As part of these activities, several methodological
HTA guidelines were developed, the Methodological Gui-
deline 4.3.2 on direct and indirect comparisons1 and the
Practical Guideline D 4.3.1. on direct and indirect compari-
sons.2

In this article, the practical aspects of Methodological
Guideline D 4.3.1. on direct and indirect comparisons of
network meta-analyses will be critically analysed. This
guideline is of great interest because the Joint Scientific
Assessments are to be introduced in a first step only for
HTAs in the field of oncology and the methodological chal-
lenges of HTAs based on indirect comparisons are of great
importance here.

The Practical Guideline D 4.3.1 for direct and indirect
comparisons is an update and supplement to earlier
guidelines3 resulting from the Joint Action Program and
describes the methods available for direct and indirect
comparisons. It has been developed by a Hands on Group
(hereinafter referred to as the working group) of expert

I

Direct and indirect comparisons:
Commentary on the EUnetHTA Guidance

Von Prof Heiner C. Bucher | MPH, Emeritus, Professor of Clinical Epidemiology, University of Basel,
Department of Clinical Epidemiology, University Hospital Basel

With the introduction of the new EU Regulation on Health
Technology Assessments (HTA), HTAs will, for the first time,
be conducted across national borders within the European
Network for HTAs (EUnetHTA) starting in 2025. EUnet
HTA has developed methodological standards aimed at
harmonising HTA activities. Specifically, guidelines on
indirect comparisons of non-randomised controlled
studies for market approval hold significant relevance for
investigators and applicants of innovative life science
products, especially in cases involving limited patient
numbers or rare diseases. In the guidelines for HTAs of
indirect comparisons, EUnetHTA places the emphasis of
methodological criteria on the evidence synthesis of indirect
comparisons, but neglects more binding specifications on
validity criteria for network meta-analyses and on the
methodology of indirect adjusted comparisons using
external controls from observational studies. However,
this increases the risk of different assessments of HTA
applications by HTA experts in the individual HTA
organisations of the member states. This article presents
options for standardising the validity criteria of indirect
comparisons for HTAs, which should enable a transparent
and more uniform assessment of the added benefit of
interventions that use externally obtained evidence to
prove their effectiveness.
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network meta-analysis technique.

organisations consisting of the German Federal Joint Com-
mittee (G-BA), the French Haute Autorité de Santé (HAS),
the German Institute for Quality and Efficiency in Health
Care (IQWIG), the Irish National Centre for Pharmacoecono-
mics, St. James Hospital (NCPE), and the Norwegian Medi-
cines Agency (NOMA) and has been revised and approved
by a committee and the consortium of all member states
active in the EUnetHTA programme. The guideline is expli-
citly intended for HTA assessors and co-assessors.

This article provides a critical assessment of the EUnetH-
TA Practical Guideline D 4.3.1. For practical reasons, we
limit ourselves to indirect comparison methods of network

meta-analyses. A comprehensive assessment of all met-
hods described in the guideline, in particular on propensi-
ty scores or target trial simulation options, is beyond the
scope of this article. Their importance has already been
explained in earlier articles by the author in this journal.4,5

Scope and aim of the Practical Guideline D 4.3.1.
on direct and indirect comparisons of EUnetHTA
The aim of the guideline is to provide practical guidance
on evidence synthesis (sic!) in JCA reports, as well as gui-
dance for reviewers on how to deal with HTA reports on
direct and indirect comparisons. In particular, the guide-
lines should enable reviewers to identify potential prob-
lems, biases, and uncertainties of direct and indirect com-
parisons. In this context, the working group mentions that
a certain degree of subjectivity cannot be denied in the as-
sessment of validity criteria and assumptions of indirect
comparisons, which can lead to different assessments of
the evidence presented between experts in the member
states. The guideline, and consequently the ensuing argu-
mentation, does not aim to provide explicit recommenda-
tions for individual member states regarding the acceptan-
ce or rejection of HTA reports based on direct or indirect
comparisons. Rather, its objective is to establish the neces-
sary conditions for member states to conduct individual
assessments through methodological specifications.

It is also made clear that „in exceptional situations, evi-
dence synthesis methods may be used despite uncertainty
or doubt about their validity“ (...) and that their use should
be „minimised and only applied in situations where there
are no other options for generating relative evidence“ (...).

Conceptual problems of the Practical Guideline D 4.3.1.
on direct and indirect comparisons

The introductory choice of words and the further struc-
ture of the guidelines already reveal several fundamental
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problems with the document.
Firstly, the document is primarily a guide to the assess-

ment of direct and indirect comparisons using meta-analy-
tical synthesis techniques (17 of 31 pages are dedicated to
this), with an ex-post chapter of only 3 pages on indirect
non-randomised comparison methods using propensity
scores. The Practical Guideline thus suggests that indirect
meta-analytical synthesis methods are more important
than the generation of new evidence from high-quality co-
hort studies with standardised, prospective data collection
and analytical methods that are based e.g. on a target trial
simulation.6,7

The lack of stringency in the structure of the document
underlines this way of thinking. In the introductory chapter
3 e.g. the general considerations are limited in their expla-
nations of the assessment of the exchangeability of the
study groups based on the assessment of similarity, homo-
geneity, and the consistency of treatment effects of direct
and indirect comparisons in (network) meta-analyses. The-
re is not a single general statement on indirect, non-rando-
mised comparisons in the general comments.

Secondly, the introduction and subsequent argumenta-
tion fail to elucidate the conditions under which „exceptio-
nal circumstances of evidence generation“2 occur and
when evidence from non-randomised studies might be
considered admissible. The European Medicines Agency
EMA, on the contrary, defines exceptional circumstances
„as a type of market authorisation where the applicant is
unable to provide comprehensive data on the efficacy and
safety of an active substance under normal conditions be-
cause the condition to be treated is rare, or obtaining the
complete necessary information is not possible or unethi-
cal“.8 The working group’s argument completely ignores
the need for indirect non-randomised comparative studies
for innovative pharmaceuticals in haematology/oncology,

rare diseases or paediatrics, where evidence from randomi-
sed controlled studies is less and less available at the time
of approval, let alone the possibility of evidence synthesis
based on randomised studies.

Thirdly, the lack of specification of exceptional situations
for the generation of evidence in HTA applications that are
not based on randomised studies, as well as validity prob-
lems of indirect comparisons in (network) meta-analyses,
increases the importance of subjective assessments of HTA
reports based on indirect comparisons, especially by diffe-
rent member states. The guideline focuses on reporting
standards, which is emphasised by means of key points lis-
ted in boxes, and not on a detailed and well-founded de-
scription of validity criteria for indirect comparisons, which
would enable a uniform assessment of the evidence pre-
sented across member states. Thus, the guideline – in its
current form – undermines the original intent of the Joint
Scientific Assessments. These assessments were designed
to create robust cross-national standards with clear metho-
dological criteria and validity measures, offering reviewers
and applicants a more enforceable framework for evalua-
ting and presenting HTA reports.

Fourthly, the guideline sends the wrong signal by sugge-
stively equating high quality evidence with indirect evi-
dence syntheses based on randomised controlled studies
and emphasising certain study designs and analytical met-
hods that should be preferred. It thus undermines the prin-
ciple of decision-making in clinical and public health,
which is based on the best available evidence, considering
known standards and validity criteria. The listing of metho-
dological procedures and guidance on reporting is
undoubtedly necessary, but not sufficient in the assess-
ment of evidence for decision-making. Justification of the
safety and reliability of evidence for a particular decision is
mandatory, but its derivation is inadequate or absent in
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the present EUnetHTA guidelines.
Fifthly, far too little attention is paid to the selection and

determination of the target population, comparator(s) and
outcomes in the development of the PICO question. Consi-
dering the intricate landscape of HTA across various mem-
ber states, it appears somewhat theoretical to address the
PICO question solely from the perspective of the „research
question“, without acknowledging the significant impact
of economic or system-specific constraints on selecting the
most appropriate comparative therapy.

Methodological aspects of network meta-analyses in
the EUnetHTA practical guideline D 4.3.1
Guideline D 4.3.1 lacks information on the assessment of
the validity of the methodology of indirect comparisons.
As the methodology of indirect comparisons is complex,
the importance of validity criteria for assessing the quality
and evidence of network meta-analyses is very important.
Based on the principles of methodology groups of the
Cochrane Collaboration, the Confidence in Network Meta-
Analysis (CINeMA) assessment system for validity criteria of
network meta-analyses was developed.9-13 The integration
of CINeMA into the guidelines would increase transparen-
cy and reproducibility in the assessment of the validity of
network meta-analyses and will therefore be presented in
a summary of the key publication.9

The CINeMA assessment system for the validity of net-
work meta-analyses includes six areas: Within-study bias,
reporting bias, indirectness, precision of effect estimates,
heterogeneity, and incoherence.9 The areas of within-study
and reporting bias are of less interest here and will not be
discussed further, as they also occur in meta-analyses of
direct comparisons and their importance is well known.
Within-study bias refers to the validity criteria, adequate
randomisation, blinding of study participants and clinical

staff, blinded endpoint determination, and completeness
of follow-up. Reporting bias is based on one-sided, incom-
plete or unsystematic inclusion of studies, which may be
caused by publication bias.

In complex network meta-analyses, evidence can be ob-
tained for indirect comparisons across multiple loops of
treatments that have never been directly compared. Anot-
her advantage of including indirect evidence is that more
precise effect estimates can be obtained for direct compa-
risons than in direct pairwise comparisons. However, it
should be noted that direct comparisons and those of
large studies can contribute more and more robust eviden-
ce to a network than stepwise comparisons across multiple
loops. This means that a comparison’s contribution to the
network depends not only on its accuracy, but also on its
position in the network. Figure 1 shows an example of a
network meta-analysis of diagnostic tests for acute corona-
ry heart disease.

In this network, the indirect evidence of a comparison of
stress ECGs and SPECT-MPI comes from two closer loops
(via CCTA or via standard care) and two more distant loops
(via CCTA-standard care, stress echo standard care, stan-
dard care-CCTA). The indirect comparison of exercise ECG
and SPECT-MPI via the closer loop is more important than
the two-stage loop comparison with twice the number of
patients, despite the low number of patients. The percen-
tage share of each study in the network for a specific com-
parison can be listed in a matrix table.

A major advantage of the CINeMA tool is that it combi-
nes the bias assessment with the weight of a study in the
network and thus provides a more transparent matrix
approach to assessing the validity of a network meta-
analysis. In contrast to the GRADE approach, the assess-
ment of the validity of a network meta-analysis is not
based on a metric approach of assessing heterogeneity
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and consistency, but on assessing the impact of these pa-
rameters on clinical decision making regarding tested in-
tervention comparisons. That is, CINeMA provides transpa-
rent estimates of when we should trust or distrust effect
estimators on indirect and direct comparisons regarding
their susceptibility to bias in a network.

Indirectness refers to the most important model as-
sumption in network meta-analyses, namely that the con-

dition of transitivity is met: In a connected network, the as-
sumption of consistency yields a coherent set of effect esti-
mates for any intervention in the network (e.g. in the simp-
lest case of a network AB versus BC versus AC) relative to
another intervention comparison. In a fixed effect model,
e.g. this means that the true effect diXY of intervention Y
relative to intervention X is the same in every study in the
network – regardless of the intervention currently being

Example of a network meta-analysis with risk of bias information for direct and indirect
comparisons of diagnostic tests for the detection of coronary heart disease

Source: [9]

Colors of connections and nodes refer to the risk of bias: low (blue), moderate (gray), and high (black) Key: CCTA coronary computed 
tomography angiography, CMR cardiovascular magnetic resonance, ECG electrocardiogram, echo echocardiography, SPET-MPI single 
photon emission computed tomography myocardial perfusion imaging. 

Standard care

SPECT-MPI

Stress echo

CMR

CCTA

Exercise ECG

Figure 1: Example of a network meta-analysis of diagnostic tests for acute coronary heart disease.
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evaluated.14 However, this requires that all effect modifiers,
such as patient characteristics or prognostic factors, are
collected and equally distributed in the comparison arms.
In a broader sense, transitivity means that each individual
whose data are included in a network meta-analysis
should be randomisable to any intervention tested in the
network. The hypothetical example in figure 2 shows the
network for the comparison of four chemotherapeutic
agents against a specific tumour.10

Therapy D is only used in tumour stage II, therapy A in
tumour stages I and II, and therapies B and C only in
tumour I. The comparisons of A and D for tumour stage II
and A, B and C in tumour stage I obviously violate the tran-
sitivity assumption, since not all individuals included in the
network are eligible for all therapies. Violation of transitivi-
ty leads to inconsistency of treatment effects based on
direct and indirect comparisons.

Network meta-analyses without interconnected loops (a
loop consists of at least three nodes (treatment compari-
sons), a small number of included studies, and the low
power of statistical methods to test for inconsistency, ma-
ke it difficult or even impossible to analyse treatment ef-
fects. Results of empirical meta-research of over 200 net-
work meta-analyses show that inconsistency between
direct and indirect comparisons was present in one in 5 or
7 network meta-analyses, depending on the statistical
method chosen.15 Since the statistical power of global tests
for inconsistency is low, an even greater problem must be
assumed. For this reason, instructions for estimating incon-
sistency in network meta-analyses are helpful, which, as in
the present guidelines,2 go beyond a brief description of
common statistical methods for their assessment (Bucher
method for individual loops, Bayesian inconsistency and
node-splitting methods).

The Grading of Recommendations Assessment,

Development, and Evaluation (GRADE) working group
therefore recommends pairwise testing of consistency at
the loop level even for statistically insignificant global tests
for inconsistency in a network.16 However, this method is
not expedient, particularly when analysing consistency in
complex networks, where indirect evidence is sometimes
generated via several loops. In addition, an examination of
the overlap or differences in confidence or credible inter-
vals of direct and indirect comparisons is advisable, in ad-
dition to the examination of the network geometry and
the existence of multi-arm studies, which per se (with ade-
quate methodology and randomisation) are free of incon-
sistency. Furthermore, medical clinical expertise in the in-
terpretation of consistency of network meta-analysis data
may be necessary.

Figure 3 shows a bar chart of the network with direct
and indirect comparisons on the quality of tests for the
diagnosis of coronary heart disease, which illustrates the
extent of bias for each comparison depending on the
study weight in the network.11 Each bar represents a relati-
ve comparison, as shown in figure 1 on the network confi-
guration. The white break lines represent the percentage
contribution to the effect size of individual studies with a
low, moderate, or high risk of bias.

For example, while the percentage of studies with a high
risk of bias is very low for the comparison of exercise ECG
versus stress echocardiography, there is a moderate to high
risk of bias of over 60% for the comparison of exercise ECG
with coronary computed tomography angiography (CCTA).

Indirectness determines the transitivity in a network, i.e.
the extent to which additional indirect evidence of treat-
ment effects can be included in a network to determine
effect estimates from direct comparisons.9 Each study in
the network is categorised as low, moderate, or high
indirectness in relation to its relevance to the research
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question. For this purpose, only patient characteristics,
intervention, and characteristics of the outcomes that may
be associated with the relative treatment effect under
investigation (so-called effect modifiers) are considered.
Different distribution of effect modifiers in a network
means intransitivity and is associated with a higher proba-
bility of bias. Intransitivity often occurs when there are too
few studies in a network, effect modifiers are not measured
or reported, and when studies in a network are incomple-
tely linked. The extent of indirectness of individual studies
in the various comparisons can in turn be visualised in a
bar chart using the matrix structure.

Incorporating external evidence via indirect compari-
sons has the potential to enhance the precision of effect
estimates in a network meta-analysis. The CINeMA ap-
proach divides the precision of effect estimates into three
categories: A better, no difference between A and B, and B
better, where the middle range is defined as the equivalen-
ce range corresponding to a clinically irrelevant difference.
This should correspond to an absolute effect that is rele-
vant (in our case not relevant) for patients. If the 95% confi-
dence interval extends beyond the equivalence range
beyond the zero-effect line of the point effect estimator, a
rating of „large imprecision“ is applied

The precision of an effect estimator is classified as impre-
cise if the confidence interval extends into the equivalence
range but does not extend beyond the equivalence range
beyond the zero line (scenario 2 in figure 4). There is no im-
precision if the confidence interval lies completely on one
side of the zero line or completely in the equivalence ran-
ge (scenarios 3 and 4 in figure 4).

Heterogeneity refers to genuine variability of effect esti-
mates from individual studies that goes beyond random
scattering. In network meta-analyses, there is variation in
treatment effects between studies, i.e. heterogeneity and
variation between treatment effects of direct and indirect
comparisons, which in CINeMA (in contrast to GRADE) is
referred to as incoherence. The variance of the distribution
of an underlying treatment effect (τ 2) is a measure of hete-
rogeneity and is determined in a random effect model and
with a prediction interval, which shows in which range the
true effect of a new study, similar to the existing studies, is
to be expected. In the CINeMA approach, heterogeneity is
again assessed in terms of the overlap of the confidence
and prediction intervals with the equivalence ranges of ef-
fect estimates. If, as in scenarios 1, 2, 5, and 7 in figure 4,
both scenarios are congruent, low heterogeneity is assu-

Hypothetical example of a network 
meta-analysis of four chemotherapeutic 
agents against a speci�c tumour, with 
violation of the transitivity assumption

Source: [10] 

Stage I
patients

Stage I
patients

Stage I
patients

Stage II
patients

A

B

C

D

Figure 2: The comparisons of A and D for tumour stage II
and A, B and C in tumour stage I obviously violate the
transitivity assumption.
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med. In cases where confidence and prediction intervals,
the zero line or the equivalence range are exceeded, a cer-
tain (scenarios 3 and 6) or large heterogeneity (scenarios 4
and 8 in figure 4) is assumed.

Incoherence refers to the extent of transitivity calculated
using statistics, i.e. the assumption that relative effect esti-
mates of direct comparisons and indirect comparisons via
a bridge comparator are congruent. If direct and indirect

comparisons are not congruent, the assumption of transiti-
vity is violated and there is incoherence. The extent of
coherence can be calculated using various methods. The
„node splitting“ method (so-called local or loop method)
determines the consistency for each direct and indirect
comparison in the network by determining the ratio (ratio
with 95% confidence interval of the odds ratios for the
direct and indirect comparison) or the difference for the

Bar chart showing the proportional contribution of studies in a network of direct and indirect 
comparisons on diagnostic procedures for coronary heart disease and the respective risk of a 
bias of a certain relative e�ect estimator

Source: [9] 

CCTA: exercise ECG

CCTA: SCECT-MPI

CCTA: standard care

CMR: standard care

Exercise ECG: standard care

Exercise ECG: stress echo

SPECT-MPI: standard care

Standard care: stress echo

CCTA: CMR

CCTA: stress echo

CMR: exercise ECG

CMR:S PECT-MPI

CMR: stress echo

Exercise ECG: SPECT-MPI

SPECT-MPI: stress echo
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Low risk of bias Moderate risk of bias High risk of bias

Figure 3: The bar chart illustrates the extent of bias for each comparison as a function of study weight in the network.
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two comparisons.
A broader or global approach is the simultaneous

modelling of all comparisons and consistency ratios in the
network, with the determination of the extent of coheren-
ce by means of a design-by-treatment interaction test of
direct and indirect comparisons. There is low statistical
power for both approaches. Scenario 3 in figure 4 shows
different possibilities of incoherence, the extent of which
can be assessed for clinical decision making with the CINe-
MA approach in relation to the equivalence range. It
should be noted that coherence cannot be determined
using the node splitting method in a network for a compa-
rison pair where only either direct or indirect comparisons
are available. In this case, only the global approach can be
used, whereby CINeMA assumes significant or large incon-
sistency in this situation with an interaction test of p <
0.10.

A final evaluation of the validity of a network meta-ana-
lysis is carried out with a rating across all six domains. This
is challenging and necessary as the individual domains are
not independent of each other. High heterogeneity can
make the determination or static force for measuring inco-
herence difficult or impossible, and high imprecision also
has an influence on the extent of heterogeneity.

With the increasing use of the network meta-analysis
technique, the use of rankings, particularly using Bayesian
models, to recommend a „best“ intervention has also
increased. Practical Guideline D 4.3.1 also recommends
rankings by means of so-called Surface Under the Cumula-
tive RAnking Curves (SUCRA) and the indication of proba-
bilities of best treatment, but rightly concedes that the
classification systems are often interpreted incorrectly.2

Nonetheless, there is a lack of guidance on how not to
misinterpret them.

Better clarity can be achieved by means of a treatment

hierarchy question defined in the study protocol, which
describes the criteria according to which a hierarchy of
treatments is created. The approach of Salanti et al, which
will also be incorporated into CINeMA in the future, will be
briefly presented here.17 The criteria are based on
questions relevant to decision-makers, such as which treat-
ment is most likely to be associated with a median survival
of at least two years or with the longest median survival. A
recommendation is then made according to the treatment
hierarchy question based on the maximisation process
using ranking statistics. A ranking statistic represents a tre-
atment-specific overarching probability distribution of
absolute or relative treatment effects.

Since relative treatment effects compared in network
meta-analyses are subject to a probability of error, a clear
hierarchisation of multiple comparisons measured with er-
ror is difficult. A ranking of only point estimators answers
the question of which treatment is associated with the
greatest possible mean advantage over other comparator
treatments, but only considers the respective uncertainty
measure of each point estimator and not that of the entire
network. This ranking is particularly unreliable for net-
works with small studies and numbers of cases.

In a Bayesian model, on the other hand, posterior aver-
aged treatment effects are given with a credible interval
for a range of possible values. Probability-based ranking
answers the question of which treatment is most likely to
have the best averaged outcome for the outcome of inte-
rest. Rankograms and cumulative ranking plots do not only
consider mean values or ratios but calculate the probabili-
ties for a ranking based on the overall distribution curves
of effect estimates and are thus distribution curves of ran-
kings. SUCRA determine a numerical summary of rankog-
rams and answer the question of which treatment beats or
outperforms the largest proportion of comparator treat-
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CINeMA decision rules for assessing imprecision, heterogeneity and inconsistency in network 
meta-analyses

Source: [9] 

Key: Black lines: Con�dence intervals, blue lines: Prediction intervals, grey area: Area of equivalence with odds ratio range from 0.8 to 1.25, 
dashed area: Interval between no e�ect and clinically relevant e�ect in the opposite direction from the observed e�ect. For coherence: 
dashed line: direct e�ect, dotted line: indirect e�ect.

Inaccuracy 1 Very imprecise
2 Inaccurate
3 Ok
4 Ok

Heterogeneity

Incoherence

10,8 1,25

1 Ok
2 Ok
3 Heterogeneity
4 High heterogeneity
5 Ok
6 Heterogeneity
7 Ok
8 High heterogeneity

1 Ok
2 Incoherence
3 High incoherence
4 High incoherence
5 High incoherence
6 High incoherence

A better B betterNeither
A nor B
better

Figure 4: The precision of an effect estimator is classified as imprecise if the confidence interval extends into the
equivalence range but does not extend beyond the equivalence range beyond the zero line (scenario 2).
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ments. Compared to a simple ranking, SUCRA reflects the
overlap of treatment comparisons.

The higher the overlap, the more similar SUCRA values
are. High scatter values (variance) of effect estimates lead
to a high overlap of the treatments investigated and can
change positions in the ranking: I.e. high scatter values and
lack of precision of an effect estimator of interest can lead
to a lower ranking of the effect estimator of interest with
smaller scatter values of competitive comparative treat-
ments.

Due to these aspects, a „naïve“ rating should be avoided,
and a classification of therapies should be carried out con-
sidering all validity criteria of CINeMA and with special
consideration of the extent of overlap of SUCRA values.18

Nevill et al.19 have developed an extended graphical met-
hod that allows a better interpretation of the SUCRA ran-
king depending on the network structure and precision of
effect estimators.

Figure 5 shows an example of a SUCRA circular ranking
plot of a network meta-analysis on weight-reducing phar-
maceuticals, which allows a better interpretation of a ran-
king and combines the ranking with network characteris-
tics. The development of methods for calculating and visu-
alising rankings is in a state of flux, but guidelines for an
improved interpretation of treatment rankings in network
meta-analyses must be provided.

Discussion and conclusions
Indirect comparisons are becoming increasingly important
in HTAs and the assessment of additional benefit, as the
number of approvals based on pivotal trials by the EMA is
increasing due to innovation in the life sciences. The
Methodological Guidelines 4.3.21 and Practical Guideline
D 4.3.1. on direct and indirect comparisons2 focus on net-
work meta-analyses of randomised controlled trials based

on aggregated data in the description of methodological
procedures for indirect comparisons. In addition, so-called
population-adjusted methods such as multilevel network
meta-regression or matching-adjusted indirect compari-
sons are discussed. Analytical methods of studies based on
prospective, standardised observational data are mentio-
ned only cursorily. The methodological advantages of a
target trial simulation and its importance of a standardised
comparison including all known confounders and inverse
probability-based adjustment procedures6,20 are only men-
tioned cursorily in the Methodological Guidelines 4.3.2.
Detailed information on the assessment of the validity of
target trial simulations or propensity score matching is
missing.

The present guideline thus represents a step backwards
compared to the publication of the French Haute Autorité
de Santé (HAS), which formulated its requirements regar-
ding the use of target trial simulation for HTA reports that
are not based on randomised controlled data and was also
involved in the development of the present guidelines.21

Even if a broad overview of methodological indirect
comparison procedures based on network meta-analyses
is justified, the weighting of content in the guideline is at
odds with the reality of HTA submission procedures. This is
underlined by an analysis of the applications for benefit
assessments on active substances based on indirect com-
parisons assessed by IQWIG from 2011 (introduction of the
Act on the Reform of the Market for Medicinal Products
(AMNOG)) to 2017.22 During this period, 267 procedures
were completed, of which 62 applications included indi-
rect comparisons. These applications comprised a total of
111 indirect comparisons, of which 52% were based on
meta-analyses using the Bucher method,23 5% on network
meta-analyses, 41% on unadjusted indirect comparisons
and 5% on adjusted indirect comparisons.
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In total, 96% of the applications were rejected, with in-
appropriate comparative therapy (8.1%), incomplete study
data (38.7%), inadequate study eligibility (47.7%), study si-
milarity (39.6%), statistical procedures (25.2%), and lack of
homogeneity (2.7%) being the main reasons for rejection.
Of the accepted indirect comparisons, three were based on
the Bucher method, whereby no additional benefit was at-
tested in any case.

The data on IQWIG assessment procedures can certainly
not be transferred in full to the practice of the HTA institu-
tions of the other member states and information on
trends in subsequent years is lacking. Nevertheless, it can
be seen that meta-analyses with the simplest comparison
pattern (triangular network AB versus BC versus AC) and
small study pools in addition to indirect non-randomised
comparisons are in the foreground for applications with in-
direct comparisons.

However, in network meta-analyses with a simple loop
structure and a limited number of studies, validity prob-
lems are more frequent due to the lack of possibilities to
prove transitivity and coherence. This raises fundamental
questions about the weighting of evidence in HTA reports
based on small network meta-analyses. However, both the
Methodological Guidelines 4.3.21 and the Practical Guide-
line D 4.3.1. on direct and indirect comparisons2 suggest in
their structure and argumentation that indirect methods
based on meta-analyses should be given a higher priority.

Too little weight is given to testing alternative approa-
ches using standardised indirect comparisons with indivi-
dual, prospectively collected, highly standardised patient
data. This weighting contradicts empirical evidence, which
shows a high degree of agreement between the results of
selected randomised controlled studies and studies emula-
ted based on observational data on the same study questi-
on.24,25

The constellation of the choice of methods for indirect
comparisons in the AMNOG applications examined in the
study by Werner et al22 further underlines the urgency of
expanding methodological aspects in HTA guidelines for
indirect adjusted comparisons. The focus here is on the
prospective standardised collection of real-world evidence,
target trial simulation with target trial protocol develop-
ment, the careful specification of confounding and effect
modification with the aid of confounder diagrams (direc-
ted acyclic graphs (DAGs)) as well as statistical analyses
using inverse probability weighting procedures.

The EUnetHTA processes, which will soon come into
force across member states, require not only guidelines
that list and describe methodological procedures for HTAs,
but also guidance on assessing the validity of HTA applica-
tions based in particular on indirect comparisons. Using
the example of network meta-analysis, the innovative
CINeMA approach to assessing the validity of network
meta-analyses was presented.

Only the use of uniform standards to assess the validity
of HTA reports with indirect comparisons allows a reducti-
on of „elements of subjectivity in the assessment of many
assumptions and that [this] decisions [may] vary between
member states“ and thus a more uniform assessment and
weighting of indirect evidence presented in HTA reports
across member states.2

The current state of development of the Guidelines 4.3.2
on methodology1 and the Practical Guideline D 4.3.12 on
direct and indirect comparisons give rise to justified fears
that future submissions of HTA reports on innovative phar-
maceuticals and therapies based on indirect comparisons
within the framework of EUnetHTA will not benefit from
simplified cross-Member State processes, but on the con-
trary will be confronted with higher hurdles due to insuffi-
ciently specified requirements. It remains to be seen whet-
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her and to what extent HTA applications based on optimal
methodology and standardised high-quality data from
indirect comparisons will be given a chance for market
launch in the cross-member state HTA processes.
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gainst the background of the Financial
Stabilization of Statutory Health Insurance
(GKV-Finanzstabilisierungsgesetz,
GKV-FinStG) and the three presentations
by Dr Georg Kippels, MP, on „Innovation and

efficiency – synergy or contradiction?“, Mr Olaf Weppner
on „Efficiency of the AMNOG process – the industry
perspective“, and Dr Antje Haas on „Efficient pricing
concepts with gene therapies“, the panel discussion
reflected on the following topics:

A • According to initial analyses by various institutes, the
expected savings targets of the GKV-FinStG will not be
achieved by a long way. Health insurances are warning
that the reins should be pulled tightened. What can be
done?

• Several speakers proposed a reform of the citizens‘ benefit
(formerly unemployment benefit II) and a reduction in VAT
from 19 to 7% for pharmaceuticals. Both points would lead
to major relief. It would be wrong to expect effective
short-term savings from the tools mentioned in the GKV-
FinStG. Only the compulsory discount shows immediate
savings, and at 1.3 billion euros it is higher than expected.

AMNOG 2.0 – on the path to an efficient system?
Main topics of discussion with the speakers

Dr Harald Herholz, MPH | Department of Medicines, Remedies and Aids of the KV Hessen,
Frankfurt am Main
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at the Hannover Medical School under the guidance of
Professor F. W. Schwartz. During a research stay he served
as a research assistant at the Department of Epidemiology

within the School of Public Health at the University of Texas
Health Science Centre in Houston. He then worked at the
Association of Statutory Health Insurance Physicians in
Hesse, Frankfurt am Main where he initially served as a
personal advisor to the Board of Directors and later took
on the role of Quality Assurance Officer. Since 2012,
he has been associated with the Department of Medicines,
Remedies & Aids of the KV Hessen.
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• Evidence assessment should not be made even more
complex. The feasibility of implementation by the Federal
Joint Committee (G-BA) and the National Association of
Statutory Health Insurance Funds (GKV-Spitzenverband)
must be kept in mind. While industry representatives
clearly reject the new pricing guidelines, particularly
in connection with the 20% combination discount,
representatives of health insurances are satisfied with
the new differentiation between patent-protected and
non-patent-protected comparative treatments. Too often,
therapies have benefited from expensive comparators.
In addition, in recent years there have often been large
price jumps, even with small innovation steps by
medicines. This was now different:

• The technical design of the combination discount was
criticised. It should be clear from the legal text when
a combination exists and in what time frame - but this
basis was lacking, said several lawyers.

• From the industry’s point of view, the combination
discount in conjunction with the pricing guidelines would
lead to prices being too low, resulting in therapies no
longer being introduced in Germany. For this reason,
a constitutional complaint has been filed.

• The fact that individual health insurances rejected this tool
because its implementation was a lot of work was
disputed in the discussion. After all, there were enormous
potential savings to be made here. It also made sense to
focus on the free combinations. However, there was a
lack of implementation by the G-BA. The lists drawn up
there were too time-consuming. It would be much more
pragmatic to require physicians to use simple coding on
the prescription when combining pharmaceuticals.
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 he German healthcare system is one of the
most efficient, yet one of the most expensive
healthcare systems in the world. Our aim is to
provide patients with the best possible and,
above all, the most innovative care. This claim

is in constant competition with the financial viability of this
healthcare system.

The competition between these interests can be descri-
bed very well with the terms innovation on the one hand
and efficiency on the other. In fact, the question arises as
to whether synergy effects can be leveraged from this or
whether this represents a contradiction, possibly even an
insoluble contradiction.

In my opinion, there is much to be said for looking at
this pair of terms as a partnership and using it as a basis for
further development of the German healthcare system
both in terms of content and finances. On page 87 of its
coalition agreement, the current German government initi-
ally called for the supply of innovative pharmaceuticals
and vaccines to be ensured. Bottlenecks should be addres-
sed, and the production of pharmaceuticals brought back
to Germany.

However, in speeches made last year by Federal Health
Minister Karl Lauterbach, it was also pointed out that effi-
ciency reserves should be raised to ensure the long-term
financial viability of our healthcare system and – in his opi-
nion – can apparently be raised.

At this point, the question arises as to whether it is not
precisely innovations that can create and constantly
improve efficiency. Let us first look back at the actual mea-
nings of these two terms. We use innovation to describe
the constant search for improvement and new processes
to solve existing or newly emerging issues. It is therefore a
constant process of change with a positive orientation in
order to find answers to questions that were previously

T

Innovation and efficiency –
synergy or contradiction?

Dr Georg Kippels | Member of the German Bundestag,
Chairman of the CDU/CSU Parliamentary Group in the Health Committee

The German healthcare system is one of the most efficient,
yet one of the most expensive in the world. The synergy of
innovation and efficiency is required to pursue a „healthy“
further development of the system both in terms of content
and finances. Innovation – with a view to continuously
improving treatment options; efficiency – with a view to
optimising processes and saving resources. Innovations
are often characterised by limited predictability. Particularly
in case of long-term cell and gene therapies, the players
in the healthcare system must first learn how to deal with
uncertainties. It should also be noted that it is not always
only leap innovations that can bring about relevant
improvements for patients, but also step-by-step
innovations. Criticism of the Financial Stabilisation of
the Statutory Health Insurance (GKV-FinStG) and the
„guidelines“ points to a lack of balance and a one-sided
weakening of the incentive to innovate.
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unanswered or at least could not be answered satisfactori-
ly. In contrast, efficiency is oriented towards process impro-
vement, i.e. existing processes are examined with a view to
optimisation, whereby they can be made faster, cheaper,
and often also more cost-effective in a way that conserves
and saves resources. This definition alone shows that the
individual objectives can interlock very well, even if they
may initially trigger contradictions with regard to the eco-
nomic situation. To this end, however, it is necessary to
define a corresponding timeline on which the individual
advances can be weighed up against each other.

As mentioned at the beginning, the German healthcare
system is under permanent financial pressure. Major
reforms in recent decades, such as in 2004, changed remu-
neration structures, for example through the introduction
of flat rates per case. The German Pharmaceutical Market

Reorganisation Act (AMNOG), which came into force on 1
January 2011, intended to create incentives for improve-
ments in patient care by regulating the prices of innovative
pharmaceuticals, while only the creation of equivalent
alternatives should not trigger a remuneration incentive.

Although these processes have proven their worth over
the past decades, they are also subject to constant pres-
sure to adapt to changing conditions. Both the patient
structure as a result of demographic change and the emer-
gence of new medical technologies are leading to a recog-
nisable increase in efficiency, although at the same time
the cost burden is also increasing. This was one of the
reasons for the German so called traffic light coalition
(Ampelkoalition) to introduce the GKV-FinStG last year in
order to reduce the significantly increasing cost burden
caused by innovations, but also to create an incentive to
reward far-reaching innovations as opposed to incremen-
tal innovations.

The review of the GKV-FinStG and the assessment of the
points of criticism raised in the legislative debate show,
however, that although innovations are a constant goal of
research and development, they can only be subject to
planning to a very limited extent. If we therefore evaluate
the innovations in the field of individualised medicine, cell
and gene therapies, very costly one-off therapies or so-cal-
led combination products, the efficiency effect is primarily
characterized by the fact that the intensity or duration of
treatment is significantly reduced. Although the short-
term cost burden is high with the improved success of a
partially possible full recovery, the long-term economic
view leads to a positive balance.

However, the analysis of the change in development
processes and development content also shows that it is
not always only leap innovations, but also so-called step
innovations in change processes that lead to an efficient
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increase in supply per se, although the timing of the occur-
rence of such efficiency increases can vary greatly.

There is little doubt that, in view of the capacity of the
citizens to bear financial burdens through contribution
payments, we must take a much longer-term view of effi-
ciency than may have been practiced or undertaken in the
past. It should also not be overlooked that there is a sub-
jective efficiency component in healthcare in particular,
namely in the sense that patients are quite willing and able
or prepared to incur higher costs at an early stage in order
to restore or improve their quality of life and thus lead a
longer, unimpaired life. From my point of view, there is
much to suggest that innovation on the one hand and effi-
ciency on the other are a pair of interests characterised by
synergy effects, although the respective advances do not
necessarily have to be made in parallel but can also be
made in alternative directions. If, after research and
development has been completed, an innovation result is
available that cannot be further developed, at least for a
foreseeable period of time, there are certainly opportuni-
ties to optimise the content of this stage of innovation as
part of an efficiency development process. However, the
result of such an efficiency improvement process can then
in turn represent a switch to a corresponding innovation
process because the findings from the efficiency optimisa-
tion led to a conceptual and structural change triggering a
new innovation.

German legislators now face the particular challenge of
ensuring that, despite all efforts to limit costs (and therefo-
re also increase efficiency), the environment of economic
activity is not innovation-hampering and thus inhibits in-
novation. Criticism of the GKV-FinStG and its regulations
on the so-called guidelines indicates that the Act has trig-
gered this effect. Innovation incentives are now so difficult
to calculate or are so low that they can no longer be

brought into a justifiable balance with the economic risks
and preliminary investments and can thus no longer be
weighed up in an economically reasonable manner.

According to the latest analyses by the German Associa-
tion of Research-Based Pharmaceutical Companies (vfa) on
the effects of the GKV-FinStG and the German Act to Com-
bat and Improve the Supply of Medicines (Arzneimittel-Lie-
ferengpassbekämpfungs- und Versorgungsverbesserungs-
gesetz, ALBVVG), they acknowledge the need and necessi-
ty of research and development to achieve innovation.
However, pharmaceutical companies are too heavily bur-
dened with bureaucratic framework conditions that are
only or only too one-sidedly dedicated to possible efficien-
cy improvements. However, innovation needs the environ-
ment of development spaces and experimental activities
with the simultaneous prospect of actually being able to
establish the measurable benefits and additional benefit in
the system.

I am convinced that these steps will have to be funda-
mentally analysed in the coming weeks and months, as we
will also have to redescribe and redefine the incentive fac-
tor of pricing and price regulation for innovative pharma-
ceuticals and, to this end, examine the system for its effi-
ciency reserves on a permanent and intensive basis.

Let us thus consider the conceptual pair of innovation
and efficiency as a mutually enriching competitive situati-
on and in no way as a mutually beneficial dynamic. This
should not be perceived as a contradiction, but rather as a
desirable synergy.
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MNOG: not always optimal, but planna-
ble and functional at the bottom line
Since the introduction of the German Phar-
maceutical Market Reorganisation Act (AM-
NOG) in 2011, pharmaceutical companies

have had to prove whether and to what extent a new phar-
maceutical provides an additional benefit as compared to
the standard therapy (the so-called appropriate comparati-
ve therapy) when launching a pharmaceutical on the mar-
ket. A price negotiation then takes place on the basis of
this assessment.

With the core principle of the AMNOG – a price negotia-
tion that is orientated towards the additional benefit
assessment and the value of the product – a generally
accepted balance between three important pillars has
been maintained in Germany for several years:

I. Innovations were quickly available to patients in Ger-
many.

II. The prices for innovative pharmaceuticals were orien-
tated towards the value of the innovation and were econo-
mical.

III. The attractiveness of the location was ensured by re-
liable framework conditions for patient care, innovation,
and jobs in the innovation-driven pharmaceutical industry.

The AMNOG was not always optimal with regard to vari-
ous aspects. From the industry’s perspective, the methodo-
logical corset in particular – such as the definition of so-
called patient-relevant endpoints, dealing with indirect
comparisons or additional benefits that only materialise in
the long-term – posed major challenges for some thera-
pies. The AMNOG has also become increasingly bureaucra-
tic with regard to the „technical“ requirements relating to
the module templates for the dossiers and has become out
of hand in some cases. According to empirical studies, the
requirements for dossiers have increased by a factor of 4 to
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AMNOG 2.0 – on the path to an efficient
system?

Olaf Weppner | Vice President, General Manager, Managing Director AbbVie Deutschland GmbH & Co. KG

The AMNOG, i.e. the combination of benefit assessment
and subsequent price negotiation, is at a crossroads. Despite
ongoing intense discussion and some criticism, not only
from the industry, it has not been optimally efficient over the
past ten years but has at least ensured massive savings for
payers without major incidents, without losing sight of
providing patients in Germany with the latest and most
innovative pharmaceuticals. At the end of 2022, politicians
decided to make far-reaching and small-scale interventions
in the AMNOG system with the aim of achieving further
savings in the pharmaceutical sector which call into
question not only the efficiency of the system, but also its
ability to function as a whole. This article aims to shed light
on why the current legislation is heading in the wrong
direction and what concrete steps are needed to continue to
reconcile cost-effectiveness and quality of care in Germany.
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5 over the years from an average of approx. 750 to 3,500
pages for modules 1-4 alone1, whereby the added value of
some of this additional information, e.g. on subgroup ana-
lyses, for decision-making in the AMNOG appears unclear
to say the least.2,  3

On a positive note, however:

• Germany is the European leader in terms of pharmaceu-
tical availability: according to statistics, 92% of the phar-
maceuticals approved between 2017 and 2020 were
available to patients in Germany.4

• The AMNOG has provided a lot of impetus, e.g. impro-
ving evidence. In particular, patient-reported endpoints
on morbidity and quality of life have become establis-
hed in study design.5,  6

• In most cases, the National Association of Statutory
Health Insurance Funds (GKV-Spitzenverband) and the
pharmaceutical companies were obviously able to
agree on the price. The process is also having a financial
impact – the savings for statutory health insurance are
estimated to be around 8.3 billion euros for 2023.7

• Last but not least, the specifications and framework
conditions set by the system were largely predictable
for health insurances and the pharmaceutical industry.

GKV-FinStG as a system break with harmful long-term
consequences
The Financial Stabilisation of the Statutory Health Insuran-
ce (GKV-FinStG)8 passed at the end of 2022 made far-rea-
ching changes to the basic concept and practice of the
AMNOG. The law adopted a series of rules that met with
great resistance from almost all stakeholders in the health-
care system. Among other things, this criticism centred on
the fact that such massive interventions in the existing sys-
tem and the logic of the AMNOG, which had not been fully
thought through in several places, were harmful to the
care of patients in Germany and the innovative pharma-
ceutical industry. The Bundesrat (Federal council) stated
that the law jeopardised the innovative strength and per-
formance of the pharmaceutical industry in Germany.9,10

Until recently, the AMNOG applied the following princip-
le: pharmaceuticals with a proven additional benefit (cate-
gories low, considerable, substantial, unquantifiable) may
cost more than the appropriate comparative therapy. With
the GKV-FinStG, this principle has now been discarded – in
future, minimum discounts will apply in case of minor or
non-quantifiable additional benefit, despite patient-rele-
vant therapeutic progress. In addition, the degree of com-
plexity of many regulations has reached a level that even
experts can barely comprehend, e.g. the combination dis-
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counts, which have still not been finalised around a year
after the law was passed. Instead of modernising methods,
strengthening the principle of negotiation, and reducing
bureaucracy, the AMNOG, the hallmark of the German
healthcare system in an international context, introduces
regulations that slow down innovation and thus moves
further away from a more efficient system.

Although the planned interventions are aimed at
making savings, they are unnecessary. If you look at the
dynamics of expenditure, it becomes clear that pharma-
ceuticals are not the main driver of expenditure in the
statutory health insurance system. Pharmaceutical expen-
diture accounts for around 12%11 of expenditure in the
statutory health insurance system and has remained
constant for many years.10 In addition, pharmaceutical
prices have been falling for several years, in contrast to
general consumer prices.12,  13

Devaluation of the additional benefit and the
significance of step innovations for those affected
The so-called „guidelines“ formulate specifications for the
AMNOG price negotiations between the GKV-Spitzenver-
band and pharmaceutical companies. They regulate
small-scale price caps for innovative pharmaceuticals
depending on the patent and document protection of the
appropriate comparative therapy and the extent of the
additional benefit. With the introduction of the „guide-
lines“, the previously valid and proven basic principle of
„higher prices for products with additional benefit“ and
„same price for the same benefit“ has been destroyed.
Instead, the following now applies in many cases: „at most
the same price despite proven additional benefit“ (for
minor or unquantifiable additional benefit) and also „at
least 10% lower price, although the benefit is not less“ (for
unproven additional benefit).

This new rule devalues and ignores the significance of
the „minor“ additional benefit (according to the Pharma-
ceutical Products Benefit Assessment Ordinance (AM-Nutz-
enV), a „not only minor improvement in the therapy-rele-
vant benefit“) and the non-quantifiable additional benefit
(which cannot be reliably categorised between minor and
significant) as well as the significance of the proven pro-
gress in therapy for those affected.

The following example is an impressive illustration of
how important step innovations are for patients and
society: The fatal infectious disease HIV has now become a
chronic disease thanks to 33 new active substances from
seven classes (as of 2021).14 The development took place in
numerous small steps – steps that would not have been
recognisable progress according to the GKV-FinStG and
would not have justified a higher price for a pharmaceuti-
cal. If we no longer honour the individual steps in future,
then we will lose these steps and innovations for German
healthcare.

The devaluation of the additional benefit goes hand in
hand with a whole series of other new savings regulations
in the „guidelines“, which define discounts for a wide varie-
ty of case constellations: Discounts for patent-protected
comparator therapies, discounts for comparable pharma-
ceuticals that have not yet undergone the AMNOG, dis-
counts for combination therapies, etc. The fact that these
discounts add up when several case constellations coinci-
de has particularly drastic effects. The result is absurd total
discounts, which in individual cases leave the negotiating
parties with hardly any room for manoeuvre to reach an
agreement on the reimbursement amount.

Overall, Germany is losing a great deal of flexibility –
meaningful negotiation solutions are made impossible by
the prescribed regulations. The system takes away the
room for manoeuvre for special therapy situations that had
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only been achieved in the past with several amendments
to the law.

Combination discount: an inefficient set of rules
In future, a so-called combination discount of 20% will
apply to pharmaceuticals with new active substances that
are used in a combination previously specified by the
Federal Joint Committee (G-BA) and are given in free com-
binations, unless the combination can demonstrate at
least a considerable additional benefit.

It is also important to note that combinations form the
backbone of medical progress in many therapeutic areas,
including combinations with an additional benefit below
considerable. As a result, therapeutic successes can now be
recorded for a whole range of diseases, e.g. in the treat-
ment of oncological diseases. These therapeutic successes
were often inconceivable just a few years ago.

Even before the GKV-FinStG, pharmaceutical combinati-
ons were already subject to evaluation and negotiation of
their total price based on their overall benefit. A special
discount can therefore not be justified in terms of content.
Even the GKV-Spitzenverband considers the savings po-
tential to be very limited.15 The implementation of the
combination discount by naming the combination part-
ners or processing the combination discount has also rai-
sed questions for almost a year and is difficult from many
perspectives. The combination discount has not created a
savings measure, but another bureaucratic monster.

GKV-FinStG has negative consequences for those
affected and for Germany as a centre of innovation
Due to the previously existing framework conditions, Ger-
man subsidiaries of internationally operating companies
have acquired an important role. In the past, companies
have conducted studies that were explicitly planned for

the German market or adapted global study programmes
to German HTA requirements. Poorer reimbursement con-
ditions mean that global companies are looking more criti-
cally at the German market.

On the one hand, the clinical studies will then be less
and less adapted to the German healthcare context, and
on the other hand, fewer German centres will participate in
the clinical studies. This will counteract the expected in-
centive for more evidence generation in Germany. Overall,
access to new pharmaceuticals in Germany will become
more difficult and innovations will not reach patients.

Solution approach
It is beyond debate that further development and impro-
vement of efficiencies in the AMNOG are necessary. Howe-
ver, this further development requires sensible and well-
thought-out measures for the long-term stabilisation and
modernisation of the benefit assessment and reimburse-
ment rules. This is the only way that innovations in Germa-
ny can reach those affected in the future. In addition to the
correction of the GKV-FinStG and the abolition of the intro-
duced rules, there are a number of measures that the phar-
maceutical industry considers to be absolutely necessary
and for which it encourages a joint dialogue.16

• Strengthening the AMNOG principle and value-
based price negotiation, freedom for new contract
models: The core principle of benefit-based pricing for
innovative pharmaceuticals has always been: Statutory
health insurance funds are allowed to pay more if there
is an improvement over the previous standard therapy.
The significance of the additional benefit must be resto-
red by abolishing the „guidelines“. In addition, it is
necessary to strengthen the negotiation principle of the
AMNOG, the basic idea of which is that the negotiating
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partners – the GKV-Spitzenverband and the pharma-
ceutical company – agree on a common perspective on
the value of a pharmaceutical. The negotiating partners
do not need micromanagement, but rather the neces-
sary leeway to recognise therapy improvements in
special therapy situations and to take the respective
market situation into account.

• Consideration of special therapy situations in the
early benefit assessment: New therapies are beco-
ming increasingly targeted and the group of patients to
be treated is becoming smaller. Scientific progress is
thus becoming a challenge for benefit assessments wit-
hin the existing AMNOG corset because effects in AM-
NOG-compliant patient-relevant endpoints are difficult
or impossible to prove. Even if randomised controlled
trials continue to be the standard, conducting them is
not always sensible. Here, the AMNOG can learn a lot
from the regulatory authorities, which decide on a
case-by-case basis what are adequate study designs.
The German HTA system must learn to deal methodical-
ly with such situations and allow more flexibility in
dealing with uncertainty in the data situation.

• Special provision for therapeutic soloists: In thera-
peutic situations where no adequate treatment option
exists to date, particularly for rare conditions, every new
treatment option is of great importance and value to
those affected. All new therapies that cover a situation
without sufficient treatment options and that have
already demonstrated an improvement in the treat-
ment situation with positive clinical studies should be
recognised per se as having at least an additional bene-
fit relevant to negotiations. They will then be price-
regulated under these initial conditions in the AMNOG.

• Critical review and adjustment of the national
requirements to the decision-relevant measure: Not

only should the methods evolve, but the AMNOG must
become less bureaucratic overall. The technical require-
ments relating to the early benefit assessment, in parti-
cular the dossier requirements, e.g. relating to sub-
groups or side effects, must be scrutinised for their
necessity and reduced to the relevant level. This will
contribute to efficiency for the entire process and for all
those involved.

• Priority regulation for EU HTA: From 2025, new pharma-
ceuticals and their indication extensions will gradually
be subjected to a joint European benefit assessment.
The AMNOG must utilise the momentum here to learn
from other European HTA systems and further develop
local methods. Taking into account the current results
from EUnetHTA21, there is a risk that we will initially
have to carry out the European assessment separately
and then go through additional extensive processes in
Germany. Here we need a clear priority regulation for
EU HTA.3

Conclusion
In an attempt to generate savings, the GKV-FinStG introdu-
ced a series of regulations relating to innovative pharma-
ceuticals and the AMNOG that are neither effective nor
efficient and also jeopardise the care of patients in Germa-
ny and the innovation location as such. They devalue
incremental innovations and weaken previously reliable
framework conditions for the care of the insured as well as
the business location.

A correction of the GKV-FinStG and the abolition of
these regulations is imperative in this context. Although
further development of the AMNOG is necessary, this
should take place in dialogue with the pharmaceutical
industry. The following principles should be anchored at
the core of this further development:
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• Strengthening the AMNOG principle and value-based
price negotiation, freedom for new contract models,

• Consideration of special therapy situations in the early
benefit assessment,

• Special provision for therapeutic soloists,

• Critical review of the national requirements, e.g. relating
to module templates or the complexity of data col-
lection accompanying the application,

• Priority regulation for EU HTA: Further development of
German methods and greater utilisation of synergies
with the introduction of the EU HTA.
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 he importance of gene therapies in the
past and future
The status 
Gene therapy has made great progress in re-
cent years and offers promising possibilities

for the treatment of various diseases. Since 2017, the mo-
mentum in this field has begun to increase significantly. In
Germany, 14 gene therapies were already available in
2022.1 At European level, 18 therapies had been approved
by this time.1 95% of the gene therapies were orphan
drugs.2 In Germany, they therefore benefit from the privile-
ge of the legal fiction of additional benefit and thus also
the opportunity to achieve high prices in reimbursement
negotiations.

Outlook for 2030
A forecast by the MIT Center for Biomedical Innovation
(CBI) assumes that a median of 63 approved gene thera-
pies will be available by the turn of the decade in the USA.3

These cover various indication areas. It is striking that half
of the gene therapies shall be approved in the oncological
field, which is primarily targeted at haematological cancers
(figure 1).

This shows that the research and development of gene
therapies is focussed on common diseases. However, if there
is a perception that the probability of success is higher for
rare diseases, the perception of frequency and rarity in relati-
on to diseases may differ depending on the region. While
some diseases are considered rare in Germany, they are wi-
despread in other parts of the world. Thalassaemia for exam-
ple is rare in Germany, but more common in the Mediterra-
nean region. Overall, the proportion of more common di-
seases accounts for the largest share of clinical research pro-
jects in gene therapies. Gene therapies for Alzheimer’s de-
mentia and Parkinson’s disease are being researched just as

T

Efficient pricing for
gene therapies

Andreas Nickel, Dr Anja Tebinka-Olbrich, Dr Antje Haas | National Association of Statutory Health
Insurance Funds (GKV-Spitzenverband)

Gene therapies have considerable potential in the treatment
of diseases. It is expected that by 2030 more and more of
these therapies are available with an increasing focus on
common diseases. The pricing of gene therapy products
continues to show a considerable discrepancy to
the available evidence. It is questionable whether the
introduction of performance-based remuneration systems
can be part of an efficient solution. This would require
extensive legal and technical changes and the elimination
of existing data gaps, which is currently not foreseeable.



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 71

much as for coronary heart disease or diabetes.4

Based on estimated list prices, the MIT CBI has estimated
that the projected 63 approved gene therapies will gene-
rate sales of around 24.4 billion US dollars in the USA in
2030 (figure 2).3 If this figure is converted to Germany on
the basis of population figures, this results in a turnover,
and therefore costs, of around six billion euros. In relation
to the current AMNOG market, this would be a share of
around 25% – for gene therapies alone.

2. Pricing and evidence
There is still a considerable discrepancy between pricing

and available evidence in the development of gene thera-
py products. Of the 18 approved gene therapies, only one
therapy, i.e. Talimogen, has included an active comparator
group in its clinical study. Although this comparison was
made with an off-label drug, it is a notable exception. In
contrast, all other previously approved gene therapies
lacked an active comparison group.

The question arises as to why there is a lack of active
comparison groups in most approval studies of gene
therapies. This is a cause for concern when it comes to
therapies that can potentially be compared with existing,
well-established treatments. An example of this is the situ-
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ation in the field of haemophilia. The gene therapies Zyn-
teglo® and Zolgensma® could also be compared with esta-
blished treatment standards. This discrepancy between

the possibilities for comparative studies for around two
thirds of the authorised gene therapies and the actual im-
plementation sheds a clear light on the deficit in relation

Projected cumulative US approvals for gene therapies

Source: [3] 
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Figure 1: The MIT Center for Biomedical Innovation predicts that around half of gene therapies will be approved
in the oncological field.
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to the evidence base. In addition, the typically short durati-
on of studies for the approval of gene therapies should be
noted. The evidence presented is limited to one to a few
years. However, the hopeful outlook and the associated
price expectations of the manufacturers extend to a
potentially lifelong effect and the associated savings in
other treatment costs. The prices charged and the availa-
ble evidence are completely decoupled.

With the Act for More Safety in the Supply of Pharma-
ceuticals (GSAV) in 2019, the legislator created an incentive
for the industry to close these evidence gaps by means of

post-market data collection. However, the first post-market
data collections have shown that the process is extremely
complex. Many formal and technical hurdles tie up
resources, making it impossible to generate evidence effi-
ciently and promptly using post-market data collection.
One example of this is Zolgensma® which was launched in
Germany in July 2020 and will not provide data from the
post-market data collection until July 2027.5 Only then will
the next benefit assessment follow, which will lead to a
new price negotiation.

Projected annual sales of gene therapies for the US market

Source: [3]
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Figure 2: Based on estimated list prices, the MIT CBI forecasts sales of the 63 approved gene therapies in the USA at around
24.4 billion US dollars in 2030.
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3. Remuneration approaches and contract options
The discussion about the remuneration of healthcare ser-
vices is a key issue in the healthcare sector. In the field of
gene therapy, we are faced with specific challenges as we
are dealing with the payment of a single therapy. Perfor-
mance-oriented remuneration systems are being discus-
sed as a solution for the pricing of gene therapy products.
These models are based on the idea that payment for
therapies is linked to their actual success. This means that
payments are linked to the actual effectiveness of the
therapy for all patients in real-life care, instead of setting a
fixed price based on scientific study results . The introducti-
on of performance-based remuneration systems in gene
therapy involves various contract models that need to be
carefully evaluated.

One model that has been discussed intensively for hae-
mophilia this year is the model of instalment payments. In
this model, e.g. an annual payment is made by the health
insurances to the pharmaceutical company until a therapy
failure is detected or the contractually agreed end of pay-
ment is reached. However, this model is associated with
considerable challenges.

Its implementation requires a great deal of administrati-
ve effort and can thus only be realised by the health insu-
rances based on selective contracts. It does not appear rea-
listic to oblige health insurances to use standardised mo-
dels on a selective contractual basis in the form of reimbur-
sement amounts. Data availability, monitoring of individu-
al data collection efforts and the competitive interests of
the health insurances are not compatible here. Long-term
instalment models are currently neither legally nor techni-
cally compatible with the morbidity-oriented risk structure
compensation system (Morbi-RSA) and the risk pool. It is
important to note that reimbursement agreements do not
only affect statutory health insurances, but also private

health insurances, hospital supervisory authorities, correc-
tional institutions, aid organisations and even foreign self-
payers, for whom different price levels may arise.

The use of instalment models or classic reimbursement
amounts for different insurance groups in parallel is diffi-
cult to imagine. Other existing challenges are manifold.
The reporting requirements for the price and product in-
formation of such contracts have not yet been resolved by
IFA GmbH, and regulations in connection with the referen-
ce base for manufacturer discounts, VAT and trade surchar-
ges are also unclear both legally and technically.

The interactions with orphan drug monitoring in the
Federal Joint Committee (G-BA) for the sales threshold pri-
or to a full evaluation within the framework of Section 35a
SGB V also raise questions. Inefficiencies in contract design
are also relevant, including the situation of health insuran-
ce changers, for which no viable solutions have yet been
proposed.

An important ethical aspect concerns the distribution of
the return on innovation in gene therapies. The question
arises as to whether it is appropriate to include all costs
saved in the price of gene therapy, which would mean that
the pharmaceutical company alone would receive the ent-
ire return on innovation, or how the return on innovation
should be divided between the insured community and
the pharmaceutical company. Finally, a rate model also rai-
ses questions about the efficiency audits of physicians,
which is impossible if the actual price is unknown. Overall,
this is a model that cannot be implemented under the cur-
rent legal and technical conditions.

The reimbursement model is another performance-
based remuneration model. The problems here are compa-
rable to instalment payments. The payment method is fun-
damentally different, as the total reimbursement amount
to be agreed is paid directly upon treatment. This shifts the
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burden of proof and the risk of overpayment to the health
insurances.

Another model is the prospective cohort model. It is
based on a transparent, prospectively adjustable reimbur-
sement amount. The experience gained from the treat-
ment of all patients within the treatment cohort is collec-
ted from year to year. This also includes the follow-up of
previously treated cohorts. The first reimbursement
amount is initially a provisional price based on the data
from the authorisation studies in the G-BA decision. This
data usually covers a period of one to three years. Subse-
quently, the reimbursement amount depends on the treat-
ment results within the observed cohort in accordance
with the contractual conditions, including the success cri-
teria. The advantage of this model is that it does not inclu-
de any additional payment flows such as repayments or
instalments and ensures a transparent reimbursement
amount that is always forward-looking (figure 3).

Data collection is the subject of the contractual agree-
ment and can be based on registry or billing data, for
example. The data collection and analysis does not have to
be carried out by each health insurance individually, as is
the case with the other models. Data collection and the
corresponding adjustment of the reimbursement amount
is carried out by the National Association of Statutory
Health Insurance Funds (GKV-Spitzenverband).

Another disadvantage of this model is the at least tempo-
rary decoupling from the benefit assessment of the G-BA.
This can be countered by using the results of the post-mar-
ket data collection instead of independent analyses of treat-
ment success within the cohort model. The interim results of
the post-market data collection could be analysed e.g. at an-
nual or multi-year intervals and transferred to the model for
adjusting the reimbursement amount. A pay-for-perfor-
mance model is thus transformed into a pay-for-evidence

model. The new reimbursement amount can be agreed in
negotiations but can also be the result of an agreed calcula-
tion methodology according to the success criteria.

Nevertheless, the advantage of this model is a transpa-
rent reimbursement amount based on the actual treat-
ment results in the treated cohort. It combines the concept
of scientific study data on the probability of success with
systematic evidence from the G-BA’s post-market data col-
lection for all treated patients. It is therefore a way of incor-
porating the growing evidence into remuneration.

4. Lack of basic data
The problem inherent in all performance-related remune-
ration concepts is the incomplete or missing data base in
Germany. To ensure efficient feasibility, the first step would
be to ensure that suitable data can be analysed over a lon-
ger period of time and with a shorter time lag than it is cur-
rently possible. Currently, data availability for reimburse-
ment negotiations is as follows. Data from the outpatient
sector either have no reference to insured persons (data in
accordance with Section 84 (5) SGB V – GAMSI data), or if
they do have a reference to insured persons, they only ha-
ve a maximum observation period of two years and a time
lag of up to 21 months (data in accordance with Section
217f SGB V).

Data from the hospital sector also have a long delay and
only a case reference. Even more fundamental, however,
are the difficulties arising from the lack of a link between
inpatient and outpatient data. A patient who is treated
with a gene therapy in hospital „disappears“ in terms of
data after leaving the hospital. It is therefore impossible to
track the further development of the patient’s disease and
any treatment that may be required on an outpatient basis.

The data gaps affect not only gene therapies, but also
other medical treatments. A technical solution would be a
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standardised, cross-sectoral pseudonym for insured per-
sons without a time limit, or at least with a significantly
longer time span to ensure the tracking of (gene therapy)
treatment over time and thus identify repeated therapies,
follow-up therapies or hospitalisations.

5. Conclusions
To summarise, it is currently unclear whether and to what
extent performance-based contract levels can provide an
answer to the financing risks of the statutory health insu-
rance system in connection with highly expensive gene
therapies. None of the contract models presented can be
regarded as efficient. The prospective cohort model would
be legally secure, transparent, and low-cost. The technical

and data-related deficits presented do not only affect gene
therapies but have an impact on all areas of medicine and
require urgent solutions.
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Figure 3: The advantage of the collective cohort model is that it does not include any additional payment flows and
ensures a transparent reimbursement amount that is always forward-looking.
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espite the most recent legislative efforts of
the German government through the Fi-
nancial Stabilisation of Statutory Health In-
surance (GKV-FinStG), a clear reform path
for the benefit assessment procedure accor-

ding to the AMNOG has yet to emerge. The latest legislati-
ve interventions have not met expectations in terms of the
anticipated savings effects. Additionally, measures such as
the discount for combination therapies or the price-range
regulation have posed unresolved methodological imple-
mentation issues until fall 2023.

Against this backdrop, participants at the 18th Interdisci-
plinary Platform on Benefit Assessment overwhelmingly
agreed that an update of evidence-based strategies in be-
nefit assessment would be the most promising approach.
The tools required for this and the necessary intermediate
steps to maintain a balance between innovation and the fi-
nancial viability of the statutory health insurance system
were the subject of controversial debates at the platform
conference on 29/30 September 2023 in Berlin. The event
was entitled „AMNOG 2.0 – on the way to an efficient sys-
tem?“

and discussions were driven by various health economic,
methodological, and financial considerations regarding
the future of the AMNOG system. Participants emphasised
that this begins with the question of how the procedure
should be improved regarding which efficiency indicators
– allocative efficiency must be brought into agreement
with issues such as the availability of pharmaceuticals.
When focusing on economic productivity in terms of addi-
tional years of life gained, external effects such as the fi-
nancial stability of the statutory health insurance system
should always be considered. Finally, any planned refine-
ment of the AMNOG regulation would also have to consi-
der the resulting additional transaction costs.

D Two fundamental positions were advocated:
Plea for a return to a stronger focus on evidence: Repre-
sentatives of this position take the view that the GKV-
FinStG has destabilised a previously functioning benefit as-
sessment procedure by introducing elements that contra-
dict the original principle of pricing based on evidence.

Plea for the necessary supplementation of the AMNOG
procedure with accompanying cost-reducing tools: In
its ten-year history, the AMNOG has struggled to maintain
the balance between innovation and financial viability. Alt-
hough every second new active ingredient remains wit-
hout a proven additional benefit, expenditure in significant
sub-segments of the patent-protected pharmaceutical
market has increased disproportionately. Alternatives to
value-based pricing alone are needed.

These tools and aspects were discussed at the confe-
rence:

Controversial assessment of the GKV-FinStG: Several
participants at the conference described the law passed by
the Bundestag in October 2022 as poorly crafted. Despite
efforts to provide relief for the statutory health insurance
system, such as through cost-covering contributions for re-
cipients of (former) unemployment benefit 2, the coalition
government instead opted for what were perceived as „fi-
ligree repairs“ in the AMNOG, leading to significant uncer-
tainties. One example cited was the flat-rate discount of
20% for combination therapies, whose specifications were
not adequately defined in the law. Consequently, imple-
mentation of this regulation failed by autumn 2023 due to
a lack of legal concretisation.

Some attributed this to politicians‘ preference for bud-
get impact instruments, aimed at reducing the financial
burden on the statutory health insurance system rather

Regulatory „guidelines“ for an AMNOG
update: Consensus is still rare

Dr Florian Staeck
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than incentivising evidence generation for new pharma-
ceuticals. E.g. the newly created obligation for price-volu-
me regulations had nothing to do with evidence – the sole
aim here is to achieve additional savings through econo-
mies of scale.

The lowering of the sales threshold for orphan drugs
from 50 to 30 million Euros, above which a full benefit as-
sessment is triggered, was also widely commented on. Gi-
ven the limited savings effects observed, there were calls
to abandon the special status for orphan drugs altogether
and assess them „fairly and transparently“ as part of a full
benefit assessment procedure. They said that an incentivi-
sation for research into rare diseases should take place el-
sewhere – a sales threshold was not a suitable criterion for
determining whether a methodologically sound study can
be set up or not. On the other hand, reference was made to
the still very extensive – and in the European context lea-
ding – availability of pharmaceuticals for the treatment of
patients with rare diseases.

Participants were critical of the combination discount
and the price-range regulation, which defined rigid price
caps for new pharmaceuticals with little or no quantifiable
additional benefit compared to patent-protected compa-
rative therapies. This departure from the old AMNOG logic
was seen as devaluing incremental innovations. Some par-
ticipants called for a return to negotiated solutions. Other-
wise, situations would arise in which new active ingre-
dients could no longer be introduced in Germany, they
said. This could happen, e.g. if in the case of combination
therapies with a low additional benefit determined by the
G-BA, the combination partner would de facto receive the
„zero price tag“, they said.

This was countered with the argument that a system
that always calls for higher prices, even in the case of low
additional benefit compared to an already high-priced pa-

tent-protected combination therapy, was no longer justi-
fiable. Pricing by manufacturers was increasingly based on
expectations, but not on the data presented. It was there-
fore necessary to „tighten the reins a little“, was the conclu-
sion.

Critics highlighted legal uncertainties surrounding tools
like the combination discount, with a constitutional com-
plaint submitted to the Federal Constitutional Court – the
complaining manufacturer sees the provisions of the GKV-
FinStG as a violation of the principle of equal treatment.
The court’s decision, expected in 2024, would provide clari-
ty on this matter. One proposed solution to methodologi-
cal debates as to when a combination of active ingredients
can actually be assumed to have been prescribed, recourse
to the prescribing physician was suggested. Physicians
could mark prescriptions for combination therapies, accor-
dingly, signalling a conscious decision to prescribe them.
This would then be a clear signal that the physician had
made a conscious decision to prescribe the combination
therapy, they explained.

While the „evidence machine“ driving the AMNOG pro-
cess was difficult to control, there was consensus on the
need for smoother technology to support it. However, the
optimal approach to achieving this goal remains a subject
of controversy.

Pros and cons of a cost-benefit or cost-effectiveness as-
sessment: The struggle for a realignment of the AMNOG
procedure needed to be assessed against the background
that Germany was the only country in Western Europe to
forego information as a result of cost-benefit or cost-effec-
tiveness assessments. This implies that potentially valuable
information to complement value-based pricing was over-
looked unnecessarily. One of the positions presented sug-
gested that the ongoing failure to utilise such data would
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strain the limits of the AMNOG procedure. Similarly critici-
sed was the underutilisation of pay-for-performance con-
tracts (P4P), which holds significant potential but has not
been widely implemented. IQWiG’s methodology for cost-
benefit assessments was now much more elaborate than it
was a few years ago.

This was countered by the fact that P4P contracts were
enormously transaction-intensive and cannot be presen-
ted within the framework of collective agreements with all
health insurances. The main issue at hand was that with
P4P, the pharmaceutical ultimately ends up with a price
that lacks transparency. It was emphasized that it is essen-
tial in the process for the negotiating partners to agree on
parameters that they want to measure. However, it was ar-
gued that if the data basis were assessed inconsistently du-
ring that monitoring process, P4P could not become a via-
ble model.

Some disagreement arose regarding whether, given the
necessity for cost containment measures, it should not
even be considered an ethical imperative to include cost-
benefit information in the assessment. It was mentioned
that the necessity of defining a frame of reference for the
cost-benefit assessment (CBA), to which cost-benefit as-
sessments are related – such as statutory health insurance
or the national economy – was not a challenge that solely
arises with the CBA tool originally. On the contrary, there
was a high necessity to reach an agreement on what mo-
ney should primarily be spent on in the statutory health in-
surance system.

It was pointed out that there was currently an assumpti-
on of a very high willingness to pay in an indication area
like oncology, while the prices set for new antibiotics were
relatively low. Against this background, the CBA could be a
tool for obtaining indications for the monetisation of the
additional benefit. Here too, the counter-argument was

that the benefit assessment in the AMNOG had created a
„value in itself“. In contrast, the CBA would be a completely
new tool for which it was uncertain how much additional
„guidance“ it could provide in the AMNOG procedure.

Challenges for alternative pricing models for gene
therapies: Participants explored various strategies for effi-
ciently pricing gene therapies and deliberated on which
options could be implemented. There were currently
around 2,600 ongoing studies with human cell and gene
therapies worldwide. The focus was by no means only on
rare diseases; a lot of research was also being carried out
into diseases such as Alzheimer’s dementia, Parkinson’s,
and arthritis. It was noted that among the 18 gene thera-
pies approved in the EU so far, only one study included an
active comparator group in the approval process, despite
the potential for active comparators in many more cases.

A decoupling of pricing and the evidence presented
could thus be observed. For the year 2030, expenditure
projections suggested that a quarter of the AMNOG mar-
ket would already have to be spent on gene therapies. It
would not be possible to close this evidence gap with
post-market data collection alone. In addition, an enor-
mous time delay was to be expected with post-market da-
ta collection, e.g. the manufacturer of the active ingredient
onasemnogen abeparvovec (Zolgensma) would not sub-
mit new data until 2027.

Various theoretical remuneration methods, including
instalment or repayment models, were rendered infeasible
due to a lack of price transparency, excessive monitoring
costs or a lack of data availability. The sole viable option for
legally secure implementation at present was a results-dri-
ven remuneration approach, exemplified by the prospecti-
ve cohort model. This model would be accompanied by a
transparent reimbursement amount. This would then be
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constantly readjusted depending on the treatment outco-
me. This eliminated the need for continual negotiations
between manufacturers and health insurance providers.
However, for this to work effectively, it was essential that
both partners have reached consensus on the rules gover-
ning price adjustments in advance. Additionally, it would
also have to be accepted that the reimbursement amount
may temporarily deviate from the G-BA’s benefit assess-
ment decision.

However, implementing this model also presents signifi-
cant challenges, particularly regarding the monitoring of
treatment outcomes. One notable issue was the changing
pseudonym of the insured person after two years, making
it difficult to track the progress of treatment. Moreover, it
was not possible to track the course of treatment across
sector boundaries – follow-up treatments or (re-)hospitali-
sations – with the available data in accordance with Secti-
on 217f social code book V. Against this background, it was
not yet possible to say whether P4P contracts can provide
a sufficient answer to the financing risks of single-use the-
rapies in particular.

Indirect comparisons and their current consideration in
the EUnetHTA guidance: Considering the impending
joint European benefit assessment set to commence in Ja-
nuary 2025, it’s imperative to evaluate the level of metho-
dological readiness of the joint clinical assessment (JCA)
procedure, particularly in light of the increasing volume of
clinical studies featuring immature evidence. The examina-
tion of two EUnetHTA guidelines in this context reveals a
procedural status that fails to adequately address the chal-
lenges posed by the increasing number of clinical studies
with immature evidence. This deficiency was problematic
because it heightens the risk of subjective assessments
within the framework of HTA procedures.

As a result, these EUnetHTA guidelines were currently
sending out the wrong signal, as they undermine the prin-
ciple of „best evidence for decision making“ due to their
lack of methodological rigor. One example cited was the
inadequate consideration of indirect comparisons. There
was also too little or no specification of when indirect com-
parisons of non-randomised evidence are valid and per-
missible. The lack of attention to validity criteria suggested
that indirect comparisons could encounter increasing chal-
lenges in future JCAs.

Furthermore, since 2011, there hadn’t been a single
instance of an indirect comparison within an AMNOG pro-
cedure in Germany resulting in an attested additional
benefit. In this respect, a harmonisation of the approval
and HTA procedures was urgently required. On the contra-
ry, in Germany, there hadn’t been sufficient recognition of
the consequences resulting from changes in the data bo-
dies for the additional benefit assessment procedure.

As an interim conclusion, several participants asserted
that perceiving innovation and efficiency as conflicting
poles would impede the further advancement of the
AMNOG. In contrast to the GKV-FinStG, any essential
decisions should be prepared carefully and with sufficient
time. Participants also cautioned against becoming overly
immersed in minor, national reform debates.

Despite the calls for amendments to the AMNOG in Ger-
many, research-based companies are heavily prioritising
the upcoming joint European benefit assessment, schedu-
led to commence in January 2025. Research-based manu-
facturers wanted to know how the PICO will be defined at
EU level in the future. It was suggested that a „lead PICO“
would have to emerge in view of the possibility of up to ten
PICOs in the EU procedure. For the other PICO elements, it
would be necessary to acknowledge a higher level of
uncertainty in the data provided by the manufacturers.
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In the overall view of the 18th Platform Conference,
regulatory approaches from the Netherlands and France
provided a further source of information for the partici-
pants in the discussion. However, it is evident that achie-
ving an „efficient“ AMNOG 2.0 will require significant
restructuring in numerous areas, particularly in aligning
the assessment of patient-relevant benefits in clinical stu-
dies with the financial sustainability of the statutory health
insurance system.
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