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Glossary

Term or acronym

Meaning or definition

Accessibility

A medicine becomes accessible to patients once it has been
authorised, is being marketed, and can be reimbursed in a
Member State.

Affordability

Relates to payments to be made by patients (out of pocket on
healthcare or through co-payments) which can be described as
affordability at micro level and to the sustainability of public
funding of the healthcare sector raised through social security
contributions or taxes (affordability at macro level).

ATMPs

Advanced therapy medicinal products

Availability

A medicine becomes available once it has been authorised in a
Member State or centrally in the EU.

Biological medicine

A medicine whose active substance is made by or derived from a
living organism. Biological medicines contain active substances
from a biological source, such as living cells or organisms
(human, animals and microorganisms such as bacteria or yeast).

Biomarker Biological molecule found in blood, other body fluids, or tissues
that can be used to follow body processes and diseases in
humans and animals.

Biosimilar A biosimilar is a biological medicine that is very similar to

another biological medicine which has already been approved.
Biosimilars are approved if they meet the same standards of
pharmaceutical quality, safety and efficacy that apply to all
biological medicines.

Cash benefits

Cash benefits are monetary savings associated with reduced
hospitalisation and outpatient encounters as a result of reduced
avoidable adverse drug reactions.

CAT The Committee for Advanced Therapies is the European
Medicines Agency's committee responsible for assessing quality,
safety and efficacy of advanced therapy medicinal products
(ATMPs) and following scientific developments in the field.

CBA Cost-benefit assessment

CHMP The Committee for Medicinal Products for Human Use is the
Agency's committee responsible for human medicines.

Class waiver Class waivers provide an exemption from the obligation to
submit a paediatric investigation plan for a class of medicines,
such as medicines for diseases that only affect adults.

CMA Conditional marketing authorisation is the approval to market a

medicine that addresses patients’ unmet medical needs on the
basis of data that is less comprehensive than that normally
required. The available data must indicate that the medicine’s
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benefits outweigh its risks and the applicant should be in a
position to provide comprehensive clinical data in the future.

COMP

The Committee for Orphan Medicinal Products is the Agency’s
committee responsible for recommending orphan designation of
medicines for rare diseases.

Data protection

Period of protection during which pre-clinical and clinical data
and data from clinical trials handed in to the authorities by one
company cannot be referenced by another company in their
regulatory filings.

EMA

The European Medicines Agency (‘the Agency’) is an EU
agency founded in 1995 which is responsible for the scientific
evaluation, supervision and safety monitoring of medicines, both
human and veterinary, across Europe.
(https://www.ema.europa.eu/en).

ERN

European reference networks (ERNSs) are virtual networks
involving healthcare providers across Europe. Directive
2011/24/EU on patients’ rights in cross-border healthcare
provides for the setting up of ERNs, 24 of which were
established in 2017. The purpose of these networks is to facilitate
discussion of complex or rare diseases and conditions that
require highly specialised treatment, and concentrated
knowledge and resources.

Extension of marketing
authorisation

A change to a marketing authorisation which fundamentally
alters its terms. Such changes may have to do with modifications
of the active substance, the strength, the pharmaceutical form
and/or the route of administration.

Generic medicine

A generic medicine contains the same active substance(s) as the
reference medicine, and it is used at the same dose(s) to treat the
same disease(s). The generic can only be marketed after expiry
of the data and market protection.

HTA

A health technology assessment (HTA) is the systematic
evaluation of the added value of a new health technology
compared to existing ones. It is a multidisciplinary process to
evaluate the social, economic, organisational and ethical issues
associated with a health intervention or health technology. The
main purpose of conducting an assessment is to inform policy
decision-making.

ICER

An incremental cost-effectiveness ratio (ICER) is a summary
measure representing the economic value of an intervention,
compared with an alternative (the comparator). An ICER is
calculated by dividing the difference in total costs (incremental
cost) by the difference in the chosen measure of health outcome
or effect (incremental effect) to provide a ratio of ‘extra cost per
extra unit of health effect’ for the more expensive therapy versus
the alternative.

Impact assessment

An impact assessment must identify and describe the problem to
be tackled, establish objectives, formulate policy options, assess
the impacts of these options and describe how the expected
results will be monitored. The Commission's impact assessment
system follows an integrated approach that assesses the
environmental, social and economic impacts of a range of policy
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options, thereby ensuring that sustainability is an integral
component of Union policymaking.

Magistral/officinal formula

A medicinal product prepared in a pharmacy in accordance with
a medical prescription or according to the prescriptions of
pharmacopoeia and intended to be supplied directly to patients
served by the pharmacy.

Medical condition

Any deviation(s) from the normal structure or function of the
body, as manifested by a characteristic set of signs and
symptoms (typically a recognised distinct disease or a
syndrome).

Marketing authorisation

The approval to market a medicine in one, several or all
European Union Member States.

Marketing authorisation application

An application made to a European regulatory authority for
approval to market a medicine within the European Union.

Marketing authorisation grant

A decision granting the marketing authorisation issued by the
relevant authority.

Market protection

Period of protection during which generics cannot be placed on
the market.

Neonatology

A subspeciality of paediatrics consisting of medical care for
newborn infants, especially the ill and premature.

Non-cash benefits

Non-cash or intangible benefits are benefits expected from
improved actual treatment, resulting in reduced mortality,
improved quality of life and time saved by informal carers.

Oncology

A branch of medicine that specialises in the prevention,
diagnosis and treatment of cancer.

Orphan condition

A medical condition, as defined above, that meets the criteria
defined in Article 3 of Regulation (EC) No 141/2000; a life-
threatening or chronically debilitating condition affecting no
more than five in 10 thousand persons in the EU.

Orphan designation

A status assigned to a medicine intended for use against a rare
condition. The medicine must fulfil certain criteria for
designation so that it can benefit from incentives such as market
exclusivity.

Orphan indication

The proposed therapeutic indication for the purpose of orphan
designation. This specifies if the medicinal product subject to the
designation application is intended for diagnosis, prevention or
treatment of the orphan condition.

Orphan-likes Orphan-like medicinal products which entered the EU market
from the United States before 2000, when there was no special
legislation in place.

Payer An entity responsible for financing or reimbursing healthcare.

PDCO The Paediatric Committee (PDCO) is the Agency's scientific

committee responsible for activities associated with medicines
for children. It supports the development of such medicines in




the European Union by providing scientific expertise and
defining paediatric need.

PIP

A paediatric investigation plan (PIP) is a development plan
designed to ensure that the data required to support the
authorisation of a paediatric medicine are obtained through
studies of its effect on children.

PUMA

The paediatric-use marketing authorisation (PUMA) is a
dedicated marketing authorisation covering the indication(s) and
appropriate formulation(s) for medicines developed exclusively
for use on the paediatric population.

QALYs

Quality-adjusted life years (QALYSs) refers to a measure of the
state of health of a person or group in which the benefits, in
terms of length of life, are adjusted to reflect the quality of life.
One QALY is equal to one year of life in perfect health. QALY
are calculated by estimating the years of life remaining for a
patient following a particular treatment or intervention and
weighting each year with a quality-of-life score (ona0Oto 1
scale). It is often measured in terms of the person’s ability to
carry out the activities of daily life and freedom from pain and
mental disturbance.

Rare disease

Rare diseases are diseases with a particularly low prevalence; the
European Union considers diseases to be rare when they affect
no more than 5 per 10,000 people in the European Union.

Repurposed medicines

Existing medicines investigated for new therapeutic indications.

RSB

The Regulatory Scrutiny Board is an independent body of the
Commission that offers advice to the College of Commissioners.
It provides a central quality control and support function for the
Commission’s impact assessment and evaluation work. The
Board examines and issues opinions and recommendations on all
the Commission's draft impact assessments and its major
evaluations and fitness checks of existing legislation.

SA

Scientific advice: the provision of advice by the Agency on the
appropriate tests and studies required in developing a medicine,
or on the quality of a medicine.

SmPC

A summary of product characteristics (SmPC) describes the
properties and the officially approved conditions of use of a
medicine.

SMEs

Micro, small and medium-sized enterprises

SPC

The supplementary protection certificate (SPC) is an intellectual
property right that serves as an extension to a patent right. The
patent right extension applies to specific pharmaceutical and
plant protection products that have been authorised by regulatory
authorities.

Sponsor

Legal entity responsible for submitting an application for orphan
designation to the EU.

SWD

Staff working documents (SWDs) are required to present the
results of all impact assessments and evaluations/fitness checks.




Therapeutic indication

The proposed indication for the marketing authorisation. A
medical condition that a medicine is used for. This can include
the treatment, prevention and diagnosis of a disease. The
therapeutic indication granted at the time of marketing
authorisation will be the result of the assessment of quality,
safety and efficacy data submitted with the marketing
application.

Well-established use

When an active ingredient of a medicine has been used for more
than 10 years and its efficacy and safety have been well
established. In such cases, application for marketing
authorisation may be based on results from the scientific
literature.




1. INTRODUCTION

The therapeutic landscape for patients in the EU has undergone major changes. Still,
considerable unmet needs remain. About 30 million European Union citizens are affected
by one of the over 6000 rare diseases currently recognised. The European Union considers
diseases to be rare when they affect no more than 5 per 10,000 people in the EU. 80% of
these diseases are of genetic origin, and they are often chronic and life-threatening; almost
90% can begin in childhood.

For these patients, and for more than 100 million European children, treatment was either
limited or non-existent before the introduction of EU legislation on rare diseases and on
medicines for children (in 2000 and 2006 respectively). That situation represented a huge
unmet medical need and a significant public health challenge. There were often no
medicines at all available for doctors treating patients with rare diseases. Children were
regularly prescribed medicines indicated for adults, which had not been tested or adapted
specifically for use in young patients. This ‘off-label’ use of adult medicines comes with
the risk of inefficacy and/or adverse reactions in children, who cannot simply be regarded
as ‘small adults’ from the developmental and physiological points of view.

When these policy challenges were identified, the EU already had a well-established
legislative framework for medicinal products that had developed considerably since its
inception in 1965. It covered the whole life-cycle of medicines, from clinical research to
post-marketing surveillance (pharmacovigilance). Its main aim was, and still is, to ensure
that all medicines in the Union are authorised by demonstrating their safety, quality and
efficacy before they reach patients.

However, this framework was general in nature. It contained no incentives for development
in particular areas of medical need. Decisions on product development were generally left
to the market and were subject to commercial decisions driven by considerations of return
on investment. Public research funding was often the only means available to support
neglected fields.

Both the areas of rare diseases and medicines for children were economically unattractive.
This was because the market size was generally small and the research and development
of products, including the conduct of clinical trials, was more complex. From the 1990s
onwards, this led to a policy discussion about how best to correct this market failure and
ensure the development of more medicines to treat patients suffering from rare diseases
and/or appropriate for use in children. This discussion was influenced by the apparent
success of legislative intervention in the US, where orphan and paediatric legislation was
introduced in 1983 and 1997 respectively, and was based on the same rationale of
imbalance in risk and reward.

In 2000, Regulation (EC) No 141/2000 (hereinafter ‘the Orphan Regulation”) and in 2006
Regulation (EC) No 1901/2006 (hereinafter ‘the Paediatric Regulation’) were adopted by
the European Commission.



Although the two Regulations are designed to address the same problem, the tools they use
differ substantially. The purpose of the Orphan Regulation is to reward research and
development through incentives and, ultimately, to place medicines for rare diseases on
the market, where there was previously no commercial interest. The Paediatric Regulation,
however, works mainly with obligations. It compels companies already developing
products for adults to screen them for possible use in children, and only provides rewards
once this obligation has been fulfilled, to compensate for the additional costs incurred.*

Purpose and scope of the evaluation

The two Regulations are subject to the ex-post evaluation presented in this document.2 The
purpose of the evaluation is twofold. Firstly, it assesses the strengths and weaknesses of
the two legal instruments, both separately and in combination with each other. It focuses
on how they have catered for products for unmet medical needs, taking into account how
pharmaceuticals are developed, science advances, and business models change. Secondly,
it provides insights into how the various incentives and rewards for which the Regulations
provide have been used, along with an analysis of the related financial consequences, both
in general and by stakeholder group.

There are several reasons why the two Regulations are evaluated together. Firstly, they are
both designed to tackle a market failure that results in a lack of medicines for the two
groups of patients concerned. Secondly, they often address the same therapeutic areas, as
the great majority of orphan diseases affect children?® and many paediatric diseases can be
classified as rare. Thirdly, there are some conceptual overlaps, for instance as regards
incentives provided to companies where market exclusivity for orphan medicines is
extended through the Paediatric Regulation. For these reasons, the Commission Report on
the Paediatric Regulation* published in 2017 concluded that the two Regulations would
need to be assessed together before any amendments could be made.

However, undertaking a joint evaluation has its limitations. For example, as noted above,
the two Regulations employ different tools to try to achieve their goals,, making it difficult
to analyse and compare the results together. The evaluation also relies on two different
studies and on different consultation activities.

The evaluation covers 2000-2017 (Orphan Regulation) and 2007-2017 (Paediatric
Regulation) and is based on sound evidence about how the two instruments operate from
both a public health and a socioeconomic perspective. It covers five evaluation criteria: the
effectiveness, efficiency, relevance, coherence and EU added value of the Regulations.

The evaluation describes the impact of external factors on the Regulations’ expected
outputs. Those factors include scientific and technological advances, developments in

1 The Orphan Regulation incentivises new developments while the Paediatric Regulation rewards the
companies for testing the possible use of their medicines in children.

2 Ex-post_evaluations are used throughout the European Commission to assess whether a specific
intervention was justified and whether it worked (or is working) as expected in achieving its objectives
and why.

8 Wakap at al, Eur | Hum genetics, (28) p.165, 2019

4 COM(2017) 626.
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other jurisdictions, the functioning of national health systems, the commercial strategies
employed by companies, and Member States’ pricing and reimbursement decisions. Such
factors are mostly heterogeneous by their very nature. The EU and its legislation have
limited influence on them, and they were not taken fully into account when the legislation
was designed. Nonetheless, they affect its performance and relevance. The legislative
intervention and its outputs therefore need to be viewed and analysed in the context of
these influencing factors.

The evaluation has been carried out at a time when issues of access to medicines, their
availability and their affordability are very high on the EU political agenda. A roadmap for
a new pharmaceutical strategy was published in June 2020.5 The purpose of this strategy
IS to improve and expedite patients’ access to safe and affordable medicines and to support
innovation in the EU pharmaceutical industry. The orphan area is often seen as a micro-
environment exemplifying many of the aspects tackled in the pharmaceutical strategy.
Orphan medicines make up a growing share of new authorised products and account for
an increasing proportion of Member States’ spending on pharmaceuticals. In 2018, almost
one third® of centrally-authorised medicines (excluding generics and biosimilars) were
orphan medicines.

At the same time, access to these products varies widely between Member States. In 2016,
the Council called on the Commission to examine the impact of pharmaceutical incentives
on the availability and accessibility of orphan medicinal products.” The European
Parliament also debated the issue of access to medicines?, including medicines for children.
In its 2016 Resolution®, Parliament recognised that the Paediatric Regulation has been
beneficial to children overall, but less effective in certain therapeutic areas (e.g. paediatric
oncology and neonatology). It therefore called on the Commission to consider revising the
Regulation.

The results of this evaluation will guide reflection on any future changes to the legislative
framework.

2. BACKGROUND TO THE INTERVENTION
Description of the intervention and its objectives

The last half-century has witnessed significant progress in the field of medicines,
benefiting patients and society in general. However, substantial gaps remain in the
therapies available. This is especially true both for patients suffering from a rare disease,
and for children in general.

5 https://ec.europa.eu/info/law/better-regulation/have-your-say/initiatives/12421-Pharmaceutical-
Strategy-Timely-patient-access-to-affordable-medicines

6 Data obtained from the Agency.

7 Council conclusions on strengthening the_balance in the pharmaceutical systems in the EU and its
Member States https://www.consilium.europa.eu/en/press/press-releases/2016/06/17/epsco-
conclusions-balance-pharmaceutical-system/

8 <Options for improving access to medicines’; EP resolution of 2 March 2017 (2016/2057(INI)).

®  EP resolution of 15 December 2016 on the regulation on paediatric medicines (2016/2902(RSP))
http://www.europarl.europa.eu/doceo/document/TA-8-2016-12-15 EN.html#sdocta?
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Although rare diseases affect a limited number of people per disease, collectively they
affect one person in every 17 people within Europe. Obtaining the correct diagnosis is a
long and difficult journey in itself. It takes an average of five years to diagnose a child with
a rare disease. However, even if a disease has been identified, very few medicines are
available, and for many rare diseases there is no pharmaceutical remedy at all. At the time
of the EU’s intervention via the Orphan Regulation, companies generally had limited
interest in developing medicines for rare diseases. They considered it unlikely that the cost
of development would be recovered by selling the product to small numbers of patients at
the ‘normal’ prices envisaged.

Similar problems existed with medicines for children. Many products used for children
were prescribed and administered on the basis of the doctor’s own experience rather than
on the results of clinical research. Moreover, medicines were not available in a
pharmaceutical form suitable for children. Paediatricians had to use medicines authorised
for adults by adapting the dosage, for example by simply crushing adult-size tablets. With
some notable exemptions, such as childhood vaccines — one of the success stories of
modern medicines — companies were often uninterested in investing in paediatric
medicines. This often meant conducting research and development for a small number of
patients, given that children are not a uniform sub-group of patients; different growth and
maturation rates require multi-national trials. Furthermore, as recently as the 1980s,
paediatric clinical trials were stigmatised, it being thought that children should be protected
from participating in medical research.

At the end of the 1990s, the pharmaceutical market was dominated by big companies,
which were often interested in developing ‘blockbusters’ that could be sold in large
volumes to tackle common diseases. By contrast, the costs of research and development
meant that industry was often disinclined to invest in developing remedies for diseases
with small numbers of patients.

The ‘standard’ incentives provided by the general legislative framework for
pharmaceuticals (8 years of data protection, 10 years of market protection and 20 years of
patent protection) were failing in these areas. They were not considered enticing enough.
In other words, they did not ensure a large enough return on investment to make it
worthwhile for companies to develop orphan medicines or to research medicines suitable
for paediatric use. It would be wrong to assume that there were no medicines in these areas
before the relevant legislation was adopted, as some such products did reach the European
market. However, without a specific framework, there was no certainty that such medicines
would be developed for and placed on the EU market. The number of medicines available
was considered insufficient, both in absolute terms and in comparison with other regions.

Member States tried to boost the development and commercialisation of orphan and
paediatric medicines through various national measures, which were not coordinated, and
by funding programmes of research into rare diseases. However, these activities had almost
no success and raised concerns that such scattered attempts could lead to distortions of the
EU internal market.

10



Other regions were more successful. Starting in the 1980s, the US and Japan introduced
specific legislative frameworks to foster the development of medicines to treat rare
diseases or for use in children.

The explanatory memorandum? of the orphan legislative proposal prominently refers to
the success of US legislation, where, over 13 years (1983-1996), 837 products were
awarded the status of orphan drug, 323 were aided by grant programmes, and 152 obtained
marketing approval. Unsurprisingly, therefore, EU orphan legislation shares parts of its
design with the US model. The prospect of obtaining market exclusivity for a given period,
during which companies would recover their investment, seemed at the time to be the best
way of copying the success of the US system.* It was also recognised that market
exclusivity would not be the only major incentive. It would be up to the Community and
the Member States, within their respective spheres of competence, to provide other
incentives for developing medicines for rare diseases. It was thought that the Community
would support research, while Member States would provide tax incentives.*?

As regards remedies for common diseases, it is quite usual for products developed in
another region to find their way to Europe eventually. However, the increase in orphan and
paediatric products in the US did not automatically lead to a similar increase in the EU.
Only some such products were placed on the EU market at the same time.

For orphan medicinal products, this might have been due to the administrative and logistic
costs (authorisation fees, costs of legal representatives and staff responsible for conducting
batch releases, maintenance costs) associated with a marketing authorisation for low-
volume products. Another possible reason was the lack of specific measures to protect such
products from generic competitors in the EU. These factors meant that the business case
for placing such products on the market was not particularly strong. In a survey conducted
for this evaluation, respondents referred to a combination of scientific, financial and
regulatory hurdles as the biggest entry barriers facing developers.:

As regards medicines for children, even where companies had collected data on their use
in children to obtain a marketing authorisation in the US, they had nothing specific to gain
by providing such data to the EU on their own initiative. In many cases, the increase in
sales volume of adult medicines achieved by extending use to children was not very
sizeable, and it had to be balanced against the additional costs of maintaining more
complex marketing authorisations serving different populations.

10" Introduction of the explanatory memorandum to the Commission proposal for the Orphan Regulation
(COM(1998) 450 final).

11 Alternatively, the EU would have needed to rely on ‘free-riding’ of US-approved medicines, which
could have had a negative impact both on the number of orphan products and their timely availability to
EU patients. Moreover, some Member States had considered acting independently at the time, and
therefore EU action was considered necessary to avoid distortion of the internal market in an already
heavily regulated field of medicines.

12 Section ‘Other incentives’ in explanatory memorandum (COM(1998) 450 final).

13 Section 6.1.1 of the 2019 Orphan study report.
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The objectives and main design features of the two regulations

Orphan Regulation

The specific objectives of the Orphan Regulation are to:

e Ensure research and development and the placing on the market of designated orphan
medicinal products (availability) (specific objectives 1 and 2);

e Ensure that patients suffering from rare conditions have the same quality of treatment
as any other patient (accessibility) (specific objective 3).

Products fall under the scope of the Orphan Regulation if they either fulfil the ‘prevalence
criterion’ of no more than 5 in 10,000 people affected by the disease in the EEA or the
‘insufficient return upon investment criterion’, meaning that, without incentives, it is
unlikely that the marketing of the medicinal product in the EU would generate sufficient
return to justify the necessary investment. Furthermore, the condition in question has to be
life-threatening or chronically debilitating. No satisfactory treatment should exist in the
EU, or, if it exists, the product in question should provide a significant benefit'* to patients
affected by that condition in comparison with the existing treatment.'s

The Regulation establishes a two-step EU procedure:

First, a company may request that a product be granted an ‘orphan designation’
by the European Commission, based on a positive opinion adopted by the European
Medicines Agency (hereinafter ‘the Agency’) at any stage of development. An
early orphan designation may allow developers (researchers, SMEs or big pharma
companies) to secure R&D financing, either through the EU research framework
or through a national funding mechanism, and may help attract investors more
easily.’® In addition, an orphan designation may enable a product to receive
dedicated support from the Agency, such as scientific advice (known as protocol
assistance for orphan medicines)'’, before the Agency grants marketing
authorisation.

Once the development is completed, the product can, as a second step, benefit from
an EU-wide marketing authorisation.®® If, at the time of granting the marketing
authorisation, continued compliance with the designation criteria is confirmed, the
product will enjoy a monopoly period of 10 years (‘market exclusivity”)™, which
can be extended to 12 years if a paediatric research and development programme
is completed (see Figure X).2 If the designation is not confirmed, the company will
receive a standard marketing authorisation. (It is noteworthy that US legislation
does not include a check on continued compliance with the designation criteria at
the time of granting a marketing authorisation.) Once the Agency has granted
market exclusivity at the request of a Member State, the monopoly period may be

14 See Avrticle 3(2) of (implementing) Regulation No 847/2000.

15 Article 3(1) sub b of the Orphan Regulation.

16 Article 9(1) of the Orphan Regulation.

17 Protocol assistance offers the sponsor of a designated orphan medicine the possibility of requesting
advice from the Agency on the conduct of tests and trials, as it is a scientific advice for medicinal
products which receives an orphan designation (Article 6 of the EU Orphan Regulation).

18 Regulation 726/2004.

19 See Article 8 of the Orphan Regulation.

20 See Article 37 of the Paediatric Regulation.
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