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Executive Summary

Background

EU Member States have been struggling to address the challenge of reconciling
different, partially conflicting health and non-health policy objectives related to the
reimbursement of medicines: timely patient access and equity, cost-containment and
sustainable funding, and granting reward for innovation to the pharmaceutical
industry. In the European Union, there is, as the High Level Pharmaceutical Forum
welcomed, the development of a shared understanding that pricing and
reimbursement policies need to balance these objectives.

The pharmaceutical sector comprises several different stakeholder groups with
different roles and responsibilities. As a result, they are likely to assess the importance
of the various policy objectives differently. Major stakeholders in this area are
competent authorities responsible for pricing and reimbursement and public payers,
pharmaceutical industry (research-oriented as well as generic industry), patients and
consumers, and health professionals such as doctors and pharmacists.

The responsibility for pharmaceutical pricing and reimbursement lies, in principle, with
the EU Member States under the condition that they comply with overall EU legislation
such as the Transparency Directive. All EU Member States have developed their
national pharmaceutical pricing and reimbursement policy framework in order to
achieve the defined policy objectives. There are common reimbursement practices
which are applied in several EU Member States, but since most of these policies can be
designed differently, each country implements the policies in its own way.

Reimbursement policies can be targeted at specific product groups (differentiation per
therapeutic value, patent status and existence of competitor medicines). Recent
practices and arrangements, such as value-based pricing or managed-entry
agreements, are primarily relevant for new, typically high-cost, medicines, whereas
reference price systems and demand-side measures, such as generic substitution and
International Non-Proprietary Name (INN) prescribing, are typical measures targeted
at off-patent medicines.

Given the trade-offs between policy objectives and possible differences in the
assessment of policy objectives and measures by the stakeholders, the challenge
remains of how to develop the most appropriate policy mix to meet the different goals
and expectations.

Aim of the study

The objective of this study was to investigate which policy mix related to the
reimbursement of medicines the consulted stakeholders would consider as ideal and,
based on their assessments investigated in a Multi-Criteria Decision Analysis (MCDA),
to develop a proposal for the best practice-based approach for such a policy mix, by
reconciling the different - often conflicting - policy objectives.

January, 2014 11
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Specific objectives of this study were:

1. To identify relevant policy practices related to the reimbursement of medicines
in European countries (EU Member States and the EEA countries);

2. To develop a list of policy objectives and a catalogue of reimbursement policy
measures, classified per product group, to be assessed in a stakeholder
consultation;

3. To perform a European-wide stakeholder consultation in this catalogue of
reimbursement policy measures;

4, To analyse and discuss the results of the stakeholder consultation via the MCDA
method in order to address potential trade-offs between identified policy
measures; and

5. To draw conclusions for a proposal of a reimbursement policy mix considered
by the stakeholders as the best practice.

Methodology

This study was performed by a consortium of SOGETI Luxembourg S.A. and
Gesundheit Osterreich Forschungs- und Planungsgesellschaft mbH (GO FP), together
with the Andalusian School of Public Health (EASP) as sub-contractor, following the
Request for Specific Services N°EAHC/2012/Health/18 (for the implementation of
Framework Contract N°EAHC/2010/Health/01 Lot) launched by the Executive Agency
for Health and Consumers (EAHC, called Consumers, Health and Food Executive
Agency, CHAFEA since January 2014) in autumn 2012. The study started in February
2013, and it ended in January 2014 after a planned duration of 12 months.

Literature review

A systematic literature review was performed in order to identify and gather evidence
of relevant policy measures related to pharmaceutical reimbursement in the European
countries. The search was conducted in several databases (e.g. MedLine, Embase,
Econlit, OECD Publications, Cochrane Effective Practice and Organisation of Care
Group, WHO, etc.) to retrieve publications (in all EU languages) on reimbursement
policies in all EU Member States (including Croatia) and the European Economic Area
(EEA) countries (Iceland, Lichtenstein, Norway) published between 1995 and February
2013. Additionally, grey literature was searched via GoogleScholar, a hand search of
selected bibliographies and a PPRI (Pharmaceutical Pricing and Reimbursement
Information) network query with competent authorities for pharmaceutical pricing and
reimbursement. Exclusion criteria were non-coverage in geographic terms and non-
coverage related to the time period under investigation, policy measures strictly linked
to pharmaceutical pricing (e.g. distribution margins, VAT rate), policies not addressing
medicines (e.g. medical devices), research of purely theoretical character, and law
texts. The search addressed both the out-patient and the in-patient sectors. The
literature review was designed as a bibliometric review.

January, 2014 12
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List of policy objectives and policy measures

Based on expert knowledge as well as on information from the literature review and
from EU processes such as the High Level Pharmaceutical Forum, a long list of policy
objectives (assessment criteria) and reimbursement policy measures was established.
The policy measures were categorized in terms of: 1) type of product (four groups
depending on the patent status and availability of competitor medicines); 2) the
setting in which they tend to be used (out-patient/in-patient sector); 3) the
stakeholders they usually target; 4) whether, or not, they are classified as supply-side
measures or demand-side measures.

For the stakeholder consultation, the broader lists were reduced to short lists of seven
policy objectives and 16 policy measures. Inclusion criteria included the frequency of
being mentioned in literature and relevant policy documents, the clarity and
comprehensiveness of the definition and, related to the measures, the frequency of
their implementation in practice and some considerations to keep a balance between
different categorisations (e.g. demand-side/supply-side measures) to which the
medicines were classified to.

The seven policy objectives selected were: timely access to medicines; equitable
access to medicines; reward for innovation; cost-containment / control of
pharmaceutical expenditure/budget; long-term sustainability (for the health care
system); promotion of a more rational use of medicines; and increased competition.

The short list of reimbursement practices to be assessed by the stakeholders included
16 policy measures (listed in alphabetical order): co-payment; differential pricing;
discounts / rebates / price negotiations / clawback; external price referencing; generic
substitution; INN prescribing; managed-entry agreements; pharmaceutical budgets;
pharmaco-economic evaluation; positive list; reference price systems; reimbursement
process; reimbursement rates; reimbursement review; tendering; and value-based
pricing.

The short lists of policy objectives and measures were agreed upon with the
EAHC/European Commission.

Stakeholder survey

An online questionnaire, using the survey tool QuestBack®, was performed with eight
stakeholder groups in the 28 EU Member States. The targeted stakeholders were: 1)
consumers; 2) patients (in the analysis, a combined group of ‘consumers and patients’
was created); 3) competent authorities for pharmaceutical pricing and
reimbursement; 4) public payers (combined group of ‘authorities and payers’ in the
analysis); 5) generic medicines industry; 6) research-based pharmaceutical industry
(including biotech companies) (combined group of ‘industry’); 7) doctors; 8)
pharmacists (combined group of ‘healthcare professionals’). The survey addressed the
out-patient sector only.

January, 2014 13
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Relevant stakeholders were asked to comment which preference they attribute to the
seven listed policy objectives, and to assess whether the 16 policy measures were able
to contribute to the achievement of each of the policy goals.

The questionnaire was piloted with two representatives of each stakeholder group in
August 2013. Based on the lessons learned from the pilot, the online questionnaire
was revised and rolled out on 26 September 2013. The online survey was performed
till the end of October 2013, with two extensions of the deadline in-between.

Multi-Criteria Decision Analysis

A Multi-Criteria Decision Analysis (MCDA) methodology was applied to weight the set
of policy objectives (assessment criteria) and to score identified reimbursement policy
measures. The algorithm ELECTRE III, an outranking method, was chosen as the most
appropriate method, since it allows for the concept of weak preferences and thus
reflects real world decision-processes better compared to other outranking methods.

Since the ELECTRE algorithm compares parameters with a broad range of input-
values, its results are highly sensitive to changes. Thus, large sensitivity analyses
were performed to test the stability of the selected methodology. These analyses
confirmed the robustness of the methodology.

Results
Literature review

A total of 244 publications were selected to be analysed in the bibliometric literature
review after two selection processes.

In terms of policy objectives, 39% of the total of included publications did not state
any underlying policy objectives, whereas 11% mentioned more than one policy goal.
The most frequently mentioned policy goal (26% of the included publications) was
sustainable funding and/or cost-containment. Studies relating to equitable access to
medicines and reward for innovation were much less frequent (4% respectively in both
cases).

The top five reimbursement policies most frequently mentioned were: co-payment,
reimbursement rates, reference price systems, positive lists and the reimbursement
process. More than every second publication addressed either HTA or pharmaco-
economics. Generic substitution, reimbursement reviews, tendering and INN
prescribing were mentioned in 35%-22% of all included publications. 9% of all
included publications referred to managed-entry agreements, and around 7%
mentioned value-based pricing. Reimbursement policies mentioned in low frequency
were auction-like systems, profit control or delisting from positive lists.

January, 2014 14
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Stakeholder survey

Answers to the stakeholder survey came primarily from associations which
represented the selected stakeholder groups at national level and, in three cases, from
EU-wide level. We had a preliminary response rate of 41% (109 responses from a
total of 266 contacted institutions), with the group of competent authorities for pricing
and reimbursement and generic medicines industry having the highest response rates
(around 60%). However, some respondents could not completely answer the
questionnaire due to missing capacity, and a few incomplete questionnaires had to be
excluded from the analysis. In total, 81 filled questionnaires (adjusted response rate
of around 30%) were included in the analysis.

In terms of stakeholder representativeness, most of the fully completed
questionnaires were submitted by the pharmaceutical industry (38%; thereof 24% of
research-based industry and 14% of generic medicines industry), followed by
authorities and payers (33%; thereof 22% of competent authorities and 14% of public
payers) and pharmacists (15%). In geographical terms, most of the completed
questionnaires were received from Austria (n=7), followed by Belgium, Bulgaria,
Portugal and Slovenia (n=5 for each of these countries).

Multi-Criteria Decision Analysis

All seven selected policy objectives were considered important by the participating
stakeholders; they all indicated weights above the value of 30 (on a scale of 0 to 50
expressing the level of preference). Overall, the policy objective of ‘equitable access to
medicines’ was given the highest priority, followed by ‘long-term sustainability’ and
‘timely access to medicines’. Lower weights were attributed to ‘reward for innovation’
and ‘increased competition’. The two policy objectives of ‘equitable access to
medicines’, which relates to fair and affordable access for all population groups,
including vulnerable people, in a given society or country, and ‘long-term
sustainability’ were given high priority by all stakeholder groups, whereas differences
among stakeholders were related to the other goals: ‘reward for innovation” was of
high priority for pharmaceutical industry but less so for consumers/patients and
authorities/payers; ‘timely access to medicines’ was a priority for consumers/patients
and industry but to a lesser extent for health professionals and authorities/payers;
‘cost-containment’ was the policy objective to which authorities/payers gave particular
priority; ‘promotion of a more rational use of medicines” was important for industry,
health professionals and authorities/payers, but less relevant for consumers/patients.
Within the group of pharmaceutical industry, the research-based pharmaceutical
industry gave high priority to ‘equitable access’, ‘timely access’ and ‘reward for
innovation’, whereas ‘increased competition’, ‘timely’ and ‘equitable access’ and
‘promotion of a more rational use’ were highly ranked policy objectives for the generic
medicines industry. No substantial differences could be observed between the EU
Member States of different economic wealth. Still, ‘cost-containment’ and ‘increased
competition’ appear to be given higher priority in those EU Member States with
comparably lower income.
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Overall, stakeholders assessed ‘pharmaco-economic evaluation’ as the most
appropriate reimbursement policy to achieve the selected policy objectives. ‘Value
based pricing’ and ‘reimbursement process’ were ranked second and third
respectively, followed by ‘managed-entry agreements’. Four measures
(‘reimbursement review’, ‘positive list’, ‘reimbursement rates’, ‘generic substitution’)
were all ranked fifth. The ‘reference price systems’ and ‘pharmaceutical budgets’ were
ranked sixth, followed by ‘differential pricing’ and ‘'INN prescribing’ (both ranked
seventh). ‘Co-payment’ and ‘discounts / rebates / price negotiations / clawback’ (both
ranked eighth), ‘tendering’ (ninth) and ‘external price referencing’ (tenth) were
considered to have the comparably lowest ability to achieve the different policy
objectives.

An analysis per stakeholder group shows a common pattern for specific measures: for
instance, pharmaco-economic evaluation and also generic substitution tend to be the
preferred policy measures, whereas discounts / rebates / price negotiations / clawback
and, particularly, external price referencing are given low priority by most stakeholder
groups. High priority is given to generic policies such as generic substitution, INN
prescribing and reference price systems by the generic medicines industry, but also by
public payers and pharmacists, whereas research-based industry preferred measures
particularly targeted at new medicines such as value-based pricing and managed-
entry agreements (adding to the high preferences for the pharmaco-economic
evaluation and reimbursement process). Within the combined groups of stakeholders,
differences were not only visible between research-based industry and generic
medicines industry but also between consumers and patients. Interestingly, the
patients assessed some measures differently than the other stakeholders, for instance,
they expressed comparably higher preference for discounts / rebates / price
negotiations / clawback and external price referencing, whereas the reimbursement
process and value based pricing were ranked last by them.

‘Pharmaco-economic evaluation” and ‘value-based pricing’ were assessed as
particularly appropriate for the policy goals of reward for innovation and promotion of
a more rational use of medicines. A reimbursement process appropriately designed
was seen as a key policy measure to ensure timely, and also equitable, access to
medicines. Managed-entry agreements were considered as supportive to the goals of
timely access to medicines and reward for innovation. Generic substitution was given
the highest priority when it came to the policy objectives of equitable access to
medicines, cost-containment/control of pharmaceutical expenditure/budget, long term
sustainability and increased competition.

A weighted analysis (i.e. every stakeholder group has the same influence on the
outcome of the ranking, regardless of their quantitative participation in the
stakeholder survey) among the four stakeholder groups did not show major
differences compared to the overall ranking. This suggests the robustness of the
chosen methodology which was also confirmed by a large number of sensitivity
analyses. Within the sensitivity analyses it could be proven that using fewer criteria
leads to a lack of information regarding all stakeholders’ preferences as each criterion
reflects a different policy focus. Accordingly, the multi-criteria approach showed the
need for a consensus-finding decision-making process. Taking all criteria and therefore

January, 2014 16



I

European Commission Study of the policy mix for the reimbursement of medicines

all stakeholders’ preference structures into account, three clusters of policy measures
were identified (high, middle, low rank clusters). The policy measures in the high rank
cluster reflect those measures being most suitable for all stakeholder groups. Among
the limitations of the survey was the low number of representatives in some
stakeholder groups (particularly doctors, but also patients and consumers). The low
response rate is attributable to the fact that the questionnaire was considered too
complex - both in terms of the chosen MCDA method (which required stakeholders to
openly express their preferences and indicate a preference threshold) as well in terms
of the reimbursement practices, several of which addressed the ex-factory price level
and were not considered as relevant by some of the stakeholders.

Conclusions

The survey made it clear that specific reimbursement practices are, across all
stakeholder groups, considered of high relevance, whereas a few policies are given low
priority by the majority of all the respondents.

Any policy mix proposed would need to be aligned with the policy objectives which all
relevant stakeholders consider of high priority: these are particularly equitable access
to medicines, long-term sustainability and timely access to medicines. Still, other
objectives, including those highlighted by the High Level Pharmaceutical Forum, i.e.
cost-containment and reward for innovation, were also given preference and should
therefore also be taken into account when designing a policy mix.

Overall, highly ranked measures are those which are rather targeted at new
medicines. Two of the top 3 measures concern processes and supportive tools rather
than specific policy measures: Most stakeholder groups ranked pharmaco-economic
evaluations first or second. Across all stakeholder groups (except for patients), a
reimbursement process with clear rules, a transparent process, documented and
reproducible decisions taken in reasonable time, which will allow the in-depth
consideration of sound evidence, is considered key.

According to the stakeholders’ assessment, the best practice-based approach for a
reimbursement policy mix should include both measures related to new medicines,
including high-cost medicines, as well as generic medicines, though the policy options
for new medicines were ranked higher. Value-based pricing, in a stricter
understanding of joint pricing and reimbursement processes, was considered as a
policy option to be explored further. Related to generic policies, stakeholders seem to
have different preferences for the various policies to promote generics uptake. Of the
three generic policies listed in the survey, generic substitution was definitively
assessed better than reference price systems and INN prescribing.

A policy mix which the stakeholders consider as ‘ideal’ is not likely to include high co-
payments, arrangements such as discounts, rebates, price negotiations or clawback,
tendering applied in the out-patient sector, and external price referencing.

Since we do not know the reasons for the stakeholders’ preferences (not scope of this
study), this would need to be further explored.
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Policy recommendations

The design of the best practice-based mix of reimbursement policies is likely to
require a different approach depending on the policy goals which a country aims to
give highest priority to.

A policy mix considered as ‘ideal’ should take into account the different approaches
to the different groups of medicines (particularly the two groups of new, high-cost
medicines and generics).

Sound evidence, gained through pharmaco-economic evaluations, for instance,
appears to be a major prerequisite in policy decisions. Ways on how to further
develop and implement pharmaco-economics should be explored.

Good processes, characterized by very clear rules, transparency, consideration of
sound evidence, documentation and reproducible decisions taken in reasonable
time, seem to be another major element in pharmaceutical reimbursement.
Investment in improving reimbursement processes should be made.

Reviews are another key element whose implementation should be further
explored as part of an ‘ideal’ policy mix.

Stakeholders should be asked to explore the confidentiality issues which might
negatively impact defined policy goals.

In order to achieve equitable access to medicines, a highly prioritized policy
objective among all stakeholders, reimbursement policy measures should be
designed in a way to avoid financial burden for the patients.
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1 Introduction

1.1 Objectives

EU Member States have been struggling to address the challenge of reconciling
different, partially conflicting policy objectives related to the reimbursement of
medicines: patient access and equity, cost-containment and sustainable funding, and
granting reward for innovation to the pharmaceutical industry. Processes such as the
High Level Pharmaceutical Forum (2005 to 2008) and the Platform on Access to
Medicines in Europe under the Process on Corporate Responsibility in the field of
Pharmaceuticals (2010 to 2013), led by the European Commission and involving
Member States and stakeholders, and the ‘Reflection process - Towards modern,
responsive and sustainable health systems’ of the sub-group on ‘Cost-effective use of
medicines’, led by the Netherlands, should support the Member States in
implementing policies to address this challenge.

The general objective of this study was to explore which policy mix related to the
reimbursement (funding) of medicines the consulted stakeholders consider as ideal
and, based on their assessments investigated in a Multi-Criteria Decision Analysis
(MCDA), to develop a proposal for the best practice-based approach for such a policy
mix (reconciling the different — often conflictive — policy objectives).

Specific objectives of this study were:

1. To identify relevant policy practices related to the reimbursement of medicines in
European countries (specific objective 1);

2. To develop a list of policy objectives and a catalogue of reimbursement policy
measures, classified per product group, to be assessed in a stakeholder
consultation (specific objective 2);

3. To perform a European-wide stakeholder consultation in this catalogue of
reimbursement policy measures (specific objective 3);

4. To analyse and discuss the results of the stakeholder consultation via the MCDA
method in order to address potential trade-offs between identified policy measures
(specific objective 4); and

5. To draw conclusions for a proposal of a reimbursement policy mix considered by
the stakeholders as the best practice (specific objective 5).

1.2 Activities and deliverables

This study was performed by a consortium of SOGETI Luxembourg S.A. and
Gesundheit Osterreich Forschungs- und Planungsgesellschaft mbH (GO FP), together
with the Andalusian School of Public Health (EASP) as sub-contractor, following the
Request for Specific Services N°EAHC/2012/Health/18 (for the implementation of
Framework Contract N°EAHC/2010/Health/01 Lot) launched by the Executive Agency
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for Health and Consumers (EAHC, called Consumers, Health and Food Executive
Agency, CHAFEA since January 2014Y) in autumn 2012.

The specific objectives of the study were addressed in different work packages (see
Table 1.1).

Table 1.1: Introduction - Overview of the Work Packages according to study
objectives and activities
Objective Work Package Activities
To identify relevant policy practices related to
1 WP 1: Literature review the rei_mbursement of medicines in European
' countries (EU Member States and EEA
countries)
WP 2: Development of To list p_olicy objectives (qssessment criteria)
logue of polic and _relmbursement policy measures, to
2 a catalog poficy classify them per product group and select
measures and . A .
assessment criteria those policy obJ_ectlves and policy measures
to be consulted in the stakeholder survey
To explore stakeholder preferences (weights)
3 WP 3: Stakeholder concerning  reimbursement  policies on
survey medicines in line with the selected policy
objectives (assessment criteria)
To collate all preferences of stakeholders
WP 4: Multi-Criteria regarding reimbursement policy measures
4 Decision Analysis according to the defined assessment criteria
(MCDA) and thus obtain information about the policies
preferred by different stakeholders
To propose a reimbursement policy mix
5 WP 5: Set of policy considered by the stakeholders as the best
recommendations practice in accordance with the assessment
criteria

The study started in February 2013 and had a planned duration of 12 months. In July
2013, an interim report presented the results of the literature review (objective 1), the
proposal for selected policy objectives and a catalogue of reimbursement policy
measures (objective 2) and the methodology for the stakeholder consultation and the
Multi-Criteria Decision Analysis (MCDA) (objectives 3 and 4).

Following the interim report, the methodology for the MCDA was refined, and the
stakeholder consultation was prepared and piloted in August 2013. From the end of
September 2013 till end of October 2013, stakeholders were consulted. Their
assessments were analysed and collated in November/ December2013 and filled into
the MCDA algorithm. Results and conclusions were presented in a draft final report
submitted to the EAHC/European Commission in December 2013. Considering the
feedback on the draft final report, this final report was produced in January 2014.

! In this report, which relates to activities predominantly performed in 2013, we refer to the previous

name EAHC.
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1.3 Outline of this report

This report is split into four content chapters which follow, to a great extent, the
defined work packages. However, some in-depth results already presented in earlier
documents (e.g. the literature review in the Interim Report) are not described in this
report.

Chapter 2 - Background and context: In this chapter, we explore the rationale for
this study and draw a comprehensive picture of reimbursement practices related to
medicines in the European countries, also based on the literature review undertaken.

Chapter 3 - Methodology: The methodology chapter presents, in different sub-
sections: the list of policy objectives (assessment criteria) for which the stakeholders
will be asked to express their preferences; the catalogue of reimbursement measures
to be commented on in the stakeholder survey; the design of the stakeholder
consultation, including the selection of stakeholder groups, representativeness and the
survey tool; the chosen MCDA methods, including sensitivity analyses.

Chapter 4 - Results and analyses: In this chapter, we present the results of the
stakeholder survey and analyse the stakeholders’ preferences for policy objectives and
policy measures in total and per sub-groups (e.g. per stakeholder group). We also
discuss trade-offs and limitations.

Chapter 5 - Conclusions: In the concluding chapter, we propose a reimbursement
policy mix which stakeholders consider as the best practice, and we discuss next steps
for research and practice.

The report is accompanied by an Executive Summary, a reference section and
annexes.
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2 Background

2.1 Context

A national pharmaceutical policy is needed: to present a formal record of values,
aspirations, aims, decisions and medium- to long-term government commitments; to
define the national goals and objectives for the pharmaceutical sector; to set
priorities; to identify the strategies needed to meet those objectives, and identify the
various actors who are responsible for implementing the main components of the
policy [1]. That is the case for countries all over the world though the focus of the
policy goals may differ. Low-income countries are likely to struggle to assure the
quality of the medicines. Medium-income countries, with emerging pharmaceutical
markets and aiming at extending health coverage, require securing access to
medicines for basic public health programmes for the poor, who represent the
majority of the population, at the same time considering the demands of a wealthier
urban population. High-income countries such as the European Union (EU) Member
States aim to ensure access to all important treatments and support for innovation
through the research and development of new medicines and treatments [2]. Given
the economic pressure resulting from the global financial crisis, ageing populations
and the expectations of medical progress, cost-containment measures and a focus on
encouraging a more rational use of medicines have been of key importance for
European policy makers in recent times [3].

The major requirements which a national pharmaceutical policy is expected to meet
are: 1) a regulatory framework which should ensure good quality of medicines from
production throughout the supply chain; 2) mechanisms to provide an equitable
access to medicines to the population, particularly to vulnerable groups; 3) strategies
which support financial sustainability of the system in order to be able to meet the
previously mentioned aims [4,5].

More than 35 years ago, the World Health Organization (WHO) developed the concept
of ‘essential medicines’ which are defined as medicines that satisfy the priority health-
care needs of the population. They should be selected with due regard to disease
prevalence, evidence on efficacy, safety and comparative cost-effectiveness. Essential
medicines are intended to be available at all times in adequate amounts, in the
appropriate dosage forms, with assured quality, and at a price the individual and the
community can afford [6]. Countries are encouraged to develop their national
essential medicines list. WHO has established and updated the ‘WHO essential
medicines list’ but this list merely aims to serve as a model; it is the responsibility of
the Member States to specify which medicines are essential according to the country-
specific characteristics and needs [7]. In order to achieve access to essential
medicines, WHO proposed a framework for coordinated action consisting of four
elements (see also Figure 2.1): 1) rational selection and use of medicines (e.g.
reimbursement lists based on treatment guidelines, regularly updated guidelines
based on best evidence, trainings); 2) affordable prices (e.g. price information,
generic policies); 3) sustainable financing (e.g. increase in public funding, increase in
health insurance coverage, better use of out-of pocket payments); 4) reliable health
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and supply systems (e.g. integrate medicines in health sector development, assure
medicines’ quality, promote rational use) [8].

Figure 2.1: Ensuring access to essential medicines - WHO framework for
collective action

1. Rational
selection and use

Source:[8]

Though the ‘essential medicines’ concept is considered by some people as a model for
poor countries only, it has, in fact, its relevance for high-income countries as well [9].
Even if the reimbursement lists in European countries are not called ‘essential
medicines list’, they are based on the idea of prioritizing and selecting best ‘value for
money’ medicines which will be then covered by public funds.

While a European regulatory framework regarding quality assurance of medicines (e.g.
marketing authorisation, pharmacovigilance, falsified medicines) has been developed,
the decisions on the pricing and reimbursement of medicines remain the competence
of the EU Member States under the condition that EU provisions (e.g. the
Transparency Directive [10]) are respected. It is thus up to the Member States to
define the most appropriate mix of pricing and reimbursement strategies at national
level.

2.2 Policy goals in European countries

The above-mentioned policy goals, as discussed in the previous section 2.1, are public
health objectives. In addition, goals from other policy areas might come into play. In
the field of medicines, particularly industry policy goals are also of relevance: they aim
to promote research and development (R&D) and innovation and to provide an
attractive environment for the pharmaceutical industry. These industry goals need to
be reconciled with the public health goals which are, in some cases, in conflict with
cost-containment measures because of their ability to disincentivize the
pharmaceutical industry [11]. This trade-off between ‘static efficiency’, in which
consumer welfare is maximised by getting the most health value from expenditure
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spent, and ‘dynamic efficiency’, in which the R&D incentives serve to generate growth
in the capacity to prevent conditions and cure diseases in the future, is considered as
probably the most difficult one, which seems system-inherent [12].

In the European Union, three, partially conflicting, policy goals are considered as core
values which need to be balanced when Member States implement pharmaceutical
pricing and reimbursement policies. These are ‘(1) timely and equitable access to
pharmaceuticals for patients all in the EU, (2) control of pharmaceutical expenditure
for Member States, and (3) reward for valuable innovation within a competitive and
dynamic market that also encourages Research & Development’ [13] (cf. Figure 2.2).
This was stated in the Final Conclusions and Recommendations of the High Level
Pharmaceutical Forum, a major EU process running from 2005 till 2008 (cf. section
2.3). It should be noted that for several countries, particularly those strongly hit by
the global financial crisis, cost-containment is a necessity, and this strongly conflicts
the ‘real’ public health goals.

The first goal of timely and equitable access includes several components: 1)
regulatory procedures which incentivize bringing medicines to the market without
unreasonable delay (this might be conflicting with the need for in-depth and time-
intensive HTA reports and pharmaco-economic evaluations to assess the value of the
medicine as the basis for an informed decision); 2) incentives and disincentives for
pharmaceutical companies to launch medicines on some national markets, and at
specific sequences (e.g. manufacturers may decide to launch medicines later in low-
price countries so as not to negatively impact the price in other countries applying
external price referencing [14,15]); 3) fair access (e.g. the reimbursement scheme
ensures the affordability of, at least essential, medicines, and provides particular
safeguard mechanisms for vulnerable groups 4); the regulation of medicine prices
throughout the supply chain (distribution margins, taxes, duties); 5) the actual
continuous availability of the medicines on the market (to avoid or at least
successfully manage medicine shortages); 6) gaps in availability on small markets.
Some of these elements will be addressed in further detail in section 2.7.

Figure 2.2: Policy objectives defined in the European Pharmaceutical Forum process

Access to
medicinal
product

Reward for
innoyation

Another policy goal in this field would be to ensure competition in the pharmaceutical
sector, wherever appropriate (e.g. on the generics market or elsewhere where

Budget control

Source: [13]
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competitor medicines exist). In the Pharmaceutical Sector Inquiry published by DG
Competition [16], concerns were raised about barriers which might delay the market
entry of generic medicines. This is likely to be detrimental to both patients and payers.

A literature review of the reimbursement policy measures related to medicines, which
was performed in the course of this study (details are provided in section 2.6), showed
that in the literature on EU Member States and EEA (European Economic Area)
countries, which was published between 1995 and February 2013, the policy goals
were not always mentioned: 39 percent of all 244 included studies did not state the
underlying policy goals. The most frequently mentioned policy goal (in 26% of the
included publications) was sustainable funding and/or cost-containment. Publications
which referred to the policy goal of cost-containment/sustainable funding usually
addressed a wide range of policies: among those, the reference price system was
mentioned most frequently. Tendering and managed-entry agreements, which were
less frequently mentioned in the total of included publications, were found quite
frequently in publications on cost-containment. Studies on equitable access to
medicines were much less frequent (in four percent of the 244 included publications),
and they were usually related to the design of co-payments, solely or in combination
with further measures such as reimbursement rates and reimbursement measures.
Reward for innovation was addressed in only four percent of the included publications,
which primarily related to innovative medicines; these studies tended to mention HTA
and pharmaco-economic evaluations. A low number of publications (less than four
percent) addressed other policy goals. Within this small group, a more rational use of
medicines was highlighted as a policy goal; relevant publications often addressed
demand-side policies (i.e. those targeted at physicians, patients, pharmacists). 11
percent of the total of included publications mentioned more than one policy goal.

2.3 EU Processes

In order to address some of the above mentioned policy goals and the inherent trade-
off between them, the European Commission launched several processes, targeted
particularly at policy makers in pharmaceutical pricing and reimbursement.

In response to the ‘Pammolli report’ [17] in 2000, which had raised concerns about
the competitiveness of the European pharmaceutical industry lagging behind the US,
the ‘G-10 Medicines Group” was established, consisting of ten selected Member States
and stakeholder representatives. Their final report published in 2002 [18]
recommended that Member States should examine the scope for improving the time
taken between the granting of a marketing authorisation and pricing and
reimbursement decisions, and should explore ways of increasing generic penetration
of individual markets, including generic prescribing and dispensing.

In July 2003, the European Commission adopted the ‘A stronger European-based
pharmaceutical industry for the benefit of the patient - a call for action’
Communication which outlines the Commission's proposals for advancing the G10
recommendations. A key pharmaceutical pricing and reimbursement action proposed
was to ‘provide a forum for member states to generate and share information on
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common relative effectiveness issues in the context of pricing and reimbursement
decisions’ [19].

To follow up on these recommendations, the High Level Pharmaceutical Forum was set
up in 2005 as a three-year process. It involved EU institutions, all EU Member States,
industry, health care professionals, patients and insurance funds represented in the
three Working Groups which were focused on three main topics: information to
patients on diseases and treatment options, pricing and reimbursement policies, and
relative effectiveness.

In the Working Group on Pricing and Reimbursement, guiding principles and ideas
were discussed which aimed to help Member States balance the conflicting policy
objectives, through the implementation of national pricing and reimbursement
practices [20]. In the so-called ‘tool box’ exercise, for six selected practices (internal
reference pricing, cost sharing, payback, prescription information, price control,
generic substitution), expertise from Member States and stakeholders and evidence of
the literature were collected in order to offer a view on what each practice brings for
each of the three policy goals which need to be balanced [21]. Further topics were
discussed: the Working Group addressed burning issues such as the challenge of how
to ensure availability to medicines in small national markets in Europe [22], how to
improve access to orphan medicines for all affected EU citizens and how to recognise,
assess and reward valuable innovative medicines [23]. They aimed at clarifying how
some EU Member States use assessments of innovative medicines in their pricing and
reimbursement decisions [24] and started work on collecting evidence about practices
of risk-sharing schemes and conditional reimbursement (managed-entry agreements)
in the Member States [25].

Several of these topics were followed up in one of the projects of the Platform on
Access to Medicines in Europe under the Process on Corporate Responsibility in the
field of pharmaceuticals. This process was launched in 2010 as a voluntary multi-
stakeholder process which aimed to find non-regulatory solutions to several of the new
challenges. The Platform on Access to Medicines in Europe was one of three working
areas and consisted of six projects:

= Mechanism of coordinated access to orphan medicinal products: developing a
concept of a coordinated access to orphan medicines based on the set-up of
programmes between companies and groups of competent authorities and results
of the ongoing project on a mechanism for clinical added value on orphan
medicines.

= Capacity building of managed-entry agreements for innovative medicines: to
clarify the various approaches to managed-entry agreements (also referred to as
risk-sharing, outcome-based or performance-based agreements) ensuring access
to innovative medicines.

= Facilitating supply in small countries: to clarify the specific non-regulatory
bottlenecks for the access of medicines on small markets to all concerned parties
with a view to defining possible specific approaches to pricing and reimbursement
of medicines in these countries.
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= Promoting good governance of non-prescription medicines: to identify the
necessary elements to ensure informed and adequate uptake of medicines after a
change of their classification from being subject to medical prescription to not
being subject to medical prescription.

= Market access for biosimilars: to define the necessary conditions within the
pharmaceutical environment to ensure informed and adequate uptake of
biosimilars.

* Prioritisation: in order to ensure that the European Commission, Member States
and relevant stakeholders are closely associated with the revision of the Priority
Medicines Report 2013, the European Commission set up the ‘Prioritisation’
working group under the umbrella of the Process on Corporate Responsibility in the
Field of Pharmaceuticals.

The outcomes of the first five working groups of Platform on Access to Medicines in
Europe were published after endorsement by the Steering Group in April 2003 [26]. In
July 2013, the Priority Medicines Report [27] was published.

Furthermore, as part of the ‘Reflection process - Towards modern, responsive and
sustainable health systems’, a sub-group on Cost-effective use of medicines was
established led by the Netherlands; work on five defined objectives is on-going,
including the one on ‘cost effective use of medicines’ [28]. The present study is related
to this cost-effective use of medicines sub-group.

2.4 Business and economic framework

In 2012, Europe’s research-oriented industry accounted for a total production of € 210
billion (leaders were Switzerland, Germany, Italy, UK, Ireland and France),
corresponding to a pharmaceutical market value of € 163 billion (at ex-factory prices)
and a total employment of 700,000 people (estimated data [29]). In 2012, industry
invested € 30 billion in research & development (R&D) in Europe, which was higher
than the investment in the USA and it shows an overall increasing trend [29] (see
Figure 2.3).
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Figure 2.3: Pharmaceutical R&D expenditure in Europe, USA and Japan (in billion
Euro), 1990-2012

35

m Europe 30(e)
mUSA

mJapan

1990 1995 2000 2005 2011 2012

(e) = Estimate, n.a. = not available
Source: Illustration by authors, based on figures produced by EFPIA [29]

From the late 1990-ties on, there has been a debate about the competitiveness of
Europe’s pharmaceutical industry compared with that of the US model. The ‘Pammolli
report” 2000, which led to the establishment of the ‘G-10 Medicines Group’ (cf.
section 2.3), expressed concern that the European industry has been losing
competitiveness as compared to the US industry: ‘As a whole, Europe is lagging
behind in its ability to generate, organise, and sustain innovation processes’ [17]. The
authors of the ‘Pamolli report’ analyzed the development of prices and market shares
in the European countries and concluded that national European markets were not
competitive enough, particularly in some countries where prices and market shares
were found not to vary substantially after patent expiry [17]. In a more recent
analysis by Pammolli and colleagues, based on the information from R&D projects
related to more than 28,000 compounds investigated since 1990, a decline of R&D
productivity in medicines in the past two decades was observed. At the same time,
when the researchers investigated the potential variations in productivity with regard
to the regional location of companies, they found that, despite the differences in the
composition of the R&D portfolios of companies based in the USA and Europe, there
was no evidence of any productivity gap between Europe and the USA [30].

Globally, the number of new chemical entities (NCE) brought to the market saw a
dramatic rise in mid-1980-ties but it steadily declined from 1997 till 2003. From 2003
till 2006, it was stable at about 30 launches annually [12]. The downward trend in the
new millennium was observed in several key launch countries [31]. In 2011, 35 new
medicines were launched [32].
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Europe is the second largest global market for pharmaceutical sales, with a share of
26.7% in 2012 (compared to 41.0% in the USA) [29]. 18% of the sales of new
medicines launched during the 2007-2011 period were on the European market
(compared with 62% on the US market) [29].

Overall, the European region (as defined by WHO), with a share of 13.8% of the world
population, accounts for 34.1% of total pharmaceutical expenditure, ranking second
after the Americas region (North, Central and Latin America, 41.5% of total
pharmaceutical expenditure, data as of 2005/2006) [33].

Total pharmaceutical expenditure, which has been increasing since the 1990-ties,
however, at lower growth rates in the new millennium, has recently seen a decrease in
some European countries (cf. Table 2.1) The decline usually occurred in those
countries which were hit by the global financial crisis and had to implement austerity
measures (see section 2.7).
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Table 2.1: Total and public pharmaceutical expenditure in European countries, 1990, 1995, 2000, 2005-2011

Austria
Belgium
Bulgaria
Cyprus
Czech Republic
Denmark
Estonia
Finland
France
Germany
Greece
Hungary
Ireland

Italy

Latvia
Lithuania
Luxembourg
Netherlands
Poland
Portugal
Romania
Slovakia
Slovenia
Spain
Sweden

United Kingdom

No data for Croatia and Malta

Total pharmaceutical expenditure in the out-patient sector
(in billion Euro)

Public pharmaceutical expenditure
(in billion Euro)

Total pharmaceutical expenditure as %share of current health expenditure

Public pharmaceutical expenditure as %share of current health

expenditure

]990| ]995| 2000| 2005| 2006| 2007| 2008| 2009| ZOI)l

]990| ]995| 2000| 2005| 2006| 2007 | 2008' 2009 | 20]0|

]990| 1995| 2000| 2005| 2006| 2007| 2008| 2009| 20]0|20].1

1990| 1995| 2000| 2005| 2006| 2007| 2008| 2009| 20]0| 201

2011 201

11 15 25 33 34 37 39 37 37 38 06 09 17 22 23 25 27 25 25 26 0% D% D% B% U U% U% B % R%| 6% 6% 7% 9% 9% 9% 9% 9% 8% 8%
19 29 na. 51 51 53 57 59 6.1 6.0 09 12 na. 28 28 30 34 36 37 39 ¥% 1B% na. % T% T% % B% B% 8% 7% 8% na 9% 9% 9% 0% 0% 0% 0%
na. na. na. 06 0.7 0.7 08 na. na. na. na. na. na. 0.1 0.1 01 02 na. na. na. na. na. na.  34% 37% 35% 35% na. na. nal| na na na 8% 8% 7% 6% na na na
na. na. na. 0.2 02 02 02 na. na. na. na. na. na. 0.04 0.04 0.05 01 na. na. na. na. na na 22% 2% 2% 22% na na na|na na na 5% 5% 5% 5% na na na
02 0.7 09 18 18 18 21 22 22 23 02 0.6 07 14 13 12 13 15 14 15 24% 28% 25% 26% 23% 22% 2B 20% 20% 20%| 22% 24% 19% B% % B% B U% B B%
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2.5 European policy framework

Following the subsidiarity principle, pharmaceutical pricing and reimbursement is, as
confirmed in the Pharmaceutical Forum Process [20], a national competence of the EU
Member States.

Typical pricing policies concern setting, monitoring/reviewing and adopting of medicine
prices throughout the supply chain, i.e. setting the medicine prices at ex-factory price
level, different pricing policies such as external price referencing or cost-plus pricing,
distribution margins and taxes [34]. Reimbursement is defined as ‘coverage of the
cost by a third party payer (e.g. Social Health Insurance/National Health Service)’
[35].

In practice, there is a strong link between pricing and reimbursement [36-38]. Specific
pricing policy measures such as value-based pricing or internal price referencing (e.g.
therapeutic reference pricing) concern the reimbursement sector only, and the
statutory wholesale and/or pharmacy mark-up is only applicable for reimbursable
medicines in some countries (e.g. France), for instance [39,40]. In several EU Member
States the processes of pricing and reimbursement are also interlinked in
organisational terms [36]. The G-10 Medicines report states that ‘the Commission and
Member States should secure the principle that a Member State’s authority to regulate
prices in the EU should extend only to those medicines purchased by, or reimbursed
by, the State’ (Recommendation 6, [18]).

In the following, we will present some measures. The definitions of the below
mentioned policies were taken from the Glossary of the WHO Collaborating Centre for
Pharmaceutical Pricing and Reimbursement Policies [35].

Pharmaceutical policies measures might be divided into supply-side and demand-side
measures: Supply-side measures ‘are primarily directed towards specific stakeholders
in the healthcare system that are responsible for medicine regulation /
registration/quality assurance, competition among manufacturers, intellectual property
rights, pricing, and reimbursement’ [41]. Typical reimbursement practices in the out-
patient sector, which are defined as supply-side measures, include:

» reimbursement list: defined as a ‘list which contains medicines with regard to their
reimbursement status’, which can either be a positive list (list of medicines that may
be prescribed at the expense of the third party payer) or a negative list (list of
medicines which cannot be prescribed at the expense of the third party payer);

= reimbursement rates: defined as 'the percentage share of the price of a medicine or
medicinal service, which is reimbursed/subsidised by a third party payer. The
difference in the full price of the medicine or medicinal service is paid by the
patients.” Countries may decide if they cover those medicines eligible for
reimbursement (so-called reimbursable medicines to be put on a positive list) fully
or partially. They can define specific reimbursement rates at the level of the product
(product-specific eligibility), per disease group (disease-specific eligibility) and per
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patient group (e.g. higher reimbursement rates for the vulnerable groups); other
options are also possible (e.g. in Denmark and Sweden, the level of reimbursement
depends on the individual pharmaceutical expenses of a patient and her/his family
during a year);

» reimbursement reviews: defined as a ‘review process of a reimbursement decision
(i.e. a decision about the reimbursement status and reimbursement rates of
medicines), which may, or may not, include the price’. Reimbursement reviews can
be done systematically (e.g. once a year) for all reimbursed medicines or a group
(e.g. specific indication), or out-of-schedule;

» reference price systems: defined as a policy in which ‘the third party payer
determines a maximum amount (= reference price) to be reimbursed for medicines
with a given active ingredient or in a given therapeutic class. If the price of the
medicine exceeds the reference price, the insured must pay the difference between
the reimbursed fixed amount (reference price) and the actual pharmacy retail price
of the medicine in addition to any co-payments’.

Demand-side policies are ‘directed at stakeholders such as health care professionals
prescribing medicines (usually physicians), pharmacies and patients/consumers who
prescribe, dispense and ask for medicines’ [41]. Major demand-side measures include:

» co-payments: a measure targeted at patients/consumers which is defined as ‘the
insured patient’s contribution towards the cost of a medical service covered by the
insurer. [...] Co-payment is a form of out-of pocket payment. [...] With regard to
co-payment applied to the medicines, commonly applied variants in European
countries are prescription fees, percentage reimbursement / co-payment rates and,
but to a less extent, deductibles’;

= prescription monitoring: a measure targeted at prescribers which is defined as ‘the
act of assessing/observing prescribing practices of physicians, [...] sometimes
accompanied by feedback provided to prescribers and in a few cases also sanctions’;

» INN prescribing: a measure targeted at prescribers which is defined as
‘requirements for prescribers (e.g. physicians) to prescribe medicines by their INN,
i.e. the active ingredient name instead of the brand name. INN prescribing may be
allowed (indicative INN prescribing) or required (mandatory/obligatory INN
prescribing)’;

= generic substitution: a measure targeted at pharmacists which is defined as the
‘practice of substituting a medicine, whether marketed under a trade name or
generic name (branded or unbranded generic), with a less expensive medicine (e.g.
branded or unbranded generic), often containing the same active ingredient(s).
Generic substitution may be allowed (indicative generic substitution) or required
(mandatory/obligatory generic substitution).’
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In addition to this categorisation into supply-side and demand-side measures, it is
common understanding that specific reimbursement practices are particularly relevant
for some types of medicines. In this respect, generic medicines (or other off-patent
medicines) are seen as a policy option allowing payers to provide less expensive, but
equally effective medicines to the population. From the above mentioned policies,
reference price systems, INN prescribing and generic substitution are particularly
designed to promote generics uptake [34,42]. Tendering in the out-patient sector is a
practice applied in a few European countries in which payers tender a specific
molecule and will select the best offer. This is, for instance, done in the Netherlands
with the so-called preferential pricing policy, which brought about major short term
savings, but the long-term impact on accessibility is not clear [43,44]. Other countries
which applied and apply tendering in the out-patient sector are Belgium (they have
stopped it), Cyprus, Denmark, and Malta [45].

Currently, several on-patent medicines, among them some blockbusters, had their
patent expired or are expecting it in recent future. Globally, for the years 2009-2014,
medicines with sales of more than $ 142 billion / € 105 billion were expected to face
generic competition among the leading developed markets [46]. This phenomenon,
known as ‘patent cliff’, is a threat for the targeted pharmaceutical companies but it
offers savings for the public payers; the money saved this way can be used to fund
innovation and further medicine purchase.

At the same time, policy makers are confronted with the market entry of new, often
high-cost medicines. Some of them are orphan medicinal products, which ‘are
intended for the diagnosis, prevention or treatment of a life-threatening or chronically
debilitating condition affecting not more than 5 per 10,000 persons in the community
when the application for marketing authorisation is made’ [47].

In the light of the entry of new, high-cost medicines, new policy measures have been
implemented or are under discussion, such as:

» managed-entry agreements (risk-sharing schemes): They are defined as ‘an
arrangement between a manufacturer and a payer/provider that enables access to
(coverage/reimbursement of) a health technology subject to specified conditions.
These arrangements can use a variety of mechanisms to address uncertainty about
the performance of technologies or to manage the adoption of technologies in order
to maximize their effective use, or limit their budget impact’ [48]. There are
different types of managed-entry agreements, e.g. access with evidence
development (AED), conditional coverage, conditional treatment continuation (CTC),
coverage with evidence development (CED), outcome guarantees, patient access
scheme (PAS); their implementation varies among the EU Member States. UK, Italy,
Germany and Poland have the lead in applying these arrangements [49].

» value-based pricing (VBP): This is not so much a specific reimbursement measure
but rather a practice for setting and managing prices of reimbursable medicines. In
a broad definition, it is meant for countries to set prices for new medicines and/or
decide on reimbursement based on the therapeutic value that the medicine offers
[50]. The concept of value-based pricing has gained momentum, though as a
pharmaceutical pricing and reimbursement policy in a narrower sense, compared to
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external price referencing, VBP is in place in only few European countries. Sweden
has been applying value-based pricing since the mid-1990-ties, and the UK will
introduce it for new brand medicines later in 2014.

For the assessment of the value, supportive tools such as health technology
assessment (HTA) or economic evaluations are of key importance (see also
section 2.7).

2.6 Reimbursement policy practices in literature

In the course of this project, we performed a systematic literature review with the aim
to identify and gather evidence on relevant policy measures related to pharmaceutical
reimbursement in European countries.

In line with a defined search strategy, we conducted a search of several databases
(MedLine, Embase, Econlit, OECD Publications, Cochrane Effective Practice and
Organisation of Care Group, WHO, National Health Services Economic Evaluation
Database, etc.) to retrieve publications (in all EU languages) on reimbursement
policies in all EU Member States (including Croatia) and the EEA countries (Iceland,
Lichtenstein, Norway) published between 1995 - February 2013. Additionally, grey
literature was searched via GoogleScholar, a hand search of selected bibliographies
and a PPRI network query. The latter is an enquiry about the situation in those
countries represented in the PPRI (Pharmaceutical Pricing and Reimbursement
Information) network which comprises competent authorities of 41 countries, including
all 28 EU Member States, to exchange experience and share information [51-53]. In
this case, the PPRI network members were asked to check a list of identified literature
for completion and provide further references, particularly about country-specific
literature in the national language.

We performed a bibliometric review and analysed publications to determine several
parameters (reimbursement policies mentioned, countries covered, information on
impact included, product groups, etc.).

A total of 1,436 publications were retrieved from the different literature sources.
Thereof, 337 publications (23.5 %) entered the second review phase. For 45 (13.4 %)
of these 337 publications, the full texts could not be retrieved. Further 48 publications
(14.2 %) were excluded as they did not meet the inclusion criteria. As a result, 244
publications were ultimately included in the bibliometric analysis.

The search strategy (e.g. sources, inclusion and exclusion criteria) is presented in
further detail in Annex 2. The search addressed both the out-patient and the in-
patient sectors. One exclusion criterion was that the policy practice is not linked to
reimbursement; for instance, a measure such as the distribution margin or VAT rate is
was exclusively linked to pharmaceutical pricing. As a result, the practice of external
price referencing, which is a major pricing policy, was not included in the literature
review. This can, of course, be challenged (cf. also sections 3.2.2 and 4.4.3).
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Figure 2.4: Reimbursement policies identified in literature, from 1995 till February 2013*
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Legend: * In total, 1,063 reimbursement policies were mentioned in 244 articles, several articles/publications mentioned more than one reimbursement policy.
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Source: Literature review performed by the authors
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The five reimbursement policies most frequently mentioned in the publications were:
co-payment, reimbursement rates, reference price systems, positive lists and the
reimbursement process. At the other end, reimbursement policies mentioned in low
frequency included auction-like systems, profit control or delisting from positive lists
(Figure 2.4).

More than every second publication addressed either HTA or pharmaco-economics. We
classified ‘HTA’ (understanding it as a supportive tool) and ‘pharmaco-economic
evaluation’ as two different policies, but their descriptions in some pieces of literature
were rather vague. Studies on pharmaco-economics and HTA were published
predominantly in more recent times, probably after NICE in England was established,
their proportion in peer-reviewed literature is higher compared with the total of
included publications, and they tended to be presented in publications which also
addressed value-based pricing. The majority of these studies were related to United
Kingdom, Sweden, France, the Netherlands and Germany. It should be noted that the
United Kingdom, Germany and the Netherlands are the three countries on which most
literature was published, in general.

Generic substitution, reimbursement reviews, tendering and INN prescribing were
mentioned in 35 %-22 % of all included publications. This highlights the relevance of
generic policies (generic substitution and INN prescribing) as a major component of
pharmaceutical reimbursement policies. At the same time, it should be acknowledged
that the high number of references to reimbursement reviews and tendering, when
compared with other policies, is likely attributable to some country reports (e.g.
PPRI/PHIS Pharma Profiles [40], OECD country reports [54,55]) which followed the
same outline and asked to indicate whether these measures were in place. In
literature, tendering commonly referred to its practice in the in-patient sector, but
there are also a few publications on tendering in the out-patient sector (e.g. on the
Netherlands and Denmark). These publications included, in general, a mapping
exercise on the topic; however, no impact assessment of tendering in the out-patient
sector appeared to have been undertaken at the time when we conducted the
literature review.

9 % of all included publications referred to managed-entry agreements. They were
mainly published in peer-reviewed journals, and were less descriptive but aimed to
explain and understand causes and consequences of these agreements. Most literature
on management-entry agreements referred to the UK, and also, but much less, to
Germany and Ireland. Interestingly, though Italy had a high number of managed-
entry agreements, this was not reflected in the pieces of literature published.

Less than 7 % of the publications mentioned value-based pricing. Some of them were
articles solely on the UK, discussing the planned introduction of the value-based
pricing. Other publications looked at several countries, usually including the UK and
non-European countries such as Canada and Australia. Although Sweden had had a
value-based pricing system in place for years, this country was rarely mentioned in
literature in connection with value-based pricing.
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We could not perform an analysis of whether the mentioned policies were related to a
product group (e.g. patented medicines with and without competitors and off-patent
medicines with and without competitors) as no product group was mentioned in nearly
three quarters of the publications.

2.7 Developments and challenges

Based on what is discussed in political processes and literature (not limited to the
literature considered in the literature review, cf. section 2.6, because in our search
only literature published before March 2013 was included), we identify the following
developments and challenges related to pharmaceutical reimbursement policies:

Cost-containment measures in response to the global financial crisis and
concerns for affordability and health outcomes

Several European countries were strongly hit by the global financial crisis, and, as a
result, had to undertake strict austerity measures in several policy areas, including
healthcare and medicines. Since 2008, cost-containment measures have been taken
throughout Europe but have been mainly concentrated on countries that were hit the
hardest by the financial crisis, i.e. Greece, Spain, Portugal, Ireland, Iceland and the
Baltic States. Measures most frequently taken include price reductions, increases in
the value added tax, increases in co-payments for medicines, policies aimed at
increasing generic uptake, and procedural changes, including methodological changes
in the external reference price system [56]. The impact of these measures is now, a
few years after their continuous implementation, reflected in the development of
pharmaceutical expenditure and, particularly so, public pharmaceutical expenditure.
As shown in Table 2.1, (public) pharmaceutical expenditure has shown negative
growth in some of these ‘crisis countries’.

Though cost-containment is considered as a necessity in many countries hit by the
crisis [3], this might be in conflict with other policy objectives. Rewarding innovation
might be given less attention by policy makers who (have to) focus on cost-
containment.

Besides concerns raised over the long-term impact on innovation of such measures
[52], there are major concerns about the impact on affordability and, as a result, on
health outcomes, since cost-containment measures, such as increased private co-
payments and delisting of medicines (i.e. excluding products from reimbursement),
imply the risk that patients forego the needed as well as unneeded medication,
discontinue treatment, or delay purchasing medicines. For Greece, there are signs of
deterioration in health outcomes, including an increase in suicides and attempted
suicides, particularly among vulnerable groups, as a result of the crisis [57,58], and
similar effects are also seen in other countries hit by the crisis [59-61]. Related to
medicines, a WHO analysis, undertaken one year before and two years after the
beginning of the recession (2007-2009), concluded that the economic recession has
had a mixed effect on pharmaceutical consumption, expenditure and prices. In
Europe, consumption of medicines was seen to have decreased in the Baltic States
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and Romania, while Ireland, which was also strongly hit by the crisis, did not
experience any decline in medicines consumption [62]. However, as the crisis is still
on-going, the study would need to be updated, as well as the impact of cost-
containment measures and the economic recession of the availability, access to and
consumption of medicines; potential long-term effects on innovation in European
countries would also need to be assessed.

Medicine shortages and gaps in availability

There have been some major problems related to medicine shortages in several
European countries in recent years, after the problem started in the USA, particularly
in the field of generic injectable chemotherapy agents [63,64]. Meanwhile, the humber
of reports of medicine shortages, addressing both community pharmacy and hospitals,
in the European Union has been increasing. For instance, it has been reported from
the UK, where over one million branded medicine supply failures occur each year, that
community pharmacy staff would spend an average of three hours each week sourcing
medicines which they are not able to order from their usual wholesaler [65].

Several reasons were identified for this problem, among others also pricing and
reimbursement practices in some cases. Given the different price levels of medicines
across Europe [12,66], parallel trade is incentivized. However, to order to address the
problem of medicine shortages, Greece decided to implement a temporary parallel
trade ban [67], in consultation with the Troika, since the freedom of goods is normally
considered as a value of the European Union.

Availability problems may also be a result of external price referencing which is the
key pricing policy for new medicines eligible for reimbursement in most European
countries (cf. section 2.5). Pharmaceutical companies may decide to launch a
medicine later in countries where it would be sold at a low price so as to not
negatively impact the price in other countries applying external price referencing
[14,15].

Since generics which encourage competition are seen as an opportunity to achieve
savings (without the trade-off between too many policy objectives, allowing for re-
investment in innovation; see also section 2.5), delayed generic availability is another
issue to be dealt with in this context. The Pharmaceutical Sector Inquiry [16] raised
concerns about barriers which delay market entry of generics. Research-based
industry has also brought up this topic [68].

Particular concerns are related to the limited availability of generics on small markets
[69], which further exacerbates the existing challenge of ensuring availability of
medicines on small markets [70]. To address the latter, a Working Group of the
Platform of Access to Medicines was launched to develop non-regulatory approaches
(cf. section 2.3)

Related to generics, the practice of tendering (in the out-patient sector), as it is, for
instance, done in the Netherlands, shows well the trade-off between different policy
objectives as well the potential trade-off between short-term achievements and long-
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term implications. The Dutch tendering practice, called preferential pricing policy,
proved successful in terms of cost-containment and the initial total savings (projected
to € 355 million annually) exceeded expectations [43]. But there have been reports of
short-term absences of some medicines due to logistic shortages [43,44].

A discussion about the topic of availability and delays in access to medicines would be
incomplete if delays attributed to the delays in the completion of the pricing and
reimbursement process were not mentioned. The current EC Transparency Directive
[10] requires that the Member States make a pricing decision within 90 days and a
reimbursement decision within 90 days; a 180-day limit is required for joint pricing
and reimbursement decisions. While competent authorities for pricing and
reimbursement have been regularly criticised for their delays in decision making, they
have, however, pointed out that delays in decision making sometimes occur because
they have to deal with submitted dossiers that are incomplete or do not contain all the
information required for informed decision making [52].

Assessing the value of high-cost medicines

One of the major challenges for policy makers in the European countries is how to deal
with new, usually high-cost medicines. This is, for instance, the case for the orphan
medicinal products which are granted premium prices to compensate for small
volumes. Further, one area of concern for policy makers are cost-intensive health
technologies that are not medicines, but medical devices: they are usually not (price)
regulated, and they have a key impact on the pharmaceutical bill since they are often
part of a ‘treatment package’ (see below).

In the light of this challenge on how to design the pricing and reimbursement
framework in a way to meet the different health and non-health policy objectives
(cost-control, sustainable funding as well as rewarding innovation and encouraging
investments in R&D), policies to acknowledge the ‘value’ of the medicine have been
discussed and have, to some extent, been implemented.

The concept of ‘value-based pricing’ has gained momentum although there is no
widely-accepted definition in this context [50]. Examples for a ‘pure’ value-based
pricing system primarily come from outside Europe (e.g. Australia, New Zealand,
Canada) [71]. As stated in section 2.5, Sweden has a value-based pricing system, in
which the cost-effectiveness principle for assessing the value of a medicine is applied
from a societal perspective [72]. The UK has been working on the principles of how to
organise their value-based pricing system for new branded medicines which is planned
to be introduced in the course of 2014 (personal communication).

In addition to these two countries in the European Union which have, or will have, a
value-based pricing system as their key pricing and reimbursement framework for new
medicines, value-based pricing elements are part of several reimbursement systems in
Europe. According to a recent OECD report [50], all European countries included in
that report (e.g. Belgium, France, Italy, the Netherlands) are shown to have a system
in place that assesses the added value of medicines.
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Assessing the value of medicines requires sound evidence based on Health Technology
Assessment (HTA) reports and/or pharmaco-economic evaluations. Several European
countries use HTA in their reimbursement decisions [3]. HTA is defined as a
multidisciplinary process in which medical, social, economic, and ethical issues related
to the use of a health technology (including medicines) are assessed in a systematic,
transparent, unbiased, and robust manner (definition by EUnetHTA, cf. [73]). As for
the other policies and instruments, the implementation of HTA may vary, and the EU
Member States apply HTA in the reimbursement process in their own way. Even if
reimbursement decisions based on HTA would not necessarily involve the use of
pharmaco-economic evaluations (but rather understand the relative efficacy or
effectiveness of a medicine as the major element of the assessment), in reality several
Health Technology Assessments include some economic evaluation.

In recent years there has been an on-going discussion about external price referencing
versus value-based pricing as the appropriate pricing policy for new medicines to be
included into reimbursement. In Europe, external price referencing continues to be the
major pricing policy for new medicines, whereas HTA and pharmaco-economics are
elements of the reimbursement process that provide policy makers with sound
information. External price referencing (EPR) is seen as an easy, more or less
technical procedure. While designing and implementing EPR, including assuring access
to up-dated and reliable price data, is a challenge not to be under-estimated, it is true
that EPR is a technical methodology compared to value-based pricing which aims to
assess the ‘value’ of the medicine for society. External price referencing has been
criticized for impeding patient access to medicines (disincentivizing manufacturers to
launch medicines early on a low price market, see above the discussion on the
possible impact of EPR on the availability) and for discouraging innovation. To create
barriers to EPR, and to avert the threat of parallel trade, pharmaceutical companies
‘are likely to invest in development to produce marginal modifications (e.g.
formulation, dosage) of existing products - with no benefit to patients in terms of
therapeutic effect, convenience or otherwise’ [12]. A major argument against external
price referencing is that it reflects neither a country’s willingness to pay nor its ability
to pay. This is acknowledged in the value-based pricing concept. However, when a
country uses an explicit threshold, which is publicly known, manufacturers have no
incentive to price their product below the threshold [74].

Finally, the assessment of the ‘value’ of a new medicine is likely to be impaired by the
limitations in existing evidence on the (additional) therapeutic value at the time of the
decision on reimbursement. In response to that, several forms of ‘conditional
reimbursement’, summarized under the term ‘managed-entry agreements’, have been
developed and implemented in some European countries (cf. section 2.5, and for a
more in-depth overview, see the report produced within the framework of the Working
Group on managed-entry agreements of the Platform on Access to Medicins [49]).
Such arrangements, which allow managing uncertainty, are generally seen as an
opportunity to reward innovation and assure quick patient access. However, the
drawbacks are that they are rather time-intensive (both for the pharmaceutical
company and for the payer), that payers are likely to have difficulties explaining to the
public why they will withdraw reimbursement once the health outcomes are not
confirmed, and the fact that these agreements are usually confidential, which has
implications for transparency (see below the following section on that topic).
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Transparency versus confidentiality issues

Several of the new reimbursement practices, e.g. managed-entry agreements, are
based on an arrangement the contents of which are kept confidential, though the
presence of such agreements is generally known and might even be published.

The existence of confidential arrangements granted by suppliers to purchasers, e.g.
discounts, rebates, bundling, has been long known, at least at an anecdotal basis, for
the hospital sector. Specific medicines used in hospitals, particularly those with
therapeutic alternatives and which are likely to be used for long-term treatments after
the discharge of a patient from hospital, are likely sold to hospitals at high discounts,
or even for free, in those European countries where such practices are allowed
[75-77]. Discounts, rebates and similar, usually confidential, arrangements also exist
in the out-patient sector: in 21 of the 31 European countries, discounts and rebates
were surveyed to be granted in the out-patient sector to public payers by
pharmaceutical companies, usually taking the form of price reductions and refunds
linked to the sales volume [78].

It has been argued that these arrangements would offer advantages to the various
stakeholders: they serve cost-containment purposes for payers (*thidden price cuts’),
and they allow pharmaceutical companies to gain market share [78]. Furthermore, it
has been argued that for countries with a limited ability to pay which are included in
the reference baskets of other countries, confidential discounts and rebates are a tool
to increase access to patients, as under full transparency companies might be less
willing to launch a product in their country or might insist on a higher price (see
above). In fact, discounts and rebates have been increasingly used as a kind of
‘hidden price cuts’ instead of real price cuts (e.g. during the emergency measures in
Spain, a discount shared by the industry and distributors of 7.5 percent on originator
products was agreed upon instead of a ‘real’ price cut) [56,78]. Given the widespread
use of external price referencing in European countries, it creates a situation in which
the official list prices, as published by the Member States, may provide at best only an
indication of, but not a reflection of, the actual prices. In a joint position paper
regarding the revision of EU Transparency Directive, the European Social Insurance
Platform (ESIP) and Association Internationale de la Mutualité (AIM) called for a
disclosure of the discounted prices as they argue that the Member States employ
external price reference systems that require them to know the ‘real’ price in other
countries [79].

The use of confidential discounts and rebates is also an issue related to ‘differential
pricing’, however, in the current EU framework differential pricing is not possible given
the wide-spread use of external price referencing in Europe and the existence of
parallel trade encouraged by the free movement of goods concept. Authors advocating
for differential pricing [80] argue that confidentiality is required to do differential
pricing, which would allow countries to be charged according to their willingness to
pay. However, examples from international donor organisations show that differential
pricing does not necessarily require confidentiality.
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Interface issues

Finally, it has been increasingly recognized that in the area of pharmaceutical policies
a more comprehensive approach might be needed to address the existing and
potential link between specific areas. Areas that require improvement include:

Interface between the out-patient and hospital sectors

The start of treatment in hospitals impacts the future use of medicines in the out-
patient sector. As a result, pharmaceutical companies are likely to supply hospitals
with high-volume medicines, with comparators, at large discounts and rebates,
including cost-free provision (if allowed by national legislation), with the aim to
facilitate starting treatment in hospitals [75-77]. Solutions to bridge the gap
between the out-patient and the in-patient sectors are also urgently required for
new high-cost medicines since, due to existing funding mechanisms in most
European countries (different payers or funding sources for the out-patient and the
in-patient sectors), public payers have an incentive to find arguments why
medicinal treatment might be shifted to the other sector.

In recent years, awareness has been raised about the need to improve cooperation
at the interface of the out-patient and in-patient sectors and to find sustainable
funding solutions offering appropriate incentives to all stakeholders. However,
knowledge about good practice examples appears to be scarce. A few European
countries (e.g. France, the Netherlands - from 2006 till 2012) implemented funding
models, in which the public payer for the out-patient sector also covers (partial)
costs of some, usually high-cost, medicines in the in-patient sector [75,81,82].
Several counties (regions) in Sweden, e.g. the Stockholm County, and Scotland
implemented a joint reimbursement list and joint Drugs and Therapeutics
Committees [83,84].

Personalised medicines at the interface of medicines and medical devices

In the EU Member States, medicines have a high level of regulation for marketing
authorisation, pricing and reimbursement, pharmaco-vigilance and post-market
surveillance. Medical devices are much less regulated than medicines: there is a
notification of medical devices instead of marketing authorization; free pricing is
usually applicable to medical devices, and there are limited reimbursement
mechanisms for medical devices so costs are, in principle, borne by patients or - in
the case of hospital care — by hospitals.

Medical devices, some of which are cost-intensive high technologies, play a major
role within the concept of personalised medicines (sometimes also called co-
dependent technologies or stratified medicines) because a ‘treatment package’ is
usually composed of a medicine for treatment and a medical device for diagnostic
purposes. Considerable differences were found between the European countries
that have reimbursem