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ince the introduction of AMNOG in 2011, Ger-

many has a well-established and widely accep-

ted „adaptive system“ for the assessment of the

patient-relevant additional benefit (Health

Technology Assessment, HTA). The assessment

of the additional benefit by the Federal Joint Committee

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

and procedural and methodical regulations.

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

insurance funds are classified as scientists, hospital physici-

ans and office-based statutory health insurance physicians,

the Medical Service of the Health Funds and employees of

the insurance fund administration, but also as patient re-

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

interests. Value dossiers for new pharmaceuticals, likewise

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

the pharmaceutical companies, which serve as the basis

for the assessment of the additional benefit.

Because the supply of pharmaceuticals to the populati-

on is significantly influenced by the assessment of the ad-

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

ful support for the assessment process with a focus on

identifying possible faults and counteracting imbalances.

The Interdisciplinary Platform on Benefit Assessment set it-

self the task of supporting the benefit assessment within a

small group of experts with the following objectives:

• Discussing the procedures for the assessment of the ad-

ditional benefit, including in relation to approval of

pharmaceuticals,

• Working towards international standards of evidence-

based medicine and of health economy being adhered

to as well as applied and further developed,

• Determining whether and to what extent patient-rele-

vant additional benefits, in particular in the areas of

mortality, morbidity and quality of life, are identified

S and which methodological problems occur during the

process,

• dentifying possible undesirable developments, in parti-

cular with regard to supplying patients with new active

substances,

• Enabling and holding a constructive dialogue with all

players involved in the benefit assessment procedure,

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

conditions of AMNOG.

Moreover, the European perspective in HTA of innovative

pharmaceuticals was reinforced by the European Commis-

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

ring the conflict between the well-established national as-

sessment and the intended European HTA harmonisation

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

nary Platform would like to make a contribution to ensu-

ring that new active substances are transparently and fairly

assessed. According to the Advisory Council, an interdisci-

plinary dialogue about the results of the assessment and

the applied benefit assessment methods is essential. Furt-

hermore, in the benefit assessment process it sees a good

opportunity to inform the prescribing physicians of the ex-

pected additional benefits of new pharmaceuticals for pa-

tients earlier than it was previously the case.

The Interdisciplinary Platform is a result of the discussion

process between clinicians and experts. The mutual desire

to pool specialist knowledge in the form of interdisciplina-

ry seminars is supported by an open consortium of spon-

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

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

isk Pharma GmbH, Roche Pharma AG, 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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ince 2011, the AMNOG procedure has been de-

termining the handling of new launches or in-

dication extensions of pharmaceuticals in Ger-

many. Even though pricing between the phar-

maceutical company and the National Associa-

tion of Statutory Health Insurance Funds (GKV Spitzenver-

band) is at the end of every AMNOG procedure, the influ-

ence of these procedures extends far beyond pure pricing

and influences both medical-clinical thinking and the avai-

lability of innovative pharmaceutical procedures for the

treatment of patients.

In this context, patient organisations and the medical so-

cieties involved in the AMNOG procedure play an import-

ant role in accordance with the „triad of evidence-based

medicine“, supplementing the frequently technocratic as-

sessment of data sets with the patient’s perspective as well

as the physician’s assessment and experience in order to

balance „head and heart“ in the decision making.

Reason enough for the Interdisciplinary Platform for Be-

nefit Assessment to address the „additional expertise“ that

patient organisations and professional associations contri-

bute during these procedures. In the past, the platform has

established a successful way of bringing a wide range of

speakers together. The first five articles address the patient

perspective:

• As a nurse, communications scientist and state and fe-

deral politician for The Greens, Ms. Kordula Schulz-Asche

emphasises the need to give the interests of patients a

greater voice in self-governance – right up to voting rights

in procedural matters or the election of an impartial mem-

ber of the G-BA.

• Professor Dierks and Mr. Grimalauskas also call for hea-

ring and co-decision rights for patient representatives and

put forward concrete proposals on how the necessary legi-

timacy could be achieved by redesigning the system of pa-

S

Medical experience and the patient
perspective – „head and heart“ for AMNOG

By Professor Jörg Ruof
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tient representation.

• The two articles of patient representatives – Dr Danner

as well as Mr. Geissler and Mr. Huber – impressively de-

monstrate what has already been achieved by patient re-

presentation both at national and European level, despite

limited financial resources and infrastructure. Patient parti-

cipation is a firmly established component of the German

AMNOG assessment. The goal at European level is to be in-

volved in research processes at eye level and early course

setting of clinical development.

• The discussion on the topic of patient representation

was very intensive and was continued even after the mee-

ting. Thus – a novelty in this publication series – the wish

of Dr Bausch, the „founding father“ of this platform, arose

to write an additional article on the topic in a kind of retro-

spective and prospective perspective: „Patient representa-

tives in the G-BA: Is there really a need for reform“. In con-

sultation with the platform’s advisory board, this request

was granted – and I would like to expressly encourage you

to „have a look“ here.

On the second day, the vivid discussion continued on

the participation of the medical societies:

• Professor Wörmann gave an interesting overview of the

central role of the medical societies in the AMNOG proce-

dure in his opening lecture on the topic of „Medical socie-

ties in the AMNOG procedure – a „non-quantifiable additi-

onal benefit“?“, including the involvement in early consul-

tation that has been introduced in 2020.

• Heterogeneous experience and perspectives of diffe-

rent medical societies and specialist fields are outlined in

the subsequent articles of Professors Scherer & Braun (Ger-

man Society for General Medicine), Professor Falkai with

his employees Mrs. Streb and Dr Schüle (Neurology & Psy-

chiatry) and Professor Seufferlein and Dr Bruns (German

Cancer Society).

• General medicine plays a special role in comparison

with the other medical societies due to its focus on the

whole person and its integrative task. This leads to assess-

ments and guideline recommendations that repeatedly

differ from the recommendations of other medical socie-

ties.

• Despite the significance of mental illnesses and the

high unmet medical need, there are hardly any innovative

pharmaceutical treatment approaches. Moreover, it was of-

ten difficult to find a common definition of an appropriate

comparative treatment.

• Oncology is very frequently represented in AMNOG pro-

cedures and is therefore very actively involved in all rela-

ting procedures. The improved participation in the definiti-

on of the appropriate comparative treatment should be

highlighted. In contrast, there are still contradicting assess-

ments in the AMNOG procedures, e.g. in the evaluation of

endpoints.

• In his concluding presentation, Professor Ullmann emp-

hasises the great importance of the participation of medi-

cal societies in the AMNOG procedure from the political

perspective and refers particularly to the Act for Greater

Safety in the Supply of Medicines (GSAV), which lays the

foundation for greater participation of the scientific medi-

cal societies.

Please enjoy reading this publication. Our sincere thanks

go to the sponsors of the conference – without them, this

discussion would not be possible.

Contact:

joerg.ruof@r-connect.org
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or more than a year now, the Corona pandemic,

which has still not been overcome, has emphasi-

sed the importance of a secure and reliable sup-

ply of pharmaceuticals and vaccines. However,

gaps that have become apparent in this crisis,

such as supply bottlenecks or reliable access to pharma-

ceuticals at fair prices, have been known for a long time.

Health policy is always a shift somewhere in-between the

further development of good health and pharmaceutical

care and the interests of numerous stakeholders. The tenth

anniversary of the German Pharmaceutical Market Reorga-

nisation Act (AMNOG) is a good opportunity to review how

existing set screws function and make adjustments where

necessary. At the time, the AMNOG was a breakthrough in

terms of an increased benefit orientation and performan-

ce-based prices in the pharmaceutical market. Over time,

however, it became apparent that the original political

goal of the AMNOG was only achieved to a limited extent,

namely to set prices of pharmaceutical on the basis of their

added value and thus keep costs in the healthcare system

within reasonable limits. Today, more sales are generated

for fewer patented pharmaceuticals than ten years ago – a

sign that ever higher prices are being called for individual

pharmaceuticals. The challenges of the future, which will

predominantly be reflected in affordable pharmacother-

apy for patients, can only be addressed to a limited extent

with the existing system. In the future, it will be even more

important to establish suitable models for superior quality

assurance in the pharmaceutical sector and fair prices, and

to further develop AMNOG – which was conceived from

the outset as a learning system – in benefit assessment

and pricing. Always with the goal in mind to be guided by

the needs of patients, provide good and reliable health

care, and keep healthcare expenditures within reasonable

limits. The past has shown how important experience and

F advice from clinical practice have been and continue to be

in promoting reasonable adjustments to the AMNOG pro-

cess. Health policy has long been the profession of experts,

but it has always been regarded as very complex and com-

plicated, since a wide variety of stakeholders and thus a

wide variety of interests – that are often diametrically op-

posed – have to be taken into account. At the same time,

health policy is something that affects us all - but for us

Greens, „patient orientation“ in the health sector has not

yet gone far enough. There are numerous examples of this.

Patients should have sovereignty over their health data

and be given fair access to the therapies they need. Furt-

hermore, a good supply of pharmaceuticals should not de-

pend on the financial means of the respective state. Inde-

pendent and comprehensible information and support,

quality transparency and the strengthening of patients‘

rights vis-à-vis service providers and health insurers are es-

sential elements of a health care system that respects their

self-determination and transforms them from sufferers into

stakeholders within the treatment process. But how can

patient participation be ensured or advanced in a complex

system such as pharmaceutical benefit assessment? Pati-

ent representatives suggest time and again to listen more

to those affected as well as to self-help organisations and

integrating practical experience into the opinion-forming

process. This suggestion runs through the various areas of

application and is reasonable from a green perspective. In

order to better respect the interests of patients in self-ad-

ministration, an enhanced personnel and financial support

for patient representation is required. We Greens demand

that patient representatives be given more rights, such as

the voting right in procedural matters, election of an im-

partial member of the Federal Joint Committee (G-BA), or

greater consideration in other institutions of self-administ-

ration. Theoretical knowledge from science, politics and

The role of patients in the AMNOG procedure
from the The Green’s point of view

Kordula Schulz-Asche | Member of the German Bundestag



health economics plays a major role in the benefit assess-

ment of pharmaceuticals. However, it is also important to

include the patients‘ perspective in the process, as their

participation is equally important. In order to be able to

make a proper and comprehensive assessment, a patient

bank is therefore needed that can meet the other banks at

eye level. In view of the prioritisation of research and de-

velopment in the pharmaceutical sector, patient-oriented

needs should also be reflected in research projects, which

is currently not the case. Research is mainly conducted on

drugs for those indications generating the highest profits.

As a result, infectious diseases and rare diseases, for exam-

ple, are neglected. From a global perspective, this aspect is

all the more important, because we are still seeing less re-

search into therapies for diseases that occur primarily in

the global south. In the future, patients will hopefully have

an even louder voice when it comes to shaping their he-

althcare. As health policy actors, we should not oppose

this, but enable and encourage participation. At best, we

should not only think about the future of health policy at

national level, but also at European and international level,

in order to be prepared for future health crises.

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 9

Kordula Schulz-Asche,  nurse and communications

scientist, member of the German Bundestag (Alliance

90/The Greens) since 2013, member of the Bundestag

Committee on Health. In her parliamentary group, she is

responsible for nursing care policy and policy on the el-

derly. She was state chairwoman of Alliance 90/The

Greens in Hesse from 2005 to 2013. She was a member of

the Hessian state parliament for ten years, where she

was, among other things, the health policy spokesperson

for her state parliamentary group. She lived in Africa for

13 years and worked, among other things, for the Ger-

man Society for International Cooperation (Deutsche Ge-

sellschaft für Internationale Zusammenarbeit, GIZ), the

German Development Service (Deutscher Entwicklungs-

dienst, DED) in the field of health education and in the

GIZ project „HIV/AIDS Control in Developing Countries“.
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ey parameters of patient involvement

Patient participation in the healthcare system

as a creator and decision maker is an import-

ant and socially accepted goal. The 2013 Pati-

ent Rights Act was a major step towards im-

proving patient participation in healthcare. Under this act,

the right of application of the relevant patient interest re-

presentative organisations in the G-BA was strengthened1.

In Germany, basic decisions regarding statutory health

insurance are made by the legislature in the SGB V. Howe-

ver, at various points in the SGB V, it is the G-BA’s responsi-

bility to substantiate the entitlement of patients with sta-

tutory health insurance to benefits in accordance with the

generally accepted current state of medical knowledge

and specify appropriate quality assurance measures for

practices and hospitals.

The decisions of the G-BA, which are usually made in

form of directives, are indirectly input-legitimised by the

legislator’s decisions and their output monitored within

the framework of the legal supervision of the Federal Mi-

nistry of Health (BMG). Consequently, the participation of

patients in the healthcare system of the statutory health

insurance system also requires participation in the decisi-

ons of the G-BA.

2. Structure of patient representation

Section 140f (2) SGB V provides the legal basis for the parti-

cipation of patient representation „in matters relating to

healthcare“. It specifies that patient representatives should

have a right of co-counselling, a right of attendance and a

right of filing applications in the G-BA. However, participa-

tion in the G-BA is only possible for the „organisations that

are decisive for the representation of the interests of pati-

ents and self-help for chronically ill and disabled people at

federal level“.

K

Options of patient participation –
a view of the legal framework

Professor Christian Dierks, Antanas Grimalauskas | Dierks+Company Rechtsanwaltsgesellschaft mbH

Section 140f of the German Social Code, Book V, the Patient

Participation Ordinance pursuant to Section 140g SCB V,

and the Rules of Procedure of the Joint Federal Committee

(G-BA) provide the legal framework for patient participation

in the statutory health insurance. At present, patient

representatives in the G-BA are nominated by the „relevant

organisations“ and have co-counselling rights in the

decisions of the G-BA. However, patient representatives

should also have consultation and co-decision rights.

For this purpose, the patient representatives‘ decisions must

be legitimised, which can be achieved by redesigning the

system of patient representation. The increasing importance

of health data will further strengthen the central role of

patients in the development of the healthcare system.
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These relevant organisations are determined within the

framework of the regulation of the Federal Ministry of

Health (Patient Participation Ordinance). According to pa-

ragraph 2, section 1 of the PatBeteiligungsV, the German

Council for the Disabled (Deutscher Behindertenrat), the

Federal Working Group of Patients‘ Agencies (Bundesar-

beitsgemeinschaft der PatientInnenstellen), the German

Working Group of Self-Help Groups (Deutsche Arbeitsge-

meinschaft Selbsthilfegruppen e. V.), and the Federation of

German Consumer Organisations (Verbraucherzentrale

Bundesverband e. V.) are considered relevant organisati-

ons. Thus, the question arises as to whether this one-time

determination of relevance should be regularly reviewed

and analysed. If organisations other than the „relevant“

ones are denied participation with reference to the fact

that they are not relevant, because they were not determi-

ned to be relevant, this could be an obstacle for the repre-

sentation of the actual patient interests.

According to Section 140f (2) Sentence 3 SGB V, the

number of patient representatives in a committee may not

exceed the number of members delegated to this commit-

tee by the German National Association of Statutory

Health Insurance Funds (GKV-Spitzenverband). For this rea-

son, relevant organisations may delegate up to five mem-

bers to the plenum of the G-BA and up to six members to

the subcommittee Pharmaceuticals. Since the majority of

patient representatives at the G-BA come from the mem-

ber associations of the BAG SELBSTHILFE, the latter coordi-

nates the delegation of patient representatives to the G-BA

on behalf of the persons specified in the Patient Participa-

tion Ordinance2.

3. Rights of the representatives

Section 140f SCB V, the Patient Participation Ordinance,

and the G-BA’s Rules of Procedure and Rules of Procedure

provide the basis for the rights of patient representatives in

the G-BA. In addition to the aforementioned co-counsel-

ling, attendance and application rights, these patient repre-

sentatives have speaking rights, information rights and

claims to reimbursement of travel expenses, compensation

for loss of earnings and a lump sum for their time expendi-

ture (Section 140f (5) SGB V). The representatives thus have

Professor Christian Dierks is a lawyer, physician and

founder of the globally operating German law firm

Dierks+Company. At present, he teaches Health Data Scien-

ces at the Charité in Berlin.

Antanas Grimalauskas is a research assistant at the law

firm Dierks+Company. He studied law at the Humboldt Uni-

versity of Berlin.
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a fairly well-developed right of co-determination. However,

they don’t have consultation and co-decision rights in the

G-BA. The representatives of the relevant organisations par-

ticipate in the consultations without any voting right and

have no right to justification of diverging decisions.

Jurisprudential literature has long called to strengthen

the rights of patient representatives3. In particular, voting

rights and a veto on certain issues by patient representati-

ves have been raised as important means to improve pati-

ent participation in healthcare issues. It should be noted,

however, these means of design tools are problematic wit-

hout input legitimation of the patient representatives‘ de-

cisions. Therefore, alternative models of patient participati-

on should be explored.

4. Options for improving patient representation

A voting right for patient representatives is not feasible

without legitimising their participation. This could be

achieved by ensuring that patient representatives are not

appointed by the relevant organisations, but elected by

the German Bundestag, e.g. for a period of five years. At

present, the power of selection lies with the relevant orga-

nisations that have been pre-selected by law which results

in a lack of legitimation of the representatives neglecting

the representation of patient groups that are not included.

Participation of a broader range of patients in healthcare

can only be ensured, if all citizens are given the opportuni-

ty that their interests are represented in the G-BA. Therefo-

re, all citizens should be able to apply for accreditation as

patient representative in the G-BA after their suitability has

been assessed and confirmed by the BMG. Qualification

criteria could be described in the Patient Participation Or-

dinance and should include, in particular, patient compe-

tence, professional and system expertise. The elected pati-

ent representatives should attend training courses to

maintain their suitability. The time spent by the patient re-

presentatives should be appropriately reimbursed in ac-

cordance with Section 140f (5) SGB V.

Cooperation between the elected representatives

should also be improved to increase transparency and thus

make their work more comprehensible for all patients. In

addition, patient representatives should not be required to

vote unanimously. Such an obligation reduces the effecti-

veness of patient representatives and jeopardise their indi-

vidual legitimation.

5. Digitisation strengthens patient centredness

Regardless of the legal design of patient representation, di-

gitisation will secure the central role of patients in the fur-

ther development of healthcare. Data are the most import-

ant basis of modern medicine, and patients will have the

dispositional power over the majority of data. Over the

course of a person’s life, health insurers, physicians, caregi-

vers, and nurses will change. But patients remain as a con-

tinuum in terms of the personal data pool4. The increasing

role of health data will tremendously change the position

of patients within the healthcare system. Patients will no

longer be the „affected parties“ hoping for legislative deci-

sions to strengthen their participation rights. Digitisation

will strengthen the patient-centredness of healthcare so

that patients play a key role in healthcare decisions. Howe-

ver, new rights will associated with new responsibilities: In

future, patients will need to participate in allocation decisi-

ons, engage in the design of the healthcare system, and

develop their own competence through education. There-

fore, further opportunities must be created to support pa-

tients in assuming this responsibility with educational pro-

grammes similar to those in Section 20k SCB V, in order to

achieve the continuous improvement of healthcare with

patient competence and preference decisions.
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Digitisation strengthens patient centredness

New responsibility:
 Participation in allocation decisions
 Involvement in the design of the health care system
 Skills development through education

New rights:
 Right to data interoperability
 Right to waiver of responsibility
 Right to delegate

We need to create the opportunity to be able to take on this 
new responsibility

Nasciturus Birth School Study Family Retirement Death

Source: Dierks & Company
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Figure 1: The increasing role of health data will drastically change the position of patients in the healthcare system - digita-
lisation will strengthen patient-centredness.
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he goal of benefit assessment in the German

healthcare system is to only add those dia-

gnostic and therapeutic options to the statut-

ory health insurances‘ catalogue of services

that have an additional benefit as compared

to the existing care options. The benefit assessment of new

pharmaceuticals under the AMNOG is just a use case of

this basic principle. Section 35a of the German Social Code,

Book Five (SGB V) also specifies another basic idea: The be-

nefit concept shall be aligned with so-called patient-rele-

vant endpoints.

This procedure will also set the course for patient partici-

pation: The consideration of the patient perspective in the

HTA process is not an optional accessory or an experiment

in democratic theory, but part of the methodology to de-

termine the actual patient relevance, which must be cen-

tral focus of the evidence of benefit to be provided. This

should always be kept in mind, even when comparisons

are made with participation processes in other countries or

when theoretical participation models are derived from

overarching maxims:

If, in other healthcare systems, it is more a matter of dea-

ling with questions of rationing healthcare services ethical-

ly or via forms of participation that promote acceptance,

patient participation gets the connotation of citizen parti-

cipation. If the discussion is about compensating for legiti-

macy deficits of HTA bodies reaching theoretical questions

about democracy, this raises the question of whether a

plus in legitimacy can be achieved through patient partici-

pation.

None of these aspects play a central role in patient parti-

cipation within the scope of the AMNOG process. This is

about integrating patient competence to clarify patient re-

levance of endpoints, but also about providing a certain

control function in the methodological evaluation of study

T

Patients in the early benefit assessment –
a field report

Dr Martin Danner | BAG Selbsthilfe

Since the concept of benefit is based on so-called patient-

relevant endpoints, patient participation is not an optional

accessory in the HTA process of benefit assessment in

Germany, but one of the methodological principles of the

assessment procedure. Due to the well-established

structures of patient and self-help organisations in Germany,

this mandatory participation can be implemented

consistently. The basis for this specific involvement is the

qualification and empowerment of patient representatives

by the respective bodies. This empowerment in turn

forms the basis for a stronger patient orientation of care,

independent of specific assessment procedures.



designs and outcomes. By making sure that the patient si-

de also appreciates them, biased interpretations of certain

data by other stakeholders can be prevented more easily.

This multifunctional approach is also taken into account

by the organisations that have been appointed to delegate

patient representatives in accordance with Section 140f

SGB V. Fortunately, in Germany we can rely on a widespre-

ad network of patient counselling institutions, self-help

groups and self-help organisations, and social associations.

Even before the introduction of patient participation in the

healthcare sector, we already had cross-indication associa-

tions of patients for almost every disease pattern. Since

these groups are organised as associations, democratic de-

cision-making structures ensure that statements on

healthcare needs, concerns and demands can be addres-

sed to the bodies not only by individuals, but also by pati-

ent groups. Application experiences on diagnostic and

therapeutic options are also discussed and aggregated in

patient organisations. This is why organisations under Sec-

tion 140f SGB V have been able to delegate people with

specific patient competence to healthcare expert commit-

tees for almost 20 years now.

However, patient competence alone is not sufficient to

be able to exist in the committees. Patient representatives

must also be able to deal with the sometimes highly com-

plex regulatory requirements for HTA procedures and com-

plex methodological requirements for study evaluations.

Moreover, they must have the necessary rhetorical skills to

represent their own positions in committees that are often

characterised by long-standing traditions.

It is an outstanding achievement of patient organisati-

ons in Germany – also in international comparison – that

they have successfully build up a network of volunteer ex-

perts who have this specialist knowledge. Together with

the full-time staff of the patient organisations, these indivi-

duals provide the professional background of patient re-

presentation. The different competence profiles in the pa-

tient organisations can be used specifically for the partici-

pation of patient representation in the benefit assessment

procedures. So-called topic-related representatives as well

as so-called permanent representatives with general com-

petence are delegated to the respective committees of the

Federal Joint Committee (G-BA) contributing patient-rele-

vant information to the evaluation process. This comprises

knowledge of the partially quite complicated regulations

of the AMNOG process, knowledge of the decision-making

maxims of the stakeholders authorised to make decisions,

and above all methodical knowledge for the evaluation of

study designs and outcomes.

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 15

Dr Martin Danner is a lawyer and the national mana-

ging director of the Federal Association of Self-Help for

People with Disabilities and Chronic Illnesses and their

Relatives (BAG SELBSTHILFE). After his studies in Heidel-

berg, he worked as a lawyer for several years specialising

in health law before taking over as head of the health

policy and self-help promotion department of BAG

SELBSTHILFE. He is the spokesman for patient representa-

tion at the G-BA and, among other things, participates in

the Scientific Advisory Board of the Medical Centre for

Quality in Medicine (AZQ) and in the IQWiG Board of

Trustees.



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 I

It is certainly a very positive development that some

people who have participated several times or intensively

in assessment procedures as a topic-related representative

can later make use of this general competence. This has

quite positive effects on the understanding of evidence-

based medicine in the counselling work of self-help and

beyond the mere benefit assessment of pharmaceuticals.

However, the number of people gradually increases who

do not only provide their expertise but also their legal

knowledge, methodological expertise and rhetorical skills

to healthcare bodies.

One could therefore say that structured and sustainable

patient participation is also a process of patient empower-

ment. On the other hand, there is a certain degree of per-

sonnel fluctuation in patient representation. Therefore, it is

important to constantly recruit new topic-related repre-

sentatives to participate in the technical AMNOG process

and introduce them to participation. Here it is very helpful,

if permanent representatives take newcomers by the hand,

while respectfully taking their input into consideration as

valuable votes of patient representation. Often it is simply

a matter of encouraging them to raise their voice in a com-

mittee of 40 to 50 renowned experts.

Employees of the Patient Involvement Specialist Team,

who support the patient representatives, are located at the

G-BA and play an equally important support role. Accor-

ding to Section 140f SGB V, the employees of the specialist

team have the exclusive task of supporting patient repre-

sentatives in their participation in the G-BA bodies. They

thus have a different task than all other office employees.

While they provide professional support for the decision-

making processes of the G-BA while maintaining strict

neutrality, the specialist team exclusively supports patient

representatives (cf. Section 140f (6) SGB V). This support

ranges from briefing new topic-related representatives on

the procedures of the G-BA and conception and imple-

mentation of training events, to the organisation of voting

meetings, formulation of applications, methodological re-

view of study designs and outcomes, as well as submission

of pre-coordinated votes of the patient representation.

This qualification process of representatives from patient

organisations would not have been possible without the

competent empowerment by the Patient Involvement

Specialist Team. However, no matter how well-qualified

the participants may be, they cannot become properly in-

volved in benefit assessment procedures, if the conditions

for participation there do not allow this.

It has also proven to be extremely important that pati-

ent representatives have not only been granted the right

to submit comments, but a genuine right of co-counselling

during the early benefit assessment. Often, data on the ac-

tual medical care situation, relevance of certain subpopula-

tions, use of comparative treatments, or assessment of

study data can only be provided in concrete terms with re-

gard to the statements of the other stakeholders. Thus, a

consensus vote of all participants is often achieved. The

large percentage of consensual votes in the AMNOG pro-

cedures is an impressive example of this. The rather acade-

mic discussion on the voting rights of patient representati-

ves is thus superfluous with regard to the AMNOG proces-

ses.

However, the AMNOG process sometimes causes patient

representatives severe stomach pain: It is difficult to un-

derstand from the patient’s point of view, if the provision

of a certain dosage form or additional treatment option,

for example in the treatment of seizure disorders, is classi-

fied as „irrelevant“, since these circumstances cannot per se

justify an additional benefit according to the regulations of

the AMNOG process. And in these cases, it is not very

helpful to point out that the core of the AMNOG process is
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a pricing procedure, so that the additional benefit will pri-

marily be reflected in the question of a higher price.

Especially instruments, such as the so-called physician

information system for AMNOG pharmaceuticals show that

it is of course also a matter of defining the range of thera-

peutic options. The more this screw is turned, the more the

question arises as to whether the additional benefit should

be determined more strongly by the routine use of the

pharmaceuticals. Patient representatives also like to get in-

volved in such methodological discourses. The rise of the

endpoint of „improvement in quality of life“ within the sco-

pe of benefit dimensions is a good example of this. It is

true that from the outset, patient representatives have re-

peatedly emphasised that an improvement in quality of li-

fe can be a significant aspect in the determination of the

added benefit of pharmaceuticals. However, it was not un-

til the subsequent discussion of methods that the view

that these were all merely subjective constructs could be

gradually eliminated, so that a fairly stable standard has

now been established with regard to the instruments and

procedures for measuring the patient’s individual quality

of life.

Meanwhile, it is part of the well-established considerati-

on process of the benefit assessment that the plausibility

of assessment results on endpoints of morbidity or the

prevention of side effects are always compared with data

on the improvement of the quality of life. Similarly, outco-

mes on the extension of life are always evaluated, especial-

ly by patient representatives, against the background of

how the patients‘ quality of life is affected by the time gai-

ned. At least from the patient representatives‘ point of

view, especially in this sector patient participation has also

led to a more patient-oriented design of the methods used

in benefit assessment.

In summary, it can therefore be stated that the AMNOG

benefit assessment does not only include patient partici-

pation, but virtually presupposes it. The goal of any benefit

assessment in medicine must be to capture the needs of

patients in the best possible way.
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he change from passive study participants to

partners at eye level in pharmaceutical re-

search is a development that has been increa-

singly promoted by patients in recent years,

e.g. by participating in self-help groups,

patient organisations as well as advisory bodies or ethics

committees, and from which research can also benefit in

the design and implementation of substantive and efficient

studies: On the one hand, patients and their relatives have

the best insight into life with a disease and its influence on

the ability to work, social life or mental well-being, as well

as their own view of the comprehensibility and appropria-

teness of patient information and specific experiential

knowledge. On the other hand, they often have a different

risk-benefit assessment than attending physicians, e.g. with

regard to diagnostics, risks, side effects or quality of life,

and can provide precise information about it.

A survey of patients, relatives, physicians and nurses by

the European patient organization Myeloma Euronet in

20091 revealed that there is still a lot of unused potential in

involving patients and their perspectives in health-related

research. For myeloma patients, for example, hair loss, neu-

ropathy or respiratory problems were considered to be

treatment side effects with a major negative impact on

their overall well-being, but the attending physicians con-

sidered them to be less problematic. On the other hand,

physicians rated thrombotic events or jaw damage as sig-

nificantly more serious than patients themselves.

In addition, research must be differentiated on the basis

of the often very different needs of patients, because their

preferences vary widely – even within subgroups of a di-

sease. The problem here is that these needs are usually

summarised under the so-called „patient voice“ and the

heterogeneity of patients and their individual needs are

neither adequately researched nor addressed. This was al-

T

Health competence & participation
in Germany and EU

Jan Geissler | Patvocates, EUPATI Germany, LeukaNET, Member of the Strategy Circle of the National
Decade against Cancer, EU Cancer Mission Assembly, Ethics Committee of the Bavarian Medical
Association, German CML Alliance, ISPOR Patient Roundtable Europe; Stefan Huber | Editor and Project
Manager

In Germany, patient participation in research is still in its

infancy, although patients can make a valuable contribution

with their specific knowledge and experience already at the

beginning of a research project. One of the goals of the

National Decade against Cancer (Nationale Dekade gegen

Krebs) is therefore to involve patients in the research process

at eye level and to tailor health research to their individual

needs. Essential prerequisites for this involvement are

informed patients and educational courses, such as those

offered by the European Patient Academy. At EU level,

however, patient participation has been well established

and strengthened by various EU initiatives.
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so shown in a survey conducted by Myeloma UK2 revealing

that severe toxicity was rated higher among younger, wor-

king, and caring family members and those who had expe-

rienced severe toxicity more often (see figure 1).

Therefore, the goal of the National Decade Against Can-

cer, an initiative launched by the German Federal Ministry

of Education and Research (BMBF) in spring of 2019, is to

involve patients more – and at eye level – not only in care,

but also in health research. In a statement, they emphasise:

„Health research is only successful if it reaches people. We

will therefore involve the society in oncology research to-

pics, for example through self-help or other patient organi-

sations. Citizens will thus be actively involved in the Deca-

de and contribute additional perspectives and expertise.“

Besides the Federal Ministry of Health, the BMBF was

able to win partners from research, care and self-help as

well as patient organisations for the initiative. A strategy

group is the driving force that provides a framework for

the initiative’s activities with seven fields of action. It con-

sists of members of the partner organisations of the Deca-

de, with Jan Geißler being one of two patient representati-

ves.

Three further work groups of the initiative address cen-

tral research tasks and develop solution strategies: Genera-

te knowledge by networking research and care with a fo-

cus on networking and systematic evaluation of research

and care data, major unresolved issues in cancer research,

about the strengths and weaknesses of German resear-

chers, existing research gaps and potentials, comparison

with international measures, and prevention with a focus

Since he was diagnosed with chronic myeloid leukaemia in

2001, Jan Geißler has founded or co-founded, respectively,

various patient organisations such as LeukaNET e. V. More-

over, he was director of the European Patient Academy EU-

PATI and still runs their German platform. He represents the

patient perspective in committees and initiatives, such as

the EU Cancer Mission Assembly or the National Decade

against Cancer. He is also managing director of Patvocates,

a think tank and consultancy for patient advocacy, health

policy and medical research.

After completing his studies in high school teaching and lite-

rature, Stefan Huber worked as an editor at a publishing

house where he was jointly responsible for various journals.

Since autumn 2020, he has been engaged in editorial work

and as a project manager for various patient organisations,

including LeukaNET e. V.
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on cancer screening.

All of the activities of the Decade are based on the gui-

ding principle of consistently aligning health research with

the needs of patients at eye level. Accordingly, one of the

seven fields of action focuses on strengthening patient

participation in order to take greater account of the speci-

fic experiences and expertise of those affected in cancer

research. In healthcare, for example, patients are already

increasingly involved in the decision-making process - be-

cause their expectations regarding the quality of life and

side effects often differ significantly from those of the at-

tending physicians.

Participation in early stages has the greatest impact on results

Source: Survey with 560 myeloma patients from the Myeloma UK, replicating the pilot of MPE, MPNE and EMA,
 D. Postmus et al. (2017) The Oncologist
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Figure 1: Patients‘ preferences also vary within the subgroup of a disease. The heterogeneity of patients and their needs
has not yet been sufficiently explored.
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However, German patients are still rarely involved in can-

cer research itself, for example in the design of clinical stu-

dies or research funding programs or in ethics committees.

At present, patients are only involved towards the end of

the research process, e.g. in questions of reimbursement or

the communication of results, which is why an active parti-

cipation and influence can often only take place in the eva-

luation of research decisions and results that have already

been made. The later patients are involved in the develop-

ment process, the more difficult and less effective they can

Participation in early stages has the greatest impact on results
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Figure 2: The later patients are involved in the development process, the more difficult and less effective they can influen-
ce research priorities based on their needs.
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influence research priorities based on their needs. Yet it is

because of their detailed insights into the everyday lives of

people affected by the disease and related treatments, as

well as their knowledge of expectations for future thera-

pies, that it is helpful for all sides to involve patient repre-

sentatives in the early stages of cancer research in order to

redirect studies towards specific patient needs (see figure

2).

Therefore, the goal of the National Decade is to build a

bridge between patients and cancer research, which is

why a first survey was conducted in November 2019. The

results showed that there is obviously some kind of com-

munication barrier between patients and researchers: for

example, with regard to questionnaires on quality of life

that are difficult to understand as well as the desire for bet-

ter research knowledge in patient organisations. Moreover,

personnel, financial and time issues were mentioned,

among others also that of an appropriate remuneration of

patient representatives for their very time-consuming par-

ticipation.

Participation depending on experience

and competences

In order to enable patients to contribute their experience

and knowledge as well-informed experts for patient con-

cerns in the collaboration with researchers, authorities and

ethics committees at eye level, appropriate training is re-

quired, such as that offered by the non-profit European Pa-

tient Academy EUPATI which is active in 18 countries. Besi-

des guidelines for cooperation with patients in pharma-

ceutical research and in regulatory processes, EUPATI has

developed the EUPATI Toolbox3, an online knowledge re-

search database that is easy to understand for laypersons.

Moreover, the Patient Academy offers further education

material and training in nine different languages as face-

to-face events and webinars, e.g. on the basic principles of

pharmaceutical research, but also on rhetoric and inter-

view management or the use of social media. So far, the

pan-European project, which is funded by the Innovative

Medicines Initiative, has educated around 240 patient ex-

perts from various countries. Their online portal is used by

some five million users.

Moreover, the Patient Academy was involved in a pilot

project of the Paul Ehrlich Institute (PEI) and the Federal In-

stitute for Drugs and Medical Devices (BfArM) on the parti-

cipation of patient experts in approval procedures of the

European Medicines Agency and has proposed potential

patient experts in several procedures.

EUPATI’s further education includes:

1. Basic research, pharmaceutical development planning

2. Pre-clinical development

3. Clinical research and studies

4. Regulatory and approval processes

5. Pharmaceutical safety, risk/benefit

6. Health economics and benefit assessment (HTA).

EUPATI’s guidelines4 stipulate where patient participation

in the design of clinical studies can be applied; the intensi-

ty with which patients can participate depends on their in-

dividual skills. However, the term „patient“ is often used

imprecisely and does not sufficiently reflect the different

types of potential contributions. Thus, depending on the

level of information and representation, as well as the de-

gree and nature of their skills, a distinction can be made

between

• individual patients and caregivers: have a personal ex-

perience of living with a disease;

• patient advocates: have insight and experience with a

larger patient population;

• patient organisation representatives: represent the

views of a patient organisation;
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• patient experts: have additional technical knowledge in

research and development and/or regulatory work.

Thus, depending on their level of knowledge, skills and ex-

pertise about their disease (see figure 3), patients may be

actively involved in the development of treatment options

at various points. For example, the can take an advisory ro-

le, provide advice as experts on a particular disease, or par-

ticipate as equal partners in defining research needs. Du-

ring the initial definition of research priorities, for example

in the form of patient-relevant endpoints, and in research

design and planning in the preparation of study protocols,

inclusion and exclusion criteria and patient priorities in re-

lation to benefit and risk – or the choice of measurement

instruments for quality of life (QoL) and patient-reported

Required competences depending on the type of participation

Disease-speci�c knowledge 
Knowledge about the disease, treatment 
of the disease and living conditions

Health policy competence
Knowledge about access and participati-
on in the healthcare system (social law) 
and health policy

Communication
Communicate in a solution-oriented 
manner and represent a topic/group of 
patients appropriately (also in the media)

Basic medical knowledge
Knowledge of medical methods, 
anatomical and physiological knowledge, 
knowledge of pharmaceutical develop-
ment

Regulatory knowledge
Knowledge of processes for the approval 
and evaluation of pharmaceuticals

Negotiation skills and political 
interaction
Ability to interact and negotiate in 
political circles  and conduct negotiations

A�ected person competence & 
integration into patient groups
 Integration into circles of a�ected 

persons with speci�c focus on the 
disease pattern

 Ability to abstract from one's own 
a�ectedness

Ability to perform the role
 Financial resources or support to 

perform the intended role
  Time available to perform the role
  Su�cient health

Transparency and integrity
 Transparency = disclosure of 

connections
  Integrity = personal ethical integrity 

between allocation of funds and 
action

Source: Dierks, Geißler, Schumacher-Wulf, Schmitt (2019, unpublished)

Technical competences Systems competences

Personal framework for e�ective patient participation

Methodological competences

Figure 3: Depending on their level of knowledge, skills and expertise about their disease, patients can actively engage in
therapy development at different points.
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outcomes. These include data that supplement the evalua-

tion of a therapeutic intervention with the patient’s subjec-

tive assessment of, for example, on QoL, fatigue, or pain.

They are increasingly being taken into account in medical

research as they provide an additional patient perspective

on the disease or treatment.

Currently, the EMA and US Food and Drug Administrati-

on (FDA) discuss with various stakeholders to find ways to

standardise patient-generated data and the methods of

data collection. In addition, the Innovative Medicines Initi-

ative has initiated the SISAQOL project under the supervi-

sion of the European Organisation for Research and Treat-

ment of Cancer (EORTC) to develop recommendations for

the analysis and interpretation of PROs in clinical cancer

studies.

But patients with low to medium expertise can also be-

come involved in these early stages, for example in re-

search funding or designing patient information and con-

sent forms in patient-friendly language. If they are part of

an ethics committee, patient representatives can also con-

tribute to the critical dialogue about ethical issues in study

design, inclusion and exclusion criteria, frequency of inva-

sive diagnostics, risk-benefit balance for subjects, or data

protection.

Patient participation is standard at EU level

At EU level, pharmaceutical approval, data protection and

requirements for clinical studies are largely determined by

EU legislation. Interestingly, patient participation in regula-

tion and research has long been standard practice outside

Germany. For example, patient representatives have been

and continue to be involved in Horizon 2020, an EU re-

search and innovation funding program, the Innovative

Medicines Initiative (IMI), the Innovative Medicines Initiati-

ve 2 (IMI2), and in future also in the Innovative Health Initi-

ative (IHI), which is expected to start this autumn, as exter-

nal experts on advisory boards, review panels and – as so-

metimes required in calls for proposals – in research pro-

jects.

In addition, they are active partners in medical societies,

e.g. as full members in the European Cancer Organisation,

European Reference Networks, European Society for Medi-

cal Oncology (ESMO) and its Patient Advocacy Workgroup,

EHA European Affairs Committee and EHA Patient Advoca-

cy Workgroup. And for more than 15 years, they have also

been represented in the EMA Board and all its committees

– often with voting rights – as well as the Patients‘ and

Consumers‘ Working Party (PCWP).

In addition, the new EU Regulation 536/2014 on clinical

studies, which will come into force in January 2022, has in-

troduced some significant changes from the patient per-

spective: for example, an increase in the public transparen-

cy of clinical studies and related data as well as study re-

sults, and the necessity to provide information in the pro-

tocol as to whether and how patients were involved in the

preparation of the protocol. Similarly, the new regulation

includes a requirement for patient participation in national

ethics committees, which have been given the „power to

issue opinions for the purposes of this Regulation, taking

into account the views of lay people, in particular patients

or patient organisations“5.

Patient representatives have also contributed to the

highly topical and complex issue of data protection, which

is of particular relevance in the areas of clinical studies and

healthcare at EU level, e.g. in a Patient Advisory Board, as

participants in focus groups, and in a Delphi project on da-

ta protection and sharing in the multidisciplinary EU-fun-

ded project RD Connect (2012-2018), which brought toge-

ther partners from the EU and beyond to create an integra-

ted global infrastructure for rare disease research.
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In Germany, self-help has been well established and par-

ticipation in G-BA processes is well organised, but – despi-

te their specific expertise, which is essential for research

design and regulatory frameworks – patients are often ex-

cluded from systematic participation in research and rese-

arch-related capacity building.

The National Decade against Cancer now offers a great

opportunity for change here. Both at European and inter-

national level, patients have had a lot of influence on re-

search design and funding programs for some time – but

here, too, initiatives such as the EU Cancer Plan, the EU

Cancer Mission, and the EU Trio Council Presidency shall

further establish and consolidate patient participation, as

the Trio Council Presidency of Germany, Portugal, and Slo-

venia emphasised in a joint paper: „Germany and the Trio

Council partners will initiate a process to systematically in-

volve patients in European cancer research [...] emphasi-

sing the importance of active patient involvement throug-

hout the translational process from research to patient

care. [...] The Trio Council Presidency will advance patient-

centred cancer research as a standard in Europe.“6
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he flood of new pharmaceuticals, e.g. in onco-

logy, is a blessing but can sometimes also be a

curse. It is a blessing when new pharmaceuti-

cals improve the prognosis of a disease, all-

eviate suffering and/or have fewer side effects

than previous therapies. The term „new“ is also associated

with hope, which many patients experience as a value in it-

self. We perceive the flood of new pharmaceuticals as a

curse when they are marketed at great expense but do not

present measurable improvements in patient-relevant out-

comes, but also when the assessment of new pharmaceuti-

cals by regulatory authorities, payers and physicians differs

and a lot of valuable energy has to be invested for the indi-

vidual access of patients.

In Germany, the Pharmaceutical Market Reorganisation

Act (AMNOG) came into force on 1 January 2011 for the

early benefit assessment of new pharmaceuticals as the

basis for pricing1. The aim was to establish a system for a

well-regulated access to new pharmaceuticals in due con-

sideration of economic resources. The law of 2010 does

not mention medical societies, but stipulates that an oral

hearing is conducted. In the G-BA’s Rules of Procedure, me-

dical societies are among those entitled to submit com-

ments.

In subsequent years, the „learning“ AMNOG system was

adapted in several legislative procedures. In 2017, these in-

cluded the comprehensive information for prescribing

physicians in the Strengthening Pharmaceutical Supply in

Statutory Health Insurance (GKV-AMVSG)2 and in 2019, the

Act for Greater Safety in the Supply of Medicines (GSAV),

the early involvement of medical societies in the consulta-

tion of pharmaceutical companies by the G-BA3.

In fact, these opinions are both a responsibility and a

challenge for the medical societies.

T

Medical societies in the AMNOG procedure –
a „non-quantifiable benefit“?

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

Availability and use of new pharmaceuticals in Germany are

determined by three regulatory processes: Approval by the

European Medicines Agency (EMA), early benefit assessment

according to the AMNOG procedure by the Federal Joint

Committee (G-BA), and guidelines of scientific medical

societies. The specifications and recommendations of these

procedures are consistent in many points, but can also differ

substantially. This complicates decisions about the use of a

new pharmaceutical in a specific treatment situation.

Medical societies are involved in all three processes and

represent an important connecting element. An early

involvement of medical societies in the consultation of

pharmaceutical companies by the G-BA, which has

been implemented in 2020, is a further step towards the

integration of medical science into the benefit assessment

of pharmaceuticals and thus in the quality-assured care of

patients.
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Early bene�t assessment procedures completed with a determination 2011 to 2020
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Source: AWMF and DGHO: Early bene�t assessment of new pharmaceuticals in Germany 2011-2020, pricing and more.
 May 2021, in print.
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Figure 1: The number of assessment procedures has increased continuously since 2011. Reasons for this are not only new
pharmaceuticals and/or new indications, but also re-evaluations of active substances with orphan drug status.

Professor Bernhard Wörmann works as a physician

specialising in internal medicine, haematology, and internal

oncology and has an additional qualification in palliative

care. Since 2010, he has been Medical Director of the

German Society for Haematology and Medical Oncology

(DGHO), and since 2015, he has been Chairman of the Com-

mission Benefit Assessment of Drugs of the AWMF. Moreover,

he works at the Outpatient Health Centre on the Virchow

Campus of the Charité hospital in Berlin focusing on haema-

tology, oncology and tumour immunology.
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Participation of medical societies in the early benefit

assessment

The number of assessment procedures has increased con-

tinuously since 2011 (see figure 14). This increase is mainly

due to new pharmaceuticals and/or new indications. Other

reasons include re-assessments after expiry of time limits

and re-assessment of pharmaceuticals with orphan drug

status that have exceeded the statutory sales volume of 50

million Euros. The approval of new pharmaceuticals varies

greatly in the individual specialties (see figure 24). The total

number of procedures is higher than the total number of

products evaluated. This is due to the fact that many phar-

maceuticals are assigned to more than one specialty, e.g.

oncology and pneumology in case of pharmaceuticals for

the treatment of lung cancer, to diabetology and endocri-

nology in case of diabetes pharmaceuticals, or to haemos-

taseology, cardiology, and neurology in case of anticoagu-

lants for the prophylaxis or therapy of vascular events.

Diabetology
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Endocrinology
Gastroenterology

Gynaecology
Haematology

Haemostaseology
ENT

Infectiology
Cardiology

Nephrology
Neurology
Oncology

Ophthalmology
Paediatrics

Pneumology
Rheumatology

Urology

0 50 100 150 200 250

Numbers (n)

Early bene�t assessment procedures by specialty 2012 to 2020

Source: AWMF and DGHO: Early bene�t assessment of new pharmaceuticals in Germany 2011-2020, pricing and more.
 May 2021, in print.

Figure 2: Approval of new pharmaceuticals varies widely across specialties. Often, drugs are assigned to more than one
specialty, such as diabetology and endocrinology.
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After publication of the reports of IQWiG or G-BA, medical

societies are involved in the procedure as parties entitled to

submit comments. Figure 34 shows the rate of participation

over the past decade.

In 2020, medical societies participated in 94% of the ear-

ly benefit assessment procedures. Thus, the increasing

trend in participation continues at this high level. Several

medical societies participated in numerous procedures

(see figure 44).

In the majority of the procedures, one single medical so-

ciety is involved. If several medical societies are involved in

a procedure, this mainly due to interdisciplinary indicati-

ons, or indications for children/adolescents and adults,

where both the paediatric and the adult medical society

submit comments.

Influence of medical societies on the procedure

The direct influence of the medical societies on the proce-

dure cannot be measured. An earlier, rough evaluation

commissioned by a pharmaceutical company revealed

that the G-BA agreed with the proposals of the medical so-

cieties in 51% of the procedures5. However, this did not

sufficiently take into account the fact that many medical

societies do not provide a dedicated assessment of either

Rate of participation of medical societies in early bene�t assessment procedures
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 May 2021, in print.
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Figure 3: In 2020, medical societies were involved in 94% of all early benefit assessment procedures. Since 2010, the trend
shows an increasing rate of participation.
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the overall procedure or the individual subpopulations,

but understand their task more comprehensively:

• Evaluation of the dossier

• Methodology, consultation

• Classification in therapy standard

• Guidelines, care

• Experience

• Efficacy, side effects.

Medical societies focus on content-related topics. A major

challenge in the AMNOG process is the formation of sub-

groups/subpopulations as stipulated in the law1. Parame-

ters include gender, age, disease severity or stage, centre

and national effects. Here, the benefit assessment process

differs significantly from the approval process. We use the

terms „subgroups“ and „subpopulations“ together becau-

se both are used in the early benefit assessment process.

Figure 54 shows the number of procedures where sub-

groups/subpopulations have been defined.

Medical societies had intensively dealt with the topic in

2015/20166; it was also the subject of a complaint by a

pharmaceutical company7. The number of procedures in

which subgroups/subpopulations were defined as the ba-

sis for the appropriate comparative treatment and the as-

sessments had increased to 57% in 2016. Since then, the
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Figure 4: More than one scientific medical society has been involved in numerous early benefit assessment procedures
from 2011 to 2020.
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rate has steadily declined, reaching a low of 27% for all

procedures that had been completed in 2020.

In the meantime, opinions of medical societies, discussi-

on within the framework of the hearing and other factors

frequently result in subsequent requests to the IQWiG to

prepare an addendum or to the responsible department of

the G-BA to prepare an amendment, respectively. Figure 64

shows the proportion of addenda/amendments in the to-

tal number of procedures. The number of procedures with

addenda/amendments had further increased in 2019, and

is now >50%. A frequent reason for these adden-

da/amendments on the part of the medical societies is cri-

ticism of the determination of the appropriate comparati-

ve treatment.

Discrepancies between AMNOG, approval and

guidelines

All discrepancies between AMNOG and approval are best

illustrated in the evaluation of the G-BA’s determinations.

By the end of 2020, 519 AMNOG procedures had been

completed. Taking into account the definition of sub-

groups/subpopulations, the G-BA took 966 decisions. The

results of all determinations from 2011 to 2020 are shown

in figure 74. Of all new drugs approved by the EMA and as-

Frequency of subgroups/subpopulations in the early bene�t assessment
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Figure 5: The number of procedures in which subgroups/subpopulations were defined as the basis for the appropriate
comparative treatment reached its peaked in 2016 at 57% and has recently declined to 27%.
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sessed as effective and safe, the G-BA determined „additio-

nal benefit not proven“ in 41.1% of all procedures. In 19.9%

of the procedures, „not quantifiable“ was the best rating,

followed by 19.3% with „considerable“ and 18.9% with

„low“ added benefit. In 0.5% of the procedures, the cate-

gory „significant“ was selected as the best rating, and in

0.2%, the overall harm was rated higher than the benefit.

The evaluation by subgroups/subpopulations revealed

that the added benefit was determined to be „not proven“

in 59.6% of all procedures.

Discrepancies between early benefit assessments and

guidelines are more difficult to detect. For oncology, we

compared assessments according to the AMNOG process

and the European Society for Medical Oncology’s Magnitu-

de of Clinical Benefit Scale (ESMO MCBS). ESMO MCBS dif-

fers substantially from the G-BA approach, primarily in that

endpoints such as progression-free survival are evaluated

as patient-relevant8,  9. Formally, it differs, among other

things, in that there are five categories, no „additional be-

nefit not quantifiable“ category, and different scales for

pharmaceuticals in indications with curative and non-cura-

tive intent. Figure 8 shows the evaluation of 90 consecut-

ive oncology procedures in non-curative intent, in which

results of the early benefit assessment and evaluation ac-
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Figure 6: Comments from medical societies and hearings increasingly lead to additional requests to the IQWiG to prepare
an addendum or the G-BA to prepare an amendment.
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cording to the ESMO MCBS were available. There is a ten-

dency that the results of AMNOG and ESMO MCBS proce-

dures match, but within the respective categories the re-

sults show a wide range of variation. One example is the

AMNOG category „low additional benefit“, in which ESMO

ratings range from 1-4.

Early integration of medical societies in the

consultation processes

One important element in optimising HTA processes is an

early communication between pharmaceutical companies

and the G-BA. With the GSAV of August 2019, medical so-

cieties have now also been involved in this consultation3.

Best assessment by procedure and subgroups in the early bene�t assessment,
all specialties 2011 to 2020
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Key: Best assessment – in procedures with subgrouping, the best assessment in each case is evaluated; in procedures 
without subgrouping, the only determination in each case is evaluated; all subgroups/subpopulations – the determina-
tions of all subgroups are evaluated here.

lower not
proven

non
quanti�-

able

low consider-
able

signi-
�cant

Additional bene�t

70

60

50

40

30

20

10

0

Frequency (%)

lower not
proven

non
quanti�-

able

low consider-
able

signi-
�cant

Additional bene�t

Best assessment All subgroups

Procedures n=518 Subgroups n=965

Figure 7: The results from 519 AMNOG procedures and 966 determinations show that in 41.1% of all cases the assessment
resulted in „additional benefit not proven.“ In the evaluation of subgroups, this was the case in 59.6% of the cases.
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This law has been implemented since spring 2020. In a

working paper for the AWMF, the medical societies have

agreed to issue a joint statement. The AWMF office sends

the consented statement to the G-BA or one of its commis-

sioned medical societies within a period of four to five

weeks. Table 1 shows all requests sent by the G-BA from

April to December 2020.

This procedure is quite complex for the medical socie-

ties. The initial time required for a statement is estimated

up to one working day. Against the background of this ef-

fort, the compliance rate of 85% for all specialties is very

high, especially as the implementation of this procedure

fell directly into the first wave of COVID-19 in Germany.
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Figure 8: When comparing 90 assessments according to AMNOG and ESMO MCBS for oncology pharmaceuticals with
non-curative intent, the results vary greatly within the categories.

34 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



8 Cherny NI, Sullivan R, Dafni U et al.: A standardised, generic, validated
ap- proach to stratify the magnitude of clinical benefit that can be anticipated
from anti-cancer therapies: the European Society for Medical Oncology
Magnitude of Clinical Benefit Scale (ESMO-MCBS). Ann Oncol 26:1547-1573,
2015. DOI: 10.1093/annonc/mdv249.
https://go.sn.pub/UNSQmu

9 Cherny NI, Dafni U, Bogaerts J et al.: ESMO-Magnitude of Clinical Benefit Scale
version1.1. Ann Oncol 28:2340-2366, 2017. DOI: 10.1093/annonc/mdx310.
https://go.sn.pub/3eRv86

Early involvement of medical societies in
the consultations of the G-BA (4-12/2020)

Source: Prof Dr Wörmann

Indications N Opinions

All

Oncology

Non-oncology

224

104

120

191 (85%)

101 (97%)

90 (75%)

Table 1: Participation of medical societies, as measured by
G-BA requests, reaches an average of 85%, and 97% in the
specialty of oncology, respectively.
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rocess flows

Last year, the AMNOG procedure was expan-

ded and a consultation phase implemented. In

the so-called „report“ phase, the AWMF profes-

sional associations are asked for a brief state-

ment about the current treatment standard and the actual

medical care situation. Since general practice cares for

people with a wide variety of diseases, DEGAM is frequent-

ly involved in the hearing procedure (see figure 1). In addi-

tion to DEGAM, the coordinator of the AWMF, Ms Erstling,

also contacts the main authors of relevant guidelines. Se-

veral inquiries reach DEGAM activists via this channel. In

the commission „Early benefit assessment“, Professor Erika

Baum who looks back on 36 years of experience in a rural

family practice and is the former DEGAM president and

head of the department of general medicine at the Univer-

sity of Marburg, assumes the coordination function for DE-

GAM. She is supported by Dr Felix Holzinger from the Insti-

tute of General Practice at the Charité Berlin. Since a joint

statement of all AWMF specialist societies is expected, the

challenge is that partially different assessments and views

must be combined here within only a few weeks.

Special position of general medicin

It is no coincidence that DEGAM frequently comes to diffe-

rent assessments of diagnostic and therapeutic procedures

than the other professional associations. General medicine

focuses on the whole person and on the question of prac-

ticability under the given conditions. Our main focus is on

the overall benefit for our patients: How does a certain

procedure affect mortality – and not just disease-specific

mortality, because we always have to take competing cau-

ses of death into account – morbidity in the sense of the

burden of disease, and especially quality of life. Moreover,

opportunity costs play a major role: We can only spend

P

General practice and the AMNOG:
the status quo

Professor Martin Scherer, Institute and Polyclinic for General Medicine UKE Hamburg, President of DEGAM |
Professor Erika Baum, Treasurer and Past-President of DEGAM

In the AMNOG procedure, the benefit of new treatment

methods is evaluated. For this purpose, the assessment

of scientific professional associations is also required at

several stages. This article illustrates the role of general

practice in this process. We explain why the involvement

of this discipline is essential and represents an important

corrective, where there are similarities and discrepancies,

and how this should be rated. In particular, we refer to the

close connection between guidelines and the information

provided in the AMNOG procedure. It becomes apparent

that the coordinating function of the AWMF is extremely

useful. This applies to both benefit assessment and guideline

development – in both areas we see ourselves as learning

systems.
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Overview of the AMNOG procedure
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Figure 1: Due to the tight time frame of the AMNOG process, a statement must be submitted within a few weeks.
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one Euro and allocate one minute of our working time on-

ce. Thus, the question of displacement and cost-benefit ra-

tio also arises in comparison to other diseases and the bur-

den on the overall system1.

Traditionally, DEGAM pays great attention to its inde-

pendence from the pharmaceutical and medical device in-

dustry. We have this in common with the Drug Commissi-

on of the German Medical Association (Arzneimittelkom-

mission der Deutschen Ärzteschaft, AKdÄ). Contrary to

most other professional associations in Germany, we re-

frain from any sponsorship by these groups – both as a so-

ciety and in our journal and at our congresses. Our guideli-

ne authors and delegates to external guidelines are also

free of any potential conflicts of interest. Since they play a

considerable role in the evaluation of therapeutic and dia-

gnostic procedures2, it is no coincidence that repeatedly,

e.g. in national health care guidelines, DEGAM and AKdÄ

have voted in the same way and controversially to the ot-

her professional associations. In the opinion of DEGAM, in

guideline work too little attention is paid to the bias cau-

sed by the underlying publications as a result of potential

conflicts of interest on the part of their authors3.

DEGAM puts a lot of effort into writing high-quality and

trustworthy guidelines that are easy to apply in family

practice. The guidelines including their additional materi-

als such as abstracts and implementation tools are availa-

ble at https://www.degam.de/degam-leitlinien-379.html.

Moreover, we are involved in guidelines of numerous other

Number and type of guidelines developed by DEGAM until September 2020
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professional societies as well as in the programme of natio-

nal health care guidelines: https://www.degam.de/nvls3-

ll-anderer-fg.html. Unfortunately, due to limited human

and financial resources, DEGAM must reject quite a few re-

quests from other professional associations.

Implementation in the AMNOG procedure 

These fundamental views and problems are also reflected

in the joint statements. For example, consensus on request

2021-B-059_AWG2 – Prevention of SARS-CoV-2 infections

or COVID-19 diseases was quite easy. We shared the opini-

on of the representatives of other professional associations

(German Society for Internal Intensive Care and Emergency

Medicine and German Society for Pneumology and Respi-

ratory Medicine) concerning the insufficient evidence base

and the much discussed options antibiotics, hydroxychlo-

roquine, monoclonal antibodies, and vitamin D. Regarding

vaccinations, we referred to the STIKO recommendations.

Especially in this case, evidence is so volatile that our con-

sensus is that one should always refer to the current status

published by this public institution.

In contrast, there was a disagreement in the assessment

of the significance of direct oral anticoagulants (DOAC)

versus vitamin K antagonists in atrial fibrillation. While the

other professional associations referred to international

guidelines and global results of randomised studies, DE-

GAM found it important to take the assessment of the AK-

dÄ into consideration (available at https://www.ak-

dae.de/Arzneimitteltherapie/LF/OAKVHF/index.html) as

well as the S3 Guideline Stroke, which was prepared under

the leadership of DEGAM. In particular, a more detailed

analysis of the data shows that the phenprocoumon thera-

py commonly used in Germany (instead of warfarin, which

is otherwise used almost exclusively) and the treatment

quality achieved do not present any systematic disadvan-

tage as compared to DOACs.

Our ongoing dispute regarding the evaluation of lipid-

lowering therapy has also been part of these hearing pro-

cedures, as we had expected it. Initially, there were even

separate statements, and later the different views were

presented; in one case, DEGAM explicitly distanced itself

from the statement issued, because it had been involved

too late by the lead professional association. We are quite

disappointed that in the comments of other professional

associations our nationally consented National Health Care

Guidelines (NVL), which had been elaborated with the par-

ticipation of the AWMF at the highest level and are ultima-

tely financed by German medical profession, are often not

reflected at all, but instead guidelines from professional so-

cieties are cited, such as the European Society of Cardiolo-

gy (ESC), that do not reach this standard by far4.

In case of antidementive pharmaceuticals, we objected

to the assertion that substandard therapy was applied in

general practice. Instead, we referred to the special vote of

DEGAM in the corresponding national guideline, to the

specifications of the German Pharmaceuticals Guidelines

for these pharmaceuticals5, which the lead professional as-

sociation wasn’t obviously aware of at all, as well as to the

new development in France, where antidementives were

excluded from reimbursability for reasons of insufficient ef-

ficacy6.

These different views and representations are not a pro-

blem for us, but serve the purpose of transparency. We ha-

ve different treatment areas, different pretest probabilities,

different positive or negative predictive values based on

different prevalences. We also have different perceptions

related to the importance of interventions and what is ulti-

mately really urgent and realistic and achievable.

Therefore, it is very important that general practice is he-

ard and actively involved within the AWMF. Unlike many



40 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

other professional associations, we are not divided into

subgroups with our own representation within the AWMF.

We are grateful that this special role of general practice re-

presented by DEGAM is taken into account in the hearing

procedure as well as in the guideline work.

Notes on the development of guidelines

Finally, we would like to mention the guideline work of DE-

GAM. Our challenge here is to combine scientific expertise

with clinical practice. In view of the time-consuming de-

velopment process starting at S2 level, it is very difficult for

us to find suitable people who are willing and able to do

the – usually voluntary – work for this. There is hardly any

additional support or funding. We hope that the situation

will improve with the commitment by the Innovation Fund

to support guideline work. A special programme for the

field of general practice would be very helpful. But there is

also a considerable catch-up potential in terms of guideli-

ne implementation (see figure 4).

What we need to communicate again and again: Guide-

lines are not textbooks; as we are not into cookbook medi-

cine. The implementation of guidelines in the sense of

changing the behaviour of physicians and patients is quite

challenging, as we also write patient information. We have
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various tools: a long version, a short version, several imple-

mentation aids for medical assistants, and other supple-

mentary materials for practices, such as medical history

forms. And at present, with COVID-19 and the rapidly

changing evidence, we need a living guideline including

patient guides and modules for various individual scenari-

os, such as specimen collection, self-testing, or home isola-

tion.

Guidelines also help transfer evidence into practice via

the appropriate recommendations. But they need to be

done well. For this purpose, we have the DELBI criteria

(German Instrument for Methodological Guideline Evalua-

tion) and the AGREE criteria7 (Appraisal of Guidelines of Re-

search & Evaluation). Of course, guidelines must always be

measured by their impact on health care. Health care issu-

es also always play a role in the development of a guideli-

ne, we don’t write a book on dementia or on stroke or an

encyclopaedia. Instead, we must always adapt the guideli-

ne to current health care issues. In doing so, we see oursel-

ves as a learning system. Basically, the cycles from health

care problem to the implementation of a quality-impro-

ving measure are learning systems driven by iterative feed-

back loops.

And it is also about recurrent feedback loops. A sensitive

breaking point is ensuring continuity at expert level and

taking care not to overburden people who do this work on

a voluntary basis. Often less is more. For this reason, we try

to be brief and get to the core of the matter in the various

commenting procedures, even outside the AMNOG.

Through concise core messages, people in primary care

get aware of us and can actually change their behaviour

and achieve ever-improving medical care for our country.
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Mental disorders – prevalence, treatment

rate, outcome, costs

27.8 percent of the German population (17.8

million inhabitants) suffer from a mental disor-

ders (figure 1) and of these, 9.8 percent (6.3 mil-

lion) suffer from depression1.

This group of disorders is the second most common af-

ter anxiety disorders. It is characterised by disease episo-

des in which mood and drive are significantly decreased

below previously known levels for a period of at least 14

days. Patients usually suffer from depression for months to

years before it is recognised. Only 32.9 percent of all cases

are treated although there are good treatment options

ranging from a psychotherapy-only treatment recommen-

dation for a mild episode to a combined treatment of phar-

macotherapy and psychotherapy for a severe episode2.

Approximately 50 percent of all patients treated respond

very well to evidence-based treatment options and are

able to return to life without significant impairment. The

other half lives well with disease-related limitations, but

some patients develop chronic courses. These are charac-

terised by significant concentration disorders as well as se-

vere impairment of both vitality and mood, which do not

respond to current psycho- or pharmacotherapy options,

and are associated with significant limitations in both pro-

fessional and private life.

Unfortunately, new treatment options, such as the admi-

nistration of esketamine or the use of non-invasive brain

stimulation (NIBS) have not changed much yet. Depression

is currently one of the main drivers of rising absenteeism

and work disability rates (figure 2) due to mental disor-

ders3. With 13 percent of total costs, they contribute signi-

ficantly to the 44.4 billion € of direct medical and healthca-

re costs in Germany (figure 3)4. At the same time, however,

new pharmacological approaches are becoming increa-

1

Experiences of psychiatry/neurology
with early benefit assessment

Professor Peter Falkai, Dorothée Streb M.A., PD Dr Cornelius Schüle | Department of Psychiatry
and Psychotherapy, Munich University Hospital

Mental disorders are very common and too rarely treated.

Functional remission rates are low (15 to 50 percent) and the

patients‘ life shortened (3-10 years). There are still hardly

any new pharmacological approaches. The AMNOG requires

an additional benefit, while the choice of an appropriate

comparative treatment is often difficult to define despite

existing guidelines. New therapeutic approaches must

focus on potential subgroups and relevant endpoints.

Mechanism-based therapeutic approaches or

(bio)-marker-guided studies are the future and must be

adapted to current needs.
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Figure 1: Almost 28 percent of all people in Germany suffer from a mental disorder, of which almost ten million have an
anxiety disorder. Around 6.3 million people suffer from depression.
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singly rare, as the pharmaceutical industry’s interest in de-

veloping new drugs for mental disorders has noticeably

declined in recent years.

2. The AMNOG procedure

With the adoption of the German Pharmaceutical Market

Reorganisation Act (AMNOG) in January 2011, the previ-

ously applicable bonus-malus system for the prescription

of pharmaceuticals was abolished. The basis for the bo-

nus-malus system was the Economic Optimisation of Phar-

maceutical Care Act (AVWG) which came into force in 2006.

This regulation provided for penalties for physicians, if they

exceeded the specified daily therapy costs for certain di-

seases (malus). In contrast, there was a bonus for the Asso-

ciation of Statutory Health Insurance Physicians, if physici-

ans prescribed particularly favourable alternative pharma-

ceuticals and smaller dosages. The calculation of daily the-

rapy costs was based on pharmaceuticals in the lower third

of the price range and an assumed mean daily dose (MDD).

In all of this, individual characteristics, the severity of the

disease and existing comorbidities were not taken into ac-

count. In addition, the rewarding of rationing of medical

services and an increasing breach of the relationship of

trust between physician and patient were frequently criti-

cised. The pharmaceutical industry was blamed for the tre-

mendous increase in expenditure on new pharmaceuticals,

Mental diseases reach peak
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reached a new high in 2019 with 260 days per 100 insured persons.
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as manufacturers were able to set the price for new phar-

maceuticals – and high prices were by no means always

justified by a high additional benefit for patients.

The goals of the AMNOG are 1) to contain the rapidly in-

creasing pharmaceutical expenditures of statutory health

insurances (SHI), 2) to promote fair competition and a

stronger focus on the well-being of patients, 3) to achieve

a new balance between innovation and affordability of

pharmaceuticals, 4) to determine a price based on the ad-

ditional benefits of pharmaceuticals, and 5) to better in-

form patients by means of independent patient counsel-

ling.

The desired consequences of the AMNOG are, on the

one hand, annual savings for the statutory health insuran-

ce and, on the other hand, more competition. It is no lon-

ger the pharmaceutical companies‘ sole discretion to set

the prices for pharmaceuticals. Moreover, the reimburse-

ment amount is now negotiated between pharmaceutical
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Figure 3: The direct costs of mental disorders in Germany most recently added up to around 44.4 billion € annually –
almost as much as the costs of cardiovascular diseases.
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manufacturers and the statutory health insurances within

one year of market launch. This amount also applies to pri-

vately insured and self-pay patients. Other goals include

deregulation through AMNOG by abolishing the bonus-

malus system as well as the second opinion regulation

(high-priced pharmaceuticals or those with a high risk po-

tential may not be prescribed without feedback from anot-

her physician), and reducing bureaucracy for insured per-

sons and service providers.

The Federal Joint Committee (G-BA) is the highest body

of the joint self-government in Germany’s healthcare sys-

tem and is mandated by law to make legally binding deci-

sions in many areas about the entitlement to benefits of

the community of solidarity of around 70 million people

insured under the SHI in Germany. It examines whether

services provided by the statutory health insurance (SHI)

are „sufficient, appropriate and economical“ (pursuant to

Section 12 of the German Social Code – Book V (SGB V),

they must „not exceed what is necessary“ (efficiency prin-

ciple)). The G-BA issues directives, such as the German Me-

dical Aids Directive (HilfsM-RL), the Physiotherapy Directive

(HeilM-RL), and the Pharmaceutical Products Directive

(AM-RL).

Despite their „sub-legal normative character“, the guide-

lines of the G-BA are legally binding for all people insured

and stakeholders in the SHI system (e.g., for outpatient

treatment by physicians, dentists, therapists and psycho-

therapists in private practice, as well as for treatment in

hospitals and clinics). These are only formal, yet not subs-

tantive, reviews by the Federal Ministry of Health. The

Committee is supported by the Institute for Quality and Ef-

ficiency in Health Care (IQWiG) by means of expert opini-

ons.

3. Examples for the application of the AMNOG proce-

dure/appropriate comparative treatment

• Vortioxetine (Brintellix®): no additional benefit in acute

therapy as well as in relapse prophylaxis of depression;

• Lurasidone (Latuda®): no additional benefit in acute the-

rapy and relapse prophylaxis of schizophrenia;

• Nalmefene (Selincro®): additional benefit of nalmefene

in the reduction of alcohol consumption as compared to

the appropriate comparator therapy not proven;

• Lisdexamfetamine (Elvanse®): approval for ADHD in chil-

dren and adolescents aged six years and older with an in-

adequate response to therapy with methylphenidate; ad-

ditional benefit as compared to atomoxetine not proven;

• Cariprazine (Reagila®): Additional benefit only for the

treatment of negative schizophrenia symptoms, calculati-

on of a mixed price (avoidance of additional costs in the

treatment of productive symptoms).

In the AMNOG procedure, the G-BA – with the involvement

of IQWiG – did not recognise an additional benefit of e.g.

vortioxetine (Brintellix®). Thus, the pharmaceutical remains

to be approved, but is not reimbursed at the price sought

by the pharmaceutical company. As a consequence, it was

de facto withdrawn from the German market. The criticism:

Only acute therapy was tested, there were no studies on

the subgroup of mild episodes, and for severe depressive

episodes there was a comparison with citalopram without

any consideration of psychotherapy. Although meta-analy-

ses (for lack of directly comparative studies) identified 14

studies with vortioxetine and 10 with citalopram, only

three and four of these studies were included, respectively.

Vortioxetine (Brintellix®) was approved, but only a very low

market price was achieved, equivalent to the reimburse-

ment costs of Fevarin®, a selective serotonin reuptake inhi-

bitor (SSRI) that had been approved a long time ago. The

manufacturer withdrew vortioxetine (Brintellix®) from the
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market in Germany, as other European countries would ha-

ve been able to obtain this pharmaceutical very cheaply in

Germany.

With regard to nalmefene (Selincro®), naltrexone was in-

tended to serve as an appropriate comparative treatment

for relapse prevention of alcoholism. In IQWiG’s view, the

data presented by the manufacturer were unsuitable to

demonstrate an additional benefit. They only allowed an

indirect comparison between nalmefene and naltrexone,

which was also associated with the methodological short-

comings that patients and treatment goals differed funda-

mentally in six of seven studies on naltrexone from those

in the nalmefene studies, in the seventh study naltrexone

was sometimes not used in accordance with the approval,

and evaluations for relevant time periods were missing in

the study.

For cariprazine (Reagila®), the G-BA did not see any addi-

tional benefit in the acute treatment of schizophrenia in

adults as compared to an appropriate comparative treat-

ment on the basis of the available studies. However, one

controlled study revealed a „small but robust effect on ne-

gative symptoms“ of cariprazine in schizophrenic patients

that showed statistically significant superior results as

compared to the effects of risperidone. Thus, the G-BA saw

at least „evidence of additional benefit“ in schizophrenic

patients in whom negative symptoms predominate, whe-

reby the additional benefit was mainly seen in the long-

term treatment and relapse prevention of schizophrenia.

Before the introduction of the AMNOG procedure, a

comparable effect as compared to a standard therapy and

superiority over placebo was deemed sufficient to furnish

proof of efficacy to allow for approval and increased reim-

bursement costs for the new pharmaceutical within the

scope of patent protection, and the manufacturer was ulti-

mately able to determine the price for the pharmaceutical.

After the introduction of the AMNOG procedure, a compa-

rable effect as compared to an already established stan-

dard therapy and superiority over placebo is no longer suf-

ficient; proof of an additional benefit is required in order to

be able to justify an increased market price for the newly

approved pharmaceutical, while a verifiable additional be-

nefit of the new pharmaceutical has a direct influence on

the price negotiations between the manufacturer and the

statutory health insurances.

On the example of pharmacotherapy for depressive pati-

ents, the extent to which superiority can be demonstrated

for a new therapeutic strategy as compared to an appro-

priate comparative treatment will be explained once again.

According to the guidelines, the algorithm for antidepres-

sant pharmacotherapy mentions three options in case of

insufficient treatment response (figure 4):

• Change of the antidepressant;

• Augmentation (additional administration of a pharma-

ceutical that is not antidepressant alone, but also en-

hances the effect of an antidepressant);

• Combination (additional administration of another anti-

depressant).

On the one hand, it is remarkable that the augmentation

strategy is assigned the highest level of evidence even be-

fore the combination strategy and that the change of anti-

depressant is less supported by empirical studies. On the

other hand, among the augmentation strategies, lithium is

singled out in first place, even though other augmentation

methods (e.g., augmentation with thyroid hormone or aty-

pical antipsychotics, such as quetiapine or aripiprazole)

might have yielded even better results than lithium in me-

ta-analyses (figure 5). Regarding the role of the G-BA and

appropriate comparative treatment in the approval of aug-

mentation procedures, the G-BA – as opposed to the

DGPPN guideline – does not „rank“ therapy options in pati-
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ents with treatment-resistant depression (TRD). In princip-

le, potential appropriate comparative treatments would be

1) a change of the pharmaceutical (with a change of the

substance class), 2) combination strategies, or 3) augmen-

tation strategies.

With regard to augmentation strategies as appropriate

comparative treatment, the following applies:

• Lithium: mentioned in the DGPPN guideline with the

highest evidence, for augmentation in TRD, therefore

according to G-BA appropriate comparative treatment;

• Augmentation with thyroid hormone: no approval as

augmentation strategy in TRD, therefore according to

G-BA no appropriate comparative treatment;

• Qetiapine: approved as augmentation strategy in TRD,

therefore appropriate comparative treatment according

to G-BA;

• Aripiprazole: approved in the USA as an augmentation

strategy for TRD (but not in Europe), therefore not an

appropriate comparative treatment according to the

G-BA.

For the most recent launch of intranasal esketamine (Spra-

vato®) in Germany (1 March 2021), a switch of antidepres-

Antidepressant pharmacotherapy for inadequate response

Response?

Lithium augmentation
 2 weeks with therapeutic

lithium level

Check
 Psychotherapy
 somatic, non-pharmaceutical 

procedures

Response?

Maintenance therapy

Maintenance therapy

Combination
antidepressant

Change of
antidepressant

Source: Bschor T, Bauer M, Adli M (2014): Chronic and treatment resistant depression: diagnosis and stepwise therapy.
 Dtsch Ärztebl Int 111: 766–776.

+

+

–

–

Evidence level 1 Evidence level 2 EEvidence level 3

Figure 4: According to the guidelines, the algorithm for antidepressant pharmacotherapy mentions three options in case
of insufficient treatment response.
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sant served as the appropriate comparative treatment7 in

the approval studies, with a switch of antidepressant at ba-

seline in both the verum group (intranasal application of

esketamine) and the placebo group (intranasal administra-

Meta-analysis of various augmentation procedures

Source: Zhou X et al. (2015): Comparative e�cacy, acceptability, and tolerability of augmentation agents in treatment-
 resistant depression: systematic review and network meta-analysis. J Clin Psychiatry 76(4):e487–98.

Main outcome: Only quetiapine (OR=1.92), aripiprazole (OR=1.85), thyroid hormone (OR=1.84) and lithium (OR=1.56) 
were shown to be superior to placebo based on response rates

a Drugs are reported in alphabetical order. Comparisons between treatments should be read from left to right. The estimate is in the cell in common 
between the column-de�ning treatment and the row-de�ning treatment. For the response rate and all-cause discontinuation, ORs greater than 
unity favor the column-de�ning treatment. To obtain ORs for comparisons in the opposite direction, reciprocals should be taken. Signi�cant results 
are in bold.

Abbreviations: ARI = aripiprazole, BUP = bupropion, BUS = buspirone, CrI = credible interval, LAM = lamotrigine, LIT = lithium, MPD = methylphenidate, 
OLZ = olanzapine, OR = odds ratio, PBO = placebo, PDL = pindolol, QTP = quetiapine, RIS = risperidone, THY = thyroid hormone.
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Figure 5: Lithium is singled out for prominence among augmentation strategies, although other augmentation methods
may have yielded even better results than lithium in meta-analyses.
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tion of placebo), and the choice of antidepressant was limi-

ted to SSRIs and dual antidepressants (SNRIs). In two other

approval studies, a rapid effect within one day on depressi-

ve symptomatology as such was observed in patients with

moderate or severe depression and concrete suicidal idea-

tion although no statistically significant effect of intranasal

esketamine (Spravato®) was observed on suicidality8,  9. As a

consequence, the following two indications were determi-

ned for intranasal esketamine (Spravato®), newly introdu-

ced to the market:

• Use in combination with an SSRI or SNRI in adults with

treatment-resistant major depression who have failed

to respond to at least two different antidepressant the-

rapies in the current moderate-to-severe depressive

episode.

• Use in combination with oral antidepressant therapy in

adult patients with a moderate-to-severe episode of

major depression as an acute short-term treatment for

rapid reduction of depressive symptoms that are classi-

fied as being equivalent to a psychiatric emergency by

a physician.

Examples of AMNOG application procedures in neurology

for new drug approvals for multiple sclerosis include terif-

lunomide (no additional benefit resulting in a price reduc-

tion), ocrelizumab (additional benefit only for primary pro-

gressive MS, not for highly active relapsing-remitting MS),

or sipolimod (secondary progressive MS, unlikely to receive

additional benefit, but would be a desirable addition to

the spectrum from the clinician’s perspective).
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tarting Point

The premises of the AMNOG procedure are cle-

ar: Among other things, an additional benefit

of a new substance as compared to a compara-

tor, the appropriate comparator treatment,

must be demonstrated, patient-relevant endpoints must

be validated to be eligible for a potential additional bene-

fit, subgroup analyses must be mandatory and the additio-

nal benefit is determined by aggregating endpoints. Pati-

ent numbers must also be derived in a comprehensible

manner, and post-market data collection is now also requi-

red (see figure 1).

Due to a large number of therapeutic innovations in recent

years, oncology has been strongly represented in AMNOG

procedures. From 2011 to 2017, 139 of a total of 595 proce-

dures in 18 specialties were attributable to oncology. With

235 of all procedures, oncology is the largest group in the

AMNOG, followed by haematology with ten percent. Re-

garding the outcome of the procedures, a substantial addi-

tional benefit was most frequently awarded to oncology

products1 (see figure 2).

1. Participation of medical societies

The appropriate comparative treatment (ACT) plays an im-

portant role in the AMNOG procedure and is determined

by the G-BA at the beginning of the procedure on the basis

of its knowledge and research. Problems can arise, if no

ACT has been defined or the selected ACT is no longer in li-

ne with state of science. The G-BA takes this circumstance

into account by making it possible to change the ACT du-

ring the course of a procedure, if new findings are available

that change the generally accepted state of medical know-

ledge. In order to determine the state of science, the invol-

vement of the relevant medical societies has been reques-

ted for some time now.

S

Participation of medical societies in the AMNOG
procedure – the example of oncology

Professor Thomas Seufferlein, President of the German Cancer Society, Clinic for Internal Medicine I, Ulm
University Hospital | Dr Johannes Bruns, Secretary General of the German Cancer Society

Oncology is strongly represented in the AMNOG procedures

in terms of case numbers. The Act for More Safety in the

Supply of Pharmaceuticals (GSAV) stipulates that the

scientific-medical societies must be involved in writing in all

questions on the appropriate comparative treatment (ACT).

Medical societies make extensive use of this possibility and

contribute their expertise in 80 to 90 percent of the AMNOG

procedures. In doing so, they also have to deal with the

diverging perspectives of the IQWIG and EMA. Guidelines

play an important role in determining the position of the

medical societies. The definition of patient-relevant

outcomes as well as their weighting or summation represent

a further field of discussion. In addition, new fields of action

arise from the option to request companies to conduct post-

market data collection which is also specified in the GSAV.

Medical societies in oncology are very active partners in the

additional benefit assessment on many levels, i.e. in the

hearing procedure, the preparation of guidelines, but also

through participation in registries, certified centres, and

tumour documentation. Over the years, quite a few

processes in the AMNOG procedure have been improved.
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Premises of the AMNOG procedure

Source: AWMF/DGHO 2019

 Appropriate comparative treatment
 Comparator determined by the G-BA
 against which the additional bene�t must
 be demonstrated

 Patient-relevant endpoints
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Figure 1: Due to the tight time frame of the AMNOG process, a statement must be submitted within a few weeks.

Professor Thomas Seufferlein is President of the

German Cancer Society. He studied medicine in Regensburg

and Munich. After several years of research in Great Britain,

he moved to Ulm in 1996. He worked there until September

2008, among other things as senior consultant. After his

subsequent four-year stopover in Halle (Saale) he returned

to Ulm University Hospital as Medical Director of the

Clinic for Internal Medicine I.

Dr Johannes Bruns has been Secretary General of the

German Cancer Society, Berlin, since 2006. He studied

medicine, mathematics and sports science at the University

of Bonn and, after working as a physician at the Clinic and

Polyclinic for Trauma Surgery, he first worked as a research

assistant in the German Bundestag. He then worked as

head of the department for Fundamental Issues of Medical

Care at the former VdAK.
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This demand was addressed with the Act for Greater Sa-

fety in the Supply of Medicines (GSAV) stipulating that the

scientific-medical societies must be involved in writing in

all matters relating to the ACT. The medical societies make

active use of this possibility and actively contribute their

expertise in 80 to 90 percent of the AMNOG procedures

(see figure 3). In addition to a high level of expertise of the

medical societies, this also requires a fast responsiveness

and a professional team to answer questions. This places

high demands on the medical societies, especially if a large

number of requests comes in, since there is no considerati-

on for the evaluation carried out, i.e. the work is done on a

voluntary basis and a significant infrastructure must be

maintained.

Of course, the medical societies also have to deal with

the different perspectives the IQWIG and EMA have. While

the IQWIG methodologically focuses on diagnosis, sub-

groups, quality of life, survival and costs in its HTAs, indica-

tion, pharmaceutical quality, efficacy and safety as well as

the benefit-risk ratio are of primary importance for regula-

tory authorities such as the EMA. For medical societies, the

benefit of a pharmaceutical for patients is paramount. In

this context, the extent to which the state of medical

knowledge presented in a clinical study can be realised in

Evaluation of the additional bene�t in all procedures and in oncology 2011–2018
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Figure 2: With 139 of 595 procedures, oncology is the most represented specialty in the early benefit assessment, ahead of
haematology. In more cases than average, a „considerable“ additional benefit was awarded.
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everyday clinical practice should also be considered. This

clinical benefit assessment is based upon the patient’s own

experience as well as registry and guideline data, and the

assessment itself is incorporated into the guidelines as a

recommendation (see figure 4).

Role of guidelines

Guidelines initiated and supported by medical societies

are well established in oncology and are essential for the

quality-assured care of oncology patients. The Oncology

Guidelines Program (OL) of the German Cancer Aid, Ger-

man Cancer Society and AWMF currently covers more than

90 percent of the major tumour entities. Many of the gui-

delines are already structured as so-called „living guideli-

nes“ with regular updates during the year. In addition, new

data from science into guidelines can quickly be imple-

mented by means of amendments. Thus, the guidelines

can increasingly meet the requirement for timeliness. A

prerequisite for these processes was the introduction of a

content management system for the OL. As a next step, a
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Figure 3: Over the years, medical societies have contributed their expertise in 80 to 90 percent of AMNOG procedures.
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Figure 4: IQWiG focuses on different points in its reports
than the EMA does during the approval procedure.
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position is currently being established in the OL for data

analysis from HTAs from IQWIG, FDA, EMA, and other orga-

nisations. These reports must be processed and continu-

ously made available to the guideline groups for the upda-

te of guidelines.

Endpoints of studies in the AMNOG procedure

A major point of discussion for the medical societies in the

AMNOG procedure is the question of the appropriate end-

point of a study. Here, too, there is a discrepancy between

the criteria of the regulatory authorities and the additional

benefit assessment. Regulatory authorities accept signifi-

cantly more morbidity endpoints than are accepted for the

benefit assessment of a pharmaceutical. These include sur-

vival rates at a certain point in time or disease-free and

event-free survival, which can be relevant endpoints from

a clinical point of view, especially in therapy-naïve patients,

as they capture therapy failure and therapy-associated let-

hality and are less influenced by comorbidity, but also

post-progression therapies. These endpoints are viewed

critically in the AMNOG process and are hardly recognised.

The weighting of patient-relevant outcomes is also a

point of discussion: How do you weight e.g. a prolongation

of survival, improvement of quality of life, and reduction of

side effects? Patient-specific factors play an important role

here, e.g. any previous therapy, specific comorbidities, but

also specific patients‘ expectations. Medical societies can

give important impulses from their clinical experience that

are difficult to capture in a purely methodologically orien-

ted approach.

From the medical societies‘ point of view, it is problema-

tic to just summarise the partly diverging side effects wit-

hin the scope of early benefit assessment even without dif-

ferentiation of the clinical severity. In general, the question

arises as to what extent side effects can simply be added

up, since they affect patients in very different ways. Thus,

although a summation of side effects against clinical end-

points is possible, it is only useful to a limited extent. After

detailed information has been provided about both bene-

fits and side effects, the patient’s decision is essential

which also includes the individual assessment of the clini-

cal impression of the attending physician. It must also be

taken into account that data on side effects is often not yet

available in the early benefit assessment, e.g. because cer-

tain patient groups – such as elderly patients – are under-

represented in clinical studies and the management of side

effects is not yet optimally established, especially in case of

very innovative substances. This demonstrates new fields

of action for post-market data collection.

Post-market data collection in oncology

The Act for Greater Safety in the Supply of Medicines

(GSAV) authorises the G-BA to request post-market data

collection, case-control studies or registry studies from the

pharmaceutical company for new pharmaceuticals. This is

intended to generate further evidence after approval on

pharmaceuticals for which the evidence base was insuffi-

cient at the time of the benefit assessment, e.g. for phar-

maceuticals with accelerated approval or orphan drugs. In

principle, this is the right step. The IQWIG has elaborated

scientific concepts for the generation of treatment-related

data and their analysis for the purpose of the additional

benefit assessment. In this paper, the IQWIG states, among

other things, that treatment-related data collected for the

purpose of the additional benefit assessment of pharma-

ceuticals must be sufficiently valid and structured.

However, since the collection of treatment-related data

is carried out without specific specifications, certain data

that are required for the additional benefit assessment are

not documented for all patients in daily clinical practice.
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This includes, for example, health-related quality of life or

the comprehensive documentation of side effects. Specific

registries and electronic patient files which could be acces-

sed for post-market data collection either not available or

these do not comprise all areas or entities or are not suffi-

ciently accessible for data protection reasons. In many ca-

ses, accounting data of health insurances are often not hel-

pful, since e.g. patient-reported outcomes are not inclu-

ded.

The IQWIG states that even if healthcare data is used, a

study-based comparison between the new pharmaceutical

and the appropriate comparative treatment as defined by

the G-BA is required. However, in practice, this is almost ne-

ver the case. Thus, the IQWIG’s request for at least compa-

rative studies without randomisation with the necessary

endpoints on mortality, morbidity, quality of life, and side

effects is difficult to realise, even if the IQWIG concedes

that comparisons with historical controls are also an opti-

on.

The methodological requirements for post-market data

collection must be integrable into the daily clinical practi-

ce, available endpoints must be specified and confounders

as well as further requirements must be transparent in ad-

vance. A list of existing, usable data sources or registries is

desirable, including quality criteria and meta-data that lar-

gely meet most of the G-BA requirements. Thus, there is an

urgent need to strengthen and further develop already

existing registry structures in oncology, especially regar-

ding the specific analysability of treatment data, e.g. in the

context of post-market data collection.

In its position paper on „Knowledge-generating oncolo-

gical care“ of 2017, the DKG stated2: „To achieve reliable

evidence after approval of new pharmaceuticals, post-ap-

proval studies are the gold standard. In addition, new addi-

tional forms of evidence generation (healthcare studies,

cancer registries) must be reflected. Funding for these

measures must be ensured. These measures are controlled

by a national institution that must be knowledge-(scien-

ce)-driven.“ In its first stage, the new federal Cancer Regis-

try Data Act provides for the pooling of cancer registry da-

ta by the Centre for Cancer Registry Data (ZfKD) at the Ro-

bert Koch Institute.

Conclusion

Medical societies in oncology are very active partners in

the additional benefit assessment, and this on many levels,

i.e. in the hearing procedure, preparation of guidelines, but

also through their involvement in registries, certified cen-

tres and tumour documentation (see figure 5). Over the ye-

ars, a number of AMNOG processes have been improved,

but the evaluation of endpoints for the additional benefit

assessment by methodologists and medical societies still

diverges.

Post-market data collection is a first, meaningful step to

generate further evidence on pharmaceuticals after appro-

val, but it is also a challenge. The criteria that have been es-

tablished by IQWIG are demanding and are currently only

partly fulfilled, even by cancer registry data. However, since

the registries already exist and the pooling of registry data

is subject to statutory regulation, this should be an incen-

tive to promote the development of registries as well as

the evaluation of the data collected for healthcare re-

search. Ultimately, all these measures must serve the pati-

ent, and a maximum benefit can only be achieved through

the cooperation of all stakeholders.
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Conclusion: Participation on the example of 
oncology

 Oncology is an active partner in the bene�t assessment
 at many levels, e.g. medical societies, guideline groups,
 registries, ADTs, etc.

 Several points in the procedure have been improved (ACT)

 Discrepancy between approval procedure and bene�t 
assessment with regard to endpoint assessment still 
di�cult (objective)

 Post-marketing data collection important, but also 
challenging:

  Criteria demanding
  Cancer registry data partly suitable
   Further develop registries (ZFKD and more)
   More support for public registries and centres for more 

  comprehensive data collection (example UK)

Quelle:  Own representation

Figure 5: Post-market data collection is a first, meaningful
step to generate further evidence on pharmaceuticals after
approval, but it is also a challenge.
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n order to understand the role of medical societies in

AMNOG, it is necessary to understand the basic princi-

ples of the AMNOG procedure. With the Pharmaceuti-

cal Market Reorganisation Act (AMNOG) of January

2011, the prices of innovative pharmaceuticals in Ger-

many were regulated. Prices for patent-protected pharma-

ceuticals are determined on the basis of an additional be-

nefit assessment. Health insurance providers then pay the

price that reflects the additional benefit of the respective

pharmaceutical. Thus, prices are kept within an affordable

range without hindering innovations in the market that ul-

timately improve the treatment of patients in the long

term.

The decision on the additional benefit of a pharmaceuti-

cal is made by the Federal Joint Committee (G-BA). This

highest body of self-government in Germany consists of

representatives of payers/health insurance providers and

service providers. From the service providers, the German

Hospital Federation, the National Association of Statutory

Health Insurance Physicians (KBV), and the National Asso-

ciation of Statutory Health Insurance Dentists share the

seats on the G-BA. In addition, there are three impartial

members. The additional benefit assessment by this panel

provides the basis for price negotiations in the statutory

health insurance system. The entire process normally takes

twelve months. The reimbursement rates take effect im-

mediately and apply to both statutory and private health

insurances.

Due to the significance of the AMNOG procedure for the

German healthcare, the best information must be available

during the procedure. Moreover, general practitioners who

treat patients and later use the new pharmaceuticals must

be broadly involved in the evaluation process. Merely sea-

ting on the G-BA only as a voting representative does not

do justice to the broadly available medical know-how. Me-

I dical societies must participate even more in the consulta-

tions about the appropriate comparative treatment.

I also share the assessment of the Association of the

Scientific Medical Societies in Germany (AWMF) and the

German Society for Haematology and Medical Oncology

(DGHO) that the early benefit assessment must remain

transparent and can be carried out in a timely manner wit-

hout a large number of additional reports. Moreover, phy-

sicians must be fully informed about the results of the be-

nefit assessment and within the context of the guidelines,

and the pricing procedure must be legally binding. I also

share the view that follow-on benefit assessments are ne-

cessary to achieve sustainable determinations, and that

these should also take health economic aspects into ac-

count.

The role of the medical societies in the AMNOG was

most recently strengthened in the Act for Greater Safety in

the Supply of Medicines (GSAV). Paragraph 7 in Section

35a SGB V was adapted for this purpose. The previous ver-

sion read: „(7) The Federal Joint Committee shall advise the

pharmaceutical company in particular on documents and

studies to be submitted and on the comparative treat-

ment. It may reach agreements on this with the pharma-

ceutical company. Federal Institute for Drugs and Medical

Devices (BfArM) or the Paul Ehrlich Institute (PEI) should be

involved in the consultations before the start of phase-II

studies or for the planning of clinical studies. The pharma-

ceutical company receives a transcript of the consultation.

Further details, including reimbursement of the costs in-

curred for this consultation, shall be regulated in the Rules

of Procedure.“

In this paragraph, the following sentence was added:

„Regarding questions of the comparative treatment, the

scientific-medical societies and the Drug Commission of

the German Medical Association (AKdÄ) shall be involved

The role of medical societies within AMNOG
from the political perspective

Professor Andrew John Ullmann | Member of the German Bundestag
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in writing in due consideration of business and business

secrets of the respective pharmaceutical company.“

This new provision in the GSAV is well received, because

most scientific-medical societies have a wide experience

both in the preparation of guidelines and in medical prac-

tice. Until now, the involvement of the scientific medical

societies was only possible within the framework of the

hearing procedure. An early involvement in the determina-

tion of the appropriate comparative treatment is therefore

important.

In the future orientation of the benefit assessment pro-

cedure, the medical-scientific societies must continue to

play a key role, because they are more familiar with the

challenges of clinical-medical practice. In what form this

will take place, however, requires further debate.

Professor Andrew John Ullmann

is a member of the FDP and has been a member of the

German Bundestag since 2017. He is Professor of Infectio-

logy at the Julius Maximilians University of Würzburg

and a specialist in internal medicine, haematology, inter-

nal oncology and infectiology.
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nvolvement of those affected in the decisions of insti-

tutions whose work can have a direct impact on each

individual is a fundamental democratic principle. We

know from experience that such rights of participation

can sometimes facilitate required processes, but might

also hinder them, e.g. in case of an expansion of highways

or new wind turbines and railway lines, but also in the de-

mand planning of hospitals or outpatient care by statutory

healthcare.

Decisions on the use and reimbursement of pharmaceu-

ticals covered by the statutory health insurance affect indi-

vidual patient interests. This includes some wishful thin-

king that is not necessarily evidence-based (e.g. alternative

medicine as a health insurance benefit). About 20 years

ago, this problem was first addressed on a broader scale in

outpatient pharmaceutical care.

Based on a legal requirement, i.e. the Positive List for

Drugs Act (AMPoLG), the Ministry of Health appointed a

Positive List Commission consisting of nine members to

evaluate all pharmaceuticals on the German market to

create a list that should become the basis for prescriptions

in outpatient care by SHI-accredited physicians. The task

for the commission as stipulated by the law was: All phar-

maceuticals that can prove a „more than minor benefit“ for

SHI patients are to be positively listed.

Ample resistance to the positive list

There was plenty of criticism and resistance when this po-

sitive list – that had been desired by the majority of SHI

physicians at the time – was completed in the second at-

tempt. Initially, this came from negatively affected manu-

facturers and their powerful pharmaceutical associations,

but also from patient organisations, i.e. as previously reim-

bursed and common pharmaceuticals had not been positi-

vely listed, because – from the Commission’s point of view

I – they did not demonstrate „more than a low benefit“. De-

spite the fact that it had successfully overcome all approval

hurdles of the European Medicines Agency (EMA) or the

Federal Institute for Drugs and Medical Devices (BfArM).

For the first time, the term „benefit“ of pharmaceuticals ap-

peared in the SGB V alongside the far more familiar term of

regulatory approval.

For higher political reasons, the positive list disappeared

in the drawers of the Federal Ministry of Health and never

became effective. But it had become apparent during the

consultation process that the evidence of benefit for many

common but also for some new active ingredients that are

very popular among prescribers and patients, was so poor

that health policy makers from both the government and

the opposition discovered this lack of expert evidence on

the benefit of pharmaceuticals as an area of political ac-

tion.

A new beginning with the establishment of IQWiG

This cross-party realisation resulted in a rather quiet and

unspectacular agreement between major health policy

makers in the government and the opposition in autumn

2003: The positive list was discarded and a new start made

in mid-2004 with the establishment of the influential Insti-

tute for Quality and Efficiency in Health Care (IQWIG) to

enable the Federal Joint Committee (G-BA), among others,

to provide prescribing physicians and payers with tested

evidence-based findings.

The aim is to make SHI prescriptions that are covered by

the statutory health insurance more rational and efficient.

Pharmaceuticals with controversial effects or insufficient

evidence of benefit should no longer be prescribed at the

expense of the health insurances.

Instead of creating ever new „prescription lists“, the

G-BA, also with the help of IQWIG, quickly switched to bin-

Patient representatives in the G-BA –
is there really a need for reform?

Dr Jürgen Bausch | Paediatrician and Honorary Chairman of KV Hessen
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ding treatment data for statutory health insurance physici-

ans as part of the pharmaceutical guideline. And begin-

ning of 2004, patient representatives were included in the

G-BA’s consultations for the first time. In the initial phase,

these representatives came directly from the relevant di-

sease-related patient self-help organisations as experts in

their own diseases. Until today, these patient representati-

ves in the G-BA have the right to speak and make applicati-

ons, access all available information. However, they have

no voting rights if the representatives of the health insu-

rances and physicians do not agree on the benefit of the

pharmaceutical for patients despite approval and a majori-

ty decision became necessary.

To date, this basic structure has not changed – despite

various changes, e.g. granting access to the committees of

the G-BA (e.g. inclusion of the hospital association on the

physicians‘ side or legal ordinance on the legitimacy of pa-

tient representatives in the G-BA). Not to mention the

Pharmaceutical Market Reorganisation Act (AMNOG) that

came into force ten years ago with its early benefit assess-

ment. Of course, this was done with the involvement of pa-

tient representatives, who now have their own staff office

at the G-BA.

Thus, patients participate in G-BA decisions, although

their means do not seem to be equivalent. No wonder that

time and again the demand arises – for very different moti-

ves – that patient representatives should also be given a

formal right to vote, which until now has only been availa-

ble to the representatives of the health insurances and

physicians in the practised self-government in parity.

However, this fundamental democratic approach would

have considerable and unforeseeable consequences in the

construct of self-administration. For this reason, whenever

this question comes up again – as is the case quite regular-

ly, especially in parliamentary elections – all knowledge-

able experts wave it off.

Is there more than a formal need for change?

The question after some sixteen years of participation of

patient representatives in the G-BA is: Is there a need for

change in terms of content and not just a formal need for a

new decision-making practice by the G-BA, because pati-

ent interests are grossly disregarded?

Or, in other words: Is the current participation of patients

in the G-BA only a democratic fig leaf? The majority of tho-

se authorised to represent patients does not claim this.

And the impartial chairman of the G-BA, Professor Josef

Hecken, emphasises the active participation of patient re-

presentatives in the decisions of the G-BA again and again.

Especially when it comes to the early benefit assessment of

pharmaceuticals. This does not exclude controversial as-

sessments in individual cases. These take place time and

Dr Jürgen Bausch was born in 1937 and studied medi-

cine in Frankfurt/Main and Munich. After his doctorate in

1962, he worked as a paediatrician from 1970 on. Since

1975, he has his own practice in a multidisciplinary

group practice in Bad Soden-Salmünster (Hesse). He is

the former Chairman of the Hartmannbund in Hesse

and Honorary Chairman of the KV Hesse. For decades, he
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among other things in the G-BA.
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again between physicians‘ and health insurers‘ representa-

tives.

Even in the age of evidence-based medicine, stakehol-

ders arrive at different opinions, even if the available data

is equal. And that is why an impartial chairman with his

two impartial deputies is indispensable in the self-adminis-

tration of health insurances and Regional Association of

SHI-Accredited Physicians.
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n appropriate involvement of patient con-

cerns and findings of scientific medical so-

cieties in the process of early benefit assess-

ment is not only associated with the hope

of an appreciative consideration of the

aspects contributed by patients and experts. This

approach is also associated with the expectation that grea-

ter participation of these stakeholders will influence the

grading of an additional benefit, where necessary, thus en-

suring a more patient-centred care in the long term.

Participants of the 13th meeting of the Interdisciplinary

Platform on Benefit Assessment agreed on this point. Due

to the pandemic, the conference, titled „Patient organisati-

ons and medical societies: what is their role in benefit as-

sessment?“ was held online on 19-20 March 2021.

Beyond this general consensus, a broad spectrum of opi-

nions emerged among participants on whether and, if so,

through which steps this can succeed. One group spoke

out in favour of participation formats that go beyond the

current consultation rights in the AMNOG procedure.

However, another group of participants questioned the ac-

tual relevance of supposed deficits in the current gover-

nance structure. Among other things, they referred to the

procedure with a very tight schedule that ultimately has

only a preparatory character for the subsequent price ne-

gotiations. In view of the tight deadlines, those who favour

a stronger participation into the procedure of the Joint Fe-

deral Committee (G-BA) would quickly reach limits, they

warned. Other participants argued that recruiting „profes-

sional“ patient representatives could be at the expense of

individual patient interests and even interfere with the in-

tention of a stronger care orientation.

Other participants replied that participation of trained

patient representatives in the AMNOG procedure repre-

sented an indispensable resource, as patients could contri-

A bute their specific knowledge based on their own expe-

rience, especially after a serious disease. For the patients‘

perspective provided insights into the practical problems

of routine clinical practice. Patients and their attending

physicians often came to divergent assessments in the

course of treatment with regard to risks, side effects, or

quality-of-life aspects of therapeutic interventions. In a sur-

vey, hair loss and neuropathies, for example, had been ra-

ted quite differently by myeloma patients and their atten-

ding physicians. The same applied to risk-benefit assess-

ments of diagnostic procedures, they said.

Important notarial function of patient representatives

Of course, the characteristics of the respective disease

determine the possibility of effective patient representati-

on by those affected: In case of dementia or paediatric di-

seases, this usually has to be done by the relatives. In con-

trast, HIV/AIDS patients are often very well informed about

their disease and have excellent networks. At the same

time, the necessary independence of patient representati-

ves can interfere with the need to provide infrastructure

and expertise.

Participants argued that patient representatives already

had an important notarial function in the early benefit as-

sessment procedure: they emphasised that they were wit-

nesses to the fact that all decisions are based on sufficient

evidence; this strengthened the credibility of the procedu-

re. However, concrete system failures based on examples –

with regard to the current early benefit assessment pro-

cess – would not be addressed.

The following points were discussed regarding to the

pros and cons of a stronger involvement of patient organi-

sations:

• Steps taken so far to strengthen the role of patient

representatives: Participants pointed out that the G-BA as

the coordination body and sub-legislative standard-setting

Patient representatives and medical societies:
essential resources in the AMNOG

Dr Florian Staeck
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body was without parallel. Thus, the integration of patient

representatives into the consultation process, which was

initiated in 2004, also took place without an existing role

model. Since then, an ongoing empowerment process had

taken place, so that in the meantime every larger patient

organisation had a representative with the necessary com-

petence to represent patient interests in the AMNOG pro-

cess, they explained. Therefore, a lot had happened since

then to change the patients‘ role from being affected to

being involved as stipulated in the Patient Rights Act of

2013.

This was also shown in the National Decade against Can-

cer where patient participation was first specified as one of

seven priority goals. Another „footprint“ of the work of pa-

tient organisations could be seen in the increasing consi-

deration of quality of life as an endpoint in clinical studies.

They argued that this was an important corrective to ensu-

re that side effects of a therapy are sufficiently considered

in the evaluation process.

Another task for patient organisations arose from the re-

quirements for a quality-assured use of a pharmaceutical

by the G-BA. Here, they said, care would have to be taken

in the consultation process that the actual care processes

were sufficiently taken into account in the sense of „pati-

ent pathways“.

In view of this multitude of tasks and in view of 90 pro-

cedures of the early benefit assessment in 2020, patient re-

presentation needed to be further professionalised. Howe-

ver, the effort to find qualified personnel was constantly in-

creasing. In view of the often all-day meetings in the sub-

committees of the G-BA, there was an increasing risk of

staff overload. Even the staff unit set up in the Federal

Committee could only compensate this to a limited extent.

Patient representation as an honorary office would gradu-

ally reach its limits, and further structural strengthening

was necessary, they demanded.

Moreover, new challenges for patient participation arose

from the changing structure of self-help, it was reported.

The proportion of patients who are permanently involved

tended to decline in recent years, and younger patients of-

ten only participate on a project basis. This would make it

even more difficult to recruit qualified representatives.

• On the question of the democratic legitimacy of pa-

tient representatives: The legitimacy of the input of the

groups in the G-BA varies. Whereas the legitimacy of the

service providers‘ bench could be derived from the „elec-

torate“ of physicians in private practice, the legitimacy of

the health insurance fund representatives was rather weak

due to the often criticised social elections, participants ex-

plained. The situation for patient representatives was simi-

lar: Here the Federal Ministry of Health had nominated four

relevant associations on the basis of the Patient Participati-

on Ordinance, whose work is coordinated by the BAG self-

help. However, this legal construction had not yet been

objected to by the Federal Social Court, since the weak in-

put legitimation was accompanied with a very narrow set

of standards in the Social Code V, they outlined. This was

also complemented by the legal supervision of the Federal

Ministry of Health.

Other participants replied that the democratic legitima-

cy of patient representatives was not that weak. For the Pa-

tient Participation Ordinance, they referred to the basis for

authorisation in Section 140g of the German Social Code,

Book V, which created a continuous chain of legitimation

for patient representatives. And on the other hand, the co-

ordination committee expressly mentioned in Section 140f

(8) SGB V – which had thus been anchored as an institution

in the healthcare system.

Nevertheless, the current legitimacy of patient organisa-

tions was described as „thin“ in the debate in order to pro-
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claim a right to vote or veto votes in the G-BA based on

this. According to the thesis, there was currently no basis in

the law for such a step. Instead, a new Patient Participation

Ordinance was proposed as a thought alternative, specify-

ing competencies that applying patient representatives

have to have. The BMG could then – based on the required

competencies – create a list of all patient representative

candidates. Finally, it would be up to the German Bundes-

tag to elect suitable candidates from this list. They propo-

sed that, in this way, a legitimation for more extensive par-

ticipation rights of patient representatives could be esta-

blished.

• Options for stronger structural involvement of pati-

ent representatives in the early benefit assessment

procedure: A rather cautious position towards a formal le-

gal strengthening of patient representatives was justified

in the discussion with the fact that so far – so the assertion

– it was never apparent that decisions in the G-BA had

been made against their will. This was opposed with the

argument that this purely output-oriented view didn’t go

into sufficient deep: According to the opposing thesis, pa-

tient representatives were not yet in a position making it

necessary to overrule them.

Other participants in the discussion described the cur-

rent influence as a construction that is de facto located

between the right to be heard and the right to co-decide.

For example, patient representatives would have the right

to speak as well as the right to be present when the decisi-

on is taken. On the other hand, they could not demand

that the plenum of the G-BA justifies divergent decisions

that contradict the position of the patient representatives.

Other participants described the position of the patient re-

presentatives – particularly in Section 35a Committee – as

strong, since the Committee attempted to reach consensu-

al decisions. Due to the negotiation processes in the run-

up to the plenary decision in the G-BA, the right of co-

counselling de facto comes close to a voting right, so that

a formal voting right of the patient bench was dispensable.

Moreover, it was advocated that the question of voting

rights should always be discussed in relation to the indivi-

dual committees in the G-BA. Thus, it was considered that

an additional bench of patient representatives with voting

rights could very well promote patient orientation in com-

mittees for method evaluation or quality assurance. In ot-

her constellations, e.g. the benefits catalogue for dental

prostheses, a voting right of patient representatives, would

not present an added value, if neither the representatives

of the health insurances nor the representatives of dentists

had an interest in expanding the corresponding benefits, it

was argued.

• Patient representation at European level: Partici-

pants controversially debated the extent to which the pro-

cess of patient participation had been implemented more

consistently in other countries. The United Kingdom was

cited as an example. There, the involvement of patients –

and of citizens, such as in the Citizen Council – had a lon-

ger tradition than in Germany. Other participants replied

that the benefit assessment process in the German AM-

NOG system was characterised by consistent transparency.

In Germany, there wasn’t such a thing like blacked-out

passages, as in NICE dossiers. Against this background, UK’s

role model function was called into question at this point.

It was pointed out that in Europe patient participation

had already been „part of everyday life“ for ten years. Pati-

ent representatives were firmly integrated into various pro-

grammes, such as Horizon 2020 at EU level and were also

active partners of medical societies. The same applied to

the participation in the committees of the European Medi-

cines Agency (EMA). Participants also mentioned the EU

Regulation 536/2014 on clinical studies of medicinal pro-
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ducts for human use, requiring specification in the proto-

col where patient representatives are to be involved.

Germany, on the other hand, had a strong and well-esta-

blished self-help structure, but lagged behind other EU

countries in the systematic involvement of patient repre-

sentatives in clinical research, it was reported. Especially

here, their early involvement would be necessary, when

decisions about the design of clinical studies are taken.

This was precisely where the influence of the patient’s per-

spective could be strongest: It was a matter of asking the

„right“ questions in the research process, for example with

regard to the criteria to be chosen to measure the patient’s

quality of life in studies. But so far, representatives from

German patient organisations had been under-represen-

ted in these committees.

Similar to the debate on the status quo and the need for

reform in the involvement of patient representatives in the

AMNOG procedure, the participants of the platform mee-

ting discussed the involvement of medical societies in the

procedure of early benefit assessment. The discussion fo-

cused on the following aspects:

• Status quo of the integration of and challenges for

medical societies: In 2015, a standing committee on „Be-

nefit assessment of pharmaceuticals“ was set up at the

AWMF to bring together the expertise of 179 medical so-

cieties from all areas of medicine. This proved to be highly

successful, as medical societies are involved in around 85

percent of G-BA procedures for early benefit assessment, it

was reported. In oncology, this rate was even as high as 97

percent, because in view of the high number of new onco-

logy products, the relevant medical societies are particular-

ly often involved. In haematology and dermatology, as well

as in infectious diseases, participation was also above ave-

rage. Participants reported that, in contrast, the rate was

below average in diabetology, for example, in cases where

the G-BA frequently did not determine an additional bene-

fit.

Overall, the rate of participation of medical societies in

AMNOG procedures had increased in recent years. This was

also associated with an increased workload for the reques-

ted experts, so that it requires a special motivation to get

involved in the case of a request by the AWMF Commissi-

on, they outlined.

Until 2019, medical societies had been involved exclusi-

vely within the framework of the hearing, i.e. in a rather la-

te phase of the AMNOG procedure. They noted that there

were different positive perceptions of these hearing proce-

dures in the individual specialties. The resource problem

had again intensified since the new regulation by the Act

for Greater Safety in the Supply of Medicines (GSAV) was

adopted in August 2019. Thus, individual medical societies

were repeatedly forced to decline requests for comments

during the hearing procedure. This applied particularly to

experts who are already occupied over several years, for

example, with the development of an S3 guideline.

In the vast majority of cases, the assessment of the dos-

sier submitted by the pharmaceutical company was not

the most urgent issue from the perspective of the medical

societies, but rather the classification of a new substance in

the treatment standard with regard to guidelines and

aspects of care. Moreover, medical societies were highly in-

terested in involving patients who, for example, have alrea-

dy gained experience with the new pharmaceutical in cli-

nical studies.

In the overwhelming majority of cases, medical societies

reached a consensus when submitting their statements.

However, there had also been cases of dissent within the

AWFM commission, which might be due to different thera-

peutic strategies in different treatment settings, it was re-

ported.
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Overall, participation of medical societies in the AMNOG

procedure was described as a reciprocal process: Experts

contribute their expertise, and in return they receive infor-

mation from the dossiers through the transparent proce-

dure that had not yet been published elsewhere at the ti-

me. The statement procedure also almost automatically in-

creased communication with colleagues from other medi-

cal societies. The reason for this was because the evaluati-

on grids regarding the determination of the ACT often va-

ry, so that the comparison of different positions took place

in the course of the development of a joint statement.

• New challenges for medical societies, especially in

the context of the GSAV: The GSAV created a new chal-

lenge for medical societies - since then, they can already

be involved in the determination of the appropriate com-

parative treatment (ACT). Participants outlined that in this

procedure the participating medical societies made one

common statement. Thus, the scientific consensus buil-

ding took place before the submission of the statement on

the ACT. From March to December 2020 alone, there had

been 224 inquiries from the G-BA, and in 191 cases (85 per-

cent) a corresponding comment had been made. They ex-

plained that the extended deadline was important in the

context of the new regulation, i.e. statements had to be

submitted within five weeks instead of three weeks.

A more recent development was that medical societies

were increasingly being requested by the G-BA to consider

endpoints in studies, although this had not yet been legal-

ly implemented. In this context, the high number of re-

quests was a further stress test for the voluntary commit-

ment of all stakeholders. In the discussion, therefore, there

were isolated calls to extend the time schedule of the pro-

cedure. Participants proposed an additional explanation

period in case of dissent between medical societies. Other

participants replied that the inclusion of ever more consul-

tation sessions within the existing AMNOG deadlines

would very quickly reach system-immanent limits.

They also noted: Formal deadlines alone were not decisi-

ve for the question of when a new pharmaceutical actually

reaches the healthcare system – especially since every new

active ingredient was available in Germany from the time

of approval. In many cases, the decisive factor was the tra-

ditional reluctance of many prescribing physicians in Ger-

many to wait until the therapeutic value of a new pharma-

ceutical had been established in the healthcare system.

In the discussion, agreement on an ACT was described

as a particular challenge, if no ACT has been specified in

the relevant guidelines or the guideline is obsolete. This

applied similarly to the weighting of patient-relevant out-

comes. This was due to the fact that the internal relation-

ship of elements, such as improvement of the quality of life

or reduction of side effects is highly patient-individual –

and the subjective perceptions of patients of side effects

often diverge widely. Methodologically, the question of

which parameters should be measured at what appropria-

te times was particularly challenging. Here, post-market

data collection in accordance with Section 35a, Paragraph

3b of the German Social Code, Book V would open up new

perspectives. Participants requested that, for this purpose,

existing registers would have to be further developed in

terms of analysability. The common objective would have

to be knowledge-generating care, in which the additional

benefit assessment can advance the treatment process

that is reflected in guidelines.

• Options for a better support and structure formati-

on at medical societies: Driven by the desire to involve

medical societies even more in the early benefit assess-

ment procedure, there were only isolated calls that medi-

cal societies should get their own bench with voting rights

in the G-BA. This was mostly met with scepticism. It was



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 SUMMARY 71

undisputed that it makes sense to involve medical socie-

ties at an earlier stage in the procedure – as was recently

done with the GSAV. It was argued that if the healthcare

perspective was taken into account at an early stage, this

could help to avoid subsequent consultation sessions.

However, the priority should be to ensure that in the

AMNOG procedure expertise gets to where it is needed.

Against this background, the current approach of involving

medical societies only via a hearing procedure was not suf-

ficient. Alternatively, they could be involved in the techni-

cal work of the subcommittees of the G-BA, it was sugge-

sted. Since medical societies and the quality of the benefit

assessment process mutually benefit from this process, in-

creasing the „contact areas“ of the exchange seemed feasi-

ble. Participants emphasised that no legal requirement

was necessary for this, since the members of the subcom-

mittees and the management of the G-BA could consult

external expertise at any time.

In view of the limited human resources in the medical

societies, participants called for more structural support,

not primarily for the support of individual experts. This in-

frastructural support of medical societies was partly alrea-

dy practised today, but should be expanded, it was argued.

In particular, the aim was to show appreciation for the ex-

perts involved. Infrastructure funding could also enhance

medical societies‘ responsiveness – in times of an increa-

singly intense exchange between the G-BA, patient organi-

sations, medical societies and other stakeholders.

However the involvement of patient organisations and

medical societies in the AMNOG procedure would be regu-

lated or reformed in future: The majority of participants of

the platform meeting were convinced that this process

would have to be dynamic opening up mutual learning

steps in the sense of more patient-centred care.
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