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Goals of the plattform

ince the introduction of AMNOG in 2011, Ger-
many has a well-established and widely ac-
cepted ,adaptive system” for the assessment
of the patient-relevant additional benefit
(Health Technology Assessment, HTA). The as-
sessment of the additional benefit by the Federal Joint

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

law (AMNOG) and procedural and methodical regulations.

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

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

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

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

e 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
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and which methodological problems occur during the
process,

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

e 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
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Daring more Europe - Also a motto for the

benefit assessment?

By Professor Jérg Ruof

n 15 January 1996, the European Medici-

nes Agency (EMA) - which had been

founded in the previous year — published

its first General Report. In his foreword,

the then chairman Strachan Heppell de-
scribes the two central characteristics of the newly esta-
blished institution:

i) ,The protection of public (...) health and the streng-
thening of the European single market;

i) It is co-ordinated and managed at the centre by the
Agency. But the assessment work is carried out by Euro-
pean experts designated by Member States drawing on
the experience and expertise of national regulatory agen-
cies!

The consequence was the standardisation and streamli-
ning of the heterogeneous national approval procedures
that partly took up to six years; a success which is widely
accepted today.

Parallels to the European Commission’s current proposal
for a stronger networking and bundling of European com-
petences in Health Technology Assessment (HTA) are obvi-
ous. Essentially, the objective is to strengthen the Single
European Market in the global competition while ensuring
a consistent and appropriate HTA assessment. The current
51 HTA bodies across Europe present significant methodi-
cal and procedural heterogeneities.

The present publication series of the Interdisciplinary
Platform on Benefit Assessment deals with the current Eu-
ropean legislative process on this topic from different per-
spectives. The thematic spectrum ranges from presenting
the European Commission’s proposal and the position of
the various national stakeholder groups that are involved
in the process (G-BA, GKV-SV, KBV, IQWiG, vfa) to summari-
sing the position from the perspective of German politics.
One guest paper illustrates the French perspective and ex-
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periences and rounds off the national articles: and national political perspective. Han Steutel makes
e In the first article, Anna-Eva Ampelas and Julia Schmitz clear that the research-based pharmaceutical compa-

provide a comprehensive overview of the European
Commission’s proposal, contentual working priorities as
well as the organisational framework.

e The article of Mondher Toumi, Tina Rohricht and Bruno

Falissard addresses both strengths and optimisation po-
tential of the French HTA-assessment. The overall pictu-
re is that of a functional and robust national HTA sys-
tem, although a duplication of assessments with the re-
sulting inefficiencies can also be observed in various
processes within the Haute Autorité des Santé.

Antje Haas and Michael Ermisch illustrate the perspecti-
ve of the National Association of Statutory Health Insu-
rance Fund (GKV-SV) on the European benefit assess-
ment. The emphasis is placed on a constructive partici-
pation in the ongoing process. The question is not as to
whether European benefit assessment will be introdu-
ced, but rather how it will be introduced, from the GKV-
SV's perspective with a strong subsidiary focus.

From the G-BA’s perspective, the European Commissi-
on’s proposal must be looked at critically. Assessment
and appraisal should be clearly differentiated and the
significance of separate assessments based on the nati-
onal care landscape needs to be clarified. Moreover, ac-
cording to Antje Behring, the collaboration within the
Coordination Group should be optimised.

Wiebke Lobker and Karl Broich then provide an over-
view of the development and operating principle of the
European Medicines Agency EMA. They will illustrate
some of the many challenges that come along with this
European process of harmonisation as well as potential
learning effects that could also be useful for the harmo-
nisation of HTA procedures.

e The two final articles cover the industry’s perspective

nies support the European Commission’s proposal emp-
hasising the creation of synergy effects and patient be-
nefit. Time synchronisation of benefit assessments also
in other countries could make innovative products avai-
lable to patients at an early stage.

e From a policy perspective, the commission’s proposal
came like a thunderbolt they had not really expected
and now have to face constructively. From Michael
Hennrich’s point of view, scientific independence, hig-
hest evidence criteria and national autonomy in the de-
termination of prices are the framework conditions for a
successful European Health Technology Assessment.

The present publication series and the summary of the di-
scussion at the platform meeting provide a comprehensive
overview of the challenges and chances, if we want to - li-
ke the current coalition agreement of SPD and CDU/CSU at
federal level calls it — ,dare more Europe” in Health Techno-
logy Assessment.

Contact:
joerg.ruof@r-connect.org
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LECTURE I

Strengthening EU cooperation on
Health Technology Assessment

Anna-Eva Ampelas and Julia Schmitz, European Commission

The European Commission has put forward a proposal for a
regulation to strengthen EU cooperation on health technolo-
gy assessment (HTA). The proposed regulation provides a le-
gal and organisational framework for structured and sustai-
nable HTA cooperation. It aims to ensure the production of
high quality and timely outputs that are used in national
HTA systems. Joint work will be driven by member state HTA
bodies and focus on common scientific, clinical aspects of
HTA. Specific areas of cooperation include joint clinical as-
sessments of medicines and medical devices, and joint scien-
tific consultations to advise technology developers on evi-
dence requirements for HTA. Strengthened EU cooperation
on HTA is expected to benefit member state HTA bodies and
decision-makers, patients across the EU and the health tech-
nology industries. The proposed regulation is currently in the
legislative process involving the European Parliament and
the Council.

urrent project-based EU cooperation

EU cooperation on health technology as-

sessment (HTA) at scientific-technical level

has been ongoing for more than 20 years,

in the form of EU-funded projects such as
the Joint Action EUnetHTA'. Such project-based cooperati-
on has facilitated networking among HTA bodies across
the EU. It has also enabled the piloting of joint work, e.g.
on methodological guidelines’, early dialogues with tech-
nology developers’ , and joint clinical assessments (so-cal-
led relative effectiveness assessments’). In addition, since
2013, the HTA Network established under the Cross-border
Healthcare Directive (Directive 2011/24/EU) has provided a
forum for policy-strategic discussions on HTA, which have
resulted in strategy and reflection papers’.

However, the current project-based cooperation model
has faced a number of limitations, in particular limited use
of joint work in national HTA processes. Low uptake of joint
work in national HTA systems is due to several factors, in-
cluding legal/administrative hurdles and concerns around
quality assurance, timeliness and sustainability of work
produced in a project setting’.

European Commission proposal for a
Regulation on HTA
In January 2018, the European Commission put forward a
proposal for an EU regulation on HTA”. The proposed regu-
lation provides a legal framework for strengthened and
sustainable EU cooperation on HTA and aims to address
the shortcomings of the current project-based cooperati-
on. In this regard, a number of key principles for strengthe-
ning EU HTA cooperation have been identified®, which are
summarised in Figure 1 and further elaborated in subse-
quent sections of this article.

The proposed Regulation focuses on joint work on com-



mon scientific, clinical aspects of HTA. Joint work will be
driven by member states HTA bodies, in an organisational
framework which includes an over-arching member state
coordination group and several subgroups for different
technical areas of work (Figure 2). Member states will desi-
gnate their authorities/bodies responsible for HTA as mem-
bers of the coordination group and its subgroups. Sub-
groups will prepare the technical work in the different
areas, and all outputs will be approved by the coordination
group. A stakeholder network will enable stakeholder as-
sociations with an interest in HTA (e.g. healthcare provi-
ders, payers, patient organisations, industry associations,
scientific societies) to exchange views with the coordinati-
on group on cooperation activities. The European Commis-
sion will provide the secretariat to the EU cooperation.

Leitprinzipien verstarkter Zusammenarbeit auf
EU-Ebene im Bereich HTA

m Gemeinsame Arbeit an wissenschaftlichen, klinischen
Aspekten der HTA

® Gemeinsame Arbeit der HTA-Institutionen der Mitgliedstaaten

= Hohe Qualitat, Aktualitdt und Transparenz sicherstellen

= Verwendung der gemeinsamen Arbeit bei nationalen
HTA-Prozessen sicherstellen

= Mitgliedsstaaten bleiben verantwortlich fiir:

= Schlussfolgerungen zum Zusatznutzen fir ihr
Gesundheitssystem

= Entscheidungen zur Preisgestaltung & Erstattung
® Schrittweise Umsetzung

Quelle: Europdische Kommission

Figure 1: The planned HTA regulation shall make European
cooperation more sustainable.
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Joint clinical assessments

Joint clinical assessments will be conducted for centrally
authorised new medicines (new active substances and
new therapeutic indications thereof) and for certain high-
risk medical devices. Progressive build-up of the system
will be facilitated by a transition period of three years, du-
ring which the number of assessments is expected to gra-
dually increase.

Joint clinical assessments will be prepared by Member
State HTA bodies, which will have technical staff represen-
ting them in the respective subgroup (see Figure 1). The
scope of the assessment in terms of the patient population
(including patient subgroups), the health outcomes and
the comparators that are relevant for the different member
states will be jointly agreed before the start of the assess-
ment. For each assessment, the drafting will be led by two
HTA bodies, which will be selected based on appropriate
expertise and capacity. All other HTA bodies will be able to
contribute their input and comments during the preparati-
on of the joint clinical assessment report. In addition, ex-
ternal clinical experts and patient experts will be able to
provide specialist input, e.g. on the particular therapeutic
area concerned. Detailed procedural rules for the conduct
of joint clinical assessments will ensure that joint clinical
assessments are prepared in a consistent, quality-assured
and timely manner.

Joint clinical assessment reports will provide a scientific
analysis of the clinical effects observed (e.g. on mortality,
specific disease symptoms, adverse events and health-rela-
ted quality of life). The report will also discuss the
strengths and weaknesses of the underlying evidence and
any scientific uncertainties.

Member States shall use joint clinical assessment reports
in their national HTA processes. They may complement the
joint clinical assessment with more context-specific analy-

LECTURE I

ses conducted at national level, e.g. related to the specific
epidemiological and healthcare context, economic aspects
such as costs and budget impact, or social and ethical issu-
es. Depending on the national HTA framework, member
states may consider criteria such as the severity of the di-
sease, the rarity of the disease, or the lack of alternative in-
terventions when drawing conclusions on the added value
of a health technology for their healthcare system. Mem-
ber states shall remain responsible for drawing their own
conclusions on the added value of a health technology in
the context of their healthcare system. They also remain re-
sponsible for any subsequent decision-making related to
pricing and reimbursement.

Other areas of joint work
Another important area of joint work provided for by the
proposed regulation are joint scientific consultations,
which enable technology developers to seek advice from
HTA bodies on evidence requirements already during the
development stage of products. Joint scientific consultati-
ons are expected to provide advice on the design of clini-
cal studies (e.g. in terms of comparators, endpoints and
health outcomes), in order to facilitate the generation of
appropriate evidence for HTA purposes. Joint work in this
area will build on the experience gained with so-called
,early dialogues” under EUnetHTA’. For medicines, develo-
pers will be able to seek advice in parallel from HTA bodies
and the European Medicines Agency (EMA), building on
ongoing collaborative work by EUnetHTA and EMA®.
Moreover, the proposed Regulation will enable joint
work on the identification of emerging health technolo-
gies. Such ,horizon scanning” activities (e.g. reviews of the
product development pipeline in particular therapeutic
areas) can help HTA bodies to be better aware of new tech-
nologies which may in the future reach the market and
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have a significant impact on healthcare systems.

Joint work will also include the development of com-
mon guidance and working documents (e.g. on methodo-
logical issues), as well as cross-cutting activities such as the
preparation of annual reports and work programmes.

Member States may choose to cooperate on other HTA-
related areas, depending on priorities and interests. This
could include assessments of technologies other than me-
dicines and medical devices, or joint work on non-clinical
aspects of HTA (e.g. methods for economic evaluation). In-
volvement in such activities would be on a purely volunta-
ry basis.

Expected benefits of strengthened EU cooperation

The proposed Regulation is expected to bring benefits for
all EU member states, for patients across the EU and for the
health technology industries.’

HTA bodies across the EU will be able to pool their re-
sources and expertise, resulting in quality and efficiency
gains in the preparation of work on clinical aspects of HTA.
Joint scientific consultations conducted at EU level are ex-
pected to give European HTA bodies more influence on
the design of (often global) clinical trials, promoting the
generation of appropriate evidence for HTA. Moreover, re-
quirements for dossiers to be submitted by industry will
ensure that HTA bodies have access to the relevant clinical
evidence when conducting joint clinical assessments. Joint
clinical assessments will result in high quality, timely scien-
tific reports, which will be used in national HTA processes
and support evidence-based decision-making at national
level.

Patients across the EU will benefit from increased trans-
parency, as joint clinical assessment reports and other joint
outputs of EU HTA cooperation will be publicly available.
Patients will also benefit from involvement in the HTA pro-
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cess, for example by providing input on their experience of

a particular disease (e.g. disease symptoms and related

quality of life) as part of the joint clinical assessment pro-

cess.

Patient access to health technologies depends on many
factors and related decision-making (e.g. on reimburse-
ment) remains the responsibility of member states. The
proposed regulation will support timely, evidence-based
decision-making at member state level, and is thereby ex-
pected to contribute to the objective of improving patient
access to truly innovative health technologies across the
EU.

Health technology industries will benefit from more cla-
rity on evidence requirements for HTA across the EU, as a
result of the joint scientific consultations with HTA bodies.
Industry is also expected to benefit from efficiency gains in
the preparation of HTA dossiers, as only one single dossier
will be required for the joint clinical assessment conducted
at EU level.

High scientific quality of joint work is a key aspect of EU
HTA cooperation. Factors that contribute to high quality
have been considered in the proposed Regulation, inclu-
ding the following:

e Availability of appropriate evidence for HTA (dossier re-
quirements for joint clinical assessments; joint scientific
consultations on clinical study design);

e Pooling of expertise across HTA bodies;

e Selection of HTA bodies with appropriate expertise/ca-
pacity as lead assessors;

e Specialist input by external experts (e.g. therapeutic
area expertise of specialised clinicians and patients);

e Rules to avoid conflicts of interest and ensure scientific
independence;

e Transparency (publication of joint outputs, procedural
rules, annual reports etc).
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Organisatorischer Rahmen
HTA-Koordinierungsgruppe der Mitgliedsstaaten
Gemeinsame Arbeit
der HTA-Institutionen U P
ntergruppen der Koordinierungsgruppe
der Mitgliedstaaten grupp gsgrupp
Gemeinsame Gemeinsame Identifikation neu Freiwillige Netzwerk
klinische wissenschaftliche entstehender Gesund- Zusammen- der
Bewertungen Konsultationen heitstechnologien arbeit Interessen-
trager

Gemeinsame Leitlinien / Arbeitsdokumente,
Jahresberichte und Arbeitsprogramme

Sekretariat der Europaischen Kommission

Quelle: Europaische Kommission

Figure 2: Overview of the planned organisational framework for the strengthened HTA cooperation at EU level.

It should be noted that some Member States have esta-
blished national HTA systems with significant expertise
and capacity and high standards of quality, scientific inde-
pendence and transparency, while other Member States
currently have more limited resources and capacities for
HTA®. EU HTA cooperation aims for ,upwards convergence”,
i.e. highest standards of scientific quality, independence
and transparency across the EU, building on current best
practices among Member States. The legal framework, or-
ganisational structure and financial support provided for
by the proposed Regulation will all contribute to this ob-
jective. It is also expected that Member States with advan-
ced HTA systems will play a leading role in the joint scienti-
fic work (e.g. as lead assessors for joint clinical assess-
ments), particularly in the beginning of the cooperation,

while Member States with currently less advanced HTA sys-
tems will be able to build up their HTA capacity over time.

Legislative process and next steps

In order to enter into force, the Regulation will have to be
adopted by both the European Parliament and the Council
of the EU. The European Parliament, in October 2018, ad-
opted amendments to the Commission proposal and indi-
cated its readiness to start inter-institutional negotiations
with the Council’.

In the Council, initial discussions started under the Bul-
garian Presidency (January-June 2018), but a full reading
of the Commission proposal was only conducted under
the Austrian Presidency (July-December 2018). The Austri-
an Presidency also proposed a compromise text with
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amendments to Articles 1-8 of the Commission proposal
and concluded with a progress report'® . Discussions are
continuing under the Romanian Presidency (since January
2019).

Once the Regulation is adopted by European Parliament
and the Council and enters into force, it will apply only
three years later. Following the date of application, a transi-
tion period of a further three years will enable a gradual
build-up of the volume of joint work (e.g. a gradual increa-
se in the number of joint clinical assessments). This timeli-
ne for progressive implementation was proposed by the
European Commission to give both Member States and in-
dustry sufficient time to prepare for and adapt to the new
system of EU cooperation.

References
' https://eunethta.eu/8.

* https://www.eunethta.eu/methodology-guidelines/8.

* https://www.eunethta.eu/services/early-dialogues/8.

* https://www.eunethta.eu/rapid-reas/8.

* https://ec.europa.eu/health/technology_assessment/policy/network_en8.

® https://ec.europa.eu/health/sites/health/files/technology
assessment/docs/2018_ia_final_en.pdf8.

7 https://ec.europa.eu/health/sites/health/files/technology_
assessment/docs/com2018_51final_en.pdf8.

® https://www.eunethta.eu/wp-content/uploads/2018/03/
Guidance-on-Parallel-Consultation.pdf8.

° http://www.europarl.europa.eu/sides/getDoc.do?pubRef=-//
EP//NONSGML+TA+P8-TA-2018-0369+0+DOC+PDF+V0//EN8.

'® http://data.consilium.europa.eu/doc/document/ST-14694-2018-INIT/en/pdf
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LECTURE 11

Strengths and weaknesses of HTA
at the Haute Authorité de Santé

Professor Mondher Toumi, Tina Rohricht, Professor Bruno Falissard

In recent years, the Haute Authorité de Santé (HAS) has esta-
blished a stable and well recognised system for Health Tech-
nology Assessment (HTA). Although the decision framework
is outlined in guidelines by the agency, the system is continu-
ously evolving. As a result, new processes are not disclosed
sufficiently and thus pricing and reimbursement decisions
within the HAS are not transparent for the manufacturers of
pharmaceutical products. Analysing previous HAS pricing
and reimbursement decisions facilitates the understanding
about the underlying factors that play a role in the final deci-
sions. This article provides an overview of the complex deci-
sion framework within the HAS, discusses its strengths and
weaknesses as well as potential future challenges.

ntroduction

The Haute Authorité de Santé (HAS) is a French go-

vernmental agency created in 2004, which hosts the

French Health Technology Assessment (HTA) system

for pharmaceuticals through two committees, the
Commission de Transparence (TC) and the Commission
d’Evaluation Economique et de Santé Publique (CEESP).

While TC is a historical committee existing in the drug
medical agency (ANSM), the CEESP is more recent. The TC
assesses the clinical evidence® while the CEESP assesses
the economic evidence’.

When a product is recommended for approval by the
European Medical Agency’, the EU commission issues a
marketing authorization (MA). The MA will be transposed
at the national level by the ANSM” .

Then, in order to obtain reimbursement, the manufactu-
rer files a technical dossier to the TC, and eventually to the

Prof. Mondher Toumi is physician, MSc of Biostatis-
tics, MSc of Biological Sciences (option Pharmacology),
and PhD of Economic Sciences. He teaches as a professor
for Public Health at the Aix-Marseille University and is
guest professor at the University of Beijing. After many
years of work in the Department of Pharmacology at the
University of Marseille, he worked in the pharmaceutical
industry from 1995 to 2008. In, 2008 he founded the
consulting company Creativ-Ceutical.



CEESP, if the product qualifies for the economic assess-
ment. The pricing dossier should be filed in parallel to the
French pricing committee (CEPS). (Figure 1)

The TC assesses the evidence and, within a deliberative
process, concludes the assessment with 3 main state-
ments/scoring: The actual benefit (AB) in French known as
SMR (Service Medical Rendu), the improvement in actual
benefit (IAB) in French known as the ASMR (Améliauration
du service medical rendu) and the size of the target popu-
lation for reimbursement’”®,

The AB score drives the reimbursement, the IAB drives
the price and the target population drives the price volu-
me agreement. The first is set by the union of national
French insurances and the two last by the CEPS. A decree
from the Minister of Health will be issued including the
price and reimbursement level and will be published in the
French official gazette.

2, The Transparency Commission

The TC reviews the clinical evidence in parallel of the
CEESP when the product is eligible for an economic evalu-
ation. A broad range of case law has overtime created a ba-
sis for interpretation of specific situations and provides the
TC room to maneuver. The HAS philosophy is to decide on
reimbursement based on the intrinsic value of the product
outside of any comparison while the price is driven by the
additional benefit over the next best alternative.

2.1 The Actual Benefit
The AB is the scoring aggregation of 5 dimensions: the se-
verity of the condition, the efficacy effect size, the position
in the treatment strategy/algorithm, the public health im-
pact, and the type of therapy (preventive, curative or sym-
ptomatic)”. More and more efficacy is driving the AB.

The severity of the condition used to be the main driver,
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HTA-Prozess in Frankreich

LECTURE 11

Erste/Erneute Listung von Arzneimitteln

Der vom Unternehmen angegebene
IAB: 1, Il oder il

Bedeutender Einfluss auf das Budget der
Krankenversicherung (> 20 Millionen Euro)

v

Uberpriifung von Gesundheitstechnologien

Kommission fiir wirtschaftliche
Bewertung und offentliche
Gesundheit (CEESP)

Uberpriifung von

Kommission fiir Transparenz (TC)
Nationale Bewertungskommission
fur Medizinprodukte und
Gesundheitstechnologien (CNEDIMTS)

Medizinische Uberpriifung

Bewertung

i CEPS

Einschatzung

Preisverhandlung

Figure 1: The Transparency Commission and national Medical Devices Committee assess the clinical evidence, while the
Economic and Public Health Evaluation Committee (CEESP) evaluates the economic impact.

but overtime it has lost impact and now the efficacy effect
size happens to be the key driver’.

The public health impact is considered to be very im-
portant, but products rarely get recognition of a public
health benefit. This concept remains unclear, but potential-
ly impactful in price negotiations. On the opposite, it has
little impact on the AB, mainly because almost all products
do not qualify for a positive public health impact. So it do-
es not discriminate among products. In theory, it is suppo-
sed to be driven by 4 main topics:

e The disease burden of which the prevalence is a key dri-

ver. Therefore, by definition no orphan drug may have a
public health impact.

e The transferability and generalizability of the evidence
from the clinical trials, which is often difficult to assess

e The impact on morbidity/mortality

e Theimpact on health care organizations.

The IAB score is concluded on a 5 level scale: insufficient-
ly weak, moderate, important and major, qualifying respec-
tively to the following reimbursement level: 0%, 15%,
30%, 65%, 65 or 100%”""". In reality, in France most people
benefit from a private insurance (mandatory by law for all
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Beurteilung der Kommission fiir Transparenz

Tatsachlicher Nutzen
(AB)

Schweregrad der Erkrankung

Wirksamkeit

Verbesserung des
tatsachlichen Nutzens
(IAB)

Beurteilung nach Indikation
im Vergleich zu Komparatoren
oder Therapiestrategie
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Zielpopulation

Effektstarke/Sicherheit

Position in der
Therapiestrategie

Auswirkung auf die

Nutzen wird hauptsachlich
von der Effektstarke des
inkrementellen Nutzens fir die
klinische Wirksamkeit bestimmt

Quantitative Schatzung

der Pravalenz/Inzidenz in
der franzosischen Bevolkerung,
die vom Produkt in den
angegebenen Indikationen
profitieren kénnte

offentliche Gesundheit

Art der Behandlung (praventiv,
kurativ oder symptomatisch)

Treiber fir den
Erstattungssatz

Quelle: Produkt und Eigentum des Autors

Sicherheit und Lebensqualitat
werden bei erheblicher
Belastung berticksichtigt

Treiber fir die
Preisverhandlung

Treiber fir die
Preis-Volumen-Vertrage

Figure 2: The actual benefit (AB) is determined on the basis of a score comprising five factors. The additional benefit and
the target population are very important for price negotiations and price volume agreements.

employees) that cover the complementary costs not cove-
red by the national health insurance'". Therefore, the reim-
bursement level has no impact on the demand. It is just a
cost containment tool to lower the national health insuran-
ce contribution to the health care cost. Statistics suggest a
trend for more products getting denied reimbursement
over the last 10 years (Table 1).

2.1 Improvement of additional benefit
The IAB is often perceived as the most important outcome
of the TC assessment, because it drives the achievable

price. Most applicants put a lot of emphasis on that score.
However, it was shown to be not a good predictor of the
later price, except for orphan drugs .

IAB is scored from | to V with V being no improvement,
IV minor, lll modest, Il important and | breakthrough. This
scale suffers from a floor effect as the large majority of pro-
ducts receive an IAB V or IV. (Table 2) Unlike AB, no clear
criteria are set in the law for assessing the IAB. This is more
driven by accumulated experience within the TC.

With an IAB of V, the price should be discounted over the
comparator'’. With an IAB of IV the drug entry should have
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IAB-Verteilung von 2008 bis 2018
CAV 2008 | 2009 | 2010 | 2011 | 2012 | 2013 | 2014 | 2015 | 2016 | 2017 | 2018
(Jan.—
Aug.)
| 2 5 2 1 0 1 2 0 0 0 0
Il 5 5 2 5 2 8 2 2 0 1
m 3 8 8 2 10 12 1 6 7 8 8
[\ 17 20 20 20 19 18 18 34 26 23 22
v 48 65 46 29 46 47 58 57 56 50 31

IAB: Verbesserung des Zusatznutzens (engl. Improvement in Actual Benefit) CAV: Klinischer Mehrwert (engl. Clinical Added Value)

nach: Anne d’Andon and HAS Annual Activity Report 2017

Table 1: The improvement of additional benefit is rated on a scale from | to V. In recent years, the majority of pharmaceuti-

cals received an IAB score of [V or V.

no impact on the drug budget. This means that the drug
price should be the weighted average price of the pro-
ducts from which it takes market share'’. This is very com-
plex to measure objectively as it is extremely difficult to
identify what would be the dynamic of the market without
the entry of the new product. With an IAB of | to lll, free pri-
cing applies. Yet, the price has to be in the range of the EU
big 4 price (UK, Germany, Italy and Spain)'’. In reality, this
means free pricing only for the list price. Significant nego-
tiations exist for the net price and may substantially reduce
the list price. The net price is reached through a combinati-
on of rebates and price volume agreements'”. Other tools
are used and often make the price negotiation complex so
that it may be delayed dramatically.

The IAB assesses an improvement over a comparator.
There should be three comparators according to the
French regulation: the cheapest, the most used and the
most recently assessed product. In reality, this very high re-
quirement happens to be impractical and no applicant

proposed these 3 comparisons in the dossiers submitted
unless one single product qualifies for the three attributes.

The comparator remains a critical question and may not
necessarily be resolved at the time of development. Unlike
Germany, the early scientific advice may not address this
question unequivocally, and off- label products may be
used as a comparator in France.

The IAB may be granted in isolation with no explicit
statement of the comparator, it may be granted vs. the the-
rapeutic class or the most frequent vs. a given product. The
trend is that new products should be compared to the
next best alternative available'” .

The identification of the right comparator is a challenge
for drug developers, especially as HAS requires direct head
to head comparative evidence'®"”. Although indirect com-
parisons are acceptable, they are viewed as additional evi-
dence to head to head comparisons and not a replace-
ment. Despite guidelines defining the methodology to be
used for such comparisons'®, they are unlikely to weight in
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LECTURE Il 19

Nicht hinreichender AB fiir alle Indikationen: negative Empfehlung zur Aufnahme in die Positivliste

Jahre Anzahl der negativen Anzahl der abgegebenen Prozentsatz der negativen
Stellungnahmen Stellungnahmen pro Jahr Stellungnahmen
2009 1 68 1,5%
2010 9 61 14,8 %
2011 7 41 17,1%
2012 6 60 10,0%
2013 4 49 8,2%
2014 6 64 9,4 %
2015 9 63 14,3 %
2016 7 68 10,3 %
2017 8 53 15,0%
2018 (Jan. - Aug.) 7 40 17,5%

AB: Tatsachlicher Nutzen (engl. actual benefit)
nach: Anne d’Andon and HAS Annual Activity Report 2017

Table 2: Since 2012, the share of pharmaceuticals without a recommendation of inclusion in the positive list has increased

by some 9 percent to 17.5 percent.

the TC opinion. Moreover, an additional benefit cannot be
granted without a head to head comparison, unless excep-
tional circumstances. Figure 3 shows the TC algorithm to
grant an IAB, IB depending on the comparative trial design
being used.

In France, double blind randomized clinical trials are the
gold standard to assess the potential additional benefit.

The IAB is driven by the effect size of the benefit over the
comparator’. The effect size is not the one as calculated by
a formula such as the Cohen one for example'?; it is more
an appraisal of the benefit, the unmet need, the relative
benefit, the quality of the evidence etc. There is a weak
correlation between the effect size and the IAB within the
same disease area using the same outcome. For example,
for oncology products, 3 months additional survival may

eventually be considered as an IAB of lll for one product or

IV even V for another one”’. In the same way, a similar im-

provement on a PANSS scale may lead to different IAB for

two antipsychotics. Ultimately, the so called effect size is
put in context in a deliberative process to decide on the

IAB®. The deliberative process will consider the strength/

quality of the evidence, the clinical relevance and the un-

met need. Theses attribute are not quantified according to

a specific algorithm but analyzed qualitatively.

Two other impact factors of IAB beyond the pricing ne-
gotiation should be considered.

e When a hospital organizes its procurement ,they will
consider all products with an ASMR V as similar and ma-
ke them compete on price to select one. This may be
very confusing when a product has an ASMR vs. the
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Vergleich der TC-Bewertung

Ja Nein
Direkter Vergleich?

Gerechtfertigt?

Im Vergleich zum CRC

Aussagekraftigte Aussagekraftigte
Uberlegenheits- Nicht-Uberlegen-
studie? heitsstudie?

CRC: klinisch relevanter Komparator (engl. clinically relevant comparator), AB: tatsachlicher Nutzen (engl. actual benefit),
IAB: Verbesserung des tatsachlichen Nutzens (engl. improvement of the actual benefit)

Nach: HAS, évaluation des médicaments, doctrine de la commission de transparence, September 2018

Figure 3: In the algorithm for the determination of the actual benefit by the pricing committee, double-blind randomised
clinical studies are considered the gold standard.

therapeutic class as it suggests that all the product of able to fund the therapy as it is too expensive. This hap-
the class are similar by transitivity reasoning. It may be pens regularly, and prevents access unless an exceptio-
even more confusing when a product gets an IAB score nal funding is allocated by the Ministry of Health and Fi-
in isolation, with no reference to any comparator, even nance jointly.

not the standard of care. IAB may not discriminate enough as it will not differentiate

e When products are too expensive to fit into the disease  a product with clear evidence of no benefit, from a pro-
related group (DRQ) tariff, it is charged through an addi-  duct with a potential additional benefit but for which evi-
tional national budget on the top of the DRG (List en  dence is not compelling (immature data for example), and
sus’"). To qualify for funding on top of the DRG, pro-  a product with obvious benefit but impossible to quantify.
ducts need to have an IAB I to lIl. If the product does not  In France those products are expected to all receive an IAB
qualify because of a low IAB score, hospitals will not be  of V while being fundamentally different. In that case, the
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wording of the TC opinion will use specific terminology
agreed with the CEPS to convey discretely the message.

2.2 Target population

The size of the target population for reimbursement or of
the target population subgroup, for which the benefit may
be differentiated according to the population, is an import-
ant information for the CEPS but not for the TC for its deci-
sion framework. The CEPS will use this information to de-
termine the price volume agreement and to set a penalty
in case sales go beyond the size of the target population®’.

The calculation of the size of the target population is do-
ne for the reimbursed population which may not necessa-
rily match the marketing authorization. In case of sub-
group analysis with different IAB score, the TC will have to
estimate the size of each subgroup also. This will help the
CEPS to calculate the weighted average price.

This has become a complex exercise as increasingly po-
pulations are sliced based on clinical features, genetic mar-
kers, molecular biomarkers that may be combined. Becau-
se these markers for population segmentations are very
new, little information is available and often the available
data are for the US market only available.

In some circumstances, modelling may be required to
assess the size of the target population especially when a
product may affect the prevalence or the incidence of the
disease to an extent the target population may evolve. This
may be the case in hepatitis C as the potential for cure
would inevitably impact the prevalence. This may be the
case in SMA type | as the new treatment may impact survi-
val of the larger proportion of patients who used to die
within a couple of year and now survive. SMA type | pati-
ents represent 80% of the yearly incidence, but have a very
low prevalence. Now the dynamic is changing.

LECTURE Il 21

3. Health Economics Committee (CEESP)

In 2008, the Social Security Funding Law (LFSS) requested

HAS to initiate health economic assessments. In response

to this requirement, HAS created CEESP for this purpose’.

Until 2012, this committee operated as an internal group

within HAS but did not have a legal existence as it was not

mentioned nor listed in the social Security Code.”*** The

opinions and recommendations issued by the CEESP had a

relatively low impact and mainly targeted old products

with no actual question mark on price or value.

e In an effort to enhance the financial sustainability of the
healthcare system, the LFSS for 2012 introduced the
CEESP as a specialized committee under Article 47 of
the Social Security Code, in charge of providing recom-
mendations and health economic opinions. Concur-
rently, the board and structure of this committee were
revised to match these new objectives and responsibili-
ties™.

The CEESP will review pharmaceuticals that meet the two

following criteria:

e |AB claimed by the company is major, important, or mo-
derate (I, 11, or lI);

e The health product is susceptible to having a significant
impact on the health insurance, professional practices,
or patient care and, when applicable, its price.

Later HAS interpreted the second criteria as a yearly
budget impact of €20 million*’. This allowed standardizing
a difficult concept.

Health economic evaluations of the applicant dossier are
conducted by the CEESP, in parallel and independently of
the TC. The initial role of the CEESP was to conclude if the
applicant deviates from the HAS guidelines for health eco-
nomic evaluation. But overtime, the CEESP was requested
to define the condition of efficiency for the use of the
drug”’
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The CEESP opinion is critical for the applicant. If a pro-
duct gets an IAB of | to lll, it is eligible for free pricing. But if
the CEESP concludes that the applicant did not follow the
HAS health economic guidelines, the new product and
therefore the manufacturer will lose the opportunity of
free pricing. So it is an imperative for the applicant to ensu-
re no major deviations from the HAS guidelines.

Following the launch of new hepatitis C products, payers
experienced that cost effective products can threaten the
sustainability of the health insurance system because of
the high prevalence of the condition. A new regulation
made it mandatory to file a budget impact analysis on the
top of the cost effectiveness analysis for products that are
expected to reach 50million € yearly sales volume.”

The use of health economic analysis by payers remains
unclear. The following process has been reported: payers
use cost effectiveness analysis to obtain a cost effective net
price. In the absence of an incremental cost effectiveness
(ICER) threshold, it has been identified that the French ICER
is 50K€ and like in Sweden it is variable and may be as high
as 300K€ for orphan drugs.**

The opinions of CEESP are only released after the price
negotiation are finalized which leads to unacceptable long
delays in access according to public information”’. The
CEESP dossier follows a very detailed template as does the
CEESP opinion which makes it very transparent and easy to
read and understand. Opinions of CEESP are straightfor-
ward.

4. Strength and weaknesses of the French HTA system
The French HTA system has shown to be very robust and
stable. At the same time it evolved slowly but significantly
to adapt to a novel environment.

Often accused of being intransparent and unpredicta-
ble, the French HTA system is well predictable and transpa-

LECTURE 11

rent for the experts who know the system. It is a system
that does not communicate enough and has developed a
strong analytical capability that has served to structure the
decision framework but may have published the full decisi-
on framework. A lot of expertise and know- how remains
in the committee and the assessor’s hands/brains, but not
fully spread out. This is why insiders have a very good un-
derstanding of a system which they consider to be reaso-
nably understandable while others may perceive it as
being in-transparent.

The assessors are talented, very well trained and have a
high expertise in the critical review of clinical evidence.
They are obviously public health driven. The TC has shown
a high focus and attention on women’s health, children
and other highly vulnerable populations.

The system remains complex, especially with two inde-
xes IAB and AB that are increasingly overlapping because
efficacy is dominating the AB scoring. The decision process
needs to be updated as it is not enforced entirely and by
some may be seen as obsolete. There are inefficiencies in
duplication of work by two committees operating in paral-
lel the TC and CEESP. They should be merged®’.

Real world evidence studies are widely requested or filed
by applicant but rarely used for decision making. The sys-
tem remains almost exclusively driven by randomized dou-
ble blind trials and clinical end points. However, there is a
slight trend to better consider quality of life, and an ope-
ning for accepting network meta-analysis.

The requirement for hard evidence and the difficulties to
cope with uncertainty will make the HAS decision frame-
work obsolete if it does not develop further. The ecosys-
tem is tight by the impact of its decisions on prices by
CEPS and the way industry systematically leverages the
HAS opinions. HAS, as a public agency, is put in the positi-
on of arbitrator between CEPS and Industry. Therefore,
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HAS may become rigid in managing uncertainty, while all
potential breakthrough products reach the market with
high uncertainties and immature data.

5. Future trends

It has been a long lasting discussion on the issue of repla-
cing IAB and AB by a single score called Therapeutic In-
dex””. This seems to be progressing and it is on the agenda
of HAS. The decision framework is under assessment and
will likely be described in a more accurate way with a
strong will to make it transparent, reproducible and relia-
ble for applicants.

The development of time limited resolutions is also on
the table. It is a sensitive political topic as it may have a sig-
nificant impact on the drug budget. However, applicants
will be required to file real world evidence to increase the
chance to reach the market with immature data. Multiple
technology assessments are expected to become more fre-
quent and to gather all technologies for a given indication.
However, it is unclear if this would happen within the cur-
rent budget, so more resources should be allocated.

Big data is also on the agenda and synergies between
multiple stakeholders are being explored. They may even-
tually be used more systematically by HAS in the future.
The level of evidence to qualify for a given IAB level will in-
crease as well as the effect size. Blind electronic vote may
be introduced to avoid distortion from the most vocal
members and protect voting members from position leaks.

6. Conclusion

Although not perfect, the French HTA system hosted wit-
hin HAS remains a robust, reliable and effective one. It
should gain more transparency and simplification for non-
experts. However, it remains unlikely that the duplication
of work between TC and CEESP will be addressed soon.
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LECTURE 111

Common European benefit assessment -

Ways and aberrations

Dr Antje Haas and Dr Michael Ermisch | National Association of Statutory Health Insurance Funds

(GKV-Spitzenverband)

On 31 January 2018, the European Commission published a
draft regulation for a European benefit assessment. Joint
clinical assessments must meet the highest quality stan-
dards, they must not restrict the member states’ freedom of
choice in shaping their health systems. The first draft did not
fulfil these requirements. Feasible amendments proposed by
the European Parliament point the way towards a potential
compromise, but are still not well-balanced. Therefore, much
will now depend on the ongoing consultations of the Health
Ministers.

enesis of the draft regulation

The term Health Technology Assessment

(HTA) was introduced by the US Office of

Technology Assessment (OTA) in 1975 and

defines the process of systematic assess-
ment of medical procedures and technologies of health
care provided to the population. Therefore, HTA should not
only be considered as a mere scientific method, but as the
objective of taking evidence-based decisions on a potenti-
al benefit of therapies thus contributing to cost-effective
medical care'. Health Technology Assessments have been
used for decades in the member states of the European
Union. In 2004, the European Commission Expert Group
concluded that a European network is urgently required in
order to allow for an efficient exchange of information bet-
ween national HTA agencies and Health Ministries and
support member states in establishing their own national
HTA agencies’.

Based on this report, the EUnetHTA project was establis-
hed between 2006 and 2008. This project was aimed at re-
ducing overlapping and double work strengthening the
significance of HTA in the EU and the connection between
HTA and health policy and support member states with
little experience in HTA. In 2009, the EUnetHTA Collaborati-
on was established; since then three so-called Joint-Ac-
tions were financed from EU funds addressing different fo-
cusses, i. e. from the development of common methods
through the preparation of joint HTA reports to the de-
scription of possibilities to allow for joint assessments in
the member states’. Coordination of the cooperation was
further intensified on the basis of Article 15 of the Directive
on the Application of Patients’ Rights in Cross-Border He-
althcare (2011/24/EU) about the HTA network of the Euro-
pean Commission and the member states since 2013,

However, the goal of sustained cooperation cannot be



achieved by EUnetHTA alone. European law implications

prohibit further financing on a project basis after completi-
on of the third Joint Action. For this reason, the Council of
the European Union® and the European Parliament® re-
quested the European commission to reflect on the future
of HTA cooperation.

The European Commission responded to these demands
and published their first impact analysis (Inception Impact
Assessment on Strengthening of the EU Cooperation on
Health Technology Assessment) on 14 September 2016
and conduced a public consultation. It includes five possi-
ble scenarios for shaping the future cooperation of HTA
bodies and their impact. Based on these findings, it pre-
sented the Proposal for a Regulation of the European Par-
liament and of the Council on health technology assess-
ment and amending Directive 2011/24/EU (Procedure
2018/0018/COD - COM (2018) 51) on 31 January 2018.
With this regulation, a long-term cooperation of national

HTA agencies under the supervision of the European Com-
mission shall be established to ensure enhanced functio-
ning of the Single European Market and contribute to a
high level of health protection. Upon presentation of the
draft regulation, an ordinary legislative procedure by the
European Union was initiated’.

Evaluation of the draft regulation

The draft regulation includes five chapters and 36 articles
with comprehensive provisions for a binding cooperation
of HTA bodies in the member states for the joint preparati-
on of HTA reports, joint consultations of developers on cli-
nical studies, conduction of a horizon scanning as well as
development of methodological principles of HTA. Moreo-
ver, a support frame is established for the further voluntary
cooperation of HTA authorities. Clinical assessments for all
new pharmaceuticals that are subject to the central appro-
val procedure by the European Medicines Agency (EMA)
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Ablauf eines ordentlichen Gesetzgebungsverfahren der Europdischen Union

Europdische Kommission
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Quelle: Bundeszentrale fiir politische Bildung, 2010, www.bpb.de

Figure 1: With the draft regulation presented end of January 2018 a complex legislative procedure was initiated.

would be centralised. In addition, certain medical devices  shall then be used as a basis for national decisions on pri-

an

d in vitro diagnostics shall be selected for assessment  cing and reimbursement, while individual clinical assess-

according to specified criteria. HTA reports that have been ~ ments will be prohibited. Moreover, joint procedural rules
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decentralised) health technology assessments in the mem-
ber states.

Thus, the European Commission’s proposal intervenes
into the existing national systems without ensuring high-
quality central assessments and efficient implementation
of findings in the member states in consideration of speci-
fic national treatment contexts. It ignores that there are so-
metimes considerable differences in the member states
with regard to laws and methods on the assessment of
health technologies.

This is all the more interesting, as a study commissioned
by the European Commission revealed heterogeneous as-
sessment methods across the member states with little
consistency of the assessment results, even if a trend to-
wards more homogeneity can be observed®. The European
Commission mentions these differences in its recitals to
the proposed regulation, but suggests, however, that these
are not justified. The truth is that these differences can be
attributed to different assessment objectives and set up of
the health systems: Value judgements in the individual
countries specify in what way cost-benefit-aspects, e. g. in
form of QUALYs, will be considered in the assessment or
whether and to what extent macro-social aspects should
also be considered besides the individual benefit a certain
treatment has for the patient’.

Moreover, treatment standards that are used as a basis
for the assessment of the additional benefit of a new phar-
maceutical may vary significantly between member states.
This can have medical and financial reasons: The results of
the QUEST-RA study revealed significant regional differen-
ces of the treating physicians in the selection of the second
cDMARD following methotrexate'’. For some pharmaceuti-
cals that are already accepted standard of care in some
countries in the treatment of hepatitis B and C infections,
the European Association of Liver Patients reported hete-
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rogeneous availability within Europe in 2017 which can
probably mainly be attributed to different financial poten-
tials of the healthcare systems and strategical market deci-
sions of the pharmaceutical companies''.

An alignment without considering these differences
constitutes an intervention in the member states’ responsi-
bility for the organisation of their healthcare system and
medical care. This is another reason why the draft of 31 Ja-
nuary 2018 should be rejected. Moreover, from the view-
point of the National Association of Statutory Health Insu-
rance Funds there’s currently no sufficient evidence for the
necessity of an “elimination of obstacles in the Single Euro-
pean Market” as a legal basis.

And yet: The plan to continue the existing cooperation
reasonably and extend it towards a joint assessment
process step-by-step is to be welcomed. Because by means
of a continuous cooperation of HTA agencies at EU level,
a better and more extensive use of high-quality HTA can
be achieved and further developed in the decision-making
of national health care systems. For this reason, the Natio-
nal Association of Statutory Health Insurance Funds propo-
sed comprehensive enhancements in its opinion of 8 May
2018"” and will continue monitoring and supporting the
legislative procedure.

Joint clinical assessments

The objective of HTA cooperation across Europe is not to
establish a regulatory body, but to further develop coope-
ration of the organisations responsible for HTA in the
member states. All decisions of these HTA organisations
shall be taken by consensus whenever possible.

Thus, the planned ,decision by simple majority” propo-
sed in the draft regulation is just as hardly reasonable as
the intended central role of the European Commission in
the Coordination Group of HTA organisations. The propo-
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sed leading role of the Co-chair and the competence to
adopt specific provisions relating to procedures and met-
hods would contradict the nature of an independent body.

HTA organisations of the member states should take the
lead with administrative support by the European Com-
mission. All decisions should be taken by consensus whe-
never possible. However, in disputable cases, decisions
should be taken by qualified majority (55 percent of the
member states representing 65 percent of the EU populati-
on) in order to strengthen confidence in the results.

The draft regulation proposes to define methods and
processes for clinical assessments by delegated legal acts
and implementing acts. This way, they would be excluded
from the EU legislative process and remain the exclusive
responsibility of the EU Commission. This does not take
adequate account of the importance for the quality of cli-
nical assessments. Procedures and methods for joint clini-
cal assessments must be developed and jointly decided
upon by all involved HTA organisations. It must also be
kept in mind that the significance of individual clinical cri-
teria also depends on their further use: It is important
whether only the additional benefit of a certain technolo-
gy is assessed - like in Germany - or whether the results of
the assessment will be used for cost-benefit analyses.

The question of whether access to a certain technology
will be granted prior or after an assessment, whether there
is a fourth hurdle for pharmaceuticals affects dealing with
and requirements for clinical assessments and must thus
be considered. Only on the basis of a joint regulation of
methodological principles taking the member states’ diffe-
rent healthcare systems into account and assuring consist-
ently high quality of assessments, harmonisation of HTA
can be further promoted.

It also seems odd to impose a binding obligation for
member states to use joint clinical assessments at national
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level while prohibiting individual clinical or equivalent as-
sessments of the same healthcare technologies as propo-
sed in the draft regulation. Provided that joint clinical as-
sessments meet the required methodological quality stan-
dards and adequately take the different healthcare sys-
tems into account, repeating a European assessment at na-
tional level that is already available and ready-to-use
would be uneconomical. The proposed unconditional obli-
gation for the incorporation of the results bears the risk
that assessments must be performed on the basis of a HTA
report that is not transferable to the national treatment
context and is thus useless.

Comparing current EUnetHTA reports and German HTA
reports from the AMNOG procedure, significant differences
can be observed in key areas that are decision-relevant for
Germany, such as the selection of comparators and assess-
ment of patient relevance of endpoints. Individual evalua-
tions seem incomplete and do not address methodological
and substantive deficits of the underlying studies that ha-
ve been identified by the IQWiG. As the dossier used for
the assessment is not publicly available, the causes of the-
se weaknesses cannot be identified. However, these diffe-
rences undermine the confidence in the current structures
of joint clinical assessments and have a direct influence on
the reliability and relevance of conclusions in the results
and thus its usability at national level.

The question, then, is whether the adoption of assess-
ments results shall and must be optional for the member
states. At national level, amendments and modifications of
the joint assessments may also become necessary. Own as-
sessments should also be possible, e. g. if further clinical
data and their re-evaluation must be submitted for reim-
bursement in individual states .

As long as it is ensured that joint HTA reports can be
used as a sound basis for decision-making, member states
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will adopt the results of joint assessments without any
compulsion.

Another prerequisite is that assessment procedures fulfil
the highest transparency requirements: HTA supports decisi-
ons about the benefit of healthcare technologies and ulti-
mately has an impact on the claims of the insured against
their health insurance. Thus, patients have a right to verifi-
able assessments. The resulting claim of transparency is not
fulfilled with the proposed procedure (see Figure 2):
According to the draft regulation, the assessor must imple-
ment any comments or remarks by the manufacturer, stake-
holders and the European Commission even before submis-
sion of a preliminary assessment report to the subgroup.

After approval of the assessment report by the Coordina-
tion Group of the HTA organisations, the assessor has to ma-
ke sure that all data considered as trade and business secrets
are removed from the approved report of the joint clinical
assessment and the approved summarised report. The Coor-
dination Group will forward these summarised reports to
the Commission that will in turn publish them on the re-
spective internet platform that will be set up. Member
states, stakeholders and the general public shall have ,rea-
sonable” access to this platform. The European Commission
shall define the term ,reasonable access” in this context.

It is neither intended to publish the complete basis of the
assessment nor to ensure that the assessment is only based
on publicly accessible data. This approach is not in accor-
dance with the claim of healthcare systems and its involved
patients of being fully informed. The German AMNOG-pro-
cedure furnishes proof that comprehensive transparency is
possible. Confidential information from the manufacturer’s
dossier will only be used for plausibility verification of other
data. If this information is essential for an assessment, the
manufacturer will be asked to disclose it. If the manufacturer
refuses this for confidentiality reasons, the provided data will
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be classified as incomplete'. The dossier of the manufactu-
rer, the assessment by the IQWiG and the decision of the
G-BA including justification as well as the documents of
the hearing procedure will be published on the website of
the G-BA and publicly accessible. A European assessment
procedure must not fall behind this standard.

Scientific advice
Besides conducting joint clinical assessments, the proposal
also proposes a procedure for joint scientific consultations
that is very similar to the joint clinical assessment.
Manufacturers should be informed how to generate and
process evidence that is required for the assessment of
their technology. Within the scope of Joint Actions, EU-
netHTA and EMA have developed a system for joint consul-
tations that delivers satisfactory results for all stakeholders
and should be continued based on current estimates. The
only point that should be considered is in which cases pu-
blicly accessible information should be provided instead of
conducting individual and confidential consultations. Ex-
periences show that the majority of the recommendations
made during consultations are issued several times.
However, different healthcare and assessment systems
in the member states should be considered in the consul-
tations. Consensus of the involved HTA organisations can-
not be achieved on every question and approval authori-
ties and HTA organisations do not always obtain the same
results'”'°. Consultation will then also be held based on
these various estimates. This level of flexibility should be
retained. Moreover, adequate arrangements should be
made to avoid influence being exerted over the involved
persons and institutions.

Horizon scanning
According to the draft regulation, the Coordination Group



32 INTERDISCIPLINARY PLATFORM ON BENEFIT ASSESSMENT

LECTURE 111
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Figure 2: So far, the procedure proposed by the EU Commission for the process of joint clinical assessments does not meet

the requirements of full independence and transparency.

shall prepare a study about new healthcare technologies
on an annual basis (Horizon Scanning) to allow for selecti-
on of assessment items and provide indications on budge-
tary impacts. Further cooperation also makes sense here,
but should not only have a direct added value for Euro-
pean procedures, but also for the healthcare systems of
the member states. Thus, from the National Association of
Statutory Health Insurance Funds’ perspective, a central
database should be established that could also be used e.
g. for the budget planning of the national payers.

Political responses to the draft regulation
In March 2018, the German Bundestag reprimanded that
the European Commission’s proposal infringes on the prin-

ciples of subsidiarity and proportionality. According to its
opinion, the principle of subsidiarity was not complied
with, as the proposal includes binding regulations that ha-
ve an impact on the design of national healthcare systems.
The Members point out that preparation of HTA reports
and subsequent assessment decisions have a great impact
on both reimbursability and pricing of pharmaceuticals.
Since apart from Germany only France and the Czech Re-
public filed a formal subsidiarity objection, the required
quorum for a rejection of the proposal was not reached.
However, the parliaments of Lithuania, Poland, Sweden,
Slovakia, and Spain also criticised the legal basis of the pro-
posal'’.



INTERDISCIPLINARY PLATFORM ON BENEFIT ASSESSMENT

Consultations in the Council of the European Union
During the discussion of the 28 EU Health Ministers in June
2018 it became apparent that despite the common will to
further develop the draft law, there are different opinions
mainly regarding the binding use of clinical assessments
and that the European Commission’s proposal did not re-
ceive the required majority in the member states. Particu-
larly larger member states rejected the legal obligation,
whereas predominantly small countries generally suppor-
ted the European Commission’s proposal. This includes
states that have not yet established a national HTA system.
The Bulgarian Presidency summarised that the European
Commission’s proposal does not reach a qualified majority
in the Council and that the text proposal would thus have
to be modified significantly .

The Austrian Presidency that was in office during the se-
cond half of the year intensified consultations on the draft
regulation. At the time of publication of this article it is not
clear whether it will be able to reach the interim objective of
a partial general direction on Articles 1-8 or whether it will
only submit a progress report at the end of the year. It is
known that Germany, France, and Austria have prepared
proposals for a possible modification of the draft regulation.

Consultations of the European Parliament

On 4 May 2018, correspondent Soledad Cabezén Ruiz had
already - and thus surprisingly quick — submitted a draft
report to the European Parliament of the committee re-
sponsible for health (ENVI committee). The draft reflected
the Parliament’s request for a substantially more binding
European HTA cooperation and at the same time stronger
consideration of the healthcare systems’ individual needs.
During summer, the Members of Parliament responded to
the draft report with numerous modification proposals. On
this basis, a final draft report was accepted on 3 October
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2018 by the European Parliament (P8_TA-PROV (2018)
0369) — at the time of publication of this article, the formal
first hearing was still due and is expected for March 2019 -
subject to the results of the discussion in the Council of the
European Union .

In this final report, the European Parliament apparently
attempts to mediate between the European Commission
and the Council of the European Union. The opinion of the
National Association of Statutory Health Insurance Funds
on the draft regulation also seems to have been taken into
consideration. There are concerns both about the actions
proposed in the report on the containment of the Com-
mission’s role and the voting changes in the event of dis-
putes. In the report, the European Parliament clearly com-
mits itself to evidence-based medicine and separation bet-
ween clinical assessment and its appraisal. The latter shall
and must remain a member state competence.

However, particularly the possibility of deviating assess-
ments at national level, the role of HTA organisations as
well as methodological clarity and transparency of the pro-
cedure are still insufficient. Besides, the European Parlia-
ment’s proposal to further reduce the number of medical
devices eligible for assessment as compared to the Euro-
pean Commission’s proposal would fail to take account of
the products and their significance for healthcare. The Eu-
ropean Parliament’s requests to develop a different metho-
dology for the assessment of pharmaceuticals for rare di-
seases should be clearly declined. Even if specific incen-
tives are provided for developers for the approval of phar-
maceutical products under pharmaceutical law, ranging
from exemption from charges for consultations by the ap-
proval authorities to specific protection mechanisms after
approval, a special status in HTA is not appropriate.

HTA aims at providing comprehensive information to
users and patients about the benefit of pharmaceuticals
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against the current treatment standard. In this context, pati-
ents suffering from rare diseases have the same right to valid
information as all other patients. The European Parliaments’
proposal brings one issue to the fore which has not yet been
addressed due to the general conflicts: Practicability of the
time schedule for a joint clinical assessment (see Figure 3).
The German procedure of early benefit assessment ac-
cording Section 35a SGB V provides a period of three
months for the preparation of a HTA report. This rather
tight deadline can only be kept, as the available evidence
is limited, is provided by the manufacturer in his dossier in
a well-structured manner, and the leading question is very
focussed. Moreover, large investments in personnel and re-
sources were made upon the introduction of the early be-
nefit assessment. Normally, the duration of the procedure
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for benefit assessments of the IQWiG ranges from six
months (rapid report) to two years (report).

Only in case of a full assessment within the scope of a re-
port, a hearing procedure is part of the assessment. Thus it
appears unrealistic, if the European Parliament’s proposal
stipulates a period of 100 days for the assessment, if during
that period consultations with various stakeholders and se-
veral internal discussions about the report must also take
place. This shortens the actual time period for the prepara-
tion and jeopardises the goal to provide a high-quality re-
port. For this reason, an extension of the period for the as-
sessors should be discussed in the further course.

Impact of common clinical assessments for Germany
From the perspective of the German healthcare system, a
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Figure 3: The EU Commission’s proposed procedure only provides a period of 100 days for the actual assessment. This
appears unrealistic, as comprehensive consultations shall also be conducted during that period.
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Zeitlicher Ablauf und Fristen im AMNOG-Verfahren
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Figure 4: In principle, the AMNOG procedure allows for the use of hight-quality European HTA reports, if these are availa-
ble 3 months after market entry at the latest and do not anticipate the G-BA decision on the additional benefit.

stronger European cooperation during benefit assessment
of healthcare technologies would be desirable under cer-
tain conditions. The integration of joint clinical assess-
ments into German benefit assessment procedures is ge-
nerally possible. It is of decisive importance that joint HTA
reports fulfil the high methodological requirements, provi-
de in-depth analyses, and allow for national adjustments.
Falling back behind standards already achieved is not ac-
ceptable and must be avoided at all costs.

It is advantageous that the assessment and appraisal are
already separated in the process of early benefit assess-
ment: The report of the IQWiG primarily provides a quali-
fied overview of effect estimates for the evaluated pati-
ent-relevant endpoints as assessment; the final decision as
to whether these differences have a low, significant or no
additional benefit is, however, taken by the G-BA in the ap-

praisal in consideration of the report and other aspects.
Subsequent proven price negotiations by the National As-
sociation of Statutory Health Insurance Funds with the ma-
nufacturer could be preserved (see Figure 4).

It is incomprehensible why medical devices and other
high-risk products shall not be assessed independently of
the scrutiny procedure and in vitro diagnostics. From the
National Association of Statutory Health Insurance Funds’
perspective this is indispensable to ensure that the de-
velopment of new disruptive technologies can be evalua-
ted at EU level. This way, the German HTA procedure for
medical devices could also benefit significantly from joint
assessments.

Conclusion
It is of common European interest to strengthen the co-
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operation on HTA within the EU and extend it step-by-step.
Member states that were not yet able to establish their
own HTA system or are faced with insoluble problems at
national level should be supported with a high-quality HTA
system that is open for national adaptations. All patients in
the European Union shall benefit from scientifically sub-
stantiated and independent information about the benefit
of pharmaceuticals and medical devices and rely upon a
safe and economic supply with these products.

European Commission, European Parliament and mem-
ber states have indicated their willingness to further work
towards a compromise solution. It is important that this
compromise is elaborated thoroughly and without excessi-
ve haste, even if European Parliament elections will be held
in May 2019. The procedure for a joint European HTA must
combine the best of all national systems and any loss of
confidence as a consequence of a minimal consensus my
be avoided.
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LECTURE IV

National versus European benefit assessment:
Pros & cons from the G-BA's perspective

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

With the draft regulation published on 31 January 2018, the
European Commission made a proposal for a uniform Euro-
pean assessment of health technologies. Although it is un-
derstandable that a legal foundation shall be created for
HTA cooperation after years of project-related funding, the
regulation will clearly interfere with national healthcare sys-
tems of the member states. Especially, the intended binding
adoption of European benefit assessments for national as-
sessment processes is quite difficult before framework condi-
tions, content and scope of the assessments as well as uni-
form methodological principles have been established. With
the early benefit assessment, high quality standards concer-
ning methodology, transparency and process flow have
been established in Germany. The same quality standards
shall apply for a joint European HTA-assessment. However,
the draft regulation remains unclear in several fundamental
aspects and requires further clarification and specification.

ntroduction

With the introduction of the German Pharmaceutical

Market Reorganisation Act (AMNOG) in 2010, the le-

gislator initiated a paradigm shift with far-reaching

consequences for the pharmaceutical market in Ger-
many and literally ,reorganised” it. Mandatory proof of an
additional benefit on the basis of patient-relevant endpo-
ints against a standard therapy (appropriate comparative
treatment, ACT) for all new active substances upon market
launch was controversial and widely discussed in Germany,
especially regarding a potential ,added value” against the
decisions of the approval authorities.

Eight years later, elements of the AMNOG process resur-
face in a proposal by the European Commission (EC) for a
regulation on the assessment of health technologies
(Health Technology Assessment, HTA). However, a critical
look should be taken at the implementation of this propo-
sal and its impact on the pharmaceutical supply in Germa-
ny, especially against the background that major issues ha-
ve only been addressed vaguely and remain open in the
proposed provisions, but at the same time adoption of the
results of the European benefit assessment shall be man-
datory.

Expectations regarding European benefit assessment
With the regulation, expectations of various stakeholders
regarding a European benefit assessment shall be fulfilled.
Policy-makers expect that the Single European Market and
patient rights will be harmonised across Europe and con-
sistency established among HTA assessments. Smaller
countries without or only insufficient HTA assessment shall
benefit from the experience of other countries with appro-
priate expertise. Moreover, more HTA assessments could
be performed and thus capacities and resources used effi-
ciently as a consequence of potential synergy effects.
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From the patients’ perspective, they are expected to
have a faster access to new health technologies across the
EU while high safety standards for these products will be
ensured. The pharmaceutical industry expects in particular
a faster market access, reduced effort in the preparation of
the benefit dossier, and an enhanced planning reliability
for Europe (see Figure 1).

According to the explanatory memorandum of the pro-
posal, the European Commission sees three major reasons
that a European benefit assessment is required:

1. Limited and distorted market access in Europe for health
technologies,

2. Duplication of work for national HTA bodies, and

3. Unsustained cooperation on HTA.

From a perspective of the German healthcare system, it
should be questioned whether these objectives can be
achieved with the regulation. If a European benefit assess-

Dr Antje Behring is pharmacists and physiotherapist.
Since 2011, she worked as Head of the Department Phar-
maceuticals at the G-BA's office and since April 2018 as
Acting Head of the Department Pharmaceuticals for AM-
NOG. From 2009 to 2011 she worked as a consultant
pharmacist for the health insurance BARMER in Bavaria.
Prior to her pharmaceutical studies and promotion she
worked as physiotherapist in inpatient and outpatient
care.
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ment shall contribute to eliminating bias and restrictions of
market access, this is in fact not an obstacle in Germany. This
is neither delayed nor accelerated by the AMNOG benefit as-
sessment due to the fact that the process of benefit assess-
ment will be initiated at the same time as the market launch.
The companies choose the date of market access for their
pharmaceuticals. There is no so-called ,fourth hurdle” for
the listing of a pharmaceutical in the statutory health insu-
rances’ catalogue of services only after completion of the
benefit assessment and reimbursement negotiations.

Furthermore, duplication of work by HTA institutions
shall be reduced. Therefore the question arises as to whet-
her - upon closer examination - the assessment really con-
tains redundancies. In the individual countries, HTA consti-
tutes the context-specific addressing of national questions
as a basis for reimbursement and price decisions. These de-
cisions must remain the responsibility of the member
states requiring independent evaluation of clinical data
against the existing treatment standard. Thus, duplication
of work can only be avoided, if a uniform common stan-
dard has been established and accepted for comparative
assessments.

This does not only apply to the evidence-based determi-
nation of one or more comparative treatments, but also to
the specification of patient-relevant endpoints that have to
be considered for the assessment. Harmonisation of health
technology assessments at European level will not reduce
national HTA assessments before such a standard has been
established. Although it is a step into the right direction to
create a legal basis for a stronger European cooperation on
HTA after several years of project-based funding during
EUnetHTA, a binding adoption of central benefit assess-
ments is only acceptable after adequate standards, prepa-
ratory procedures and methodological principles have
been agreed upon.
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a rapid availability of new health technologies.

Critical views on the draft regulation

From the G-BA's perspective, the following aspects of the
European Commission’s draft regulation of 31 January
2018 should undergo critical evaluation:

1. Legal basis Article 114 TFEU (Treaty on the Functioning
of the European Union (TFEU),

2. Mandatory adoption of European benefit assessments
(Joint Clinical Assessments, JCA),

3. Competences of the European Commission (EC)

4. Process flow and requirements with respect to quality
and transparency.

Figure 1: Stakeholders’ expectations towards a European beneflt assessment are manlfold and dlffer partlcularly regarding

Ad 1. Legal basis Article 114 TFEU

In Germany, prescription pharmaceuticals are prescribable
at the expense of the statutory health insurance, if they ha-
ve been approved by the competent authorities. This prin-
ciple applies for both domestic and foreign pharmaceuti-
cals and was not changed with the introduction of the be-
nefit assessment by AMNOG.

All new active pharmaceuticals that come onto the mar-
ket and their new therapeutic indications must undergo an
early benefit assessment. Consequently, the free move-
ment of goods within the single market is not restricted in
Germany by the binding stipulation of a central European
benefit assessment according to Article 114 TFEU and thus
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there is no need for remedial action. The main focus of the
regulation is to establish a central procedure for compara-
tive benefit assessment of new pharmaceuticals and medi-
cal devices in order to promote availability of these health
technologies for national health insurance systems.

This affects the member states’ responsibility according
to Article 168 Paragraph 7 TFEU that needs to be taken in-
to account through the inclusion of the legal basis into the
introduction text of the regulation. All measures set out in
the regulation must ensure limitation of the exercise of
competences of Article 168 Paragraph 7 TFEU. This underli-
nes the member states’ responsibility and right to structu-
re their health legislation and organise their healthcare
system and medical care.

Ad 2. Binding adoption of the European

benefit assessment (Joint Clinical Assessments, JCA)
Article 8 No. 1b of the draft regulation stipulates the bin-
ding application of the European benefit assessment at
member state level: The phrase ,Member States shall apply
joint clinical assessment reports...” could be interpreted as
if the result of the European benefit assessment is decisive
for the determination of the additional benefit in the
member states.

In Germany, the result of the additional benefit assessment
becomes part of the German Pharmaceutical Directive
(AM-RL) with the G-BA decision thus having an influence
on prescribers within the scope of the 5th German Social
Codebook (Sozialgesetzbuch V, SGB V) on the one hand
and the reimbursement amount on the other hand. Conse-
quently, the pharmaceutical supply of the population is
significantly influenced by the decisions on the additional
benefit. The decision about the additional benefit of a gi-
ven pharmaceutical is taken in consideration of the natio-
nal treatment landscape: the previously defined appropria-
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te comparative treatment and the assessment of the thera-
peutic additional benefit by means of patient-relevant
endpoints against the appropriate comparative treatment
based on the dossier assessment by the IQWiG and in con-
sideration of the opinions.

In a uniform European benefit assessment, different nati-
onal assessment procedures cannot be considered suffi-
ciently and adopted on a compulsory basis, as long as no
uniform European standard basis of assessment has been
established e. g. for the determination of the comparative
treatment or patient-relevant endpoints. At present, the
standard treatment used for the comparison during HTA
assessment is defined according to different standards in
countries in which a national benefit assessment is perfor-
med for pharmaceuticals. It must therefore be possible to
deviate from the European result and perform additional
or individual assessments. Nevertheless, member states
can voluntarily integrate the European benefit assessment
into their own decisions and adopt the results, but would,
however, not be obliged to adopt content in the event it is
not appropriate for the national treatment context. Under
these circumstances, a mandatory adoption instead of vo-
luntary incorporation of the results would be premature.

It should be made clear that the actual content of the
European benefit assessment is not clear so far. It is ques-
tionable whether it will include a purely scientifically de-
scriptive processing and analysis of scientific evidence or
whether it will comprise value judgements with e. g. consi-
deration of the prolongation of life with side-effects, inclu-
ding general conclusions on the clinical additional benefit.

The latter, i. e. classification of the therapeutic added va-
lue, including determination of the extent of the additional
benefit, remains the responsibility of the member states.
Within the course of the benefit assessment, this step will
be taken into account during the ,appraisal” and directly
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linked to allocation, price and reimbursement decisions.
The different steps, i. e. processing and analysing scientific
data and available evidence (,assessment”) must be diffe-
rentiated from their evaluation, including contextualisati-
on to the national treatment landscape (,appraisal”). This
distinction is not made in the present draft regulation.

Especially because the content-related design of the Eu-
ropean benefit assessment is still not clear, value judge-
ments will probably pre-empt the national assessment
processes. Therefore, individual or complementary HTAs
must be possible in addition to the European benefit as-
sessment to account for potential differences regarding
comparators, patient populations, endpoints due to the
specific national treatment landscapes.

For example, if a different comparator is determined in
the planning phase, it should be possible to initiate an in-
dividual assessment before the European benefit assess-
ment and refrain from a binding adoption of the JCA (opt-
out). The same applies, if not all relevant patient groups or
other major aspects of an indication that are relevant for
the national treatment context, e. g. regarding patient-re-
levant endpoints, are addressed.

Ad 3. Competences of the European Commission (EC)

In the draft regulation, the European Commission provides
for codetermination rights at various steps in the process.
This is also reflected by the fact that the EC shall get a chai-
ring function as co-chair within the Coordination Group.
From the G-BA’s perspective and according to the Euro-
pean Parliament’s proposal, more responsibilities regar-
ding the content- and organisation-related design of HTA
cooperation shall be shifted to the Coordination Group
and the EC shall only have administrative tasks without any
context-related codetermination right in the Coordination
Group. Any substantive evaluation and control by the EC of
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the methodological principles and strategical decisions
that will be developed by the Coordination Group is not
feasible against the background of the sufficient scientific
and practical expertise of the Coordination Group.

Especially the possibility of a ,harmonising exertion of
influence’, e. g. by means of ,approvals” and acceptance of
reports after substantive evaluation put a question mark
on the independence of the scientific work and shall be ex-
cluded by means of clear competence provisions.

In this context, it is criticised that according to the draft
regulation a dissent draft benefit assessment would be ad-
opted in the Coordination Group by a simple majority of
the member states. The introduction of a qualified majority
(55 percent of the member states and 65 percent of the
overall population) - as the European Parliament also sug-
gested - is therefore required.

It should be clearly declined that additional or superse-
ding benefit assessments at national level must be authori-
sed by the European Commission (Article 34 of the draft
regulation, safe-guard-clause). An unconditional opt-out
(no use of European benefit assessment and individual na-
tional benefit assessment) directly after determination of
the comparative treatment or interrogation for the Euro-
pean benefit assessment must also be possible for mem-
ber states outside the stipulated scope without the EC’s
permission. This shall also apply for additional analyses
that are relevant for the specific national context and re-
quired for national assessment procedures (appraisal). Mo-
reover, this shall also apply for the use of further clinical da-
ta that are not part of the European benefit assessment.

Ad 4. Process flow and requirements with

respect to quality and transparency

Various aspects relating the process flow, documents to be
submitted and the content of the benefit assessment
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remain abstract and must be further defined by delegated
legal acts. However, these details are decisive for the ac-
ceptance or rejection of the European benefit assessment.
In the formulation of these specifications it must be avoi-
ded that the procedure mainly serves the interests of the
pharmaceutical companies that manufacture health tech-
nologies. Therefore, it is important that certain experiences
and practices from the early benefit assessment will be
considered in the processes.

Time frame

The schedule for the European benefit assessment is still
unclear both in terms of the processing time granted, but
mainly regarding the start time of the procedure itself. Di-
scussions about a rapid procedure indicate that it is inten-
ded that the assessment shall be completed at the same ti-
me as the approval process. However, knowledge of the
wording of the indication as well as other application-rela-
ted specifications by the approval authorities, like dosage
and contraindications are important to be able to carry out
an appropriate assessment for the German treatment con-
text. Carrying out a benefit assessment before this infor-
mation and conclusions from the approval process are
available might result in an assessment that is not transfe-
rable to future prescription landscape and might thus be
useless.

Documents to be submitted and content

of a European benefit assessment

For the benefit assessment, it is important that the study
reports including all appendices/amendments are submit-
ted by the pharmaceutical company. Only if all documents
are available, the assessors can carry out an adequate as-
sessment within the time given. An assessment on the ba-
sis of preselected data provided by the pharmaceutical
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company only or on the basis of scientific publications or
study register entries does not provide enough informati-
on and does not allow for an in-depth analysis that would,
however, be required to create a sound basis for decision-
making for the subsequent procedures in the individual
member states. In particular, measures should be defined if
pharmaceutical companies fail to provide comprehensive
information that is considered essential for the assessment.

Benefit assessments should process and present availa-
ble study results and evidence base according to generally
accepted standards of evidence-based medicine; any con-
clusions and valuations should, however, not be included.
Although the decision-making mechanisms for the deter-
mination of the assessment contents are open, it is consi-
dered important that besides the presentation of the re-
sults against certain comparators that have been defined
as relevant by the member states, sufficient information is
provided about included patients, potential uncertainties
regarding the study population, study design as well as
operationalisation of endpoints and - in the event that no
information is available - these evidence gaps should be
disclosed. Patient-relevant endpoint categories, mortality,
morbidity, quality of life and side-effects should be addres-
sed on a regular basis, irrespective of whether endpoints
were actually collected in these categories or not.

It should go without saying that benefit assessments
should not contain any speculations and statements on
possible trends. In any case, clear criteria should be docu-
mented in writing and the assessment scope defined
transparently by the assessors in consideration of the
member states’ feedback.

Consequently, for the development of a joint methodo-
logy by the Coordination Group, sufficient time should be
provided before the first European benefit assessment can
be carried out to ensure a constantly high level of quality.
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This applies particularly in view of the fact that so far as-
sessments that have been carried out on the basis of the
EUnetHTA core model did not fulfil the high quality stan-
dards of the German benefit assessment in several aspects.
As also requested by the European Parliament, the regula-
tion must not lower the standards that have been establis-
hed in individual member states.

Transparency of the procedure

The documents to be published also need be defined. Pu-
blication of the whole dossier by the pharmaceutical com-
pany, including all clinical results and information about
the methodology used, has already proved successful in
the early benefit assessment. Confidential documents
could be filed in a separate appendix and should not be
published.

However, it should be defined which information will be
»confidential data for commercial reasons” within the sco-
pe of the HTA assessment, because for an informed hea-
ring procedure it is not acceptable that only selected frag-
mentary results and data are available.

In the German process, a hearing procedure has been
established. After completion of an independent benefit
assessment, the professional public, patient representati-
ves are involved and statements of the pharmaceutical in-
dustry integrated into the discussion about the additional
benefit. In contrast, the European benefit assessment pro-
cedure intends to conduct a separate annotation phase by
the pharmaceutical company already during European be-
nefit assessment.

This approach corresponds to the so-called ,fact check”
that is currently part of the EUnetHTA Joint Action 3-Joint
Assessments. On the basis of the experience gained to
date, this step should be evaluated critically, as it was used
as an opportunity by the pharmaceutical companies to
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exert influence. An added value of a separate annotation
phase by the pharmaceutical company as compared to a
joint commenting of the draft benefit assessment by all
stakeholders is not obvious and is contradictory to an in-
dependent evaluation of the evidence.

Inconsistency with the flow of the AMNOG-process

For an incorporation of a European benefit assessment in-
to the current procedure it is necessary that the G-BA still
has a certain scope for assessment and adoption of any
potential value judgement to the benefit assessment is not
mandatory. Moreover, evidence must be processed in a
qualitative, transparent and complete manner to provide a
sound basis for national decisions.

A European benefit assessment would have to be classi-
fied and evaluated together with complementary national
HTA assessments (where applicable) by the G-BA before a
decision about the extent of the additional benefit is ta-
ken. One possibility could be - deviating from the current
procedure - to provide the opportunity to not only com-
ment on the published documents, but also on the results
of the consultations about the classification of this eviden-
ce and its valuation as well as the statement on the extent
of the additional benefit in consideration of the national
treatment landscape (see Figure 2).

Thus, in combination with the European benefit assess-
ment or complementary evidence processing and national
statements (where applicable), a decision could be taken
that is comparable to the previous additional benefit deci-
sions.

It remains to be seen to what extent additional assess-
ment and preparation by the pharmaceutical company are
required, how documents that have been prepared and
published in English will be dealt with so that patient re-
presentatives can be involved. For the time being, a noti-
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Maoglicher Ablauf des EU-HTA /AMNOG-Verfahrens

Stellung-
Hersteller nahmen
Markt-
einflihrung

Beschluss r'“ ﬁ
Hersteller ~ Spitzen-
verband

—~
I“ |i|NeutraI

Hersteller

Spitzenverband
kassen Bund der

Bund der
Kranken-

Krankenkassen

Preis-

verhandlung Schiedsspruch

Figure 2: A European benefit assessment should be performed - together with complementary national HTA assessments
— prior to a G-BA decision on the extent of the additional benefit.

ceable reduction of effort cannot be expected for the phar-
maceutical companies.

Conclusion

Due to the numerous unclear and controversial proposed
provisions, the European Commission’s proposal for a Euro-
pean health technology assessment of 31 January 2018
must be looked at critically from the G-BA's perspective.
Especially the binding adoption of the European benefit
assessment as a basis for national reimbursement and
price decisions is not acceptable.

To avoid restricting the member states’ competence to
exert an influence on reimbursement and price decisions
by determining the extent of the additional benefit, indivi-
dual or complementary assessments must be possible wit-
hout any restrictions or authorisation requirements. Besi-

des the need for adaptation of the legal basis (amendment
of Article 168 Paragraph 7 TFEU), further specifications are
required regarding the process flow, decision-making me-
chanisms, content of the benefit assessment, and transpa-
rency. Without knowing the specific design of the benefit
assessment, the European approach cannot be supported
unconditionally.

Therefore, efforts should now be made to agree on uni-
form standards and methods and promote cooperation,
e. g. with regard to joint consultations about clinical stu-
dies of pharmaceutical companies prior to joint benefit
assessments.
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LECTURE V

Harmonised HTA assessment: Experiences
on the way to centralised approval

Dr Wiebke Lobker, Professor Karl Broich | Federal Institute for Drugs and Medical Devices (BfArM)

With the draft EU regulation ,on the assessment of health
technologies” the European Commission pursues the objec-
tive of a uniform Health Technology (HTA) assessment of
pharmaceuticals and selected medical devices in Europe.
This initiative has given rise to controversial discussions in
many countries in which HTA procedures have already been
established. There are concerns that these harmonisation ef-
forts could result in a degradation of already established
standards and thus lower quality and treatment standards'.
Assessment processes and criteria for clinical evidence in be-
nefit risk assessment of pharmaceuticals have been gradual-
ly harmonised in Europe in many intermediate steps. This ar-
ticle investigates the experiences national approval authori-
ties made on the way to a common European view to clinical
evidence and what HTA organisations can learn from the es-
tablishment of this regulatory network.

rom individual national assessment to-
wards central approval: Experiences from
the development of harmonised standards
and uniform assessment of clinical
evidence.
Before the first harmonisation steps were made, the legal
framework and thus requirements for the traffic of phar-
maceuticals was very heterogeneous in Europe. Since the
beginning of the 1960s, the pharmaceutical sector has also
experienced a step-wise harmonisation and enhancement
of the legal framework and (assessment)processes for the
production and marketing authorisation of pharmaceuti-
cals in the development of a uniform European legal
framework for the reduction or elimination of obstacles
within the single market - with the objective to achieve a
consistently high level of protection of public health, espe-
cially by means of a faster access to innovative and safe
pharmaceuticals and a more stringent control of pharma-
ceutical safety’.

One of the central starting points for the pharmaceutical
sector was the Treaty of Rome on the harmonisation of Eu-
ropean legislation requesting e. g. a national pharmaceuti-
cal law. Unlike the other member states of the European
Economic Community, Germany did not have a national
medicinal products act at that time. In November 1961, the
then Federal Government complied with its obligation and
established a Ministry of Health; in the same year, the first
Medicinal Products Act entered into force in Germany (see
Figure 1).

While this first version of the medicinal products law did
not impose an obligation for the assessment of both effica-
cy and safety of pharmaceuticals, but requested a registra-
tion only, in the subsequent years several amendments
and guidelines came into force mainly for the adaptation
to European legislation’.
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A further cornerstone for the harmonisation of legislati-
on in the EU that was significant for the pharmaceutical
sector was laid with Directive 65/65/EEC. For the first time,
this directive defined key terms like ,pharmaceutical” and
provided specifications or requirements for the marketing
approval of pharmaceuticals: the proof of therapeutic effi-
cacy, safety and quality’. With Directive 75/318/EEC and
especially 75/319/EEC, the provisions for pharmaceutical
control were gradually aligned and not only minimum re-
quirements regarding the production and assessment and
details for production and import authorisations defined,
but also a committee established for pharmaceutical spe-
cialities - composed of representatives of the member
states and the Commission - to facilitate granting of aut-
horisations for the marketing of one pharmaceutical spe-
ciality in several member states, i. e. to avoid assessment of
a pharmaceutical that has already been approved in one
member state and consequently additional work in anot-

Dr Wiebke Antonia Lobker, pharmacist (specialised
pharmacist for drug information); 2009 to 2011 scientific
associate at the Institute of Pharmacology of the Free
University Berlin, Pharmacology & Toxicology Department;
2011 to September 2016 consultant to the Department for
Medicinal Products of the Federal Joint Committee (G-BA),
Berlin; since October 2016, scientific associate at the Federal
Institute for Drugs and Medical Devices (BfArM) in Bonn.
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her member state (Mutual Recognition Procedure, MRP).

In Germany, these directives were implemented with the
amendment of the Medicinal Products Act of 1976, especi-
ally with the introduction of a compulsory approval proce-
dure including the obligation to furnish proof of quality, ef-
ficacy and safety.

The introduction of the central approval procedure pro-
vided for by Regulation (EEC) No. 2309/93 of 22 July 1993
presented another major milestone. These provisions for a
centralised approval process were initially intended for
high-technology pharmaceuticals (in the biotechnology
sector) to ensure a joint assessment of these complex pro-
ducts across Europe on the basis of the best available ex-
pertise from the EU member states — and thereby prevent
that these innovative products cannot or only insufficiently
be assessed in one or more member states and thus not be
launched on the market.

With the possibility of submitting one single approval
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Professor Karl Broich, physician (approbation in 1985,
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2009 Vice President, since 2014 President of the BIArM.
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LECTURE V

Meilensteine der Harmonierung von Rechtsvorschriften und Bewertungsverfahren

Meilensteine und Weiterentwicklungen auf dem Weg von heterogenen nationalen Vorgaben tiber Harmonisierungen der
Rechtsvorschriften und Bewertungsverfahren fiir Arzneimittel in der EU.
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Figure 1: On the basis of the first Medicinal Products Act in 1961, assessment criteria and processes of clinical evidence
have been harmonised in many intermediate steps during approval.

application and pooling of the best available scientific ex-
pertise in the EU member states for benefit risk assessment
based on continuously harmonised standards, the objecti-
ve was not only to ensure uniform patient protection
across Europe, but also to further reduce administrative
work in order to be able to focus on the key scientific issu-
es on the therapeutic benefit, quality and safety of a phar-
maceutical.

As a consequence of this directive, the European Medici-
nes Agency (EMA) - formerly called European Agency for

the Evaluation of Medicinal Products (EMEA) — was esta-
blished in 1995 simultaneously to the central approval pro-
cedure. With its Secretariat, the scientific committees con-
sisting of representatives of the member states, it has a key
coordinating function in the approval and control of phar-
maceuticals across Europe.

In the same year, the first authorisation was granted for
the marketing of a pharmaceutical (Gonal-F (follitropin-al-
pha)) within the scope of the central approval procedure”.

With Directive 2001/83/EU and especially Regulation
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(EVU) No. 726/2004, further fundamental adjustments of the
legal framework and benefit risk assessment procedure
were made based on a report by the Commission. With Di-
rective 2001/83/EU all directives relating to the pharma-
ceuticals sector (for human use) valid at the time were
summarised in one directive.

This Directive codifies the principles for the production,
marketing and control of pharmaceuticals and has been
modified continuously. With the adoption of this directive
and introduction of the decentralised procedure (DCP), an-
other opportunity was created to obtain national marke-
ting authorisations for pharmaceuticals in several member
states of the EU at the same time. Ultimately, Regulation
(EU) No. 726/2004 replaced Regulation (EEC) 2309/93 pro-
moting the further expansion of pharmaceuticals for
which the centralised authorisation procedure is compul-
sory.

Moreover, the regulation provided the opportunity of
Lconditional” approval, i. e. a preliminary approval is gran-
ted subject to defined conditions. This form of authorisati-
on is used for pharmaceuticals for the treatment of severe
or life-threatening diseases for which other effective treat-
ment options are not yet available, for which available data
show a positive benefit risk ratio, and a significant patient
benefit has been come apparent. These conditional appro-
vals will re reviewed on a yearly basis with other reliable
evidence (from recent or ongoing clinical studies). In order
to increase transparency, it was agreed to publish Euro-
pean Public Assessment Reports (EPAR)’.

On the basis of further legal acts, new committees were
established in the EMA - e. g. Committee for Orphan Medi-
cinal Products (COMP) in 2000 on the basis of Regulation
(EC) No. 141/2000 and six years later the Paediatric Com-
mittee (PDCO) on the basis of Regulation (EC) 1901/2006 —
to increase pharmaceutical supply for these specific pati-
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ent groups. With the foundation of the PRAC (Pharmacovi-
gilance Risk Assessment Committee, PRAC) in 2012, moni-
toring of pharmaceutical safety was intensified across Eu-
rope.

Besides these legal framework conditions, support opti-
ons provided by the EMA and European network, respecti-
vely, for the development of innovative pharmaceuticals
were extended: In 2010, cooperation between EMA and
the HTA institutions of the European network EUnetHTA ° -
previously on a voluntary basis — was further intensified,
which, among other things, resulted in a better understan-
ding and establishment of a permanent platform for joint
consultations on regulatory and HTA aspects (parallel con-
sultation)’.

With the PRIME (PRlority Medicines) initiative that was
introduced in 2014, the EMA and European network sup-
port the development of pharmaceuticals with high medi-
cal needs; this voluntary initiative is based on a stronger in-
teraction and early dialogue with developers of promising
innovative pharmaceuticals in order to optimise develop-
ment plans and accelerate assessment to ensure that these
products will be developed in accordance with the current
status and applicable guidelines from the very beginning
and reach patients without undue delay®. Innovation of-
fices that have been established by numerous national ap-
proval authorities point in the same direction’.

The European network: Collaboration between EMA
and national approval authorities

Through the comprehensive harmonisation of the require-
ments in the pharmaceutical sector in the European Union
(EV), the division of labour in the approval or risk assess-
ment procedure, but above all through the simultaneous
introduction of a central approval procedure and establish-
ment of the EMA, a strong European regulatory network
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has developed gradually in recent years sharing the best
available expertise from the individual European member
states and thus employs an efficient approach.

The EMA constitutes the central administrative coordina-
tion unit. Experts of the more than 50 national approval
authorities across the EU or the European Economic Com-
munity (EEC), respectively, work in seven committees and
(temporary) working groups in the EMA and are responsi-
ble for the scientific assessment. The Committee for Hu-
man Medicinal Products (CHMP) and Committee for Veteri-
nary Medicinal Products (CVMP), respectively, take a cen-
tral role; both work closely with the other committees
(PRAC, COMP, PDCO; Committee on Herbal Medicinal Pro-
ducts (HMPC), Committee for Advanced Therapies (CAT))
and the subordinated working groups.

Such a constellation does not only allow for pooling of
the best available expertise from the European member
states for the specific field and a high procedural efficiency,
but also obviates the current criticism that the member
states’ national sovereignty would be sacrificed by a cen-
tral European HTA assessment.

The EMA’s committees in which (at least) one expert
from every member state is represented and that are sup-
ported by the EMA Secretariat, do not only carry out the
professional assessment of the centrally submitted appli-
cations and EU risk assessment procedures, but also take
care of the development and updating of scientific guideli-
nes. These guidelines reflect a harmonised interpretation
and uniform assessment standards, of the EU member
states and the EMA for the comprehension and applicati-
on, respectively, of the requirements specified in the com-
munity directives for the proof of quality, safety and effica-
cy and thus support developers during the implementati-
on of their projects. Additional questions will be discussed
during consultation procedures at national level or the
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EMA (Scientific Advice; Protocol Assistance) by the respon-
sible working group of the CHMP, e. g. the Scientific Advice
Working Party.

For every scientific assessment of a procedure, one of
the Committee members is appointed as rapporteur or
co-rapporteur, respectively. Selection of the (co-)rappor-
teur is performed on the basis of objective criteria — such
as professional expertise, experience in the assessment of
similar procedures/products etc. — to guarantee the best
available expertise at all times. Rapporteur and co-rappor-
teur, respectively, are responsible for the scientific assess-
ment and preparation of the assessment report (EPAR).

All committed decisions shall be taken by consensus
whenever possible. In the event of unanimity not being
achieved, the scientific expert assessment will be accepted,
if the majority of committee members (absolute majority)
votes for it; deviating positions and representatives of this
opinion will be mentioned in the EPAR"’.

The scientific assessment report that has been prepared
by the rapporteur and co-rapporteur and accepted by the
CHMP forms the basis for the decision about the approval
that will finally be taken by the European Commission.

Common activities - Approval authorities

and HTA-bodies

While requirements of approval authorities have been har-
monised to a great extent in the last decades in Europe
and thus also in Germany, this does not yet apply to the
specifications of social legislation across Europe. At pre-
sent, HTA assessments and reimbursement decisions are
only taken at national level; the systems in the member
states are quite heterogeneous regarding methodology
and time/time frame. With the German Pharmaceutical
Market Reorganisation Act (AMNOG) an early benefit as-
sessment was introduced in Germany according to Section
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35a of the 5th German Social Codebook (Sozialgesetzbuch
V, SGB V) for new pharmaceuticals that provide the basis
for decisions about the reimbursement amount between
manufacturer and the National Association of Statutory
Health Insurance Funds (GKV-Spitzenverband). While the
focus of the assessment during the approval of pharma-
ceuticals is on sufficient quality, efficacy and safety, during
the early benefit assessment it is examined which thera-
peutic added value (,additional benefit”) a new pharma-
ceutical has against the treatment standard that has been
established in Germany justifying — where applicable - a
higher price as compared to the treatment standard.

Even if different questions are addressed during the ap-
proval of pharmaceuticals and early benefit assessment ac-
cording to Section 35a SGB V and different assessment cri-
teria used, the assessment is mainly performed on the ba-
sis of the same evidence. Therefore, the challenge for phar-
maceutical companies is to design clinical studies that
meet both the approval authorities’ requirements for glo-
bal multinational clinical assessments and the require-
ments for the additional benefit assessment in Germany.

As other countries have also implemented partly rather
complex HTA procedures, these studies - most of which
are multinational — must also comply with these require-
ments that complicate the conduction of the respective
studies. For the predominantly internationally operating
companies this means that the national marketing and
market access departments that are responsible for reim-
bursement negotiations in the member states must be in-
volved in global development programmes much earlier
than before in order to cover most of the requirements.
Scientific consultations by the involved institutions are be-
coming more important in the planning of pivotal studies.
At national level, reciprocal participation in consultations
at the approval authorities (Federal Institute for Drugs and

LECTUREV 51

Medical Devices (BfArM) and the Paul Ehrlich Institute, PEI)
or Federal Joint Committee (G-BA), respectively, and above
all participation of higher federal authorities in consultati-
ons according to Section 35a SGB V by the G-BA have been
established''. Pharmaceutical companies make increasing
use of these common consultations. However, they should
use this offer even more, in order to make themselves famili-
ar in a timely and efficient manner with both the require-
ments for additional benefit assessment according to Secti-
on 35a SGB V and approval requirements (see Figure 2).

Additional challenges arise from the approval and with
regard to the additional benefit assessment as a conse-
quence of the increasingly complex study design (e. g. so-
called basket/bucket, umbrella or platform design studies).
Accelerated approval procedures for active substances for
the treatment of rare diseases with high medical needs are
also caught between approval and additional benefit as-
sessment; critics of these procedures — where authorisati-
on is e. g. granted for a limited period and subject to cer-
tain predefined conditions — often say that at the time of
approval and thus due to the close temporal relationship
to the time the additional benefit assessment is perfor-
med, the available evidence is often not sufficient to finally
assess the efficacy and safety of these pharmaceuticals'’.

Moreover, digitisation in the healthcare sector, strong
stakeholder network and ever-increasing amount of data
from various sources (big data) leading to a change of the
pharmaceutical market'> will have an impact on assess-
ment processes during approval and HTA assessment.

A close cooperation with early exchange between ap-
proval authorities and HTA institutions is essential — despi-
te the various tasks and resulting requirements — in order
to design clinical trials as efficiently as possible in terms of
the data base required for approval and benefit assess-
ment.
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In view of a potential introduction of a uniform HTA as-
sessment procedure in Europe that shall be performed af-
ter the benefit risk assessment, follow-up opportunities
will arise that will require a close dialogue and exchange
between the institutions that are responsible for the ap-
proval of pharmaceuticals and control on the one side and
institutions for HTA assessment on the other side.

Summary

The process of harmonisation of European pharmaceutical
legislation and the resulting assessment processes were ti-
me-consuming and — starting from heterogeneous assess-
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ment criteria in the individual member states and after nu-
merous amendments, specifications and continuous opti-
misations - the current European network was established
consisting of the EMA at the centre as coordinating unit
and the national approval authorities.

The structure of scientific committees at the EMA with
experts of the national approval authorities and the Euro-
pean member states or the EEC, respectively, has proven
especially valuable ensuring that the best possible scienti-
fic expertise is available for benefit risk assessments. In the-
se committees, a common understanding of regulatory
and procedural requirements has been developed on a
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Figure 2: Pharmaceutical companies make increasing use of the offer of joint consultations by the G-BA and higher federal

authorities.
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continuous basis and a common set of standards establis-
hed as scientific guidelines; this does not only allow for
uniform assessment and efficient division of labour, but al-
so ensures that national conditions are considered. It pro-
vides an important support tool for developers in the pre-
paration of applications for approval.

Moreover, increasing transparency, e. g. through the pu-
blication of assessment reports (including presentation of
differing positions and discussions in the committees) and
guidelines - that generally undergo public consultation —
plays an important role and should be considered in the
development of a uniform HTA assessment process and
the required structures from the beginning.

Taking into account the very heterogeneous HTA proces-
ses and healthcare systems in the individual European
countries, the proposal of a uniform HTA assessment will
only be the first step on a long road towards the ultimate
objective, i. e. a uniform access to efficient and safe phar-
maceuticals across Europe. Continuation of the dialogue
between the institutions that are responsible for the ap-
proval and for HTA assessment can certainly contribute to
a successful establishment of a European HTA process. As
mentioned above, extensive experiences gained on the
way towards a common European look at clinical evidence
during the approval of pharmaceuticals can be very valua-
ble and useful.
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LECTURE VI

European benefit assessment as
a chance for Germany and Europe

Han Steutel | Association of Research-Based Pharmaceutical Companies (vfa)

With a draft law on the simplification and harmonisation of
national assessments of health technologies, the EU com-
mission presented a proposal for a uniform European benefit
assessment (EU-HTA) in January 2018. It is the logical conti-
nuation of the voluntary cooperation of national HTA autho-
rities within the scope of EUnetHTA while ensuring conformi-
ty with the German AMNOG system. Research-based Phar-
maceutical companies support this proposal, as EU-HTA pro-
mises a substantial benefit primarily for patients and creates
synergy effects for the assessment of pharmaceuticals.

hile the marketing authorisation of
pharmaceuticals has been further
standardised and centralised across
Europe since the establishment of
the European Medicines Agency
(EMA) in 1995, there are still major discrepancies in the
subsequent national processes for the consideration of evi-
dence within the scope of so-called Health Technology As-
sessment (HTA). The resulting efforts to intensify collabora-
tion between HTA authorities and systems were substan-
tiated with the establishment of EUnetHTA in 2006. Various
so-called Joint Actions were conducted to strengthen and
operationalise the cooperation of national HTA authorities.

With the first Joint Action from 2010 to 2012 HTA met-
hods were developed that were subsequently applied as
pilot projects to already approved pharmaceuticals during
Joint Action 2 until 2016 to gain first practical experiences.
The current Joint Action 3 which will run until 2020 focus-
ses on a joint benefit assessment (joint clinical assessment)
simultaneously to the process of marketing authorisation
of pharmaceuticals. In mid November, a list of products
was published for which EUnetHTA and the respective na-
tional HTA authorities have a particular interest that a be-
nefit assessment is conducted.

For the further development of this previously voluntary,
project-based cooperation beyond 2020 and the applicati-
on of the evidence generated, the EU commission presen-
ted a draft law on 31 January 2018. Essentially, this ,Propo-
sal for a Regulation of the European Parliament and of the
Council on health technology assessment and amending
Directive 2011/24/EU” requires a European clinical benefit
assessment instead of national solo efforts. The ultimate
goal is to improve the evidence base at European level fol-
lowing the EMA’s model. Besides the identification of
emerging health technologies (horizon scanning) and
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voluntary cooperation in other HTA-related areas, the two
fundamental pillars are joint scientific consultation and
joint clinical assessment.

The primary objective is to establish a high-quality and
efficient system of joint clinical benefit assessment with a
process supported by the member states after joint con-
sultation and coordination of the necessary requirements
for evidence generation. The decision about the specific
additional benefit and the resulting context-specific and
national pricing would thus remain within the individual
national HTA systems — e. g. for Germany the key stakehol-
ders are the Federal Joint Committee (G-BA) and the Natio-
nal Association of Statutory Health Insurance Funds (GKV-
Spitzenverband) (see Figure 1).

Research-based pharmaceutical companies support this
draft law and the resulting objectives. Major obstacles and
bias in the transfer to national health systems resulting
from the voluntary approach could thus be avoided. This
applies particularly to the lack of sustainability of the cur-

Han Steutel s Senior Vice President & General Manager
Germany at the research-based pharmaceutical
company Bristol-Myers Squibb. Since 2009, he has been
a member of the board of vfa (Association of Research-
Based Pharmaceutical Companies in Germany) and
since June 2016 Chair of the vfa. Before that, Steutel held
various leading positions in the Netherlands and has
been actively working for various industry associations.
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rent cooperation resulting from unclear responsibilities
and evidence requirements and duplication of work for
companies and national HTA bodies due to country-speci-
fic enquiries.

High patient benefit

The previous mode of early dialogue for a non-binding ex-
change about evidence requirements would be put on a
solid and legally-binding foundation through joint scienti-
fic consultation. Joint scientific consultations would facili-
tate coordination of the required data with the EMA and
HTA bodies. Consequently, these findings could be consi-
dered for study planning so that the required evidence is
generated in a feasible and efficient way for both areas, i. e.
approval and benefit assessment. In fact, this improved co-
ordination between approval authorities and HTA bodies
would reduce unnecessary conflicts and discrepancies re-
garding the consideration of study data. And patients
would benefit from high-quality and more precisely custo-
mised clinical studies. At the same time, the determination
of procedural rules and methods for clinical assessment by
primary legislation would also provide a reliable organisa-
tional framework for the preparation of the joint HTA re-
port.

At present, the highly valued German system, immedia-
te availability of pharmaceuticals for patients directly after
their approval with simultaneous benefit assessment can-
not be taken for granted in other countries. By means of
temporal synchronisation between the centralised appro-
val procedure and the proposed coordination mechanism,
the results of a joint clinical benefit assessment would be
available to all member states at the time of market autho-
risation or immediately afterwards. This would ensure fas-
ter access to new pharmaceuticals for EU patients without
jeopardising the existing timely patient access to innovati-
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LECTURE VI

Der Kommissionsvorschlag sieht eine europdische Losung statt nationaler Alleingange vor
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Figure 1: Following a common scientific consultation about the definition of evidence requirements, the process in the
member states shall create an efficient system for clinical benefit assessment.

ve therapies in Germany. For this purpose, clear milestones
and deadlines are required.

In order to ensure a high relevance of the assessment for
both clinical practice and patients, it is also vital that all re-
levant stakeholders are involved in the process. For this
reason, patients, clinical experts and other stakeholders
should be given the opportunity to issue their opinion and
make comments during the preparation of the HTA report.

Compatibility with the German AMNOG system

Despite this process of clinical benefit assessment at EU le-
vel, all reimbursement decisions would remain the respon-
sibility of the German healthcare system and would still be
subject to the principle of self-administration. Thus, the G-
BA would still be responsible for the whole procedure. Mo-

reover, the National Association of Statutory Health Insu-
rance Funds (GKV-Spitzenverband) would be responsible
for subsequent price negotiations to set the reimburse-
ment amount. Specific arrangements, e. g. for orphan
drugs, would remain unchanged (see Figure 2).

Only the ,technical” assessment of the additional benefit
which is currently performed by the Institute for Quality
and Efficiency in Healthcare (IQWiG) would be shifted to
the European level — with the participation of the IQWIG.
National framework conditions, e. g. appropriate compara-
tive treatment in the AMNOG process as determined by
the G-BA, do not present an obstacle. Within the scope of
joint scientific consultations, key parameters such as com-
parators and endpoints could be discussed and considered
at an early stage. Especially different reference therapies
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Wie passt EU-HTA zum AMNOG?
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Figure 2: Only the ,technical” assessment of the additional benefit which is currently performed by the IQWiG would be
shifted to the European level. All reimbursement decisions would remain in the national context.

could easily be included, if the specific needs of a certain
member state require it. Nevertheless, it is of fundamental
importance that the parameters thus determined will in
fact be taken into consideration by HTA bodies. This is the
only way that more clarity regarding the required generati-
on of evidence already during the clinical development
would also enhance planning and customised adaptation
of clinical studies on the basis of the requirements of bene-
fit assessment. In addition, the G-BA and particularly the
IQWiG would not at all lose its importance during benefit
assessment: Within the scope of the voluntary European
cooperation under EUnetHTA, both institutions already
play a major role in the development of methodology,

quality assurance and generation of evidence. As part of
the future Coordination Group they would also be sub-
stantially involved in decision-making processes. It is worth
taking a clear look at the success of the Europeanised ap-
proval process of the EMA: Despite harmonised and cen-
tralised approval at European level, the institutes that are
relevant for Germany, i. e. the Federal Institute for Drugs
and Medical Devices (BfArM) and the Paul Ehrlich Institute,
have not lost but rather gained in importance.

Obligation creates synergy
Though the cooperation of national bodies at EU level in a
well-structured procedure, all skills and experiences can be
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used as needed and can be consolidated. The G-BA could
actively participate in the specification of an appropriate
and relevant comparative treatment and thus apply the
high national quality and assessment standard to the EU
level. This pooling of competences of the member states
with active participation of German institutions would cer-
tainly contribute to an improved HTA quality at EU level.

Furthermore, the resulting elimination of inefficient pa-
rallel structures would allow for an efficient allocation of
human and financial resources — both by companies and
the competent authorities. The gain in efficient evidence is
of great importance, as HTA bodies will define their requi-
rements at an early stage within the scope of parallel advi-
ce so that this information can be considered in the plan-
ning phase of international studies.

From the industry’s perspective, it is crucial that the Eu-
ropean cooperation is not repeated at national level to
avoid duplication of work. This could be achieved with bin-
ding provisions and feasible application of the results from
the joint clinical benefit assessment. Moreover, the
(sub)populations and comparative treatments that have
been defined by the Coordination Group during the scien-
tific consultation should be binding. For this is the only
way that an enhanced planning capability and predictabili-
ty achieved by the joint scientific consultation would also
have a consolidated and consistent effect on the result of
the joint benefit assessment.

Irrespective of all harmonisation efforts — also based on
the EMA’'s model - approval and HTA should interlock as
much as possible, but still remain two separate processes.
Despite specified milestones and deadlines, potential de-
viations in the completion of one procedure would thus
have no impact on the successful conduction of another.

As of 2020 - after a three-year period of tertiary imple-
mentation — the Commission provides for a three-year in-
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troductory phase. During this phase, participation is optio-
nal, but the specified standards are binding. As of 2026,
consideration of the joint HTA report would then be bin-
ding for all member states. For Europe and Germany this
offers the opportunity to align and harmonise any differen-
ces in the subsequent benefit assessment and integration
of innovative therapies into the national healthcare sys-
tems after successful Europeanisation of marketing autho-
risation of pharmaceuticals.






60 INTERDISCIPLINARY PLATFORM ON BENEFIT ASSESSMENT

LECTURE VII

Next steps in the European benefit
assessment — From a policy perspective

By Michael Hennrich | Member of the German Bundestag

Does a certain health technology work better, as good as or
worse than existing alternatives? Since the introduction of
AMNOG, we took the answer to this question as the basis for
pricing of prescription pharmaceuticals in Germany, the so-
called Health Technology Assessment (HTA). At the same ti-
me, an increased (rather than deepened) networking of HTA
bodies was observed at EU level. When the European Com-
mission announced its plans in the Commission Work Pro-
gramme 2017 to intensify the cooperation on EU benefit as-
sessment, this was taken note of. But the proposal for a joint
assessment of health technologies at EU level presented on
31 January 2018 came like an unexpected thunderbolt.

ackground

In the 1970s, the first national agency was es-

tablished with the Swedish SBU followed by

an initial wave of agency foundations bet-

ween the end of the 1980s and end of the
1990s. Normally, there is a central national assessment bo-
dy. Regional HTA assessments are performed in countries
with strong regions, e. g. in Great Britain or Spain, where
the healthcare system is managed at regional level and dif-
ferent HTA bodies in the provinces. Meanwhile, national
structures have also been established.

Since 2011, the additional benefit assessment of new
pharmaceuticals under the German Pharmaceutical Mar-
ket Reorganisation Act (AMNOG) represents a national
HTA. Pricing of pharmaceuticals takes place in cooperation
between IQWIG and G-BA on a systematic and feasible ba-
sis depending on the patient benefit. It was especially im-
portant for us that decisions are taken independent of po-
litics. This procedure was designed as an adaptive system
and was continuously evaluated and further developed
since then - recently with the German Act on Strengthe-
ning Pharmaceutical Supply in Statutory Health Insurance
(AM-VSG) in 2017. As a result, it proved to be a sustainable
success.

Yet the question of the so-called ,fourth hurdle” is not
applicable in Germany. This means that after 1. quality, 2.
efficacy, and 3. safety, cost-effectiveness of pharmaceuti-
cals will not be examined in a fourth step. In fact, the deci-
sion about costs (reimbursement by statutory health insu-
rances) is the result of the AMNOG procedure. In Germany,
we chose this approach deliberately. The alternative opti-
on would have been that a certain pharmaceutical is only
reimbursable, if is below a defined (cost-)threshold. This
value is measured in quality-adjusted life years (QALY).
Even at this stage, significant normative differences can be
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observed to other EU countries, such as the Netherlands,
Great Britain, or Sweden. From the industry’s perspective,
criticism of the national responsibility for the benefit as-
sessment is not new. Pharmaceutical manufacturers argue
that a uniform benefit assessment across Europe after EU
approval by the European Medicines Agency (EMA) would
be a consistent approach. From the companies’ perspecti-
ve, this individual character of the member states is associ-
ated with an additional expenditure and thus costs. It
should also be noted that German politics generally aims
at promoting European integration. According to the first
chapter of the current coalition agreement of the Great
Coalition the objective is to ,dare more Europe”.

After the first joint projects have been completed within
the scope of the European network for Health Technology
Assessment (EUnetHTA) in 2006, the EUnetHTA Collaborati-

13
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on was established in 2009 ensuring — by means of human
and financial resources - that the structures and tasks that
have been initiated during the project can be continued.
The focus was placed on reducing cultural, linguistic or
contextual barriers. Since 2010, this approach has been
continued in EUnetHTA Joint Action 1 (2010-2012) and 2
(since 2012). The purpose of the Joint Action was to further
develop the work of the Pharmaceutical Forum and contri-
bute to a sustained establishment of a functioning and ef-
fective HTA cooperation across Europe. However, participa-
tion is on a purely voluntary basis.

The proposal of the European Commission
But what is the currently discussed European Commission’s
proposal all about? The EMA as approval authority for
pharmaceuticals and the Medical Device Regulation ser-
ved as a model for the European Commission’s proposal on
the implementation of a benefit assessment of health
technologies across Europe. The main focus is on streng-
thening the Single European Market. Duplication of work
by companies and HTA bodies shall be eliminated. Medical
devices and pharmaceuticals shall be made available
across Europe at a consistently high level of quality. In any
case, the European Commission achieved one goal: The fo-
cus is now on HTA. Within the scope of the current budget
negotiations, the EUNetHTA will certainly not be forgotten.
In practice, HTA procedures shall be performed for all
prescription pharmaceuticals, selected medical devices of
risk classes llb and I, and in vitro diagnostics. They shall be
evaluated for safety and efficacy from a medical point of
view as well as for economic efficiency, ethics and patient-
orientation from a non-medical point of view. The Coordi-
nation Group composed of representatives of the member
states shall be responsible for the procedures. From the be-
ginning, the intended position of the European Commissi-
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on in this Coordination Group as Co-chair was criticised.
Especially from a German perspective, this strong role of
the executive is quite strange. In Germany, IQWIG and G-
BA are much more independent. This is all the more im-
portant, as the results of the European HTA must be adop-
ted in the harmonised areas on a mandatory basis and any
deviation at national level shall not be permitted.

Admittedly, the European Commission’s came all of a
sudden for federal politics. We did not have the impression
that the proposal was signalised in advance by means of
consultations. There was a tremendous outcry from the
GKV emphasising the legal differences and methodologies
of benefit assessment in the EU states. The main concern
of the G-BA is that it must be safeguarded that a compara-
tor must still reflect the generally accepted standards of
medical knowledge in future.

The proposal was generally welcomed by pharmaceuti-
cal manufacturers. Certainly not only because a Europeani-
sation will create and make use of synergy effects, but also
because the intended early involvement of the manufactu-
rers represents a paradigm shift as compared to the Ger-
man procedure. The results of the first reflections already
showed that there are still many obstacles to overcome,
before European HTA can be used as a sound basis for nati-
onal pricing. For us in Germany it is important that the G-
BA remains formally responsible for the AMNOG procedure
and can still take its own decisions.

Response of the German legislator

In general, Germany is one of the most EU-friendly count-
ries. Against this background, it is no surprise that in parti-
cular the Federal Chancellery’s initial reaction to the Com-
mission’s proposal - in its coordinating role — was positive.
However, many questions had to be answered in the Ger-
man Bundestag (federal parliament). Besides content-rela-
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ted aspects, fundamental issues were discussed, such as ju-
risdictional provisions and legal basis for a European HTA.

For the German Bundestag and Bundesrat (federal coun-
cil) the only legal instrument to formally interfere in Euro-
pean legislation is a subsidiarity objection. As according
Article 5 Paragraph 3 of the Treaty on European Union (EU
Treaty, TEU), the Union shall act only if and in so far as the
objectives of the proposed action cannot be sufficiently
achieved by the member states, but can rather be better
achieved at Union level. If one third of the national parlia-
ments adopt the objection, the EU proposal must be chan-
ged, withdrawn, or reviewed.

In April 2018, German Bundestag and Bundesrat adop-
ted such a decision. France, the Czech Republic, Poland
and Portugal acted likewise. But the quorum was missed.
Despite the fact that our criticism was perceived, we did
not succeed. In retrospect, it would have been sufficient —
and easier — to make a motion for a resolution covering all
points of criticism.

The legal basis was the major point of criticism in the ob-
jection. The Commission used Article 114 TFEU (Treaty on
the Functioning of the European Union, TFEU), i. e. to focus
on the functioning of the Single European Market. Howe-
ver, Article 168 TFEU stipulates in which cases the EU may
become active in health policy issues. There is a catalogue
with a list of different case scenarios. Paragraph 7 states,
however, that in any case, responsibility for health policy
lies within the member states.

In particular, Article 8 of the Commission’s proposal
could be interpreted as exceeding EU competences, as it
proposes the preparation of HTAs and assessment decisi-
ons that have a significant influence on reimbursability
and pricing. Nevertheless, it would be more feasible to ini-
tially promote voluntary cooperation between the mem-
ber states. Thus, the question is whether a mandatory co-
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operation is actually required to achieve the goal of a
strengthened European Single Market. A stronger structu-
red cooperation on a voluntary basis would already be a
step into the right direction.

Especially from a German perspective we don't want to
compromise on the independence of a European HTA bo-
dy. Therefore, we don't want the body to become politici-
sed through a stronger role of the political opposition, as
the scientific character must remain in the centre of atten-
tion. Any lowering of benefit assessment standards must
be avoided. Another fact is that the manufacturers’ role re-
mains unclear, if it is not precisely defined what it means
that they shall be provided the opportunity to provide
feedback without going into detail.

Perspective

Subsequently to the subsidiarity objection, Germany and
France pointed out in a joint paper what is important for us
in the discussion about European benefit assessment. Of
course, we have to be constructive and participate in the
development of content for a European benefit assess-
ment. European HTA can become a success, if scientific in-
dependence, highest evidence criteria and national auto-
nomy are guaranteed in the determination of prices.

The European Parliament followed this approach on 3
October 2018 with a clarification of the member states’
rights. As compared to the Commission’s proposal, parlia-
ment voted for a stricter division between the EU’s and
member states’ competences. In particular, additional stu-
dies at member state level shall be possible, e. g. if the re-
spective medical standard cannot be sufficiently fulfilled in
the respective country by examination of the comparative
treatment at European level.

The European Parliament decided about the usual vo-
ting procedure for the decision body with a qualified majo-
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rity. Initially, the Commission proposed that the group (one
person for every member state) that decides about the
scientific work, takes a unanimous decision whenever pos-
sible. However, it left open what happens in the event of
unanimity not being achieved. A qualified majority in the
Council means that 55 percent of the member states must
vote for a proposal, i. e. in practice this means 16 out of 28
member states; and altogether they must represent 65
percent of the overall population of the European Union.

Thus, our national discussion is beginning to bear fruit.
Due to the approaching European election, a fast decisi-
on-making process cannot be expected. However, we will
keep an eye on this topic beyond the European election in
summer 2019.
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SUMMARY

Benefit assessment across the EU: The perspective
is right, but that will be a real labour of Hercules

By Dr Florian Staeck

he intended establishment of a benefit as-

sessment of new pharmaceuticals at EU level

presents both opportunities and risks. Which

perspective will finally prevail, will predomi-

nantly depend on the specific design of the
future EU regulation. Many of the effects of a European
harmonisation of benefit assessment for the national he-
althcare systems are not yet foreseeable (i. e. in autumn
2018) in view of the ongoing legislative process. However,
the majority of the participants of the 8th meeting of the
Interdisciplinary Platform on Benefit Assessment in ,Early
benefit assessment in the European context — Perspectives
and positioning” noted positively that critical remarks will
be considered in the further consultation process.

During the meeting on 12th/13th October 2018 in Fulda
the European Commission’s initiative was honoured as a
potential development. However, participants referred to
the many questions that have not been answered yet, how
a harmonised European benefit assessment will relate to
the current AMNOG procedure in Germany and the funda-
mental principles of evidence-based medicine.

Supporters: Supporters of the EU regulation say that
the past project-based EU funding of a voluntary coopera-
tion within the scope of EUnetHTA hardly brought any sub-
stantial progress and further specifications relating to the
European cooperation is required. Participants noted that
limitations of the previous approach were clearly visible.
Project funding that had been practised for the last 20 ye-
ars in some member states was associated with perman-
ently understaffed organisations. In addition, EUnetHTA re-
ports were hardly used at national level, as member states
refrain from implementing the results due to national spe-
cifics that would make extensive amendments of national
legal framework necessary. Moreover, EUnetHTA reports
were considered ,hardly readable”, because the involved

HTA authorities worked on the basis of different standards.

Supporters of the harmonised EU HTA procedure also re-
fer to the global perspective of approval and assessment of
new pharmaceuticals. In contrast to the US, Europe was a
subordinated market in global terms. Participants empha-
sised that it was all the more important for the EU member
states to have one ,strong voice” especially for manufactu-
rers. The EMA’s development was mentioned as an exam-
ple for consolidated processes at European level.

Besides, predictability and plannability of the HTA pro-
cess would be enhanced for manufacturers, if the clinical
assessment was carried out in a joint procedure according
to predefined rules. Thus, duplication of work could be re-
duced for both industry and HTA authorities. While the as-
sessment comprises the examination, the appraisal consti-
tutes the final rating of the benefit on the basis of previous
evaluation.

Sceptics: Sceptics stressed, however, that details of the
EU procedure were hardly foreseeable and could jeopardi-
se the undeniable advantages of the AMNOG system, in-
cluding reimbursement of the new pharmaceutical from
the first day of approval, but also protection against an ex-
cessive financial burden for statutory health insurances.
They continued that further advantages comprised the
short period of time allowed for the decision, commitment
to patient-relevance in the HTA process, a high methodolo-
gical standard, as well as the high-quality comparator used
in AMNOG. From the professional associations’ perspecti-
ve, the high level of transparency that had been achieved
with AMNOG shouldn’t be forgotten.

Altogether, the expected benefits of a European benefit
assessment procedure for Germany, for e. g. obstacles re-
garding market access or availability of new pharmaceuti-
cals, would primarily depend on the economic perfor-
mance of national healthcare systems, which would, howe-
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ver, not be applicable for Germany. By contrast, existing
national problems would not be alleviated by joint Euro-
pean assessments. Examples included the privileged status
of orphan drugs, lack of recognition of patient-relevance of
clinical endpoints and the fact that prescribing physicians
did not have economic prescription security in the whole
therapeutic area through some AMNOG assessments —
especially in the event of inconsistent assessment results in
the subgroup area of an active ingredient.

Dispute about the binding force: The question of the
binding force of a European assessment that has not been
decided politically was controversially discussed. Hence,
participants noted that the EU Parliament had somehow
put the binding adoption of the European benefit assess-
ment into perspective in its decision of 3 October 2018 as
compared to the Commission’s draft of 31 January 2018,
but the extent to which national assessment standards
could be used in future had not yet been finally clarified
and depended on further negotiations in ,trialogue” bet-
ween EU Parliament, European Commission and Council of
Ministers. Furthermore, key questions like Rule of Procedu-
res and Methods Paper should not be part of the EU Regu-
lation according to current knowledge, but should be esta-
blished within the scope of subordinate delegated legal
acts. On the other hand, it was not considered appropriate
to regulate a Methods Paper by a legal act. There was no
reason for concern on that matter, as benefit assessments
should remain the member states’ responsibilities.

The participants’ counter-argument was that both pro-
cesses could not be separated from each other. If a compa-
rator was used in the assessment that is considered inap-
propriate in one member state, the subsequent appraisal
process would be delayed. They continued that this could
cause problems in the tightly scheduled AMNOG process
and reduce planning reliability for manufacturers. It would
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be unrealistic to expect that all member states always ag-
ree on one comparator. A comparator that is considered
,right”, was always related to the respective national treat-
ment structures that - in case of Germany - were also in-
fluenced by Disease Management Programmes. However,
some stakeholders declared they wouldn't mind having
two or three comparators that would be projected next to
another in the clinical assessment.

Possibility of complementary national assessments:
The participants saw several uncertainties regarding the
opportunity to carry out additional separate assessments
against the background of highly varying treatment con-
texts in the member states. Pre-treatment of patients as
well as the treatment sequence, e. g. in the field of oncolo-
gy, sometimes vary considerably in the member states.
They explained that this would result in heterogeneous
treatment standards - in particular because e. g. certain
cost-intensive pharmaceuticals would not be used as first-
line treatment or would not be available in the individual
member states.

Some HTA authorities would still request data from a na-
tional patient cohort in addition to EU assessment data.
Participants recalled that the survival benefit of a new
pharmaceutical might in fact differ from one country to an-
other depending on the individual treatment structure.
Thus, the question would arise as to whether national
stransfer modules” could be linked to the European assess-
ment. Putting this topic into perspective, they pointed out
that contextuality of treatment was not measured in Ger-
many, as data were normally based on multinational stu-
dies. Consequently, the future EU process was considered
to have certain deficiencies that could not be remedied by
the national procedure.

In this context, participants stressed the need to keep
the discourse between regulatory authorities and profes-
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sional associations alive at national level. Classification and
professional exchange - including hearing procedure - in
the Federal Joint Committee would be indispensable ele-
ments of the whole procedure. Participants raised some
concerns that this discourse might decrease in intensity or
even end, if the procedure was shifted to European level
without the possibility of a national veto.

Potential procedural problems in the HTA procedure:
Regarding the procedure at the G-BA, the question arises
as to how time limitation and handling of new fields of ap-
plication shall be regulated in a future central HTA process.
They then mentioned that during later assessment 45 per-
cent (last update 2017) of the subgroups would be asses-
sed differently as compared to the early assessment. At
present, it was not predictable whether and how these la-
ter assessments could be integrated into a European HTA
system. This would present another challenge indepen-
dent of the proposed EU regulation. For more and more
evidence would be available on new pharmaceuticals that
has been generated after their approval. So far, no widely
accepted procedures can be discerned for the handling of
new data packages, such as ,Real World Evidence” (RWE).
Especially as the level of evidence of such data was still
considered with a critical eye by the IQWiIG.

Early consultation as centrepiece of the central HTA
procedure: Participants expressed their hope that the ear-
ly consultation of pharmaceutical manufacturers could be-
come the centrepiece of the future centralised HTA proce-
dure. At national - German - level, the involved authorities
BfArM, PElI and G-BA had already established early consul-
tations as routine procedures. This helps to identify aspects
that are important for both approval and HTA at an early
stage and pool them accordingly. The participants empha-
sised that convergence of requirements was not the objec-
tive, but rather safeguarding at an early stage that sound
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evidence can be generated for both procedures. They re-
ported that many national authorities had not yet conduc-
ted these consultations and would thus be quite reluctant
to new tasks and the required expertise. Many smaller EU
states simply lacked qualified personnel.

However, participants also underlined the improvement
potential within the national consultation process. On the
one hand, the number of joint consultations was still low.
On the other hand, the procedure was still inefficient, as
many manufacturers had identical questions, but the ans-
wers— e. g. within an indication — had not been published
yet. Here, the publication of guideline documents could be
useful. Furthermore, the schedule for a centralised HTA at
European level had not yet been finally clarified. Depen-
ding on the proposed deadlines, conflicts to the previous
national appraisal procedures might arise. For example Ita-
ly and Spain would start assessing shortly after the appro-
val, but would normally need more than one year until
new products are reimbursable after the approval. They
explained that an assessment period of 100 days would
not interfere with the AMNOG procedure.

Role model of a central approval: During the meeting,
participants discussed in detail whether this historic de-
velopment of a central approval at the EMA could be a role
model for the future HTA procedure at EU level. The proce-
dure of mutual recognition had been introduced in several
steps and — based on the directive adopted in 1965 - 30
years had passed until the first centrally approved pharma-
ceutical came onto the market. This had been possible, be-
cause the best available expertise from the member states
was pooled.

Today, the EMA was a network of national authorities in
which particularly highly populated member states have
not lost influence. Instead, the large national approval aut-
horities still shaped the core work with their expertise. For
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the involvement of ,small” member states, the EU Commis-
sion provided the regulation that the responsible rappor-
teur for the respective pharmaceutical remains responsi-
ble, but experts from other countries would also be invol-
ved. The former inclusion criteria for the first central appro-
vals should provide information for future procedures in
central benefit assessments. At that time, the central ap-
proval procedure started with entirely new product
groups, e. g. HIV drugs.

Other elements of the European approval process were
regarded with scepticism regarding a central HTA procedu-
re. In light of several draft reports incorporated in the pre-
sent EU Commission proposal, a clock stop procedure was
proposed, i. e. the processing time for the authority is sus-
pended and further data can be requested from the manu-
facturer. Other participants warned that such an instru-
ment would allow member states that were unwilling or
unable to provide rapid access to new pharmaceuticals to
Lplay for time”. The European HTA procedure would thus
become completely unmanageable for manufacturers and
patients.

Political chances and perspectives of EU benefit as-
sessment: Irrespective of the actual progress of the legisla-
tive process, participants considered it essential to create
joint standards and transparency in order to promote the
process of a European benefit assessment. However, the
challenge remained to find the right compromise between
a voluntary (previous EUnetHTA cooperation) and manda-
tory adoption of the central HTA assessment. In autumn
2018, many questions remain open regarding the actual
integration of the assessment into the rather heteroge-
neous national healthcare systems.

Until spring 2019, a partial political agreement on key
sections of the proposal seemed possible. The participants
were convinced that the further the legislative process pro-
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ceeded during this legislative period until May 2019, the
more likely it was that a future EU Commission would take
up the procedure again.
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