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rules on medicines for children and rare
diseases
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Introduction

The EU rules on medicines for rare diseases and medicines for children were adopted in 2000 and 2006,
respectively. The rules were designed to improve the treatment options available to 30 million European
patients affected by one of over 6000 rare diseases, as well as for 100 million European children affected
by paediatric diseases. At the time, there were limited or no medicinal products available for treatment of
both groups.

A recent evaluation of the rules showed that they have stimulated research and development of medicines
to treat rare diseases and other conditions affecting children. However, the evaluation also revealed
shortcomings in the current system. The rules have not been effective for stimulating the development of
medicines in areas of unmet needs (e.g. 95% of rare diseases still have no treatment option), and they
have not ensured that the medicines are accessible to all European patients across all Member States.

The rules provide incentives and rewards, and their design can influence business decisions on research
and development for new medicines, as well as whether such investment can be focused in areas of the
greatest need for patients. In addition, the system of incentives can impact market competition and
indirectly influence the availability of and access to those medicines by EU patients.
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Questionnaire on the revision of EU rules for medicines for rare diseases
and children

Q1: The main problems identified in the evaluation of the legislation for medicines for
rare diseases and for children were the following:

® Insufficient development in areas of the greatest needs for patients.

o Unequal availability, delayed access, and often unaffordable treatments for
patients in the EU Member States.

[

Inadequate measures to adopt scientific and technological developments in the
areas of paediatric and rare diseases.

In your opinion, are there any other barriers to the development of treatments for rare
diseases and children?

2000 character(s) maximum

Different decision-making procedures on reimbursement in EU member states hamper access to medicines,
including those approved by the EMA.

Q2: In your opinion, and based on your experience, what has been the additional
impact of COVID-19 on the main problems identified through the evaluation? Is there a
'lesson to be learned' from the pandemic that the EU could apply in relation to
medicines for rare diseases and children?

2000 character(s) maximum

The pandemic has proven that funding for the development of vaccines to overcome COVID 19, and fast
track approval procedures, are not a question of money, but a matter of political determination. This
determination must extend to the development of orphan drugs in the post-pandemic era.

Furthermore, developments that were paused due to the pandemic must be quickly recommenced and
sustainably promoted so that people with rare diseases do not again suffer the consequences of the
pandemic.



Q3: In your opinion, how adequate are the approaches listed below for better
addressing the needs of rare disease patients?

at most 4 answered row(s)

Not at
Very Moderately al
adequate adequate
adequate

When considering whether a particular

medicine is eligible for support, the rarity of

the disease — the total number of cases of a

disease at a specific time, currently less than ¢
5in 10 000 people — forms the main element

of the EU rules on medicines for patients

suffering from rare diseases.

Some diseases occur frequently, but last for

a relatively short period of time (for example,

some rare cancers). These are covered by

the EU rules on medicines for rare diseases

and the principle of rarity. However, because @
many patients acquire such diseases during

a specified, limited period of time, those

diseases should not be considered as rare in

the EU anymore.

Amongst all medicines for rare diseases
which become available to the EU patients,
only those bringing a clear benefit to patients
should be rewarded. Clear rules should apply
to decide if one medicine brings a clear
benefit to patients when compared to any
other available treatment in the EU for a
specific rare disease.

Additional incentives and rewards should

exist for medicines that have the potential to

address the unmet needs of patients with @
rare diseases, for example in areas where no

treatments exist.

Other (please suggest any other criteria/approaches you think might be relevant).

2000 character(s) maximum



The change in prevalence criteria implied in the initial impact assessment is vague and therefore cannot be
assessed conclusively. Changes in definition, or the grouping of similar diseases into one disease family,
must not result in some of the more "common" rare diseases losing orphan status. As they are economically
unattractive for the development of drugs for common diseases due to the low patient numbers, those
affected would remain excluded from medical progress.

It would appear the EU Commission is considering to shift the focus. Incentives such as market exclusivity
should no longer be granted for all drugs for rare diseases, but only for those that cover a previously unmet
medical need (page 6, option 4). Shifting the focus to unmet medical needs only, concerns us.Rare Diseases
with existing therapies could become unattractive for innovation, and patients would be excluded from
medical progress. Instead of an "either - or", we need a " as well as" policy.

Q4: What factors are important to take into consideration when deciding if one
medicine for a rare disease brings more benefits compared with other available
treatments?

2000 character(s) maximum

Decisions on the distribution of resources in the health care system must not be based purely on cost.
Instead, there are ethical decisions that cannot be the sole subject of scientific expertise. There are
differences between the interests of society as a whole and the needs of the individual. This is particularly
applicable to rare diseases. The right of every citizen to have access to appropriate health care must not
take a back seat to the collective benefit of society. In case of rare diseases, patient-relevant factors go
beyond health-related quality of life must be at the heart of benefit assessment. Examples include the
individual adherance ability and the patients' functional ability.

In addition to the assessment of the added benefit, the disadvantages of patients not having access to
innovative therapies must also be considered and compared to the healthy population.

Q5: What do you consider to be an unmet therapeutic need of rare disease patients and
children?
/I Authorised medicines for a particular rare disease or a disease affecting children are not
available, and no other medical treatments are available (e.g. surgery).
Y Treatments are already available, but their efficacy and/or safety is not optimal. For
example, it addresses only symptoms.
Yl Treatments are available, but impose an elevated burden for patients. For example,
frequent visits to the hospital to have the medicine administered.
Yl Treatments are available, but not adapted to all subpopulations. For example, no
adapted doses and/or formulations, like syrups or drops exist for children.

Other (please specify).

2000 character(s) maximum

-The costs of available therapies are not reimbursed.
-The provision of adequate health services and therapies to certain age groups of patients with rare diseases



is not guaranteed.

Q6: Which of the following measures, in your view, would be most effective for
boosting the development of medicines addressing unmet therapeutic need of patients
suffering from a rare disease and/or for children? (1 being the least effective, 10 being
the most effective)

at most 4 answered row(s)

Assistance with Research &
Development (R&D), where
medicines under the
development can benefit
from national and/or EU
funding

Additional scientific support
for the development of
medicines from the European
Medicines Agency

Assistance with authorisation

procedures, such as priority

review of the application from

the European Medicines ?
Agency and/or expedited

approval from the European

Commission

Additional post-authorisation
incentives that complement
or replace the current
incentives and rewards

Do you have other suggestions that would allow the EU to boost the development of specific

medicinal products?

2000 character(s) maximum

Do you see any drawbacks with the approaches above? Please describe.

2000 character(s) maximum
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Our interpretation of the Initial Impact Assessment is the EU Commission intends to both simplify
administrative procedures and speed up authorisation procedures. This is something we welcome.

At the same time, the various UNSPECIFIED ideas on a new incentive system raise more questions than
they provide answers. Even the insinuation of funding restrictions or unclear funding perspectives may
contribute to a decline in developmental research, as a result of which the patients concerned would remain
excluded from medical progress.

Q7: Which of the following options, in your view, could help all EU patients
(irrespective of where they live within the EU) to provide them with better access to
medicines and treatments for rare diseases or children?

Greater availability of alternative treatment options. For instance, by allowing a generic
or biosimilar product to enter the market faster.

Allowing companies that lose commercial interest in a rare disease or children medicine
product to transfer its product to another company, encouraging further development
and market continuity.

For companies to benefit from full support and incentives, products need to be placed
timely on the market within all Member States in need as soon as they received a

marketing authorisation.

Other (please suggest any other solution you think might be relevant).

2000 character(s) maximum

None of the above options help ALL patients in the EU:

A) Generic or biosimilar medicines promote competition and can influence reimbursement decisions.
However, they do not close gaps in care for Rare Disease where there is no available treatment.

B) Ensuring market continuity is important for ensuring continued care for affected patients. In this respect,
new gaps in care are avoided, but no existing ones are closed.

C) Timely marketing in all Member States will only help patients if reimbursement is also granted in all
Member States.

The only way to help all patients in the EU is to lift subsidiarity in favour of a European Health Union with
competencies that can oblige member states to cover the costs of medicines and treatments as soon as they
are approved.

Q8: Most of the medicines for rare diseases are innovative medicines. However, in
some cases, an older, well-known medicine for a common disease can be repurposed
(i.e., using existing licensed medicines for new medical uses) to treat a rare disease. In
your view, what would be the appropriate way to award innovative medicines in cases
where other treatments are available:
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Both new, innovative medicines and well-known medicines repurposed to treat a rare
disease should receive the same reward

New, innovative medicines to treat a rare disease should receive an enhanced reward

® Do not know/cannot answer

Q9: Despite the presence of a dedicated procedure (the Paediatric Use Marketing

Authorisation, PUMA) in the Paediatric Regulation, many older medicines that are

currently used to treat children have only been studied for use within adult

populations, and therefore lack the appropriate dosage or formulation suitable for use
in younger patients. However, the development of medicines that have been adapted

for use in children could also result in a product being more expensive than its adult-
focused counterpart. In your view:

Should the development of appropriate dosage or formulation suitable for children of such
older medicines be stimulated even if their price will be higher than that of the available

alternatives?

? Yes

No

Do not know/cannot answer

Please explain your answer.

2000 character(s) maximum

The development of a child-appropriate formulation or dose should be encouraged, but not to the same
extent as the initial development for use in adults. Duplication of subsidies should be avoided.

How would you suggest stimulating further development of appropriate dosage or formulation
suitable for children of such older medicines?

2000 character(s) maximum

Funding should only be provided for the additional effort involved in expanding the approval for younger
patients.

How can it be ensured that such developed products are reasonably profitable for
companies and also reach patients?

2000 character(s) maximum

Incentives such as market exclusivity should be granted from the date of approval for the respective age
group. For example: A drug is approved for adults in 2020. Market exclusivity lasts 10 years until 2030. In
2025, the same drug is also approved for minors. Market exclusivity for use in minors lasts until 2035.
However from July 2031 there should be no barrier to a generic for adults.
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