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ince the introduction of AMNOG in 2011, Ger-

many has a well-established and widely ac-

cepted „adaptive system“ for the assessment

of the patient-relevant additional benefit

(Health Technology Assessment, HTA). The as-

sessment of the additional benefit by the Federal Joint

Committee (G-BA) is the result of expert work based on a

law (AMNOG) and procedural and methodical regulations.

The active players on the side of the G-BA and the health

insurance funds are classified as scientists, hospital physici-

ans and office-based statutory health insurance physicians,

the Medical Service of the Health Funds and employees of

the insurance fund administration, but also as patient re-

presentatives, however, they act on the basis of their own

interests. Value dossiers for new pharmaceuticals, likewise

qualified and interest-based, are submitted to the G-BA by

the pharmaceutical companies, which serve as the basis

for the assessment of the additional benefit.

Because the supply of pharmaceuticals to the populati-

on is significantly influenced by the assessment of the ad-

ditional benefit, it makes sense to provide critical and care-

ful support for the assessment process with a focus on

identifying possible faults and counteracting imbalances.

The Interdisciplinary Platform on Benefit Assessment set it-

self the task of supporting the benefit assessment within a

small group of experts with the following objectives:

• Discussing the procedures for the assessment of the ad-

ditional benefit, including in relation to approval of

pharmaceuticals,

• Working towards international standards of evidence-

based medicine and of health economy being adhered

to as well as applied and further developed,

• Determining whether and to what extent patient-rele-

vant additional benefits, in particular in the areas of

mortality, morbidity and quality of life, are identified

S
and which methodological problems occur during the

process,

• dentifying possible undesirable developments, in parti-

cular with regard to supplying patients with new active

substances,

• Enabling and holding a constructive dialogue with all

players involved in the benefit assessment procedure,

e. g. on the further development of the legal framework

conditions of AMNOG.

Moreover, the European perspective in HTA of innovative

pharmaceuticals was reinforced by the European Commis-

sion’s proposal for a Regulation on HTA in 2018. Monito-

ring the conflict between the well-established national as-

sessment and the intended European HTA harmonisation

is also a central concern of the platform. The Interdiscipli-

nary Platform would like to make a contribution to ensu-

ring that new active substances are transparently and fairly

assessed. According to the Advisory Council, an interdisci-

plinary dialogue about the results of the assessment and

the applied benefit assessment methods is essential. Furt-

hermore, in the benefit assessment process it sees a good

opportunity to inform the prescribing physicians of the ex-

pected additional benefits of new pharmaceuticals for pa-

tients earlier than it was previously the case.

The Interdisciplinary Platform is a result of the discussion

process between clinicians and experts. The mutual desire

to pool specialist knowledge in the form of interdisciplina-

ry seminars is supported by an open consortium of spon-

sors. These include AbbVie Deutschland GmbH & Co. KG,

DAK Gesundheit, MSD Sharp & Dohme GmbH, Novo Nord-

isk Pharma GmbH, Roche Pharma AG, Association of Rese-

arch-Based Pharmaceutical Companies (vfa e.V.), and Xcen-

da GmbH.

The Advisory Council of the Interdisciplinary Platform on Benefit

Assessment

Goals of the plattform
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ear readers,

the title of this editorial is a quote from the

speech by Federal Chancellor Angela Mer-

kel to the European Parliament in Brussels

on 8 July 2020 on the German Presidency of

the Council of the EU. Health is a central theme of this

speech which is, however, less dominated by the discussi-

on about a consolidation of the fragmented European be-

nefit assessment, but rather by the topic that overshadows

everything else, i.e. the Corona pandemic.

Especially the pandemics and the often chaotic handling

of this global health challenge demonstrate the significan-

ce of a pragmatical yet empathic approach to political lea-

dership. While the USA terminate all kinds of international

cooperation in the field of healthcare and leave the World

Health Organisation (WHO) in light of the pandemics, An-

gela Merkel stands up for fundamental rights and cohesi-

on.

The necessity for cohesion also applies to „European

HTA Procedure – Advances and Pitfalls“, i.e. the topic of this

publication. Thus, this publication is based on the „Vision

of a convergent term for a benefit within the EU“.

• The first two articles illustrate the current parliamentary

procedure. Due to his medical background and as spokes-

man of the EPP Group in the Committee on Environment,

Public Health and Food Safety (ENVI) of the European Par-

liament, Peter Liese is deeply familiar with the matter. De-

spite the regrettable delay, the concerns he expressed can

be overcome and the parliamentary procedure will take its

course.

Ministerial Counsellor Ortwin Schulte heads the Health

Unit at the Permanent Representation of Germany to the

European Union in Brussels. In his article, he provides a

profound overview of the milestones and difficulties in the

progress of negotiations in the trialogue between the EU

D

„I am a firm believer in Europe – not just as our heritage,
but as providing hope and vision for the future“

By Professor Dr Jörg Ruof



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 E D I T O R I A L 7

Commission, the European Council, and the European

Parliament.

• The role model function of the regulations of the Euro-

pean Medicines Agency (EMA) for the proposal of a EU-

HTA regulation is outlined in the article of Ortwin Schulte

and subsequently presented from the BfArM’s perspective

by Sabine Mayrhofer and Harald Enzmann. Since 2018, Ha-

rald Enzmann has been Chair of the Committee for Pro-

prietary Medicinal products for Human Use (CHMP) and

thus been actively involved in the European approval pro-

cess. Despite the differences between the consistent Euro-

pean assessment of benefit and risk and current national

assessment of the (additional) benefit, However, it was ne-

cessary to approach or at least eliminate ambiguity of evi-

dence requirements through intensive exchange with the

various decision makers evidence.

• The Chief Operating Officers of the European Network

for Health Technology Assessment, Marcus Guardian, pro-

vides and overview of the workflow and working fields of

the EUnetHTA. At present, 83 HTA organisations from more

than 30 countries cooperate within the scope of EUnetH-

TA.

• Edith Frénoy is responsible for the division Market Ac-

cess at the European Federation of Pharmaceutical Indus-

tries and Associations and presents specific suggestions for

improvement from the industry’s perspective – like the

common definition of requirements; participation rights of

the industry; binding force of the reports, definition of a

clear legal framework, and assurance of compatibility with

the German AMNOG system.

The two subsequent articles reflect the perspective of

major German stakeholders:

• In his „interjection“, Thomas Kaiser from the IQWIG re-

fers to the need for completeness and transparency in the

European benefit assessment procedure. Moreover, the

specific treatment situation of the member states and he-

althcare systems must be considered in the determination

of the appropriate comparative treatment.

• From the G-BA’s perspective, the Head of the Depart-

ment Pharmaceuticals, Dr Antje Behring, reflects on de-

velopments related to the draft regulation. The long-term

success of EUnetHTA will be determined by whether and

to what extent the expected advantages can be achieved

for the involved stakeholders.

• Finally, Stefan Huster reports about the arbitration bo-

ard’s work and points out that a potential Europeanisation

of HTA might provide a solution for the German governan-

ce problem [National Association of Statutory Health Insu-

rance Funds (GKV-Spitzenverband) decides about the addi-

tional benefit and then negotiates the price], but does not

seem to be helpful to address other fundamental problems

of the AMNOG procedure (such as the determination of

the appropriate comparative treatment or linking of pri-

cing to the G-BA decision).

Especially in view of increasing autocratic tendencies in

many countries, an open and controversial exchange re-

mains a privilege that needs to be fostered and protected.

The present publication provides an overview about the

often conflicting perspectives on the Commission’s draft

regulation. Thus, the previously mentioned cohesion is the

result of the common concern of all stakeholders to opti-

mise and secure patient treatment over the long-term.

With this in mind, I would like to thank all speakers and

participants of the partly virtual event as well as the spon-

sors, because without their support the exchange would

not be possible.

Contact:

joerg.ruof@r-connect.org
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he procedure around the introduction of a Eu-

ropean HTA assessment is one of the key and

major procedures of European health policy.

This process is very lengthy and characterised

by an intense need for coordination. However,

considerable progress was achieved in the past years. Thus,

the European Parliament already addressed many of the

concerns that the large member states brought forward re-

garding the subsidiarity objection in early 2019. Moreover,

regular consultations are held in the working groups of the

Council of Ministers.

The delayed or missing legislation, respectively, is regret-

table and occasionally leads to problems:

• Thus, human and institutional resources are not used

optimally. Highly-qualified scientists and the competent

national institutions, e.g. IQWiG or G-BA, do the same

work in different countries several times. Often, similar

processes are repeated which leads to inefficiencies.

• This also results in multiple burdens for the companies.

Documents must be submitted in every country, alt-

hough the scientific assessment of e.g. a three months‘

survival benefit shouldn’t be different in France as it is in

Germany or The Netherlands.

• Moreover, potential areas for improvement regarding a

better coordination of approval and HTA procedures

across Europe. With a better interconnection between

these two procedures, both efficiency and control of in-

novations could be optimised. Thus, companies could

for example be informed at a very early stage which

molecules represent feasible innovations or constitute a

relevant added value and which are rather pseudo inno-

vations.

The concerns regarding a standardised European HTA pro-

cedure are well-known and were already discussed in de-

tail in the parliamentary procedure. Although they should

T

European benefit assessment –
from a European policy point of view

Dr Peter Liese | Member of the European Parliament

The establishment of a European HTA assessment is

a lengthy process requiring complex coordination in

particular with the large member states. The resulting delays

are regrettable as the potential of an improved cooperation

between regulatory authorities and HTA bodies are not yet

sufficiently utilised. Parliamentary consultation so far has

shown that all concerns can be overcome. This may also

be taken account of through the stepwise introduction of

a European benefit assessment which is currently being

considered.
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be taken seriously, they can be overcome. Considering e.g.

the intensively discussed issue regarding the appropriate

comparative treatment, there may be different standard

treatments for an indication in Romania, Germany, or Por-

tugal. This must be taken into consideration at European

level and rather supports the case for an inclusive selection

of the appropriate comparative treatment, i.e. with diffe-

rent possible comparators. In general, double or repeated

European assessments by national HTA bodies could be

prevented with such an approach. However, there may be

exceptional circumstances. In these cases, an additional

scientific analysis at national level could be feasible and

necessary.

So far, a staged approach to the introduction of a Euro-

pean benefit assessment is becoming increasingly appa-

rent. European HTA procedures could for instance initially

focus on pharmaceuticals in the indication haemato-onco-

logy. Due to the usually life threatening course of a disease,

they should be addressed as a matter of urgency and de-

layed market entries that are often associated with natio-

nal HTA procedures are deemed to be particularly proble-

matic from the patient’s perspective.

It is expected that a common position of the member

states will be developed in the coming months that will be

coordinated in trialogue with the Commission and Parlia-

ment and implemented in the legislative process by the

end of 2020. Future approaches should be more binding

than the previous Joint Action 3. It is not intended to put

European HTA assessments under the umbrella of the Eu-

ropean Medicines Agency EMA. In contrast, a close con-

nection to the European Commission becomes apparent

with a strong influence of the member states. Using the

member states‘ high level of human and institutional ex-

pertise will be of great importance here.

Dr Peter Liese is a member of the CDU and the North

Rhine-Westphalia CDU Land Executive Committee. From

2012 until 2018, he was a member of the national board

of the CDU. After his medical studies in Marburg, Aachen,

and Bonn he worked as a physician in a group practice

for general and internal medicine for many years. Since

1994, he is a member of the European Parliament and –

among other things – member and coordinator (spea-

ker) of the EVP in the Committee on Environment, Public

Health and Food Safety. Moreover, Dr Peter Liese is chair-

man of the CDU’s European group in North Rhine-West-

phalia.
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egistration is only one step in the introduc-

tion of innovative pharmaceuticals

The requirements regarding development, ap-

proval and marketing of innovative new phar-

maceuticals have changed in recent years and

will continue to change in future.
1 

In particular, price and

reimbursement decisions have proven to be an additional

hurdle for a successful development.
2
 Market authorisation

is no longer considered to be the last and crucial objective

in the development of a pharmaceutical. It does not neces-

sarily make a medicine available for patients (as was the

case for a long time in many parts of Europe) and is no lon-

ger a guarantee for economic success.

Other decision makers with different objectives, manda-

tes and decision criteria build upon the benefit risk decisi-

ons and scientific justifications of the approval authorities.

Market approval is only one of several steps on the way of

a pharmaceutical to routine application in clinical practise.

From the patients‘ or the public’s point of view it is rat-

her irrelevant, which decision maker is ultimately responsi-

ble if access to an innovative pharmaceutical is impeded.

Apparent or actual contradictions in the scientific justifica-

tion of the different decision makers are difficult to explain

and may lead to the whole system being questioned and

considered inconsistent and not very helpful to meet the

needs of patients.

A decision, e.g. taken by the Committee for Medicinal

Products for Human Use (CHMP) of the European Medici-

nes Agency (EMA) about the benefit risk ratio of an innova-

tive pharmaceutical and its detailed scientific justification

will be compared by patients, physicians and the interes-

ted public with other scientific assessments of this phar-

maceutical performed by other institutions. We should not

expect appreciation, if the alleged objective scientific eva-

luation by two scientific bodies arrives at completely diffe-

R

The interplay between registration
and HTA procedure

Dr Sabine Mayrhofer, Dr Harald Enzmann | Federal Institute for Drugs and Medical Devices (BfArM), Bonn

During the approval of innovative pharmaceuticals in the

European Union, the approval authority is one part of

a decision chain, from the development decision taken by a

company until the individual treatment decision by the

respective physician. Differences between the uniform

European benefit risk assessment for the approval and the

(additional) benefit assessment of the different national

Health Technology Assessment (HTA) bodies are unavoid-

able. An exchange between the different decision makers,

including industry and patients, has shown to be helpful to

approach the requirements of benefit assessment and

approval or at least ensure a consistent process.
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rent results, thus jeopardising the availability of the phar-

maceutical for patients.

Supposed or actual contradictions in the scientific as-

sessment of a new pharmaceutical by the different decisi-

on makers can occur at different levels: already within the

system of European approval of pharmaceuticals by the

EMA, the scientific committees might arrive at different re-

sults that appear to be or are in fact contradictory. The as-

sessment by the CHMP, for example, might arrive at the

conclusion that a „significant clinical benefit“ in the sense

of Regulation (EC) 726/2004 was proven, while the Com-

mittee for Orphan Medicinal Products (COMP) – upon as-

sessment of identical data – comes to the conclusion that

there is no „significant benefit“ in the sense of Regulation

(EC) 141/2000.

On a global scale, different assessment results of a phar-

maceutical obtained by different approval authorities may

also be a potential source of insecurity among patients.

Even if both EMA and Food and Drug Administration (FDA)

come to comparable or even identical results in their as-

sessment of the benefit risk ratio in the vast majority of the

procedures
3
, these rare cases in which ultimately different

approval decisions are taken why the benefit risk ratio

should be positive on this side of the Atlantic while it is ne-

gative on the other side remain difficult to explain.

In contrast, different decision criteria and deviating deci-

sions that might arise for the European approval of phar-

maceuticals on one hand and questions of national pricing

and reimbursement on the other hand are still rather ex-

plainable. Different assessments of the benefit risk ratio by

the EMA’s CHMP and the (additional) benefit of a pharma-

ceutical by HTA bodies can be presented clearly and un-

Dr Harald Enzmann heads the Department EU and Inter-

national Affairs at the Federal Institute for Drugs and Medi-

cal Devices (BfArM) in Bonn. Since 2005, he is also a member

of the Committee for Medicinal Products for Human Use

(CHMP) at the European approval authority EMA. Since Oc-

tober 2016, he has been Vice Chairperson and since Septem-

ber 2018 Chairperson of the CHMP.

Dr Sabine Mayrhofer works as a scientific associate at the

Department EU and International Affairs of the BfArM. Since

2003, she has been engaged in the BfArM’s cooperation with

various national approval authorities in the European net-

work of the EMA and the centralised European approval pro-

cesses under the responsibility of the BfArM discussed by the

Committee for Medicinal Products for Human Use (CHMP) of

the EMA.
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derstandably; thus, common approaches can be develo-

ped to capture both without duplicating work.
4

With the awareness of this interdependence, approval

authorities have increasingly developed their perception

of being only one of several decision makers in a complex

process that begins at the research stage and ends with a

treatment decision taken by an individual physician for an

individual patient.

This is accompanied by the awareness that pharmaceuti-

cal development will be impaired and patients‘ access to

innovative pharmaceuticals delayed, if the decision criteria

various decision makers apply for consecutive decisions

differ widely and are partly conceived as mutually exclusi-

ve. Thus, a positive benefit risk ratio remains the basis for

the marketing authorisation of pharmaceuticals, but it

must be consistent as far as possible with preceding and

subsequent decisions of others. Contradictory scientific as-

sessments compromise the credibility of the whole system

and can be avoided if all decision makers cooperate. Ap-

proval authorities are thus faced with new challenges in

the scientific assessment of new pharmaceuticals and their

communication with other decision makers and stakehol-

ders.

2. The interaction of regulators with various decision

makers

In the interests of patients and for the sake of the credibili-

ty of the whole system, European approval authorities seek

the exchange with upstream and downstream decision

makers (see figure 1). While the common goal is the best

possible and successful treatment of patients, the criteria

that are relevant for the decision depend on the objectives,

the mandate, and the area responsibility of the respective

decision maker.

Figure 2 provides an overview of these criteria within the

decision process for a pharmaceutical that shall be used for

the treatment of patients in Germany.

It is the management of R&D-based pharmaceutical

companies‘ responsibility to decide about the initiation or

continuation of the usually global, clinical development.

The key decision criterion will be the expected economic

success of the respective pharmaceutical. The fact that the

vast majority of clinical development projects fails in the

end shows that this expectation is associated with a high

level of uncertainty.
5

The European Commission decides upon market autho-

risation for an innovative pharmaceutical based on the as-

sessment of the benefit risk ratio by the EMA. A high level

of transparency regarding which evidence is required to

furnish proof for a positive benefit risk ratio contributes

significantly to most pharmaceuticals that are submitted

for approval being rated positively and subsequently ap-

proved. In Germany, the assessment of the additional be-

nefit and decisions about price and reimbursability are ta-

ken on a national level and in other EU member states

even on a regional level. The extent of the additional bene-

fit is evaluated on the basis of predefined criteria. This

might also comprise different assessments, e.g. by taking

account of social values.
6

It is important that the result of the benefit assessment

and the justification are published. This transparency all-

ows for a scientific discussion of the different HTA bodies

about the respective methods and their further develop-

ment making future decision predictable. In contrast, ne-

gotiations about and the reasons for the national decision

about the reimbursable price are treated confidentially.

The decision about the treatment of a patient with a cer-

tain pharmaceutical is taken on an individual basis and

mainly depends on the expected treatment success for the

respective patient, even though economic considerations
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The interaction of regulators with various decision makers

Two way interaction of regulators with upstream decision makers

  Scientific advice for developers, pipeline information

Two way interaction of regulators with downstream decision makers

  Objective information for patients and physicians, patients’ participation in assessmentg

  Transparent assessment for use by HTA, EMA/EUnetHTA joint work plan 

Credibility of system depends on consistency in scientific assessment

  between regulators, e.g. EMA and FDA

  between HTA bodies (at least in the EU)

  between regulators and HTA bodies

 most frequent differences: surrogate endpoints and subgroups

Source: Dr Enzmann, Dr Mayrhofer

Figure 1: For the sake of the credibility of the entire system, European approval authorities seek the exchange with

upstream and downstream decision makers.

Decision makers in the approval of pharmaceuticals and their relevant criteria

Decision

Expansion Global European (EU) National National Individual

Key decision criterion Profit Benefit-risk

profile

Additional 

benefit

Cost efficiency Treatment success

Strength of evidence Expectation Evidence Evidence Negotiation 

(non-public)

Expectation

Decision maker Developer, 

pharmaceutical 

industry

EMA

(European 

Commission)

HTA bodies, 

IQWiG, G-BA

Payers, GKV-Spit-

zenverband

Patients, physicians

Clinical

development

Market
authorisation

Additional 

benefit

Pricing and 

reimbursement

Treatment 

decision

Source: Dr Enzmann, Dr Mayrhofer

Figure 2: Stakeholders at different levels take their decisions based on different criteria: From the global scale during the

clinical development to the individual treatment decision taken by the physician.
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can be incorporated into the decision.
7

This expectation will usually not be based on the eviden-

ce for efficacy and safety of the pharmaceutical for that

particular patient, but on the scientific assessment of ap-

provability and additional benefit.

On European level and within the EU member states,

convergence or at least compatibility of the different requi-

rements are pursued by means of an intensified multilate-

ral exchange between academic research institutes, phar-

maceutical industry, approval authorities, HTA bodies, pay-

ers as well as physicians and patients to ultimately facilitate

patients‘ access to innovative pharmaceuticals. Scientific

consultations for the developers of pharmaceuticals, co-

operation with HTA institutions and payers as well as ex-

change with patients are of particular importance for ap-

proval authorities.

2.1 Scientific advice

The decision about the start or continuation of the de-

velopment of a pharmaceutical by the respective pharma-

ceutical company is usually supported by a scientific con-

sultation provided by the approval authorities. This provi-

des a useful instrument to avoid misunderstandings and

helps to better align the development of the pharmaceuti-

cal to the requirements of the approval authorities as early

as in the planning phase. The considerable influence of the

scientific consultation on the prospects of the develop-

ment is well documented. The chances of a market autho-

risation was shown to be significantly higher, if the con-

tents of the scientific consultation by the EMA were taken

into consideration during the development (see figure 3).
8

As the marketing authorisation does not at all guarantee

patients‘ access to a pharmaceutical, if the assessment of

HTA bodies and decisions of payers exclude reimburse-

ment, the possibility of a common or parallel scientific con-

sultation by approval authorities and HTA bodies was esta-

blished 
9,10

 with the objective to make the requirements

transparent and predictable and consistent with those ap-

proval authorities and HTA bodies apply. This does not me-

an that they must be identical. Different questions and de-

cision criteria will often lead to different requirements.

However, it may be attempted to enlarge the overlap-

ping area as far as possible or incorporate the approval

authority’s requirements into the subsequent require-

ments of HTA bodies. This is often possible, if the data re-

quired by the approval authorities to furnish proof of a po-

sitive benefit risk ratio is less than the data expected by

HTA bodies that shall also enable quantification of the be-

nefit compared to other therapies.

2.2 Cooperation with HTA bodies

The well-established and continuous dialogue between

approval authorities and HTA bodies – primarily between

the EMA and the European Network for Health Technology

Assessment (EUnetHTA) – helps to avoid double work, con-

tradictions and subsequent delays. The common objective

that has already been set out ten years ago is to integrate

the assessment during the approval decision process into

the subsequent assessment of the (additional) benefit thus

making the best possible use of synergies and overlapping

areas (see figure 4). HTA bodies communicate to approval

authorities what is of special importance in the assessment

reports of the approval from the HTA bodies‘ perspective

so that the EMA can adjust the European Public Assess-

ment Reports
11

 accordingly.
12

Conversely, the dialogue with the EUnetHTA gives the

EMA the opportunity to explain the internal logic of the

benefit risk assessment and provide support in the correct

interpretation of the assessment reports (where necessa-

ry). It is essential to create the highest possible transparen-
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cy about this exchange towards other decision makers. For

this purpose, the minutes of the common meetings are pu-

blished.
 13

Besides an intensive exchange between EUnetHTA and

EMA, there are numerous common activities between ap-

proval authorities and HTA bodies on national level. These

parallel activities seem unavoidable as long as there are

significant differences between assessments performed by

national HTA bodies across the European Union. While na-

tional divergences, e.g. regarding an appropriate compara-

tive treatment, will already be addressed in the approval

process under the guidance of the EMA and combined to a

joint European position, there is no necessity to determine

a joint European position on the HTA bodies‘ side. With the

establishment of the EMA, approval authorities were able

to find a way to a common European position despite the

diversity of national pharmacological doctrines and diffe-

rent pharmaceutical and medical traditions in the member

states. It is thus understandable that in case of different

opinions as to which comparative treatment should be

used as a control arm in the pivotal studies, the EMA’s re-

commendations are followed more frequently than the he-

terogeneous positions of various HTA bodies.
14

At present, neither the EUnetHTA nor smaller groups like

FiNoSe
15

, a cooperation of HTA bodies of Fimea (Finland),

NoMA (Norway), and TLV (Sweden) are able to take an

equivalent role to EMA. Therefore, it would be beneficial to

organise the different HTA bodies in one structure across

Europe that is comparable with the European regulatory

network under the leadership of the EMA.

Scientific advice increases the chance of a market authorisation

Total (n = 118)

Scientific

advice

Acceptable (n = 39; 33 %)

Non acceptable (n = 79; 67 %)

Assessment of study planning 

during scientific advice

Compliant (n = 38; 97 %)
Positive (n = 32; 84 %)

Negative (n = 6; 16 %)

Positive (n = 43; 86 %)

Negative (n = 7; 14 %)

Positive (n = 12; 41 %)

Negative (n = 17; 59 %)

Compliant (n = 50; 63 %)

Non-compliant (n = 29; 37 %)

Coherence with the

recommendation of the consul-

tations in the MA application

Results of the

assessment of 

the MA application

Source: Hofer MP et al: Impact of scientific advice from the European Medicines Agency. Nature Reviews Drug Discovery 2015; 14: 302–303

Figure 3: The considerable influence of the scientific consultation on the prospects of the development is well documen-

ted. Considering the contents of the scientific consultation by the EMA during the development increases the chances of a

market authorisation.



16 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

Economic differences will probably be a hurdle for a uni-

form assessment of pricing and reimbursability in the fore-

seeable future. Nevertheless, such a European structure of

the HTA bodies might promote convergence of benefit as-

sessment and in the long-term perhaps even a uniform Eu-

ropean assessment of the medical benefit and the medi-

cally reasonable application of a pharmaceutical.

Regulators and payers getting closer, but still different 10 years later

Current paradigm Future paradigm?

MA

Regulators RegulatorsPayers

Payers

 Relative efficacy/

effectiveness

 Costs vs health benefit

 Budget impact

(4th hurdle)

 Costs vs health benefit

 Budget impact

 Active-controlled RCT

 Observational studies

 Cost-efficacy/bene-

fit-analysis

 Budget impact analysis

 Active-controlled RCT

 Adaptive Phase III-IV-studies

 Observational studies

 Meta-analysis

 Cost-efficacy/

benefit-analysis

 Budget impact analysis

 Quality, safety, 

efficacy (the first 3 

hurdles)

 Benefit-risk profile

 Quality, safety, 

efficacy

 Benefit-risk profile

 Emphasis on RCT, 

most often 

placebo-controlled

 Emphasis on RCT, 

most often active 

and placebo-cont-

rolled

MA

Dedicated relative efficacy/

effectiveness assessment?

 Relative Wirksamkeit

Source: Eichler, HG et al. Nat Rev Drug Disc, 2010, 277–291

Assessor Assessment focus Studies/data

Figure 4: The objective that has already been set out ten years ago is to incorporate the assessment within the scope of

the approval decision into the corresponding assessment of the (additional) benefit.
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2.3 Exchange with patients

The common goal of all decision makers involved in the

development of new pharmaceuticals is the use of these

pharmaceuticals by patients. Patients need to accept these

pharmaceuticals and their perception and perspective

must be taken into account. For pharmaceuticals that are

approved in the European Union within the scope of a cen-

tralised procedure by the EMA, patient involvement has

been established at various levels. In this process, patients

– wherever possible patients with the corresponding di-

sease – are involved in the scientific committees of the

EMA.

However, via EMA’s Scientific Advice Working Party pati-

ents are also involved in the scientific consultation, and via

EMA’s Scientific Advisory Groups in consultations of the cli-

nical experts for the CHMP in consultations for the de-

velopment of new pharmaceuticals, respectively. Since the

EMA has launched a permanent working group for patient

organisations (Patient & Consumer Working Party, PCWP)
16

in 2006, a continuous cooperation with a broad range of

patient organisations has been established.

Besides a regular exchange between the patient organi-

sations and the EMA and its scientific committees in the

PCWP, these organisations also ensure that affected pati-

ents with virtually any disease are involved into the decisi-

on making process. Moreover, patients have the opportu-

nity to participate in the EMA’s procedures, provided they

register their interest with the EMA. In all cases, clearly defi-

ned and transparent criteria will be applied to maintain in-

dependence for patients and patient organisation, respec-

tively, especially with regard to any financial influences

from individual pharmaceutical companies.

3. Different assessments by HTA bodies and approval

authorities

Approval authorities and HTA bodies might arrive at diffe-

rent assessments or decisions that appear to be contradic-

tory. An early and repeated exchange between all stake-

holders, the pharmaceutical industry, approval authorities,

HTA bodies, payers, clinical experts are their professional

associations and patients can help to avoid this wherever

possible.

If this is not possible due to the different tasks and man-

dates of the decision makers, cooperation can help to ma-

ke the reasons for these differences transparent thus en-

couraging acceptance of patients and the society. Different

ways of thinking among HTA bodies and approval authori-

ties are often reflected in the following topics:

3.1 Clinical inferiority versus non-inferiority

For a positive approval decision, non-inferiority against a

generally accepted comparative treatment is sufficient.

From the HTA bodies‘ and payers‘ perspective, the mere

non-inferiority does not justify higher costs as compared

to the established comparative treatment. However, the

latter might be not be economically attractive for the de-

veloper of the new pharmaceutical. The resulting low price

can even cause the marketing authorisation holder not to

market an approved pharmaceutical.

To justify a higher price, HTA bodies and payers request

solid proof of an additional benefit, preferably by means of

direct comparison with the established standard therapy.

These different requirements relating to the regulatory be-

nefit risk assessment and HTA conclusions on price and

reimbursability increase the complexity – and thus the cor-

responding effort – of the studies required for the develop-

ment of a new pharmaceutical. If these different require-

ments are processed successively, several clinical studies
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might be conducted thus increasing development costs

and delaying patients‘ access to innovative products.

Studies that are designed to meet both approval autho-

rities‘ and HTA bodies‘ expectations are in the interest of

both patients and the pharmaceutical industry, as double

work can be avoided and availability of a pharmaceutical

can be accelerated through early price and reimbursement

decisions. Since 2010, parallel scientific consultation by the

EMA and HTA bodies has become an important driver for

convergent requirements of European regulatory authori-

ties and HTA bodies. At the same time, these joint or paral-

lel consultations do not only reduce the different expecta-

tions of regulatory authorities and HTA bodies, but also

promote the establishment of joint positions of the nume-

rous European HTA bodies.

3.2 Disease-specific versus macro-social perspective

Approval authorities can quite easily approach the pati-

ents‘ perspective regarding the significance of benefits

and risks or relevance of the endpoints in clinical studies.

This is also driven by the fact that patients or patient repre-

sentatives, respectively, are involved in regulatory conside-

rations at various levels.
18

Regulators can incorporate the patients‘ scale of values

into their benefit-risk decisions, without the need to exa-

mine whether the weight patients suffering from this di-

sease attribute to the specific benefits and risks of a certain

pharmaceutical is equally important for patients with anot-

her disease. In contrast, payers must counterbalance the

interests of various patient groups competing for limited

resources. Therefore, clinical endpoints allowing a compa-

rison between various diseases (e.g. mortality, hospitalisa-

tion, or ability to work) would be more useful for HTA bo-

dies than endpoints in which patients‘ perception and

their disease-specific preferences play a greater role.

3.3 Surrogate parameters versus „hard clinical“

endpoints

The above mentioned effort of HTA bodies to base their

decisions on general endpoints, i.e. those that are applica-

ble for virtually any disease that are directly perceptible for

patients and can also be objectively measured, inevitably

creates a conflict with the effort of approval authorities to

promote an early availability of innovative pharmaceuti-

cals. Inconsistent requirements of approval authorities and

HTA bodies – but also promising approaches to overcome

them become – particularly apparent on the example of

adaptive licensing. 
19

It is one of the main features of adaptive licensing to in-

troduce a pharmaceutical for a small group of patients in a

first step as soon as possible for which it has shown the

highest efficiency and safety. Only then the indication can

be extended to further patients with the same disease and

a less outstanding yet positive benefit risk ratio. Another

principle of adaptive licensing is to enable an early appro-

val on the basis of surrogate parameters and request sub-

sequent confirmation by conventional „hard“ clinical end-

points, e.g. within the scope of a conditional marketing

authorization.

Especially in case of pharmaceuticals that are expected

to address a high unmet medical need, conditional marke-

ting authorisation can be granted for a small subpopulati-

on with the best benefit-risk profile based on surrogate

endpoints with the obligation to subsequently furnish

proof using conventional clinical endpoints. As soon as the

positive benefit-risk profile has been confirmed by the cli-

nical endpoints, the conditional marketing authorisation

would be switched to full marketing authorisation.For the

proof of the efficiency in another less ideal patient popula-

tion, the same surrogate parameter can be used; especially

as the positive benefit-risk profile that has been demon-
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strated in the initial „ideal“ patient population for the con-

ditional marketing authorisation was subsequently confir-

med by means of conventional „hard“ clinical endpoints

(also accepted by the HTA bodies) underlining the validity

of the surrogate parameter. On the basis of this surrogate

data, approval authorities can thus easily extend the indi-

cation to a larger patient population.

However, for an extension of an indication, there is no

procedure that is similar to the „conditional“ approval, i.e. a

later confirmation by means of hard clinical endpoints can-

not be requested. This means that the results of the surro-

gate will most likely not be confirmed for the target popu-

lation of the extended indication in a randomised study

using conventional clinical endpoints. While this might be

acceptable for the regulatory conclusion of a positive be-

nefit ratio, it can create an unsatisfactory situation for HTA

bodies.

For the assessment of a potential benefit of a certain

pharmaceutical and the determination of an adequate

price, HTA bodies prefer conventional „hard“ clinical end-

points; they often consider the surrogate parameters that

were used as a basis for the initial approval inappropriate.

The initial price for the pharmaceutical will therefore be

determined on the basis of clinical endpoints rather than

on surrogates, even if this leads to delays. Within the scope

of an adaptive licensing, data on the conventional clinical

endpoints is often only available from the confirmatory

studies that made the switch from the conditional to full

approval possible, i.e. only for the initially assessed sub-

group with the highest efficiency and fewest adverse ef-

fects.

As a consequence, the extended indication will probably

include patient populations in which the benefit-risk ratio

will probably be positive, but less outstanding as it was in

the initial „ideal“ subgroup. The patient populations for

which the pharmaceutical is indicated will be enlarged by

the extension of the indication. At the same time, it seems

plausible that the average benefit per patient will be lower

in this new and broad indication will be lower as compared

to the initial „ideal“ subgroup. If the price of the pharma-

ceutical shall reflect its benefit, the extension of the indica-

tion would require an adjustment of the price.

However, there is no data about conventional clinical

endpoints from randomised controlled studies for the new

broader indication and approval authorities do not need

and thus not request them for the determination of a posi-

tive benefit-risk profile. Although different approaches ha-

ve been developed to address this predetermined break-

ing point between assessment of the benefit-risk profile

and the (additional) benefit, this discrepancy often re-

mains. 
20,21

 However, it seems remarkable that for pharma-

ceuticals that have received particularly intensive scientific

consultation by the EMA within the scope of the Priority

Medicines-Program (PRIME), more (also) clinical endpoints

and less frequently exclusively surrogate parameters were

recorded. 
22

4. Final remarks

The assessment of the benefit risk ratio of an innovative

pharmaceutical by approval authorities cannot be identi-

cal with the quantification of its benefit or additional bene-

fit by HTA bodies that must take their price and reimburse-

ment decision on this basis. The risk of unnecessary double

work can be addressed with a holistic development strate-

gy incorporating an early and repeated exchange between

the various decisions makers, joint work on the interfaces,

and the willingness of all stakeholders to incorporate the

assessment of others into the own assessment and decisi-

on-making process.

At present, the consistent and binding European assess-
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ment of the benefit and risk ratio by the EMA has no equi-

valent on the side of HTA bodies. It is not foreseeable that

the voluntary cooperation of small groups of HTA bodies in

informal groups will create a consistent European perspec-

tive.
23

 A European harmonisation of medical assessment of

new pharmaceuticals by HTA bodies that is comparable to

the EMA could help avoid contradictions and strengthen

the overall credibility of the system. Although the Euro-

pean Commission has developed such an approach, it re-

mains to be seen whether and when it can at least partly

be implemented. 
24

At present, the economic aspect seems to be too hetero-

geneous, i.e. there are too many differences in the indivi-

dual member states for a uniform European decision ma-

king. However, a future strong European HTA body would

promote the development of a consistent European per-

spective with regard to the scientific assessment of the

medical benefit of innovative pharmaceuticals. A develop-

ment towards „more Europe“ in benefit assessment like it

has been catalysed for approval by establishing EMA,

would also facilitate the coordination of European appro-

val decisions and subsequent assessments by HTA bodies.

This article is based on a presentation held during the

spring meeting of the „Interdisciplinary Platform on Bene-

fit Assessment“ on 13 March 2020. The views expressed in

this article represent those of the author and do not reflect

the position of the Federal Institute for Drugs and Medical

Devices (BfArM) or European Medicines Agency (EMA), re-

spectively.

References
1 Breckenridge A, Eichler HG, Jarow JP (2016). Precision medicine and the chan-

ging role of regulatory agencies. Nature reviews. Drug discovery 15(12):

805–806. https://doi.org/10.1038/nrd.2016.206

2 Ciani O, Jommi C (2014). The role of health technology assessment bodies in

shaping drug development. Drug design, development and therapy 8:

2273–2281. https://doi.org/10.2147/DDDT.S49935

3 Kashoki M, Hanaizi Z, Yordanova S, Veselý R, Bouygues C, Llinares J, Kweder SL

(2020). A Comparison of EMA and FDA Decisions for New Drug Marketing Appli-

cations 2014-2016: Concordance, Discordance, and Why. Clinical pharmacology

and therapeutics, 107(1): 195–202. https://doi.org/10.1002/cpt.1565

4Eichler HG, Enzmann H, Rasi G (2019). Added therapeutic benefit and drug li-

censing. Nature reviews. Drug discovery 18(9): 651–652.

https://doi.org/10.1038/d41573-019-00068-x

5 Wong CH, Siah KW, Lo AW (2019). Estimation of clinical trial success rates and

related parameters. Biostatistics (Oxford, England) 20(2): 273–286.

https://doi.org/10.1093/biostatistics/kxx069

6 Angelis A, Lange A, Kanavos P (2018). Using health technology assessment to

assess the value of new medicines: results of a systematic review and expert

consultation across eight European countries. The European journal of health

economics: HEPAC: health economics in prevention and care 19(1): 123–152.

https://doi.org/10.1007/s10198-017-0871-0

7 Hifinger M, Hiligsmann M, Ramiro S, Severens JL, Fautrel B, Watson V, Boonen A

(2017). Patients‘ preferences and economic considerations play an important ro-

le in treatment decisions: a discrete choice experiment among rheumatologists.

Rheumatology (Oxford, England) 56(1): 68–76. https://doi.org/10.1093/rheuma-

tology/kew328

8 Hofer MP, Jakobsson C, Zafiropoulos N, Vamvakas S, Vetter T, Regnstrom J,

Hemmings RJ (2015). Regulatory watch: Impact of scientific advice from the Eu-

ropean Medicines Agency. Nature reviews. Drug discovery 14(5): 302–303.

https://doi.org/10.1038/nrd4621

9 Tafuri G, Pagnini M, Moseley J, Massari M, Petavy F, Behring A, Catalan A, Gajraj

E, Hedberg N, Obach M, Osipenko L, Russo P, Van De Casteele M, Zebedin EM,

Rasi G, Vamvakas S (2016). How aligned are the perspectives of EU regulators

and HTA bodies? A comparative analysis of regulatory-HTA parallel scientific ad-

vice. British journal of clinical pharmacology 82(4): 965–973.

https://doi.org/10.1111/bcp.13023

10 Khan S, Carter M (2019). European Medicines Agency-Health Technology As-

sessment Parallel Consultation Platform: An Industry Perspective. Clinical phar-

macology and therapeutics 105(4): 822–825. https://doi.org/ 10.1002/cpt.1337

11 https://www.ema.europa.eu/en/medicines /what-we-publish-when/europe-

an-public-assessment-reports-background-context

12 Berntgen M, Gourvil A, Pavlovic M, Goettsch W, Eichler HG, Kristensen FB

(2014). Improving the contribution of regulatory assessment reports to health

technology assessments – a collaboration between the European Medicines

Agency and the European network for Health Technology Assessment. Value in

health: the journal of the International Society for Pharmacoeconomics and

Outcomes Research 17(5): 634–641. https://doi.org/10.1016/j.jval.2014.04.006

13 https://eunethta.eu/minutes-from-the-ema-eunethta-july- 2019-meeting-

now-available/

14 Tafuri G, Lucas I, Estevão S, Moseley J, d’Andon A, Bruehl H, Gajraj E, Garcia S,

Hedberg N, Massari M, Molina A, Obach M, Osipenko L, Petavy F, Petschulies M,

Pontes C, Russo P, Schiel A, Van de Casteele M, Zebedin-Brandl EM, Vamvakas S

(2018). The impact of parallel regulatory-health technology assessment scienti-

fic advice on clinical development. Assessing the uptake of regulatory and



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 21

health technology assessment recommendations. British journal of clinical phar-

macology, 84(5): 1013–1019. https://doi.org/10.1111/bcp.13524

15 Stephens, T (2019). PNS24 Nordic Collaborations On Procurement And Health

Technology Assessment: Concepts, Components, And Outlook. Value in Health

22(3): S767. https://doi.org/10.1016/j.jval.2019.09.1926

16

https://www.ema.europa.eu/en/committees/working-parties-other-groups/ch-

mp/patients-consumers-working-party

17 Tafuri G, Pagnini M, Moseley J, Massari M, Petavy F, Behring A, Catalan A, Gajraj

E, Hedberg N, Obach M, Osipenko L, Russo P, Van De Casteele M, Zebedin EM,

Rasi G, Vamvakas S (2016). How aligned are the perspectives of EU regulators

and HTA bodies? A comparative analysis of regulatory-HTA parallel scientific ad-

vice: British journal of clinical pharmacology 82(4): 965–973.

https://doi.org/10.1111/bcp.13023

18https://www.ema.europa.eu/en/documents/other/incorporating-patients-vie-

ws-during-evaluation-benefit-risk-european-medicines-agency-scienti-

fic_en.pdf

19 Eichler HG, Oye K, Baird LG, Abadie E, Brown J, Drum CL, Ferguson J, Garner S,

Honig P, Hukkelhoven M, Lim JC, Lim R, Lumpkin MM, Neil G, O’Rourke B, Pezalla

E, Shoda D, Seyfert-Margolis V, Sigal EV, Sobotka J, Hirsch G (2012). Adaptive li-

censing: taking the next step in the evolution of drug approval. Clinical pharma-

cology and therapeutics, 91(3): 426–437. https://doi.org/10.1038/clpt.2011.345

20 Eichler HG, Bedlington N, Boudes M, Bouvy JC, Broekmans AW, Cerreta F,

Faulkner SD, Forda SR, Joos A, Le Cam Y, Mayer MH, Pirard V, Corriol-Rohou S,

ADAPT SMART Consortium (2019). Medicines Adaptive Pathways to Patients:

Why, When, and How to Engage?. Clinical pharmacology and therapeutics

105(5): 1148–1155. https://doi.org/10.1002/cpt.1121

21 Eichler HG, Barker R, Bedlington N, Bouvy JC, Broekmans AW, Bucsics A, Cerre-

ta F, Corriol-Rohou S, Granados A, Le Cam Y, Schuurman A (2018). The evolution

of adaptiveness: balancing speed and evidence. Nature reviews. Drug discovery

17(12): 845–846. https://doi.org/10.1038/nrd.2018.90

22 Neez E, Hwang TJ, Sahoo SA, Naci H (2020). European Medicines Agency’s

Priority Medicines Scheme at 2 Years: An Evaluation of Clinical Studies Suppor-

ting Eligible Drugs. Clinical pharmacology and therapeutics 107(3): 541–552.

https://doi.org/10.1002/cpt.1669

23 Eatwell E, Swierczyna A (2019). Emerging voluntary cooperation between Eu-

ropean healthcare systems: Are we facing a new future?. Medicine Access @

Point of Care 3: https://doi.org/10.1177/2399202619852317

24 Vella Bonanno P, Bucsics A, Simoens S, Martin AP, Oortwijn W, Gulbinovič J,

Rothe C, Timoney A, Ferrario A, Gad M, Salem A, Hoxha I, Sauermann R, Kamus-

heva M, Dimitrova M, Petrova G, Laius O, Selke G, Kourafalos V, Yfantopoulos J,

Godman B (2019). Proposal for a regulation on health technology assessment in

Europe - opinions of policy makers, payers and academics from the field of HTA.

Expert review of pharmacoeconomics & outcomes research 19(3): 251-261.

https://doi.org/10.1080/14737167.2019.1575730



22 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



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 23



24 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 I

he starting point of EUnetHTA was in 2005,

when a call by the European Commission was

answered by 35 HTA organisations across Eu-

rope. In 2010, the ‚Joint Action 1‘ (JA1) was set

in motion, aiming for an effective and sustai-

nable HTA collaboration across Europe. The first collabora-

tive pharmaceutical assessment of Pazopanib was conduc-

ted at the end of JA1.
1
 Building on those early collaborati-

ve experiences, JA2 was launched in 2012. Further streng-

thening cross-border HTA collaboration and development

of practical tools and approaches were part of JA2.

The third period within EUnetHTA’s history (JA3) started

in 2016 and will conclude in 2021. The ‚definition and im-

plementation of a sustainable model for HTA collaboration

across Europe‘ is the aim of this third period of Joint Action

and joint funding. Currently, 83 HTA bodies from > 30

countries are collaborating under the umbrella of

EUnetHTA (Figure 1).

The EUnetHTA Core Model

In December 2012, EUnetHTA published its first methodo-

logical framework, version 1.0 of EUnetHTA’s core model.

The core model was further refined in the subsequent JA 2

and JA 3. The current version of the model consists of nine

domains, further split into four clinical domains that are in-

cluded in the ‚Rapid REA‘ (Relative Effectiveness Analysis),

and five non-clinical domains (i.e. costs & economic evalu-

ation, ethical analysis, organisational aspects, patient and

social aspects, and legal aspects) that remain within the

national scope of each of the countries.

As EUnetHTA does not give recommendations on added

value or reimbursement, its focus is restricted to the i) de-

scription of the health problem and the current use of

technology, ii) description and technical characteristics of

the intervention, iii) the comparative assessment of safety

T

Benefit Assessments and
Early Advice of EUnetHTA

Marcus C. Guardian | Chief Operating Officer; European Network for Health Technology Assessment

Since 2005, the European Network for Health Technology

Assessment (EUnetHTA) has gradually evolved throughout

Joint Actions (JAs), namely JA1, JA2, and JA3. Currently,

83 HTA bodies from > 30 countries are collaborating under

the umbrella of EUnetHTA. The EUnetHTA core model

provides a methodological framework for Relative

Effectiveness Assessment (REA) with the four clinical

domains being included in EUnetHTA assessments.

EUnetHTA aims to continuously engage in horizon scanning,

topic identification, selection, and prioritisation. Within

EUnetHTA, both French and German HTA bodies, Haute

Autorité de Santé (HAS), and Gemeinsamer Bundes-

ausschuss (G-BA) respectively, lead the activities around Ear-

ly Dialogues. EUnetHTA, together with the European Medici-

nes Agency (EMA), has created a single gateway for all phar-

maceutical Early Dialogues involving HTA bodies. Until

September 2019, a total of 80 letters of intent were received,

resulting in a total of 56 Early Dialogues.

Within JA3, a total of 14 REAs have been initiated, with

final reports already being published for eight of those REAs.

Since JA3, EUnetHTA’s methodological framework and

working processes have been vastly improved and

standardised, national uptake of EUnetHTA assessments

has increased, and the recommendations within Early

Dialogues have impacted the respective development

programmes. EUnetHTA is ready to take the next step

towards an integrated European Clinical HTA Assessment.



and iv) clinical effectiveness. The scope of the suggested

European Joint Clinical Assessment and subsequent natio-

nal responsibilities are displayed in figure 2. National acti-

vities may include complementary clinical analyses, assess-

ments of the non-clinical components of the core model,

and the final appraisal determining the ‚added value‘ of

the innovative medicine.

EUnetHTA’s Product Lifecycle Elements

EUnetHTA aims to continuously engage in horizon scan-

ning, topic identification, selection and prioritisation. A re-

spective pilot project plan has been developed throug-

hout EUnetHTA JA3 and was published in March 2019.
3

Specific EUnetHTA activities spread throughout the lifecyc-

le of a pharmaceutical product are:

• Early Dialogues with industry either in collaboration

with the regulatory authorities (‚Parallel Consultation‘)

or a multi-HTA Early Dialogue may be conducted early

on before a medicine has been introduced into the mar-

ket.

Source: EunetHTA

The history of EUnetHTA

A commission call is answered by 

35 organisations in Europe and the 

EUnetHTA project begins.

The next part of the EU-

netHTA project is launched 

and they prepare a proposal 

for the first Joint Action.

EUnetHTA Joint Action 1:

put into practice an effective and 

sustainable HTA collaboration in Europe 

that brought additional benefit.

EUnetHTA Joint Action 3

aims to define and implement 

a sustainable model for cooperation 

on HTA in Europe.

EUnetHTA Joint Action 2 aims to 

strengthen practical application of 

tools and approaches to cross-border 

THA collaboration.

Future model of 

collaboration.

2005–2008
2008–
2010

2010–
2012

2012–
2015

2016–
2021

2021–

Figure 1: In 2012, the first of three Joint Actions was launched building on previous collaborative experiences.
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Marcus C. Guardian based on an educational back-

ground in international law (TU Dresden), business ad-

ministration (Qingdao University), and diplomatic stu-

dies (University of Leicester) Marcus has forged a career in

network development, strategic guidance, and policy

management. In 2016, he accepted the challenge of

steering EUnetHTA Joint Action 3 as its Chief Operating

Officer (COO). In tandem with this, Marcus recently laun-

ched the International Horizon Scanning Initiative (IHSI)

as General Manager, building a global stakeholder pool

to adopt innovative data-driven tools that will signifi-

cantly impact national healthcare product negotiation

potential.
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• Joint Assessments covering both the determination of

the scope of the assessment (Population/ Intervention/

Comparator/ Outcome) and the final assessments may

be conducted in parallel with the regulatory process,

and published shortly after the publication of the Euro-

pean Public Assessment Report (EPAR).

• Finally, additional data collection and Post-Licensing

Evidence Generation (PLEG) may be discussed between

the manufacturer and EUnetHTA to determine data

gaps and suggest pathways to address those gaps.

NATIONAL

NATIONAL

Source: EunetHTA

Clinical assessments on European level and national responsibilities

JOINT CLINICAL ASSESSMENT (JCA)

 Assessment scope agreed jointly jointly (including patient population/subgroups, comparators, and health outcomes relevant for 

different member states)

 Contains a scientific analysis of clinical effects observed in clinical studies (including on mortality, disease symptoms, adverse events, 

health-related quality of life), along with a discussion of scientific uncertainties (strengths/weaknesses of the underlying evidence:

e.g. limitations of clinical study designs, reliability of outcome measurement tools, statistical analyses) 

FURTHER CLINICAL ANALYSES

 If outside the JCA assessment scope (i.e. on additional comparator, patient population/subgroup, health outcome) or

 If based on data not analysed in the JCA (e.g. data from national patient registry reflecting the specific healthcare context

 data on national disease epidemiology)

CONCLUSIONS ABOUT ADDITIONAL BENEFIT (APPRAISAL)

 Taking into account the JCA, any complementary clinical analyses, and any non-clinical assessments

 Consideration of any additional criteria in accordance with the national HTA framework

(e.g. rarity of disease, severity of disease, lack of alternative interventions)

     Overall conclusions on additional benefit  in the context of the national healthcare system

NON-CLINICAL ASSESSMENTS

 E.g. economic, organisational, ethical aspects

NATIONAL

Figure 2: National activities building upon joint clinical assessments on European level can comprise additional clinical as

well as non-clinical assessments.
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EUnetHTA Early Dialogues

The French and German HTA bodies, Haute Autorité de

Santé (HAS), and Gemeinsamer Bundesausschuss (GBA) re-

spectively, act as the gateway for all pharmaceutical early

dialogues involving HTA bodies. The Early Dialogue Wor-

king Party (EDWP) prioritises respective requests and coor-

dinates the interaction with the relevant volunteering nati-

onal HTA bodies.

Between July 2017 and September 2019, a total of 80

Letters of Intent (LoI) were received with haematology/on-

cology, neurologic conditions, and immune-inflammatory

conditions covering most of the submissions. Some of tho-

se LoIs were withdrawn, were ineligible, or declined, resul-

ting in a total of 56 Early Dialogues. About half of the Early

Dialogues were considered high priority (multi-HTA or con-

solidated parallel consultations, PCC (n =30)) vs. low priori-

Source: EunetHTA

Early consultation from July 2017 through September 2019

80 Letters of Intent
Requests

26

13

13

6

3

1

26 Individual parallel

consultations

Including 1 vaccine and

1 PLEG

30 EUnetHTA EDs
(3 Multi-HTA + 27 Consolidated Parallel 

Consultations (PCC))

5 withdrawn

13 PCIs non eligible (less 3 HTAb)

6 declined (procedure not followed;

did not meet eligibility criteria for multi-HTA)

Therapeutic field

Oncology

Neurology

Immuno-Inflammatory diseases

Metabolism

Haematology

Psychiatry

10 Oncology
8 Neurology
5 Immuno-Inflammatory diseases
3 Haematology
2 Metabolism
1 Psychiatry

7 SME applicants (13 LoI)
13 Orphan designations (30 LoI)
9 ATMP; 10 biologics,
11 chemicals

Figure 3: On the basis of 80 Letters of Intent (LoI) Early Dialogues were initiated in 56 cases. As a consequence, changes

were then implemented in the early development plan in 69 percent.
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ty (n=26 individual parallel consultations, PCI). In 69% of

those 56 processes, changes were implemented in the ear-

ly development plan ( Figure 3).

Pharma Joint Assessment

Currently, EUnetHTA conducts only selective assessments

of innovative pharmaceuticals. Topics for Joint Assess-

ments are prioritised based on four criteria: i) whether the

topic is of inter/sub/national interest, ii) the uptake, iii)

whether EUnetHTA’s national partners are interested in

being part of the authoring team for a specific compound

and iv) feasibility in relation to timelines. Timelines and ac-

Source: EunetHTA
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Figure 4: Scoping phase for EUnetHTA Relative Effectiveness Analyses (REA): This phase comprises the submission of LoI by

the company until the preparation of the final project plan by EUnetHTA
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tivities covering the two phases of the pharmaceutical

REA, the scoping phase and the assessment phase, are

displayed in figures 4 & 5.

Within JA3, a total of 14 REAs have been started, with fi-

nal reports being published already for eight of those RE-

As. One additional REA (Enasidenib in Acute Myeloid Leuk-

aemia) was terminated due to the product being with-

drawn from the market. Within the previous funding peri-

ods, one (JA1) and six (JA2) REAs were published respecti-

vely. A recent review of published EUnetHTA REAs revealed

that, since JA3, time intervals between EMA approval and

EUnetHTA assessment were < 80 days, number of (co-)aut-

horing HTA bodies ranged between two (in six REAs) and >

10 (Pazopanib), and EUnetHTA did consider non-RCT evi-

dence in seven procedures. 
4

Furthermore, Implementation of Pharma Joint Assess-

ments increased considerably since JA3, indicating an im-

proved national uptake of Joint Assessments (Figure 6). In

Source: EunetHTA
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Figure 5: Assessment phase for EUnetHTA Relative Effectiveness Analyses (REA): This phase comprises the finalised project

plan by EUnetHTA until the finalisation of the definitive REA.
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conclusion, EUnetHTA’s methodological framework and

working processes have been vastly improved and stan-

dardised since JA3, national uptake of EUnetHTA assess-

ments has increased, and the recommendations within the

Early Dialogues have been well received by manufacturers

resulting in changes in the respective development pro-

grammes. EUnetHTA is ready to take the next step towards

an integrated European Clinical HTA Assessment.

Disclaimer

The views expressed in this article are those of the author and may not be

understood or quoted as reflecting the views of the Dutch National Health

Institute (ZIN), or of the EMA or one of its committees or working parties.
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Figure 6: The implementation of joint assessments of pharmaceuticals has increased significantly with the Joint Action

program 3. This indicates a stronger national consideration of joint assessments.
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tarting position

The proposal for a EU-HTA regulation which has

been presented after an – even for European

Commission standards – exceptionally lengthy

preparation process has been negotiated by

the two EU co-legislators since January 2018. While the Eu-

ropean Parliament – at first with the Spanish Socialist Sole-

dad Cabezon-Ruiz as rapporteur, followed by the German

Social Democrat Tiemo Wölken in the current term of the

European Parliament – adopted its opinion in 2018 and

confirmed it for the new term of the European Parliament

after the European elections, the Council has not yet adop-

ted a formal position.

Under five Presidencies so far (Bulgaria, Austria, Roma-

nia, Finland and Croatia) intensive negotiations have taken

place in the Working Group Pharma, but no formal positi-

on was adopted nor a common position or general directi-

on determined. Although two years of negotiations in the

Council without any formal approach of a position are not

unusual in the legislative process of the European Union in

politically complex areas, it is still remarkable that nearly

the only comprehensive legislative proposal by the Euro-

pean Commission in the area of European health policy is

making such a slow progress.

Inter-institutionally, the slow negotiation process causes

tensions, i.e. the European Commission complains about

the Council blocking the process, and the European Parlia-

ment accuses the Council of delaying tactics. The reasons

for this state of negotiations will be outlined in the follo-

wing section and an outlook provided on the COVID-19

crisis and its potential influence on the ongoing EU-HTA le-

gislation (see figure 1).

S

Prospects for negotiations
on the EU-HTA regulation

Ministerial Counsellor Ortwin Schulte | Head of the Health Unit at the Permanent Representation of
Germany to the European Union in Brussels, Belgium

The starting position is a very lengthy process with tension

lines across the EU Commission, the Council of the European

Union, and the European Parliament (EP). The division of

powers between the European Union and the member states

in the area of pharmaceuticals and medical devices is very

complex. Thus, the proposal for a EU-HTA regulation is

aimed at harmonising the process of benefit assessment

of pharmaceuticals and medical devices on the model of

regulatory approval. Any concerns regarding the principle

of subsidiarity should be addressed with a legally sound

specification of EU-HTA assessment process. Moreover,

the coordination during decision making constitutes

another topic of intense debate. Due to the outbreak of the

COVID-19 crisis, the ongoing legislative process has been

discontinued in an unforeseeable manner. The limited

capacities of European health policy must now be

reassigned on the basis of current priorities. Potential

positive effects of a EU regulation that incorporates the HTA

bodies‘ expertise in the member states on the efficiency of

national healthcare systems must be taken into account.



2. Division of powers between EU and the member

states in health policy

The division of powers between the European Union and

the member states in the area of pharmaceuticals and me-

dical devices is very complex and based on a basic princip-

le that has been established for decades: quality and safety

requirements will be almost entirely harmonised in the

comprehensive secondary EU legislation. The latest high-

light of this development was the foundation of the Euro-

pean Medicines Agency (EMA) which recently moved from

London to Amsterdam. It is responsible for the majority of

regulatory approval processes of pharmaceuticals. This is

by no means a monolithic process, but it is based on a

well-balanced division of powers between the EMA as the

key coordination instance and national approval authori-

ties. In each approval procedure, a national authority is ap-

pointed as rapporteur and co-rapporteur.

This procedure specified in the EMA regulation can be

legally protected at the European Court of Justice in case

of dispute and produces internationally recognised and in

many cases globally groundbreaking results. However, the

procedure only relates to quality and safety, the price of

the product and cost-benefit ratio are not subject of the

procedure.

The proposal for a EU-HTA regulation is aimed at harmo-

nising the process of benefit assessment of pharmaceuti-

cals and medical devices while taking major parts of the

approval process as a model; no separate agency will be

founded, but a Secretariat at the European Commission

entrusted with HTA tasks. This material yet not organisatio-

nal alignment is a logical extension of the existing EMA

procedure and the basic principle of the EMA – the system-

atic consideration of 27 national authorities for an adminis-

trative decision at EU level – also applies for benefit assess-

ment.

Milestones of the negotiation progress

Time Activity

February 2018 Subsidiarity objections by national

parliaments

June 2018 Political debate at the EPSCO Council

since July 2018 Joint papers GER/FRA

December 2018 Joint letter of the Health Ministers of

GER, FRA, SP, POL, CZE, and BGR

Figure 1: Political orientation guidelines from the member

states‘ perspective. A formal position on the EU-HT regula-

tion has still not been established.
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One argument against this approach, however, is that

the extension of the EU responsibility affects a very sensib-

le policy area that has been resolutely defended by many

member states for decades: The EU-HTA regulation produ-

ces procedural results that are important preliminary deci-

sions for both cost control and resource allocation in the

national healthcare system.

Supporters of the EU-HTA idea like to point out that the

mere sacrosanct area of controlling the national healthcare

system, i.e. price determination and design of the catalo-

gue of services, are not subject of the EU decision. In prin-

ciple this is correct, but it does not reduce common con-

cerns, as the EU benefit assessment is considered prejudice

that is difficult to overcome for the question of reimbursa-

bility and price determination at national level.

Against this background, such a prejudice is inconsistent

with the guaranteed autonomy of national healthcare sys-

tems according to Article 168 Para. 7 AEUV. Routine verifi-

cation of EU legislative initiatives by national parliaments

has lead to formal subsidiarity objections in four cases

(Germany, France, Czech Republic, Poland); although they

cannot stop the legislative process as the quorum of ele-

ven national parliaments required for a so-called „yellow

card“ cannot be reached, it represents a politically effective

indicator for the deeply fundamental basic concerns in

these four member states.

The European Union is characterised by the principle of

conferred powers. It only has the responsibilities that have

been granted by the primary legislator in the European

treaties. Therefore, the decision about the quoted legal ba-

sis is not a formality for a secondary legal regulation; inste-

ad, the course is set and the framework for action defined.

Unsurprisingly, the European Commission has chosen a le-

gal basis which grants the EU an extensive freedom of ac-

tion: Article 114 AEUV that refers to the provisions for the

assurance of a single market and applies horizontally in all

policy areas that are relevant the single market, i.e. also

health policy.

In contrast, the sceptical member states point out that in

a secondary legal regulation with direct relevance for the

control of healthcare systems, one provision of the EU trea-

ty regulates healthcare policy that only creates a very limi-

ted framework for action: Art. 168 TFEU.

Mediating views – including those of the European Par-

liament – quote both legal bases. Experiences with com-

plex legislative projects in the EU show that the legal basis

should only be discussed after the contents of the EU regu-

lation have somewhat been established. After two years of

negotiations it is quite obvious that a cautious regulation

emphasising national scopes for action will be more com-

patible with Article 168 AEUV while a common final bene-

fit assessment at EU level is more compatible with Article

114 AEUV.

3. Judicial legal protection

The question of whether the working results of EU-HTA

processes are binding for national healthcare systems is

certainly the political core of the discussion in the Council

of the EU. This is closely (and in the public discussion of the

previous months sometimes indistinguishably) related to

the question of legal protection. But when it comes to the

competences of national or European courts, it seems im-

portant that another – from some member states‘ point of

view – significant aspect becomes relevant: An imminent

overlapping of national legal protection systems by legal

protection in the jurisdiction of the European Union (see fi-

gure 2).

At first, it is evident that benefit assessment decisions of

public authorities or (after appropriate delegation of the

decision-making authority by national courts) institutions
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of self-government constitute administrative acts which

usually regulate legal relationships that have at least an ef-

fect for the applicant and can thus contain detrimental re-

gulations. According to Article 19 Para. 4 of the German

Basic Law (Grundgesetz), administrative acts are subject to

judicial control by the courts. Legal protection designs of

many EU member states are highly sophisticated and diffe-

rentiate between private and public interests, e.g. regar-

ding the implementation of a preliminary procedure, gran-

ting of scope for judgement evaluation to the acting insti-

tutions, suspensive effect of appeals and claims as well as

cost implications.

In case of judicial legal protection against procedural re-

sults of EU-HTA assessment, these national legal protection

systems might be overlapped. Prior to European benefit as-

sessment, a national benefit assessment (or – depending on

the member state – cost/benefit assessment) is performed

and of course this temporal precedence is also provided

when judicial legal protection is claimed against the final

decision at national level. It is or might not be legally impe-

rative to suspend national legal protection procedures until

European jurisdiction has taken a decision; pragmatically it

seems, however, quite reasonable. Therefore, judicial legal

protection must always be taken into consideration when it

comes to the assessment of the extent of intervention into

national governance of healthcare systems.

In order to preserve the member states‘ competences in

the design of the joint secondary legislation on EU-HTA, a

precise description of the legal character of EU-HTA assess-

ment is imperative. Both European and most national ad-

ministrative regulations of the member states distinguish

between decision-preparing acts without any external le-

gal effect and independent administrative decisions with a

self-contained regulation that can be appealed against at

least by the applicant (depending on the procedural status

of third institutions and companies but also by other stake-

holders). An incontestable characterisation of EU-HTA as-

sessment as decision-preparing measure would thus be

important to rule out existing concerns regarding the prin-

ciple of subsidiarity.

4. Coordinated decision-making

For a long time, decisions regarding the single market and

also for health-related regulations have not been taken ba-

sed on the principle of unanimity in the Council to secure

the EU’s capacity to act and encourage member states with

deviating opinions to seriously consider compromises and

form alliances in case of need.

The EU-HTA regulation must also be adopted by 55 per-

cent of the member state in the EU Council representing

65 percent of the EU population. Conversely, at least four

member states representing 35 percent of the EU populati-

on can prevent the adoption of a decision.

This basic principle for regulations of the secondary

community legislation also applies for many implementing

Positions on the legal protection

Legal
protection

Proposal of the
European
Commission

Idea Germany/
France

European Court
(Luxembourg)

Yes, all stakeholders 

regarding scientific

assessment

No, risk of overlapping of 

national legal

proceedings

National
legal remedies

Yes, regarding the 

overall HTA decision

Yes, regarding all aspects 

and national legislation

Figure 2: Proposal of the Commission and Germany/France

on legal protection within the scope of the EU-HTA proce-

dure.
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decisions of the so-called tertiary community legislation. In

many sectors, decision-making based on the principle of

comitology also requires a qualified majority of the mem-

ber states. However, in the EU-HTA regulation, the Euro-

pean Commission stipulated that voting decisions in the

Coordination Group of the member states only require the

simple majority of the non-weighted votes of the member

states.

This is opposed by a remarkably large group of member

states for two reasons: Firstly, many member states consi-

der this a misconception of the principles of scientific

work, if scientifically sound assessments can be voted ab-

out. Thus, scientific assessments are not subject to voting

and potential conflicts in the assessment must be taken in-

to account by including them in the assessment report and

must not be determined by means of an administrative de-

cision.

Secondly, for non-scientific implementation decisions, it

is doubted whether votes by simple majority of the non-

weighted votes are acceptable. It is not surprising that

larger member states stand up for the qualified majority

option with weighted voting, while smaller member states

favour the one country, one vote principle.

Issues of majority are issues of power distribution that

might only be solved in the late stage of an agreement.

Suffice it to say that this should also be a reassurance opti-

on in case of emergency that provides a precautionary

measure for the unlikely event of fundamental undesirable

developments in HTA practice. If the qualified majority ap-

plies, member states with sufficient personnel HTA re-

sources can coordinate their efforts and formally intervene

according to the form that has been defined in the EU

Treaty. It is also part of the overall assessment to determine

to what extent national scopes for action can be secured

(see figure 3).

5. Perspectives in light of the COVID-19 crisis

The COVID-19 crisis has affected the ongoing legislative

process in an unforeseeable manner and has interrupted

EU-HTA negotiations in the Council for several months.

Even compared to other recent legislative projects of Euro-

pean healthcare politics, this is an exceptionally complex

legislative project with a tremendous impact on the he-

althcare systems regulated at member state level.

From an organizational point of view, it is not sure whet-

her working groups will be able to meet and subsequent

inter-institutional trialogues – with experts arriving from

the member states – can take place in Brussels in the co-

ming months. Although virtual video conferences are pos-

sible, these are associated with a substantial loss of the ne-

gotiating dynamics; in addition, complex issues arise in

terms of transparency, procedural correctness, and assu-

rance of confidentiality.

As far as the content is concerned, it should be clear af-

Dispute resolution procedures

Category Proposal of the
European
Commission

Idea Germany/
France

Scientific

questions

Efforts to achieve

consensus – otherwise 

votes by simple majori-

ty of the non-weighted 

votes

Consensus principle,
no voting, reflect mi-

nority opinions

Organisational

questions

Simple majority 
of the non-weighted 

votes

Qualified majority 
of the weighted votes

(55 % MS with 65 %

pop.)

Figure 3: Several member states consider scientific assess-

ments not to be subject to voting. They request that po-

tential conflicts are reflected in the assessment report.
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ter two years of negotiations that significant changes are

required before the European Commission’s proposal –

which is very much based on the single market principle –

can be adopted in the Council with a qualified majority.

Thus, the question will be whether the inner logic of the

proposal that has been established in 2017 is still in line

with the completely changed political landscape of a

health crisis that presents an extreme burden and signifi-

cantly affecting the total economic activity in the EU. Ho-

wever, it may be stated that a regulation adopted at EU le-

vel incorporating the expertise of all HTA bodies in the

member states can improve the efficiency of national he-

althcare systems.

This however seems to be contradicted by the enor-

mous pressure of expectations towards the EU legislator

regarding an appropriate reaction to the COVID-19 crisis,

i.e. regarding supply shortages, cross-border solidarity of

the systems and digital solutions for contract tracing. At

present, limited capacities of the European healthcare poli-

tics must be allocated according to the priorities of the EU

institutions.

Disclaimer

The views expressed in this article represent those of the author.
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urther development of the draft regulation

of 31 January 2018

From the G-BA’s perspective, the following

aspects of the European Commission’s draft

regulation of 31 January 2018 should be sub-

ject to critical evaluation (see 
2
).

1. Legal basis Article 114 of the Treaty on the Functio-

ning of the European Union (TFEU)

2. Binding adoption of the European benefit assessment

(Joint Clinical Assessments, JCA)

3. Competences of the European Commission (EC)

4. Process flow and requirements with respect to quality

and transparency.

Another main point of criticism is the unclear distinction

between legal binding force of a European assessment and

the remaining scope of discretion for national decisions

(appraisal). With a binding adoption of the EU-HTA report,

an adjustment of this report to a decision for national he-

althcare systems is only partly possible and relevant ques-

tions regarding the specific treatment situation remained

unsolved. These question could refer to all aspects of the

clinical study, such as whether the patient populations that

are significant for the treatment context have been evalua-

ted, whether the respective treatments are compliant with

the treatment standard (both comparative treatment or

appropriate use of the respective pharmaceutical), or

whether the respective endpoints are conform with the

system of values of the respective healthcare system.

In its first hearing in February 2019, the European Parlia-

ment has adopted its position on the draft regulation

which was confirmed in October 2019 by the newly elec-

ted European Parliament.

The European Parliament emphasized that greater ac-

count must be taken of the requirements of the national

healthcare systems thus providing more flexibility for the

F

Benefit assessment in the European context –
the G-BA’s perspective

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

In the past two years, the European Commission’s draft

regulation of 31 January 2018 for the promotion of

European cooperation on Health Technology Assessment

(HTA) has been subject to fierce controversies. These led to

the further development of the regulation within the scope

of parliamentary discussion and discussions in the Council

working groups, but from the G-BA’s perspective, key

questions remain open and problems unsolved.

The clarification and agreement on key topics before the

EU-HTA regulation enters into force is an essential

requirement for the acceptance of the regulation by the

individual member states. Within the scope of the EUnetHTA

project, the G-BA has been continuously involved in a

structured and sustained cooperation of HTA bodies in

Europe. After expiry of Joint Action 3
1
 and in the context of

the management of the current SARS-CoV-2 pandemics it

will become apparent how solid this concept of the previous

project-based voluntary cooperation is. It will ultimately

be judged by whether and to what extent the expected

advantages can be realised for HTA institutions, pharma-

ceutical companies and decision-makers in the member

states.



application of EU-HTA assessments. Moreover, the Euro-

pean Parliament took a clear position regarding the legal

basis (amendment of Article 168 Paragraph 4 AEUV), the

role of the EU Commission, the majorities in voting proce-

dures and for scientific evidence-based practices. In additi-

on, it was recommended to provide the possibility of a

complementary national assessment, provided that certain

aspects were not included in the joint European assess-

ment.

Consultations in the Council were continued during the

Bulgarian, Austrian and Romanian Presidency addressing

the tasks and the composition of the coordination group,

procedural issues of joint clinical assessments, and scienti-

fic consultations. During the Finnish Presidency, a progress

report was published at the meeting of the Council of the

European Union (Employment, Social policy, Health and

Consumer Affairs) on 9/10 December 2019. During the Fin-

nish Presidency, views were primarily exchanged about the

fact that the European assessments should gradually be-

gin, which and how many health technologies should be

subject to mandatory Joint clinical assessments (JCA), how

JCAs should be implemented, updated and approved, as

well as which obligations should be imposed on pharma-

ceutical companies and the member states. In particular, it

should be discussed critically which consequences result

from an official listing of the assessed health technologies.

Despite all efforts to achieve an agreement and common

understanding regarding the formulation of the regulati-

on, finalisation of relevant preparatory work would be neg-

lected from the G-BA’s perspective: The results of the EU-

netHTA Joint Action 3 (JA 3) had not been summarised in a

final report and could thus not be considered in the discus-

sion. However, it is obvious that the difficulties of EUnetH-

TA JA 3 lie in the missing binding legal basis for the con-

duction of European benefit assessments. Thus, start-up

problems might be attributable to the „recruitment“ of

pharmaceutical companies providing their products and

the respective data for EUnetHTA benefit assessment on a

voluntary basis. Other aspects, such as agreement on do-

cuments that need to be submitted, content, statement

and format of benefit assessments, process flows, interac-

tion with previous steps within the scope of a life cycle ap-

proach of a health technology (scientific consultations or

horizon scanning, etc.) must be prepared independently of

the submission of benefit assessment dossier. These proce-

dures provide an essential basis for the formulation of the

regulation.

Involvement of the G-BA in EUnetHTA

The EU promotes the cooperation in the assessment of

health technologies by supporting the joint actions „EU-

netHTA“ to establish a sustained European network for the

assessment of health technologies (HTA) supporting evi-

dence-based, sustained and appropriate decisions in the
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healthcare systems of the member states. 81 partner insti-

tutions are involved in the third funding period of the EU-

netHTATT Joint Action (JA3) appointed by the respective aut-

horities of the member states and assigned to diffff eff rent

work packages (WP). The G-BA is involved as co-lead in

WP5: „Evidence Generation – Early Dialogues“ that organi-

ses and conducts consultations foff r pharmaceutical compa-

nies regarding clinical study planning. The HAS (Haute Au-

torité de Santé, France) is the lead partner.

With the introduction of the German Pharmaceutical

Market Reorganisation Act (AMNOG) in 2011, the G-BA and

the offff ice were given the task to consult pharmaceutical

companies. Thus, the G-BA has been involved in various pi-

lot projo ects of European consultations since 2011. Prece-

ding projo ects of the current projo ect within the scope of EU-

netHTATT JA 3 are EUnetHTATT JA2 and the SEED projo ect (Sha-

ping European Early Dialogues) during which pilots of Eu-

ropean consultations (Early Dialogue Pilots) were conduc-

ted (see figure 1).

During EUnetHTATT JA 3, a stable procedure has been es-

tablished foff r the cooperation of the various HTATT agencies

involved and the European Medicines Agency (EMA) and a

permanent core working group installed to design the

consultation and coordination process effff iciently and con-

sistently. In Joint Action 3, the G-BA participated in more

than 30 European consultations.

Source: own presentation

European consultation process – involvement of the G-BA

EMA HTA
Parallel Scientific

Advice
2011 – 2017

2010 2017

EUnetHTA JA2
Early Dialogue

Pilots
2012 – 2015

SEED (Shaping
European Early 

Dialogues)
2013 – 2015

EUnetHTA JA3
Early Dialogues

2016 – 2020

 EMA

 Individual HTA

 Pharmaceutical

 Individual HTA

 Pharmaceutical

 G-BA involve-

ment as associate

Consortium of 

14 HTA

Partly EMA

Pharmaceuticals 

and medical

devices

 Permanent group

of selected HTA

(EDWP)

 Partly EMA

 Mainly

pharmaceuticals

Figure 1: The G-BA has been involved in European consultation procedures foff r several years. But only with the Joint Action

program 3 (JA 3), a stable procedure foff r the cooperation of HTATT agencies and EMA could be established.
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Besides the various work packages, EUnetHTA is com-

mitted to a transparent and close cooperation with the

EMA. Regular meetings of all involved institutions take pla-

ce to create a better mutual understanding for the issues

of HTA institutions and approval authorities across Europe.

Thus, one sub-project in which the G-BA is also involved

addresses the challenges the formulation of an approved

indication of a pharmaceutical presents for the HTA pro-

cesses. The exchange about the genesis of an indication

and its significance of the clearly defined and approved pa-

tient population for HTA assessments resulted in a better

understanding of each other’s problems.

Differences EUnetHTA – Benefit assessment and

AMNOG Benefit assessment

The procedures of benefit assessment conducted within

the scope of EUnetHTA and AMNOG differ in certain key

aspects, but have certain steps in common.

Determination of the underlying question(s)

for benefit assessment

For the benefit assessment in Germany, the research ques-

tion that shall be evaluated has already been defined in

Section 35a of the 5th German Social Codebook (Sozialge-

setzbuch V, SGB V), the Pharmaceutical Products Benefit

Assessment Ordinance (AM-NutzenV) as well as in the Rule

of Procedures of the Federal Joint Committee (G-BA) and

the corresponding module templates: the evaluation of

the extent of the additional benefit the pharmaceutical

provides as compared to the appropriate comparative

treatment and its therapeutic significance in the context of

the German healthcare system. The definition of the bene-

fit and additional benefit also includes which patient-rele-

vant therapeutic effects (prolongation of survival time, im-

provement of the physical condition, reduction of the di-

sease duration, improvement of the quality of life, reducti-

on of side-effects) must be taken into consideration, espe-

cially for an additional benefit. The patient population to

be evaluated is defined according to the indication.

Orphan drugs present an exception, as the assessment

shall not be based on a appropriate comparative treat-

ment, because an additional benefit has already been pro-

ven upon approval and the assessment shall be performed

on the basis of the approval studies.

In Germany, pharmaceutical companies have usually (in

more than 96 percent of the procedures) been advised by

the G-BA prior to the benefit assessment regarding the

comparative treatment to be used, endpoints and assess-

ment instruments, the data to be used and other metho-

dological or procedural issues. The transcript of the consul-

tation protocol must be enclosed to the dossier to be sub-

mitted and is available to the assessing institutions. The

determination of the appropriate comparative treatment is

usually based on a systematic evidence synopsis.

Contrary to this procedure, the key parameters of the

European benefit assessment are determined during a so-

called scoping meeting of the assessing institutions and

the pharmaceutical company. Prior to the scoping mee-

ting, the institutions that are responsible in the European

countries answer a query (scoping survey) regarding pati-

ent groups, comparators and endpoints (equivalent PICO

process) that are relevant for the assessment so that the

different national questions of the European assessment

can be taken into consideration. This procedural step is

outlined in the project plans of the respective assessment.

In the European assessment reports, either more than

one research question must be answered or a compromise

made between the different requirements. Consequently, it

is only logical that the benefit assessment cannot be tailo-

red to the individual healthcare system. Nevertheless, any
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information that is relevant for the individual nation must

not be missing. However, it would still be interesting for the

learning process within the development phase of Euro-

pean assessments, if joint assessments by the EUnetHTA

were more transparent as to which requirements form the

basis of the final question of benefit assessment and the re-

sult of the survey among institutions was comprehensible.

The research question that shall be used as a basis for

the benefit assessment has direct consequences on the as-

sessment report. This is particularly apparent in the exam-

ple of the assessment reports on polatuzumab vedotin in

the indication „relapsed or refractory diffuse large B-cell

lymphoma (R/R DLBCL)“. For this active ingredient, both a

EUnetHTA assessment report3 (main author: Institute for

Quality and Efficiency in Healthcare [IQWiG], co-author:

Haute Autorité de santé [HAS]) and a benefit assessment

by the G-BA4 (performed by the Department Medical Con-

sultancy of the G-BA’s office) are available.

European benefit assessment distinguishes between

two patient populations, i.e. one patient group with failure

of first-line treatment and another one with failure of two

or more previous treatment options. This is due to the fact

that these populations differ both in terms of their progno-

sis and well-established and approved treatment options

and thus relating to the comparison to be made.

As polatuzumab vedotin is an orphan drug, a differentia-

tion of the research question is not possible in Germany

due to the different comparators to be used and the study

population that was evaluated during the approval study

must be considered in its entirety. In the European benefit

assessment, the results of the overall study are also presen-

ted.

Requirements regarding the documents

to be submitted

Due to the mandatory benefit assessment in Germany,

every new pharmaceutical and subsequently every new in-

dication of the new pharmaceutical must undergo early

benefit assessment. Any non-submission or incomplete

dossier submission has immediate consequences for the

subsequent reimbursement negotiations. Within the scope

of the EUnetHTA project, submission is voluntary for the

companies. Due to this non-systematic selection of pro-

ducts, previously performed European assessments repre-

sent a non-representative assessment result of the appro-

ved pharmaceuticals. Thus, companies with outstanding

positive study results might come forward.

Moreover, companies are not obliged to submit compre-

hensive documents and conduct systematic bibliographic

literature or study research and update the data at regular

intervals, even if this is recommended in the EUnetHTA

submission template. In this template, concrete (methodo-

logical and structural) specifications regarding evaluation,

methodology and presentation of the clinical endpoints

and their results are partially missing. Consequently, infor-

mation that is required for the evaluation is not always

available as compared to the clear specification in the AM-

NOG dossiers.

However, the data basis of the two above mentioned as-

sessment reports on polatuzumab vedotin was almost

identical. In both cases, the approval study GO29365 was

used with study arms C and D (data cut-offs 30 April 2018

and 11 October 2018) as well as study arm G (data cut-off:

15 March 2019). However, in the European procedure, only

mortality data were reported for the data cut-off date of 11

October 2018, while data on adverse events were missing.

These were included in the AMNOG procedure and could

be presented in the dossier assessment. It has been clearly
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specified for the early benefit assessment by the Pharma-

ceutical Products Benefit Assessment Ordinance (AM-Nutz-

enV) and the Rule of Procedures (module templates) which

documentation must be submitted. This documentation

comprises all documents that were available for approval

and documents that have been prepared by the approval

authorities, such as preliminary assessment reports. Conse-

quently, the G-BA has all relevant documents available.

Course of the procedure

Polatuzumab vedotin was approved on 2 January 2020.

The European assessment report was published on the EU-

netHTA website on 14 February 2020 together with the

dossier of the pharmaceutical company, the project plan,

and the Factual Accuracy Check. In Germany, polatuzumab

was placed on the market and listed in the official price list

(Lauer-Taxe) on 15 February 2020. The respective dossier

assessment of the G-BA was published on the G-BA web-

site three months later together with the documents sub-

mitted by the pharmaceutical company providing the op-

portunity to submit comments.

One of the major challenges of European benefit assess-

ment is that the preparation of the assessment must be

conduced almost in parallel with the assessment of the ap-

proval authorities. According to the process flow, very little

time remains after the positive opinion to prepare the re-

port and coordinate it with the HTA bodies (see figure 2).

Any changes of the intended indication, dosage or notes in

the summary of product characteristics must be taken into

account in the short term. This is especially relevant for the

German decision-making, as the limit of reimbursability is

restricted by the approval thus defining the population to

be assessed. Moreover, further data can be available until

market entry, as studies and study reports may have been

finalised in the meantime. For polatuzumab, this was not

the case and the data basis is the same.

Another aspect of European assessments is the process

step of the so-called Factual Accuracy Check (Fact-Check)

which is performed by the pharmaceutical company prior

to the publication of the benefit assessment; this step does

not exist in the AMNOG dossier assessment. During the

Fact-Check, the pharmaceutical company can report back

obvious errors or inconsistencies. In previous procedures, it

was apparent which influence companies exerted on the

content of the final report. Thus, during the benefit assess-

ment of alectinib, entire passages of suggested changes by

the pharmaceutical company were incorporated into the

benefit assessment. This was not the case with polatuzu-

mab, which is understandable in light of the currently

practised process flow due to the transparent presentation

of the Fact Check in a separate document. This represents

a major further development, previously it could hardly be

revealed where the changes in these reports came from.

In the AMNOG procedure, the public hearing procedure

allows for a transparent discussion of the pharmaceutical

company’s notes, but simultaneously an exchange with

the statements of professional experts and patient organi-

sation.

In the European benefit assessment, the experts and pa-

tient representatives were involved in writing before the

report was published (in case of polatuzumab, six patient

organisations responded to the open call, in case of alecti-

nib only one single patient was involved!).

Contents of the assessment report

In both benefit assessments, both the European and the

G-BA’s, only the indication that was finally approved (diffu-

se large B-cell lymphoma [DLBCL]) was considered, despite

the fact that during the approval study also patients with

follicular lymphoma were included. Moreover, in both be-
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nefit assessments, the results of a non-comparative study

arms were also presented in which the active ingredient in

the finally approved lyophilised formulation was assessed

for pharmacokinetics and safety.

The points of criticism and addressed insecurities of the

study were similar, i.e. in both assessments, critical emphasis

Source: EUnetHTA https://eunethta.eu/services/submission-guidelines/pharmaceutical-submission/

Course of the EUnetHTA benefit assessment

Expression of interest from pMAH

WP4 HTA Process

Letter of intent

Scoping meeting with pMAH

Submission file

Develop PICO
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By author and co-author

2nd version of JA
Incorporating feedback Dedicated Reviewers

Expert input & fact check MAH

Final version of JA

National HTA/decision making 
process

Fact check by MAH

EU Market Authorisation

CHMP = Committee for Medicinal Products for Human Use; pMAH = (pharma) marketing authorisation holder;

PICO = model in evidence-based medicine: P = patient, I = intervention, C = comparison and O = outcome; JA = joint assessment

EU Regulatory Process

Identification of external 

experts (clinicians and pa-

tients)

Input on scope (PICO)
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submission file
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experts
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Figure 2: One of the major challenges of European benefit assessment is that the preparation of the assessment must al-

most take place parallel to the work of the approval authorities.
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was placed on the fact that a detailed statistical analysis

plan (SAP) or data regarding quality of life were missing in

the GO29365 study or insecurities were due to an incomple-

te presentation of adverse events at certain data cut-offs.

The descriptive result presentation in the specific proce-

dure on the different research questions in the European

benefit assessment did not reflect the assessment of the

additional benefit in advance, even though certain (surro-

gate) end points were (also) presented that would not ha-

ve been considered patient relevant and thus not have

been included in the assessment in the AMNOG procedu-

re. In summary, the discussion about the endpoints or the

subgroup analyses of the pharmaceutical company is diffe-

rentiated and more detailed in the German assessment

process.

Overall, an evolution of European assessments can be

observed, so that the European benefit assessment can be

integrated into the AMNOG assessment if certain procedu-

ral specifications are observed, such as transparent hand-

ling of submitted documents and comments as well as ca-

reful evaluation of evidence and notes on missing eviden-

ce. In the present case, the main stakeholder (IQWiG) was,

however, familiar with the German processes and thus the

assessment report was similar to the already known assess-

ment reports and comparable to the methodological stan-

dards of the AMNOG benefit assessment. However, the

previously published European assessment reports are not

in a quality that makes them suitable for further use in the

AMNOG process.

It remains to be seen how other countries will deal with

the assessment of polatuzumab vedotin.

Conclusion and outlook

Even if the first draft regulation on the European benefit

assessment will be further discussed and main levers still

require fine-tuning, a final version is not yet in sight. Much

will depend on how successful the Joint Action 3 of the EU-

netHTA project will be, to which extent methodological

cornerstones and standards can be agreed upon, how pro-

cess steps will be optimised and coordinated and how con-

fidence in each other’s work has grown. The most recent

publications of a Joint Assessments show that – under cer-

tain conditions – relevant information can be derived for

the benefit assessment.

This presupposes that there are no relevant changes in

the approval process, the individual research questions are

clearly defined and represented, the assessment is metho-

dologically robust without any influence of the pharma-

ceutical company and the pharmaceutical is placed on the

German market shortly after the European assessment.

The methodological discussion will not be over after EU-

netHTA JA 3, just like it is not over in the AMNOG procedu-

re. The national procedure is constantly evolving, adjust-

ments made and new processes are added.

This is shown impressively by the most recent legal spe-

cifications, e.g. the possibility to request post-market data

collection, taking particular account of the resistance issue

of antibiotics, or specific requirements for the application

of ATMPs. It remains to be seen to what extent these natio-

nal regulations can be integrated Into a European process.

One significant positive development within the scope of

the EUnetHTA project is that the cooperation between ap-

proval authorities and HTA institutions has improved signi-

ficantly. Due to the mutual understanding for the different

tasks, the need for an early exchange and supporting each

other in the request for better evidence is seen on both si-

des.

The current pandemic situation shows that a European

cooperation in the field of evidence-based medicine is im-

portant. Research activities by individual stakeholders wit-
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hout a solid methodological planning of the evaluations,

partly hasty and not quality-secured data communication,

lack of central coordination of scientific questions and acti-

vities create uncertainty among decision-makers and lead

to contradictory regulations in the member states. A valid

data generation and assessment of evidence – even if this

seems to take more time in the first step – finally leads to a

better and more effective patient-relevant healthcare for

patients in a shorter time.
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FPIA, as the European association of the

pharmaceutical industry, has supported HTA

cooperation across Europe since the founda-

tion of EUnetHTA in 2006-07. EFPIA members

have participated in various pilot projects on

the evaluation of clinical evidence and were able to im-

plement them successfully together with the EUnetHTA.

However, after many years of voluntary cooperation it be-

came obvious that the potential of temporarily funded

EUnetHTA projects has reached its limits: a legal frame-

work with clearly defined participation rights and obliga-

tions for all stakeholders is now required to ensure an ef-

fective and sustainable cooperation and faster access to

innovative pharmaceuticals at national and regional le-

vel.

In 2018, EFPIA advocated the European Commission’s

draft law coordinating the cooperation of national bodies

across Europe in a well-structured procedure while ma-

king use of all skills and experiences of national HTA bo-

dies to achieve the highest quality standards at European

level. Although the draft law is widely supported, there

are, however, certain suggestions for improvement. The-

se mainly result from the experiences that EFPIA mem-

bers and other stakeholders have gained within the sco-

pe of the many years of EUnetHTA cooperation.
1

Common definition of requirements

The possibility of a common definition of the key assess-

ment elements during the scoping phase – comprising

endpoints, determination of patient groups and appropria-

te comparative treatment – is of central importance. Thus,

it seems neither rational nor reasonable to display the dif-

ferent national clinical HTA assessment processes cumula-

tively in the European assessment process in their current

form. In particular, the joint early scientific consultation

E

European benefit assessment:
The industry’s perspective

Edith Frénoy | Director Market Access, HTA policy lead at the European Federation of Pharmaceutical
Industries and Associations

The voluntary cooperation of national HTA bodies within the

scope of EUnetHTA has reached its limits: a legal framework

with clearly defined participation rights and obligations for

all stakeholders is now required to ensure an effective and

sustainable cooperation and faster access to innovative

pharmaceuticals. EFPIA – as the European association of the

pharmaceutical industry – appreciates the European Com-

mission’s draft law coordinating the cooperation of national

bodies across Europe in a well-structured procedure while

making use of all skills and experiences to achieve the hig-

hest quality standards. Specific suggestions for improve-

ment include i) common definition of requirements in the

scoping phase; ii) participation rights of the industry; iii) bin-

ding force of the European reports; iv) definition of a clear le-

gal framework; and v) assurance of compatibility with the

German AMNOG system.



provided by the EMA and EUnetHTA involving key stake-

holders including the EMA shall set the course for a joint

EU assessment that can be used at national level.

Participation rights of the industry

Based upon previous experiences of the industry with EU-

netHTA, pharmaceutical companies should have the possi-

bility for transparent exchange with the responsible HTA

bodies during the assessment process to be able to ad-

dress questions directly. Moreover, a mechanism for con-

flict resolution shall be implemented to ensure a smooth

integration of the European report into national systems

and give the pharmaceutical company the opportunity to

indicate formal errors and perceived divergences in the in-

terpretations at the end of the assessment process to the

conducting HTA bodies.

Binding force of European reports

From the industry’s perspective, it is also of central import-

ance that the results of the European benefit assessment

can be used for subsequent national assessment decisions

and member states do not re-evaluate the evidence base

that has been established at EU level. A flexible design that

would allow for a deviation from the European assessment

process and a free re-interpretation of the results would ul-

timately lead to a lack of incentives for the stakeholders of

the EU process for a joint assessment of the clinical eviden-

ce and thus for a European decision-making process. The-

refore, the draft regulation deliberately requests the sys-

tematic involvement of member states in the design of the

joint assessment processes.

Legal framework

A clearly defined legal framework is required to ensure

transparent procedures, while ruling out potential conflicts

of interests e.g. regarding confidentiality of submitted da-

ta. The commission can monitor compliance with the pro-

cedural steps in the European process and establish the

basis for a process, in which the involved stakeholders and

the general European public can place trust.

Compatibility with the German AMNOG

In concrete terms, for Germany a European benefit assess-

ment would mean that the G-BA as the highest body of

self-government in the health care sector would keep its

central function and still take a decision about the extent

of the additional benefit of new pharmaceuticals on the

basis of the European report that has been prepared under

German participation. Similarly, subsequent negotiations
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of an economic reimbursement amount would still be con-

ducted between the National Association of Statutory

Health Insurance Funds (GKV-SV) and the pharmaceutical

company.

The IQWiG that currently assesses the clinical data on

behalf of the G-BA as a basis for a recommendation regar-

ding the additional benefit would then be involved in the

benefit assessment process at European level. The frame-

work conditions of AMNOG, e.g. determination of an ap-

propriate comparative treatment that is suitable for the

German treatment context, can be integrated into the Eu-

ropean process within the scope of the so called scoping

phase, discussed with HTA experts of other member states,

and then applied at national level. Analogous to the early

consultation which is experiencing increased demand at

national level, aspects such as study design and endpoints

can be discussed at an early stage of the development of

pharmaceuticals and study planning with all stakeholders

Source: EFPIA, An industry perspective on the current EUnetHTA process for harmonized assessment – real world evidence.

lndustry recommendations for future joint assessments (1)

Recommendations regarding the process of joint assessments

Recommendation 1: An experienced author involved to each assessment team 

To ensure a high-level quality of the joint assessments, an experienced author should be involved in each assessment. This would gu-

arantee an appropriate level of confidence and expertise in utilising the advanced REA methodologies developed by EUnetHTA. The 

assessment team should consistently commit adequate resources throughout the whole process.

Recommendation 2: The systematic involvement of patient organisations and external clinical experts

 Patient organisations and external clinical experts should systematically be involved in all the joint assessments. Their input should be 

considered in both the scoping and the assessment phase in order to maximise the quality of the joint assessments. There should be 

transparency on the criteria for their selection and on how their input is considered in all the steps of the process.

Recommendation 3: A consistent approach across scoping meetings

There should be a consistent approach to the scoping meeting, with the possibility for the manufacturers to discuss with the authors the 

elements of the PICO and the best methodology for the assessment. It should be responsibility of the authors to ensure that the resulting 

PICO is supported by strong scientific evidence and any decisions taken in the scoping phase should be taken forward throughout the 

assessment process.  More facilitated communication between the manufacturer and the assessment team would help to expedite the 

process.

Recommendation 4: Introduction of a review meeting

There should be a review meeting for manufacturers, patient organisations and clinical experts to discuss the draft report with the assess-

ment team. The factual accuracy check process should be a mandatory process step in all future assessments.

Recommendations regarding the confidentiality of joint assessments

Recommendation 5: Setting up a EUnetHTA framework for confidentiality

There should be a framework regarding confidentiality before the assessments start. This would ensure that the best and most relevant 

evidence is included in the final joint assessment, increasing their quality and reducing the need for subsequent integration of evidence 

(and, ultimately, maximising their use).
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within the scope of the European joint scientific consultati-

ons and implemented accordingly. As both G-BA and IQ-

WiG already play a major role in the development of me-

thodology, quality assurance and generation of evidence

by the EUnetHTA, they wouldn’t lose much of their import-

ance during benefit assessment.

EFPIA now hopes that the current deadlock in the nego-

tiations of the Council of the EU will be overcome and that

a solution will be found in the best interests of patients,

healthcare systems and industry. For Europe and Germany

this provides the opportunity to align divergences in the

assessment of the clinical benefit and integrate innovative

therapies into the national healthcare systems without sa-

crificing the national sovereignty with regard to reimburse-

ment or compromising the highly valued timely patient ac-

cess to innovative pharmaceuticals in Germany.

References
1 EU-level collaboration on joint clinical assessment of medicines in a post-CO-

VID-19 world. Available at:

https://efpia.eu/media/547508/efpia-an-industry-perspective-on-the-current-e-

unethta-process-real-world-evidence.pdf

Source: EFPIA, An industry perspective on the current EUnetHTA process for harmonized assessment – real world evidence.

lndustry recommendations for future joint assessments (2)

Recommendations regarding the resolution of issues in the assessment phase

Recommendation 6: Introduction of an issues resolution mechanism

The introduction of a systematic mechanism for issues resolution should be considered (as last-resort) to increase the rigour 

of the assessment phase and its outcome whilst demonstrating that the process is impartial and that the 

assessment team is accountable.

Recommendations regarding governance

Recommendation 7: Adoption of a consistent approach across all the assessments 

A consistent approach should be used for all the assessments: this should be based on an agreed European approach based on EUnetHTA 

methodologies capable to adapt to the scientific challenges posed by different technologies.  Different national authors should be able to 

come to the same conclusions.

Recommendation 8: Consensual agreement to changes to the EUnetHTA process

If there is a need to adapt approaches, this should be agreed prior to starting the assessment based on discussions with the industryand 

agreed with the manufacturer participating to the assessment.

Recommendation 9: Resources allocation and EUnetHTA timeline prioritising high-quality joint assessment reports

The timeline and resource allocation for the joint assessments should allow for a high-quality report. The industry shares the objective 

to have timely publication that is aligned to the regulatory process. The process timeline should automatically adapt to changes in the 

timeline of the regulatory process.  There should be a facilitated discussion with the assessment team about the circumstances where fle-

xibility in the timeline could increase the quality of the report: this would ultimately benefit the overall quality of the final assessments 

and support their use in national settings.

Recommendation 10: A clearly defined process for escalation of process issues

A clear set of rules to escalate and resolve process issues would be beneficial to all the stakeholders.
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ackground

Most of the approval process for new pharma-

ceuticals has been harmonised within the Eu-

ropean Union (EU). The majority of approvals

are granted centrally on the basis of the assess-

ment of the European Medicines Agency (EMA). The ap-

proval itself is granted by the European Commission which

operates a central registry of all pharmaceuticals that have

been approved in the EU.
1

All subsequent decisions on whether and under what

conditions new pharmaceuticals are prescribable (e.g. at

which price, with or without restrictions against the appro-

ved field of application) will be taken at country level. The-

se decisions are usually based on national benefit assess-

ments by national HTA (Health Technology Assessment)

agencies. In Germany, the early benefit assessment has

been particularly decisive since 2011 according to the Ger-

man Pharmaceutical Market Reorganisation Act (AMNOG).
2

Most of the reports on the early benefit assessment are

prepared by the Institute for Quality and Efficiency in He-

althcare (IQWiG), while decisions on the benefit assess-

ment are taken by the Federal Joint Committee (G-BA).

Many national HTA agencies, including the IQWiG, joi-

ned a network of European HTA agencies that was foun-

ded in 2009 (EUnetHTA). The goals of this network which is

currently already in an extended third project phase fun-

ded by the EU (Joint Action 3)
3
 are to establish a sustaina-

ble network for the exchange of knowledge between HTA

agencies and the promotion of a good practice of HTA

methods and processes ensure a more efficient use of HTA

resources.
4
 The exchange within the EUnetHTA has contri-

buted immensely to a mutual understanding of common

features and differences between the agencies and the in-

dividual requirements and legal framework conditions in

the national healthcare systems.

B

Short interjection on the IQWiG’s perspective
on European benefit assessment

Dr Thomas Kaiser | Institute for Quality and Efficiency in Healthcare (IQWiG), Cologne, Germany

During the Platform Meeting in March 2020, the IQWiG

had the chance to give a short „interjection“ on the IQWiG’s

perspective on European benefit assessment addressing the

following topics: 1. European benefit assessment requires

completeness and transparency. 2. European benefit

assessment must take the specific treatment situation of

the individual countries or healthcare systems, respectively,

into consideration.

This article outlines the information gain achieved

through statutory completeness and transparency

requirements for study results in the AMNOG procedure and

the differences across Europe. Regarding the 2. point, the

example of the comparative treatment shows why European

benefit assessment must consider the treatment situations

in the individual countries, if it is supposed to be what the

EU Commission wants it to be, i.e. the scientific basis for

reimbursement decisions in the individual EU countries.



One subject of the cooperation in the EUnetHTA is the

consultation of pharmaceutical companies together with

the EMA prior to the benefit assessment and approval as

well as common benefit assessment on a voluntary basis.

In 2018, the discussion about a common benefit assess-

ment gained substantial pace with the EU Commission’s

draft regulation.
5 

This draft regulation was discussed criti-

cally in many European countries including Germany. Ma-

ny of the discussion points were addressed during the Plat-

form Meeting in March 2019 and are outlined in the confe-

rence transcript.
6
 More than two years after the publication

of the draft regulation there is still no consensus on a com-

mon benefit assessment at European level and the Corona

pandemic has led to a shift of priorities in European health

policy.
7
 Nevertheless, it makes sense to outline the main

principles for a common European benefit assessment

from the IQWiG’s perspective as they are also useful for vo-

luntary common assessments within the scope of

EUnetHTA.

During the Platform Meeting in March 2020, the IQWiG

had the chance to give a short interjection on this topic.

However, due to the time limitation, not all principles

could be presented. Therefore, only the following two ma-

jor topics were presented:

1. European benefit assessment requires completeness

and transparency.

2. European benefit assessment must take the specific

treatment situation of the individual countries or healthca-

re systems, respectively, into consideration.

European benefit assessment requires completeness

and transparency

From the IQWiG’s perspective, data completeness and

transparency of the procedure are indispensable prerequi-

sites for an appropriate benefit assessment. This applies

both at national and European level. Only if all (relevant)

data are available, the result of the benefit assessment can

be unbiased. And only if the benefit assessment itself is

transparent, it can be understood, discussed and properly

implemented in decisions and daily practice. The example

AMNOG in Germany demonstrates that completeness and

transparency are possible and result in a significant know-

ledge gain for informed decisions in the whole healthcare

system as well as concrete treatment decisions.

Completeness and transparency are possible:

The example of AMNOG

The legal framework conditions for benefit assessment ac-

cording to AMNOG are outlined in Section 35a of the 5th

German Social Codebook (Sozialgesetzbuch V, SGB V) and

the corresponding Pharmaceutical Products Benefit As-

sessment Ordinance.
8,9

 They also include provisions on the
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requirements as to which data the pharmaceutical compa-

ny has to submit as well as on the transparency of the pro-

cedure. Here, two aspects are vital:

1. The pharmaceutical company „[submits] all results,

study reports and study protocols of studies on the phar-

maceutical [...], for which the company acted as sponsor as

well as all available information about ongoing or disconti-

nued studies with the pharmaceutical, for which the com-

pany acts as sponsor or has been financially involved ot-

herwise, and relevant information on studies of third par-

ties, where these are available“.
9

2. The pharmaceutical company „shall label trade and

business secrets as such in the dossier. This labelling shall

not conflict with the obligation for the disclosure of study

results“.
9

The legislator has thereby recognised that both compo-

nents are required for an appropriate benefit assessment:

Neither an incomplete but transparent benefit assessment

nor an incomplete, but intransparent benefit assessment

provides a sound basis for decision-making. If the pharma-

ceutical company does not comply with one of these pro-

visions, the respective pharmaceutical cannot be granted

an additional benefit. On the basis of these clear specifica-

tions and sanctions, pharmaceutical companies only refu-

sed to comply with the completeness or transparency pro-

vision with the respective consequences in a few individu-

al cases (e.g. 
10,11

).

In 2015, an analysis of the IQWiG of all early benefit as-

sessments completed so far showed that these require-

ments regarding completeness and transparency are asso-

ciated with a significant knowledge gain.
12

Figure 1 illustrates this knowledge gain on study results

as compared to other publicly accessible sources. Publica-

tions in scientific journals, publicly accessible approval re-

ports of the EMA, and study registries only contain signifi-

cantly less than half of the actually available information

on study results.

Considering these three sources together, all data is only

available in approximately 50 percent of the study results

and approximately 30 percent of the study results have not

been reported in any of the three sources. Contrary to this,

publicly accessible sources in the AMNOG procedure (Mo-

dules 1 to 4 of the dossier of the pharmaceutical company,

benefit assessment of the IQWiG, decision of the G-BA)

contain almost complete information on the study results.

Completeness and transparency at European level:

Room for improvement

A look at Europe shows: Completeness and transparency

cannot be taken for granted, and the resulting information

deficits are measurable.

This becomes quite apparent in the assessments HTA

agencies perform as a basis for the decisions of the Natio-

nal Institute for Health and Care Excellence (NICE) in Great

Britain. Large parts of the report are usually redacted and

obviously the agencies do not have all data that needs to

be submitted within the scope of the AMNOG process. This

is subsequently illustrated by the example of the assess-

ments on baricitinib for the treatment of rheumatoid arth-

ritis or palbociclib for breast cancer:

• Baricitinib: In the RA-BEAM study, treatment with barici-

tinib was compared to treatment with adalimumab. Pa-

tients treated with baricitinib reported serious adverse

events more frequently and the result was statistically

significant. These results were compared in the AMNOG

procedure.
13

 Obviously the competent British HTA

agency also had this information, but the results were

redacted in the NICE report.
14

• Palbociclib: There are two studies comparing palbocic-

lib + letrozole with letrozole: PALOMA-1 and PALOMA-2.
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With approximately four times as many patients, PALO-

MA-2 represents the large majority of the body of infor-

mation. Both studies show no significant difference in

terms of overall mortality between the treatment arms.

In the small PALOMA-1 study, the directions of effects

favoured palbociclib + letrozole while they objected

palbociclib + letrozole in the larger PALOMA-2 study.

These results were published in the AMNOG procedu-

re.
15

 However, the assessment of NICE states: „No OS da-

ta were available from PALOMA-2 ...“.
16

In the assessments of the EUnetHTA group, completeness

and transparency can also not be taken for granted at pre-

sent. An example from the ongoing project phase of Joint

Action 3 shows: In the PTJA04 report, the new active ingre-

dient sotagliflozin for the treatment of type 1 diabetes pa-

tients was evaluated.
17

During a so-called „fact check“ the pharmaceutical com-

pany was given the opportunity to make comments before

the report is published. During this „fact check“, the phar-

maceutical company objected the publication of the study

results which the company had labelled as confidential in

the dossier and the authors of the report drew the follo-

Availability of study results in various sources
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Figure 1: Publications in scientific journals, study registries and publicly accessible approval reports of the EMA only

contain less than half of the actually available information on study results.
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wing consequences:
18

 „The authors were not allowed to

use the confidential information from the submission dos-

sier attachments and have removed this information from

the document upon request from the MAH.“

It is not known which information is meant and which

consequences arise thereof. It is not really conceivable that

such a report can provide the basis for national reimburse-

ment decision or can be used to conduct an adequate hea-

ring procedure.

The position of the pharmaceutical industry:

Back to the Stone Age of intransparency?

The example of EUnetHTA for the case of sotagliflozin

shows that intransparency is the consequence of the requi-

rements of the responsible pharmaceutical company. In

general, intransparency of NICE assessments is also due to

this fact. This and the position of NICE can be seen in the

example of palbociclib. Besides the above mentioned lack

of information on the overall mortality in the PALOMA-2

study, many study results were, as usual, redacted in the

NICE report on palbociclib.
16 

With the aim of publication of

this information, a Freedom of Information Act Procedure

was initiated. This and the answer of NICE were published.
20

 Among other things, NICE stipulates: „On balance, we

therefore believe that protecting the commercial interests

of Pfizer and of NICE outweighs the public interest in disc-

losure...“ and „The information is academic in confidence

(AIC). It is the most recent overall survival (OS) data cut

from the PALOMA-1 trial. It was marked AIC by the compa-

ny, as it has not yet been published.“

What exactly does that mean?

1. The pharmaceutical company prohibits the publicati-

on of study results that are obviously relevant for the as-

sessment for commercial reasons. From NICE’s point of

view, commercial interests are more important than the

public interest in the data.

2. The pharmaceutical company prohibits the publicati-

on of study results, also with the argument that these have

not yet been published in a scientific journal. From NICE’s

point of view, the fact that the results have not yet been

published in a scientific journal presents a valid argument

to withhold information on the overall mortality from the

public.

In Germany, the legislator decided to take the opposite

way for a very good reason (see above mentioned details

on the information content in scientific journals). However,

major effort will be required to maintain this transparent

and independent course at European level. This is not only

shown by the example of sotagliflozin.

The objective of the pharmaceutical industry appears to

take the course of intransparency that has been establis-

hed with NICE across Europe as it becomes apparent in di-

scussions between EUnetHTA and EFPIA (European Asso-

ciation of Pharmaceutical Industries and Associations).
19

European benefit assessment must take the specific

treatment situation of the individual countries or

healthcare systems, respectively, into consideration

Understanding the term „European benefit assessment“ in

the sense of the draft regulation of the EU Commission,

this is associated with the following key objective: Prepara-

tion of a common assessment report that provides the ba-

sis for reimbursement decisions in the individual EU count-

ries. The Commission distinguishes between clinical and

non-clinical dimensions.
5
 The common assessment report

shall be limited to the clinical dimensions, because reim-

bursement decisions lie within the responsibility of the na-

tional authority and also because from the EU Commissi-

on’s point of view „non-clinical assessments are often more
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influenced by the respective national or regional context“.
5

In a comment to the draft regulation, the German Medi-

cal Association criticises the classification of the assess-

ment scope by the EU Commission:
20

 „From a methodolo-

gical point of view, the separation into clinical and non-cli-

nical dimensions is artificial and ignores that HTA requires

an overall concept in which the dimensions of the benefit

assessment are clearly defined. This plays a significant role

for both scope and content of the required literature and

evidence research, respectively.“ In the next section it will

be illustrated by the example of the comparative treat-

ment why also the „clinical dimensions“, i.e. evaluation of

the studies, can be significantly influenced by the respecti-

ve national or regional context.

From a pure German perspective (which is not the one

of the IQWiG) it would be unproblematic if European eva-

luation reports corresponded exactly to the benefit assess-

ments performed within the scope of the AMNOG proce-

Availability of oncological products recommended by the EMA in 2018 in selected

Source: All data according to analysis of WIP 1/2020 [21].

Key: DE: Germany. NL: The Netherlands. GB: Great Britain. FI: Finland. CH: Switzerland. BE: Belgium. ES: Spain.
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Figure 2: The varying availability of new oncology products demonstrate that uniform treatment standards cannot be

assumed across Europe.



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

dure. However, from the perspective of other countries it is

not clear whether a specific AMNOG assessment can provi-

de a suitable decision basis for local reimbursement decisi-

ons. Why is this the case and is necessarily different than it

is handled during approval?

While the question „Can a pharmaceutical be used be-

cause it provides a larger benefit than it does harm?“ is ad-

dressed during approval, the question during benefit as-

sessment is „(under what conditions) should the pharma-

ceutical be used, because a better treatment result can be

expected as compared to the previous treatment opti-

ons?“. Thus, the question of benefit assessment refers to

the local (country-specific) situation. The consequences are

obvious: An AMNOG assessment during which e.g. a new

pharmaceutical with chemo-immunotherapy is compared,

as it constitutes the present treatment standard in Germa-

ny, would be useless for countries, in which chemo-immu-

notherapy is not available.

Figure 2 illustrates the availability of oncology products

recommended by the EMA in selected European countries

in 2018 based on a current analysis of the Scientific Institu-

te of Private Health Insurance (WIP).
21

 It is evident from this

that across Europe uniform treatment standards cannot be

taken for granted.

If the intention is to pursue the goal of using a common

European assessment report as a basis for reimbursement

decisions in the individual EU countries, this report must

take local circumstances into consideration. Thus it is man-

datory that such a report does not only cover one single

question (comparison of a new pharmaceutical with any

however selected comparative treatment), but also addres-

ses the individual questions of all involved countries. And

the result may be that comparative studies are available for

the (common) question of some countries (because the

comparative treatment selected by the pharmaceutical

country corresponds to the treatment standard in these

countries), while no comparative studies are available for

the (common) question of other countries. In these cases,

it might thus be necessary to also provide indirect compa-

risons against the treatment standard of these countries.

But if European benefit assessment primarily implies – as

sometimes noticeable – that dossier preparation shall be

facilitated for the pharmaceutical company, the objective

of a useful European benefit assessment is clearly missed.
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ccording to Section 130b Paragraph 5 SGB V

(5th German Social Codebook), the AMNOG

Arbitration Board is not directly affected by

the discussion about the potential Europea-

nisation of benefit assessments, because it

only become active after the benefit assessment has been

completed; moreover, it is generally bound to this assess-

ment, thus does not perform a separate benefit assess-

ment – at least not in a way as to correct an existing bene-

fit assessment.

At the same time, certain competences of the arbitration

board are unavoidable within the scope of pricing to speci-

fy benefit assessment decisions. This is particularly the ca-

se with inconsistent benefit assessment decisions or if the

factual or legal situation has changed since the decision

has been taken. Thus, the arbitration board is dependent

on the benefit assessment decision and its transparency in

various aspects.

For any considerations about a potential Europeanisati-

on of benefit assessments it might therefore be interesting

to take a closer look at the questions and problems that

occur in the daily practice of the AMNOG Arbitration

Board. For this purpose, we will subsequently outline the

arbitration board’s activities.

I. Organisation of the arbitration board

1. Composition of the arbitration board

With the Appointment Service and Care Act (TSVG) the re-

cruitment mode of the arbitration board has changed sin-

ce 2019: If pharmaceutical associations and the National

Association of Statutory Health Insurance Funds (GKV Spit-

zenverband) cannot agree on an impartial chairman, he is

no longer drawn by lot as in the past, but determined by

the Federal Health Minister. However, the operators of the

arbitration board did not want to show weakness that

A

Current issues of the determination of
reimbursement amounts

Professor Dr Stefan Huster | Director of the Institute for Social- and Health Law, Ruhr University Bochum

The determination of reimbursement amounts by the

arbitration board according to Section 130b Paragraph 5

SGB V is based on the (early) benefit assessment.

Thus, for the arbitration board the question arises which

consequences Europeanisation of Health Technology

Assessments (HTA) would have on its work. Against this

background, this article reflects ongoing arbitrationand

legal proceedings of the arbitration board.



would have resulted a further disempowerment of the

self-administration by the Federal Ministry of Health and

have thus appointed the author of this article as chairman

of the arbitration board as of 1 July 2019 and Thorsten

Kingreen – who is also professor at his Faculty of Law – as

deputy. The other impartial members had already been ac-

tive in the last term of office.

2. Update of the Rules of Procedure

One of the first acts of the arbitration board in the new

term was to update the Rules of Procedure (GSchO). The

impartial members who decide on the GSchO „in consulta-

tion“ with the operators of the arbitration board (Section

130b Para. 6 p. 2 SGB V) are responsible for this procedure.

The update in autumn 2019 mainly included formal adjust-

ments to take account of the changes in the legal frame-

work conditions as well as practical requirements resulting

from previous work and the office located at the GKV Spit-

zenverband; these were not controversial.

However, two particularities should be noted: On the

one hand, the German Association of Pharmaceutical Im-

porters (VAD e.V.) participated in the consultations of the

GSchO for the first time as sponsoring organisation of the

arbitration board. The VAD had enforced its role as of one

of major national associations of pharmaceutical compa-

nies at federal level that have been established for the en-

hancement of the economic interests and thus one of the

sponsoring organisations of the arbitration board (Section

130b Para. 5 p. 1 SGB V) before the Berlin-Brandenburg Su-

perior State Social Court (LSG Berlin-Brandenburg). After

the Federal Social Court had confirmed this decision, it was

appropriate to involve the VAD, as there was a certain legal

risk that – especially since the BSG decision – the arbitrati-

on board would no longer be able to take legitimate deci-

sions without involving the VAD.

Meanwhile, the VAD has declared its consent to the BMG

regarding the new composition of the arbitration board as

of 1 July 2019 – which the VAD was not yet part of – so that

Organisation of the arbitration board

Source: Professor Stefan Huster

 Impartial Chairman: Huster (Kingreen) – previously 

Wasem (Rische)

 Impartial member: Fricke (Riederer – Nagels)

 Impartial member: Hansen (Kaesbach)

  Note new regulation: in case of disagreement no 

longer drawn by lot as in the past, but determined by 

the FHM!

Composition of the arbitration board according to § 130b SGB V 

since 1 July 2019:
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Professor Dr Stefan Huster  studied law and philoso-

phy in Bielefeld and Frankfurt. He completed his doctora-

te and post-doctoral lecturer qualification (habilitation)

at the Faculty of Law at the University of Heidelberg. In

2004, he became professor for public law, social and

health law and legal philosophy as well as director of the

Institute for Social- and Health Law at the Ruhr University

Bochum. He is a member of the Leopoldina – German

National Academy of Sciences and Impartial Chairman

of the AMNOG Arbitration Board.
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these legal concerns should have been dispelled now. At

the next opportunity, the framework agreement according

to Section 130b Para. 9 SGB V should be updated and re-

adopted taking account of the VAD’s involvement. The fact

that other associations might represent non represented

pharmaceutical companies and also seek the status of a

„relevant major national association“, cannot be excluded,

but is not apparent at present.

In addition, during the update of GSchO, a problem has

been encountered that has been discussed over and over

again within the scope of the AMNOG process, i.e. the

question as to how confidential negotiations and results of

the arbitration procedure can be. Although strict secrecy of

the German reimbursement amounts would be favourable

for all stakeholders, especially as these German prices serve

as a global reference, it is difficult to ensure and would, ho-

wever, present some kind of impurity in the self-administra-

tion of the GKV and could not be established so far.

However, the law stipulates that reimbursement nego-

tiations and the arbitration procedure including discussion

documents and transcripts are „confidential“ (Section 130b

Para. 1 S. 7 and Para. 4 S. 7 SGB V). This provision that had

become part of this law by means of the Structure of

Health Care Act of the Statutory Health Insurance (GKV-

VStG) – mainly to protect the trade secrets of pharmaceuti-

cal companies – was now mobilised, especially by health

insurances, in order to restrict third party access to the ar-

bitration awards.

Due to the fact that inspection of arbitration awards had

always been possible – though complicated – at the office

of the arbitration board according to Section 23, with the

GSchO update an opportunity should be provided to send

arbitration awards as files or even publish them on the

new dashboard of the arbitration institutions at federal le-

vel (https://www.schiedsstelle.de/).

But this change was not approved by the BMG with refe-

rence to the confidentiality clause so that personal inspec-

tion still remains the only option. There were even discussi-

ons on whether the requirement of confidentiality does

not preclude third party inspections. However, this might

have created a problematic imbalance: For while the GKV

Spitzenverband is involved in every arbitration procedure

and is thus aware of all arbitration awards, it would have

become rather difficult for pharmaceutical companies to

inform themselves accordingly. Moreover, judicial control

of a potential self-commitment of the arbitration board

would also have been impaired.

II. Current arbitration proceedings

At present (as of 14 March 2020), the arbitration board has

four ongoing requests. One request to the „old“ arbitration

board regarding Alofisel®/darvadstrocel was processed

without negotiation of the arbitration board; it related to

the rather marginal question as to whether and to what ex-

tent the company is obliged to report its product including

all necessary information to the relevant price and product

directory according to Section 131 Para. 4 SGB V and fra-

mework agreement. The other four ongoing requests were

only received by the arbitration board in the course of

2020 and will be outlined below.

1. Kigabeq®/Vigabatrin

This arbitration procedure is about a so-called PUMA phar-

maceutical for children for the treatment of infantile

spasms (West’s syndrome) and refractory partial epilepsy.

The company’s request for exemption from early benefit

assessment due to insignificance was unsuccessful (cf. Sec-

tion 35a Para. 1a SGB V). The subsequent benefit assess-

ment revealed that the product does not provide any addi-

tional benefit; the company didn’t even submit a dossier.
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Price negotiations between the company and the GKV

Spitzenverband did not take place, because the company

thinks that the whole benefit assessment process was not

suitable for paediatric pharmaceuticals, if the PUMA-ap-

proval only relates to the child-friendly dosage form of an

already approved active ingredient.

Against this background, the company contacted the ar-

bitration board. In this case, the arbitration board is faced

with a particular challenge, as legal provisions are addres-

sed and criticised that are binding for the arbitration board

and are not up for negotiation.

2. Rapiscan®/Regadenoson

This arbitration procedure that was initiated by request of

the GKV-Spitzenverband involves a rather specific constel-

lation. The product is a diagnostic agent, i.e. a pharmacolo-

gical stress agent for myocardial perfusion imaging and

measurement of fractional flow reserve. The company did

not submit a dossier, because the product is not subject to

the AMNOG procedure according to their opinion, as – alt-

hough it received the new indication „measurement of

fractional flow reserve“ – it had previously undergone met-

hod evaluation according to Section 135 SGB V. Thus, this

case is about the relationship between the method evalua-

tion and AMNOG procedure.

3. Tecfidera®/Dimethyl fumarate

This arbitration procedure is the result of a decision of the

LSG Berlin-Brandenburg which will be discussed below.

The pharmaceutical company submitted the request for

the current procedure after the case before the LSG

against the benefit assessment decision of the G-BA and

the subsequent decision of the arbitration board had fai-

led; the pharmaceutical which is approved for the treat-

ment of relapsing-remitting multiple sclerosis had not

been granted an additional benefit by the G-BA. The court

gave special consideration to the time of the assessment of

the legitimacy of the arbitration board’s decision.

The company considered the arbitration board’s decisi-

on to be a continuous administrative act, so that changes

should have been taken into account and proceedings re-

ferenced to the time of the last oral hearing according to

Section 48 of the Administrative Procedure Act (VwVfG).

However – according to the general principles – the LSG

considered the date of the authority’s decision to be rele-

vant for the rescissory action. However, the question then

arises as to whether and to what extent changes of the fac-

tual or legal situation after the arbitration award can be im-

plemented. The LSG’s decision indicates that the AMNOG

specific regulations on the potential termination of the

reimbursement agreement might have superseded the ge-

neral provisions of SGB X on the withdrawal and revocati-

on of administrative acts. But then the question is what ap-

plies here. Meanwhile, the pharmaceutical used as appro-

priate comparative treatment had to be taken from the

market due to a patent dispute. The „succeeding“ pharma-

ceutical is more expensive, so that the pharmaceutical

company would naturally prefer to re-negotiate the reim-

bursement amount on the basis of the changed situation

and has thus terminated the reimbursement negotiations

extraordinarily. But was the company entitled to termin-

ate? And if yes, according to which legal provision? Does

the provision of unreasonableness of adherence to agree-

ments (Section 59 SGB X) apply here? And if so, is adheren-

ce to the contract unreasonable? Does this depend on the

regular term of the contract or the economic losses?

This presents an important preliminary question for the

arbitration board: Does it consider the request inappro-

priate due to ineffective termination or do the parties have

to enter into new price negotiations?
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4. Erleada®/Apalutamide

This procedure is about a pharmaceutical indicated for the

treatment of adult patients with non-metastatic castrati-

on-resistant prostate cancer who are at a high risk for the

development of metastases; the product was granted a

low additional benefit by the G-BA. In this case, besides the

reimbursement amount, the relationship of the AMNOG

procedure to the stipulation of reference prices is contro-

versial.

III. Proceedings and decisions

According to Section 29 Para. 4 No. 3 SGG, the LSG Berlin-

Brandenburg is responsible for lawsuits of the first instance

against the arbitration board. In many cases, the legal issu-

es are often only clarified by the Federal Social Court (BSG),

especially as in case of the LSG two senates are responsible

for proceedings against the arbitration board.

In the following section major judicial proceedings and

decisions are outlined:

1. BSG of 4 July 2018 (B 3 KR 20/17 R – Eperzan®/

Albiglutide)

With this decision, the BSG quite correctly rejected the

concerns of the LSG Berlin-Brandenburg against the agree-

ment or stipulation, respectively, of so called mixed prices

and acknowledged that a mixed price is unavoidable, if a

common price must be stipulated on the one hand, but

the G-BA differentiates between patient groups with diffe-

rent additional benefit on the other hand. If the BSG had

shared the scepticism of the LSG, the legislator would have

been obliged to rectify, as the present price determination

process is difficult to imagine without the instrument of

the mixed price.

Such rectification would have been possible, and respec-

tive proposals were already available. This would have

been more complex in case of the second problem that

was solved by the BSG. The LSG had annulled the arbitrati-

on board’s decision, as it considered the justification for

the monetisation of the additional benefit as insufficient.

However, high justification requirements raise two prob-

lems for the arbitration board.

On the one hand, with the prices of comparable phar-

maceuticals and prices in other European countries, the le-

gal system contains certain legal requirements, but it do-

esn’t provide any details on the central criterion, i.e. the ex-

tent of the additional benefit against the comparative

treatment, and according to which standards this should

be monetised. On the other hand, even if the arbitration

board had developed a magic formula, there still has to be

a majority for a decision, for the chairman or impartial

members do not decide alone, but have to motivate one of

the stakeholders to „participate“.

As a result, every price determination still has a negotia-

tion momentum; the intention to represent and justify this

pricing retrospectively as the one and only adequate price,

rather tempts to hypocrisy. In this respect, too, the decision

of the BSG will set the course for the future and should be

welcomed: It provides a wider scope for the arbitration

board and thus the necessary flexibility to reach compro-

mises.

2. BSG of 8 August 2019 (B 3 KR 16/18 R – VAD)

It was referred to the BSG’s decision about the German As-

sociation of Pharmaceutical Importers (VAD e.V.) as one of

the major national associations of pharmaceutical compa-

nies at federal level – and thus sponsoring organisations of

the arbitration board – that has been established for the

representation of the economic interests.
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3. BSG of 28 March 2019 (B 3 KR 2/18 R – Constella®/

Linaclotide) and LSG proceedings L 1 KR 291/19 KL

ZVW

With this decision of the BSG, a case was referred back to

the LSG in which the central dispute is about the determi-

nation of the appropriate comparative treatment. The LSG

objected the G-BA’s benefit assessment decision in which

no additional benefit had been granted to this pharmaceu-

tical indicated for the treatment of irritable bowel syndro-

me with constipation (IBS-C), because the G-BA did not

substantiate why psychotherapy or the respective costs,

respectively, had not been considered within the scope of

the comparative treatment. The BSGS took this scenario as

an opportunity to point out clearly that neither the G-BA

nor the controlling courts had an obligation to examine;

with a view to the comparative treatment, only those con-

tents must be considered that the pharmaceutical compa-

ny outlined in the dossier. After the case was referred back

to the LSG, the court requested the pharmaceutical com-

pany to put forward which documents he would have pro-

vided with the dossier, if he had been advised by the G-BA.

4. LSG Berlin-Brandenburg of 27 January 2020

(L 9 KR 82/19 KL – Tecfidera®/Dimethyl fumarate)

This decision of the LSG that was already mentioned above

was mainly about the stipulation of the appropriate com-

parative treatment. In the benefit assessment decision, the

G-BA juxtaposed three alternatives; it was argued whether

these are interchangeable or are all necessary for different

patient groups and treatment situations, so that a „small

mixed price“ should have been stipulated for the determi-

nation of the costs of the comparative treatment.

The arbitration board did not accept this reference to an

explanatory information by the G-BA. The LSG confirmed

this opinion, as no clear stepped treatment regimen was

apparent here and thus dismissed the appeal of the phar-

maceutical company. Moreover, the decision contains inte-

resting statements on other specific questions of the AM-

NOG procedure, i.e. on the time of the assessment of the

legitimacy of the arbitration board’s decision, the limits of

the binding / binding obligation to the benefit assessment

decision by the arbitration board and a potential forfeiture

of the pharmaceutical company’s right of action, if the ag-

reed price had been agreed for a long time. The decision is

not final, as the pharmaceutical company filed an appeal

with the BSG (Ref. B 3 KR 3/20 R). Parallel proceedings with

almost identical legal issues are still ongoing before the ot-

her senate of the LSG.

5. LSG Berlin-Brandenburg of 27 January 2020

(L 9 KR 5614/15 KL – Betmiga®/Mirabegron)

With this decision that was taken on the same day by the

same senate as the decision mentioned above, another ca-

se of a pharmaceutical company against an arbitration

award was rejected. It was about a pharmaceutical without

any proven additional benefit indicated for the treatment

of urinary urgency and urinary incontinence. The reaso-

ning is not yet available.

IV. Conclusion: Arbitration board and

Europeanisation of HTA

Considering the arbitration board’s activity against the

background of the discussion about a potential Europeani-

sation of HTA, it becomes clear that a governance problem

of the AMNOG procedure could be solved with Europeani-

sation: It is certainly not an optimal decision design, if the

GKV-Spitzenverband is involved in the decision about a

potential additional benefit in the G-BA for pharmaceuti-

cals for which it later negotiates the price and pays for.

Even if the final assessment remains with the authorities of
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the member states in case of a Europeanisation of HTA, a

potential conflict of interest (or the mere appearance of

such a conflict) could be avoided by concentrating powers

of HTA at a higher level (also known as Hochzonung).

On the other hand, another central problem of the arbit-

ration board’s work wouldn’t be solved by HTA Europeani-

sation, i.e. frictions at the interface between benefit assess-

ment and pricing. It remains one of the constant challen-

ges of the arbitration board to adopt a position on benefit

assessment decisions, especially on the determination of

an appropriate comparative treatment including costs, as

the overview of current procedures has shown. It may well

be doubtful whether Europeanisation – which means mo-

ving even further away from the circumstances of the re-

spective national healthcare system – will simplify the arbi-

tration board’s work. Consequently, Europeanisation re-

mains an ambivalent process from the arbitration board’s

point of view.
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I. Governance problem:

National Association of Statutory Health Insurance Funds 

(GKV-Spitzenverband) participates in the decision about the 

additional benefit and negotiates dependent price

 European Health Technology Assessment principally a

 reasonable solution

II. but: key problems of the AMNOG procedure are:

 Determination of the appropriate comparative treatment 

 Extent of binding of pricing to the G-BA decision

 especially these aspects are not solved by a Europeanisa

 tion process, but might even be aggravated by it
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ven more than two years after the publication of

the draft regulation by the EU Commission in Ja-

nuary 2018, the prospects of a joint European

benefit assessment are still hardly identifiable,

as the impacts and implications of a European

harmonisation on the member states are not predictable,

as long as no consensus has been reached on the central

political course – first in the European Council – and then

between the 27 governments.

In a second step, the partly different conceptions would

have to be harmonised within a so-called trialogue bet-

ween the Council, European Parliament and EU Commissi-

on. In particular, in view of Germany’s EU Council Presiden-

cy which begins on 1 July 2020, an agreement should have

been reached by the end of 2020. But the Corona pande-

mic has lead to a drastic shift in political priorities both na-

tionally and across the EU, so that currently – in spring

2020 – a successful negotiation outcome is not yet fore-

seeable.

Against this background, participants of the 11th mee-

ting of the „Interdisciplinary Platform on Benefit Assess-

ment“ on 13/14 March 2020 discussed about the prospects

of a European benefit assessment under the title „Euro-

pean HTA: Advances and Pitfalls“. This year’s event in Fulda

addressed the meaningful topic of a planned European be-

nefit assessment which had already been a topic in Volume

8 of this series in autumn 2018.

Participants reported that extensive negotiations on EU

level since the presentation of the draft regulation brought

about fundamental differences regarding the scope and

design of a EU-Health Technology Assessments (HTA) and

the legal validity and binding force, so that hardly any ne-

gotiation progress was recognisable at present. In Februa-

ry 2018, when four member states imposed a subsidiarity

objection, it became apparent how controversial the Com-

E
mission’s proposal was received. As a result of its consulta-

tions, the EU Parliament returned behind the EU Commissi-

on’s proposal currently taking a moderating role between

the Commission and the Council of Heads of State and Go-

vernment.

Highly significant legal basis 

The question as to which legal basis will be chosen for the

regulation is of central importance for the negotiations. If

it was based on Article 114 AEUV only, this would imply

imposing legal obligations for the member states. If it was,

however, based on Article 168 AEUV, this would provide a

more cautious competency framework. A paper that was

agreed by and brought into the negotiations by Germany

and France chooses a middle way citing both legal bases –

a procedure which had also been used in the Patient Mobi-

lity Directive (DIR 2011/24/EU).

Participants reported that a compromise seemed to be

emerging in the negotiations about the scope of the regu-

lation, while a political agreement on this key question was

still pending. In its proposal of January 2018, the Commis-

sion wanted to include all newly approved pharmaceuti-

cals and certain high-risk medical devices. Germany and

France were now promoting a selection of approximately

ten pharmaceuticals per year that might be subject to the

regulatory regime of EU-HTA. They reported that there see-

med to be a focus on individual indications, especially can-

cer. Another controversial question in the negotiations was

how the assessment at the end of the EU-HTA shall be de-

signed – as a decision-preparing step or as a decision. Par-

ticipants pointed out that this was associated with legal is-

sues, e.g. the binding force of decisions taken at EU level.

While the Commission initially only wanted to allow mi-

nor and clearly defined national deviations within the sco-

pe of a safeguard clause procedure, „weaker“ formulations

The technical obstacles have been determined –
EU states must show political colours

By Dr Florian Staeck
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were now taken into consideration increasing the scope of

action of the member states.

This caused major concern, mainly on the part of the

pharmaceutical industry, as they fear that deviations from

the EU-HTA might become the rule rather than the excepti-

on. Participants warned that this would inevitably lead to a

significant duplication of work, as in addition to the Euro-

pean assessment the previous dossier would still be requi-

red for the national HTA procedure. In the course of the di-

scussion it became apparent that the initial positive assess-

ment of the Commission’s first proposal by pharmaceutical

companies had now turned into increasing scepticism.

There were extensive discussions about the prevailing

uncertainty with regard to the legal character of the EU-

HTA. A report as a merely technical assessment could only

replace the IQWiG report for the Federal Joint Committee

(G-BA) in Germany, while national appraisal procedures

would remain unaffected. Participants who are familiar

with EU law referred to the procedure of economic policy

coordination – the Lisbon process – as a possible variant.

Although these country-specific recommendations had no

legal binding force for the member states, they provided a

useful orientation. This could be a compromise to solve

opposing positions between countries pleading for legally

binding EU-HTA procedures and those requesting conside-

ration of national particularities.

The European Centre for Disease Prevention and Cont-

rol, ECDC) was one example how these assessments could

in future impact national procedures. Recommendations

by this European epidemic authority were formative and

would be adopted by the majority of the member states.

Potentials of voluntary cooperation exploited

Participants of the meeting agreed that the potentials of

the experimental voluntary cooperation within the scope

of EUnetHTA since 2006 have now reached their limits.

Against this background, a legislative process with a stron-

ger legal binding force of the current process was conside-

red inevitable. In many areas, EUnetHTA’s work was deter-

mined by resource shortages.

This was for example the case for the process of early

dialogues with pharmaceutical companies submitting ap-

plications – at present, EUnetHTA’s capacity limit was rea-

ched at 1.5 dialogues on average per month and they

could not keep up with demand at present. Further bottle-

necks would arise as a result of the lack of precise predicti-

ons as to when the vote of Committee for Medicinal Pro-

ducts for Human Use (CHMP) at the European Medicines

Agency (EMA) would be given. For during this period, EU-

netHTA would have to hold already scarce human re-

sources ready to be able to start working on the assess-

ment. They considered it a structural deficit of EUnetHTA’s

previous work that applying pharmaceutical companies

could not be forced to disclose data they don’t want to be-

come public.

Thus, the current approach could not ensure data com-

pleteness, a fact that was unacceptable e.g. for the German

system. Typically, only 50 percent of the data required for

benefit assessment were publicly accessible. By contrast,

the AMNOG procedure created transparency. Participants

were also critical of the fact that the EU-Parliament – in

contrast to the Commission’s proposal – wanted to allow

the applying company to remove „commercially sensitive“

information from the data body prior to the assessment

process.

Previous experiences with EUnetHTA procedures had

shown that the pharmaceutical company had not deleted

or redacted data on production processes, but clinically re-

levant data. Participants pointed out that this information

was in fact relevant for the treatment of patients. They war-
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ned that – extrapolated to the future – this would drastical-

ly limit the usability of European assessment reports in the

German treatment context.

It was of vital importance for the implication of future

EUnetHTA reports that these take a European perspective

and do not primarily reflect country-specific needs of the

rapporteurs. This applied centrally to the selected compa-

rator in the assessment report.

Moreover, treatment situations were party extremely he-

terogeneous among the member states – for example re-

garding the application of CAR-T cells in oncology. Moreo-

ver, participants reported that availability of other oncolo-

gy products that have been newly approved by the EMA in

2018 and 2019 varied drastically between the member

states. They warned that this fact would have to be taken

into account, because otherwise the joint assessment re-

port of the EUnetHTA would not sufficiently address ques-

tions asked in the national context of individual member

states.

Much improvement would still be needed here – e.g. a

timely PICO process before the development of the appro-

val study was still in its very early stages reflecting the di-

verse treatment situations in the EU-27. They suggested

that it might be useful if the early advice focussed on EU-

netHTA’s level while the member states stepped back in

this process. Regarding the comparator to be selected,

they argued that clusters should be formed reflecting two

or three variants of the heterogeneous treatment situation

rather than performing a PICO process with 27 modificati-

ons.

Reports only completely adopted by four countries

It will be a tightrope walk to find the right balance bet-

ween European streamlining in the preparation of the as-

sessment reports and individual national requirements.

Participants reported that HTA reports by the EUnetHTA

had only been adopted one-to-one by four member states.

In case of doubt, national HTA bodies could request an ad-

ditional dossier – a process that might take the pharma-

ceutical company up to one year. Companies would requi-

re long lead times to anticipate which resources they will

have to provide in future in order to support both the Ger-

man and European HTA procedure in parallel.

Other participants pledged for a „less autonomous“ de-

sign of the EU-HTA process to avoid running the risk to lose

contact to professional associations as well as orientation

on guidelines and the state of knowledge. As a consequen-

ce, the assessment might result in decisions that are too far

away from the patient. Other participants replied that the

Commission’s proposal stipulated the hearing of experts.

They reported that the final design of this process as an ex-

plicit consulting right would, however, be discussed con-

troversially in the working groups. Clinical representatives

emphasised that e.g. for the determination of comparative

treatments, professional associations needed to be more

involved beyond a mere hearing.

The major task of the whole EUnetHTA process should

be to prepare the system in the best possible way for the

„new world“ of EU-HTA as of January 2024. Against this

background, they perceived with great interest that a

fourth project-based funding of EUnetHTA beyond 2021

was in fact within the range of the possible. Financial re-

sources of the Commission had already been budgeted for

this purpose. In general, joint action programs were only

prolonged three times, but in the present case, the coope-

ration within the scope of EUnetHTA was considered that

positive that a continuation of the program beyond 2021

was anticipated.

As previously, participants discussed controversially ot-

her elements of a future EU-HTA regulation (see summary
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of the discussions in Volume 8 of this series):

• Confidentiality: Participants referred to the possibility

for manufacturers to submit data confidentially to the

EMA and individual national HTA bodies so that these

would not be included in the joint assessment report.

So far, EUnetHTA had not been able to agree on frame-

work specifications on confidentiality with its members.

However, other participants emphasised the importan-

ce of comprehensive data sets. It should not be permis-

sible that study results that were relevant for both pati-

ent and physician are confidential. An assessment re-

port without disclosing its data sources would not allow

for a comprehensible assessment.

• Surrogate endpoints: Participants critically reflected

on several procedures for early benefit assessments in

Germany during which the primary surrogate endpoint

of the studies was considered not sufficiently relevant.

Even after several years of discussion, the disagreement

over the status of surrogate endpoints had been redu-

ced, it remained basically unsolved. This dispute was

sparked by the fact that different standards were used

for approval and HTA procedures. Participants emphasi-

sed that a positive benefit risk balance was one basic

prerequisite: no approval without evidence for a pati-

ent-relevant benefit. However, others were convinced

that a consistent view on surrogate parameters during

approval and HTA could only be achieved during a joint

„learning curve“.

• Patient relevance: The significance of patient-relevan-

ce in the separate processes of approval and HTA was si-

milarly controversial. Given the very tight time frame

allowed for assessment reports, it was mandatory to fo-

cus on data that are relevant for the national healthcare

systems. The codification of patient relevance in the

SGB V was not helpful – it would still be a normatively

loaded statement that couldn’t be derived from the

exegesis of the German Social Codebook.

• Comparative treatment: There was also a clear disag-

reement about the determination of the appropriate

comparative treatment. Participants said, that from a cli-

nical viewpoint, both the recommendations in the clini-

cal guidelines and respective treatment realities should

be given major consideration.

Individual participants urgently called for an alignment of

the assessment criteria during approval and HTA procedu-

res and avoidance of duplication of work in both steps to

achieve a consistent EUnetHTA process. In case of similar

questions, HTA bodies could build on what approval aut-

horities had already submitted, e.g. in referencing preclini-

cal data. It was important to assess available data using

consistent criteria to establish standards on the appropria-

te handling of evidence.

FDA promotes rapid availability by means of

cooperation

Participants stated that there was no time for national na-

vel gazing referring to the „Orbis“ project initiated by the

US Food and Drug Administration (FDA). This cooperation

of several national authorities comprises a parallel assess-

ment of first approvals or indication extensions for oncolo-

gy products in order to make these pharmaceuticals availa-

ble more quickly. Besides the FDA, approval authorities

from Australia, Canada and Singapore participate in this

project, and in March 2020 Swiss Medic joined the project.

Participants assumed that sooner or later – in the course of

leaving the EU – Great Britain would probably also partici-

pate in „Orbis“.

Together with its partners, the FDA is committed to pro-

moting a rapid decision-making practice for new pharma-

ceuticals. Against this background, the EU-27 with their
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rather cautious-reluctant HTA practice would have to face

a growing global trend. The intended regulation for EU-

HTA would thus also reflect the attempt to set common

standards for the assessment of evidence. Participants out-

lined that this could, however, only be successful if the

member states that together represent the globally se-

cond largest market also acted homogeneously. A rapid

market access would not be consistent with HTA principles

without sufficient evidence of a patient benefit.

In March 2020, a failure of the HTA proposal in the Euro-

pean Council still seems possible irrespective of these glo-

bal influences. Similarly, the Commission might veto

against a significantly changed proposal of the Council.

But participants were still convinced that this would be a

severe setback for the dynamics of European integration in

the area of pharmaceuticals and medical devices.
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