lLightning
Health

Stringfellow N*, Wynne T!
HLightning Health, London

Introduction

The reform of the EU pharmaceutical legislation, announced in April 2023, is the largest reform in over 20
years and aims to make medicines more available, accessible and affordable across the EU.! One major
challenge it aims to address is that, even once a medicine is authorised in the EU, it will not always reach
patients in all Member States in a timely and equitable manner. To address this, the reform plans to create
a single market for medicines by moving away from a ‘one-size-fits-all’ regulatory framework and towards
an incentives framework for innovation. It is proposed that new medicines will receive a minimum period
of regulatory protection of eight years that can be extended through adherence to specific criteria. This
iIncludes up to an additional two years of market exclusivity for products launched in all Member States
within two years of EMA approval (three years for SMEs).? Recent data shows that as little as 12.5% of
medicines centrally approved between 2018 and 2021 are available in some Member States, and there is
a mean time from central approval to availability of >3.5 years in others.? The implications of the proposed
reforms in terms of launch timelines, assessment requirements and equitable access to medicines (in
particular ATMPs) across Member States is an area of high uncertainty, which has been investigated
further through this research.

Objective

This study explored HTA representative and payer perceptions of the proposed legislation, focusing on
Implementation in Member States where patient access to new medicines is currently more limited.

Method

A one-week online research programme utilising the Lightning Insights Platform was conducted with
seven former HTA representatives. EU countries were classified as follows:?

1. A'lower than average rate of pharmaceutical availability during the period 2018-2021 (Hungary,
Croatia, Slovakia), and/or,

2. Longer than average delays from EMA approval to availability of pharmaceuticals during the period
2018-2021 (Portugal, Romania, Poland, Greece)

Stakeholders provided insights into the current challenges with the evaluation of new medicines in their
country, the impact of the proposed reform of the pharmaceutical legislation, and how this may affect
access to ATMPs.

Results

Overall, stakeholders welcomed the principle of increased equity in access to new medicines, but highlighted
some key challenges regarding the evaluation of new medicines in their country (Table 1).

Table 1. Current limitations of HTA procedures across scope countries

Key

Detalils

challenges

Capacity e A lack of HTA capacity was a common theme across countries

e Regular changes in the composition of the HTA bodies can exacerbate challenges with
capacity (e.g., Greece)

e Capacity constraints within Government Ministries are reported as a reason for delayed P&R
negotiations (e.g., Slovakia)

Lack of HTA
maturity

e | ack of early engagement with manufacturers can impact timelines for evaluation

e | ess mature HTA bodies may have less experience with the evaluation of complex
therapies with high levels of uncertainty (e.g., ATMPs)

e | imited resources for complex health economic evaluation can restrict the assessment of
cost-effectiveness and affordability for healthcare systems

e | imited collaboration with other governmental bodies can restrict access to data needed
to inform decision making on patient access for new medicines

Economic
restraints

e HTA capacity is consistently limited by available funding and resources
e The ability of new therapies to demonstrate cost-effectivess is highly challenging in
countries where budget constraints result in a low threshold

e | ess mature HTA bodies may lack experience in implementing outcomes based MEAs (or
lack the infrastructure to collect the required data for operating such schemes)

86% of stakeholders perceived the impact of the proposed reform of the EU pharmaceutical legislation to

be positive in their country (Figure 1). The main benefit was attributed to a potential reduction in market
exclusivity of new medicines leading to the faster entry of generics and biosimilars. This would ultimately lead
to more competition and a faster reduction in prices following patent expiry. Stakeholders also noted that
SMEs that supply specialised therapies for rare diseases would have a greater incentive to launch in smaller
Member States. This could support improved alignment of the commercial incentives for the manufacturer,
with the ethical imperative for equitable patient access to new medicines.

Figure 1. Stakeholder perception on the likely impact of the reform of the EU pharmaceutical legislation
on their country
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The reform of the EU pharmaceutical legislation represents a crucial step forward in addressing
multiple pressing challenges facing the pharmaceutical sector. [t demonstrates a commitment to
fostering innovation by creating an environment conducive to research and the rapid development of
medicines.
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Although most stakeholders across countries perceived the reform as beneficial, a number of concerns were
raised. The primary concern was the possible reduced willingness of companies to offer lower net prices

In Member States with lower GDP per capita, if having to launch within two years of EMA approval. This
could lead to products not being considered cost-effective and therefore reducing patient access through
negative reimbursement decisions. Most stakeholders also noted that in countries with less mature HTA
processes, any significant increase in the volume of P&R applications could result in capacity constraints
and administrative delays. Although this could be somewhat mitigated through the new European Joint
Clinical Assessment process, it is likely that countries will face a “lag period”, during which HTA procedures
will require further reform.

One option in the proposed reform is the right for Member States to waive the requirement for a
manufacturer to launch a product in their country, whilst still allowing the manutacturer to gain the maximum
regulatory protection.? This may be suitable for a Member State should they be unable to perform HTA in a
timely fashion. Of the scope countries, only stakeholders from Portugal and Slovakia expected that the formal
requirement to launch could be waived for specific medicines (Figure 2). Most other stakeholders expected
that although assessment capacity may be short-term challenge, this is likely to be addressed through futher
initiatives to increase the number of HTA specialists. Overall, 57% of stakeholders considered it unlikely or
highly unlikely that their country would waive the formal requirement for a product to launch.

Figure 2. Stakeholder perception on the likelihood of their HTA body to waive the launch requirement due
to capacity/timeline issues
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’ HTA lacks transparency and decisions are not well argued. Therefore, there is little risk of a reduction
” in quality caused by issues around capacity that would give reason for the agency to waive the
requirement to launch.
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Across the countries surveyed, 57% of respondents reported cases where ATMPs were not made available
in their country within two years of EMA approval. In order to address the clinical and ethical challenges this
presents, alternative systems have been developed to support patient access to non-reimbursed ATMPs
(Figure 3).

Figure 3. Member State level systems to provide alternative access to non-reimbursed ATMPs, where
considered necessary
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In Poland, Portugal and Romania, stakeholders expected the proposed reform to improve access to ATMPs
(Figure 4). This was attributed to two main features of the reform. Firstly, the European Health Data Space?
will provide equal access to high quality real-world health data, and will help with the ongoing evaluation

of the effectiveness of these therapies. Secondly, the proposed increased transparency regarding public
funding for clinical trials is expected to be leveraged within Member State pricing negotiations. Conversely,
payers in Croatia, Greece and Slovakia were uncertain as to the value of the reform on improving access to
ATMPs, and the Hungarian respondent deemed it highly unlikely to improve patient access.

Figure 4. Stakeholder perception on the likelihood of the reform of the pharmaceutical legislation to
iImprove access to ATMPs in their country
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The primary reason for the proposed reform potentially failing to improve access to ATMPs relates to the
fact that current delays in reimbursement are largely related to affordability, rather than a reluctance for
manufacturers to launch. Possible actions to address this include increased use of innovative payment
models (e.g., outcome based risk sharing agreements), introduction of specific European funds for access
to iInnovative medicines, and policy incentives to encourage an expansion of clinical trials for ATMPs across
Europe.

Conclusion

Although the proposed reform of the EU pharmaceutical legislation is recognised as an important

step towards increasing equity in patient access to new medicines in Europe, the impact is likely

to be limited due to disparities in affordability between Member States. In this context, a holistic
understanding of the practical barriers to patient access at the Member State level, alongside
appropriate incentives for manufacturers to pursue equitable launch timelines for innovative therapies
across Member States will be highly important. Throughout this process, the critical question underlying
any proposed action is whether this supports the clinical development of innovative therapies in Europe,
and equitable, sustainable patient access following regulatory approval.
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