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Abstract

Background In recent years, significant advances have been made in the field of rare diseases (RDs). However, there
is a large number of RDs without specific treatment and half of these treatments have public funding in Spain. The
aim of the FINEERR project was to carry out a multidisciplinary strategic discussion on the challenge of funding and
access to RD-targeted drugs in Spain, in order to agree on specific proposals for medium-term improvement and
hence support decision-making in the Spanish National Healthcare System (SNHS).

Results The FINEERR Project was organized around a CORE Advisory Committee, which provided an overview,
agreed on the design and scope of the project, and selected the members within each of four working groups (WG).
Overall, 40 experts discussed and reached a consensus on different relevant aspects, such as conditioning factors for
initial funding and access, evaluation and access to RD-targeted therapies, funding of these therapies, and imple-
mentation of a new funding and access model. From these meetings, 50 proposals were defined and classified by
their level of relevance according to the experts. A descriptive analysis of responses was performed for each proposal.
Thereafter, experts completed another questionnaire where they ranked the 25 most relevant proposals according to
their level of feasibility of being implemented in the SNHS. The most relevant and feasible proposals were to improve:
process of referral of patients with RDs, control over monitoring mechanisms, and communication between health-
care professionals and patients.

Conclusions The FINEERR project may provide a starting point for stakeholders involved in the process of funding
and access to RD-targeted therapies in Spain to provide the necessary resources and implement measures to improve
both the quality of life and life expectancy of patients with RDs.
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Background

In recent decades, there have been substantial advances
in the field of rare diseases (RDs), with an increase
in social awareness, specific legislation approval, an
increase in scientific activity, the exponential develop-
ment of new therapies, and the creation of a community
to give patients a voice and reduce their isolation[1, 2].

The development of European regulations served as a
basis for the Member States to carry out specific meas-
ures to promote orphan medicinal products (OMPs)
for these diseases [3]. This regulation has had a positive
impact, reducing the average access time by 9 months
and increasing the number of OMPs available. It is esti-
mated that between 6 and 18% of the OMPs authorised
since the implementation of the regulation until 2017
could have been the direct result of it [4]. Accordingly,
some countries offer greater flexibility during the evalu-
ation of these drugs (i.e., Germany) [5], while others use
methods specifically designed to evaluate RD-targeted
drugs (i.e., Australia, Scotland and England) [6-8]. In
Spain, the number of authorized OMPs follows a simi-
lar trend to that of the European Medicines Agency [9].
However, only 44% of the medicines authorised in Europe
until 2020 have been effectively marketed in Spain [10].

However, challenges regarding funding and access to
RD-targeted drugs remain [11, 12]. There are currently
between 5000 and 8000 diagnosed RDs, with only 700
having a specific drug [13, 14]. Furthermore, a marketing
authorization does not necessarily mean that the drug
is available or affordable to all Member States and in an
equitable manner.

In Spain, slightly more than half of the OMPs author-
ized by the European Medicines Agency (EMA) are
available to patients with public reimbursement, which
can take up to 2 years [15, 16]. In Spain, price & reim-
bursement are taken on national level, however regions
have increasing influence on the central price decision

Table 1 Members of the CORE Advisory Committee
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through their participation in Pricing Commission [17,
18]. This is, on average, 3—4 months longer than in neigh-
bouring countries such as France and Italy, respectively
[15, 16]. Moreover, the regulatory evidence supporting
orphan drug’s authorization shows substantial uncertain-
ties [19, 20].

In this context, the FINEERR project (Spanish acronym
for Rare Disease Funding) aimed to carry out a multidis-
ciplinary strategic discussion on the challenge posed by
funding and access to RD-therapies in Spain and estab-
lish some proposals for improvement in this area. More
specifically, this project aimed to gather information
from 40 experts to reach a consensus on specific propos-
als to attain mid-term improvements on the matter and
guide decision-making regarding optimal resource allo-
cation for RDs-targeted therapies in the Spanish National
Healthcare System (SNHS).

Methods

The FINEERR project was organised around a CORE
Advisory Committee (Table 1), which provided an over-
view, agreeing on the design and scope of the project, and
help with the selection of members within each of four
working groups (WG): WG1 discussed conditioning fac-
tors for initial funding and access, WG2 evaluation and
access to RD-targeted therapies, WG3 funding of these
therapies, and WG4 implementation of a new funding
and access model (Table 2). WGs discussed and agreed
upon relevant aspects of its specific theme to subse-
quently make proposals for improvement.

The members of the WGs were multidisciplinary, with
different profiles chosen to represent all the stakeholders
involved in the process of funding and access, such us cli-
nicians with different specialties, pharmacists, research-
ers, health law specialists, health economists, health
managers, administrators, and politicians. Moreover,
all the WGs, as well as the CORE Advisory Committee,

Name Position

CORE Advisory Committee
Alba Ancochea Diaz

Outgoing Director of the Spanish Federation of Rare Diseases (Federacicn Esparniola de Enfermedades Raras—FEDER). Member

of the International Rare Disease Research Consortium

Piedad Ferré de la Pefia  Technical Advisor at the Ministry of Health

Olga Delgado Sanchez

President of the Spanish Society of Hospital Pharmacy (Sociedad Espariola de Farmacia Hospitalaria—SEFH). Head of the

Pharmacy Service of Son Espases University Hospital, Palma de Mallorca

Nieves Martin Sobrino
Marta Trapero Bertran
Ignacio Malaga Diéguez

Technical director of Pharmacy of the Castilla y Ledn Health Management Department
Professor and researcher at the Catalonia International University (Universitat Internacional de Catalunya — UIC). Barcelona
Outgoing President of the Spanish Society of Pediatric Neurology (Sociedad Espariola de Neurologia Pedidtrica—SENEP). Head

of the Neuropediatrics Unit at the Asturias Central University Hospital

César Herndndez Garcia

Head of the department of medicines for human use of the Spanish Agency of Medicines and Medical Devices (Agencia

Espanola de Medicamentos y Productos Sanitarios—AEMPS)
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included the participation of a patient representative.
Experts were selected based on their experience in the
field of RDs and for obtaining a representative geographi-
cal sample (9 Autonomous Communities).

The project was led by Weber (Health Economics
Research and Consulting Centre), which was responsible
for the literature review, the organization and coordina-
tion of each expert group, the development and analysis
of diagnostic questionnaires, and the development of the
final project report. The members of the Weber Foun-
dation who participated in the project were health
economists.

The members of each WG were convened for an online
session held between September 2020 and January 2021.
Before each session, the experts in WG1-3 completed an
online questionnaire regarding the situation of RD-tar-
geted therapies in Spain. WG4, with a more political pro-
file, had a different methodological approach, since they
focused on debating and reflecting on the implementa-
tion of a new financing and access model for therapies
aimed at RDs in Spain, based on the recommendations
made throughout the project up to that point. For this
reason, the members of WG4 did not carry out an
explicit diagnosis questionnaire of the current situation.

Experts received a specific pre-reading material based
on a literature review, which included the regulatory
framework, clinical conditioning factors, research, evalu-
ation and funding, follow-up mechanisms, among others.
Both the questionnaire and the pre-reading material were
previously validated by the CORE Advisory Committee.
Moreover, at least one member of the CORE Advisory
Committee participated in each WG, providing the pro-
ject overview in the particular discussion.

The four online sessions were designed as spaces for
multidisciplinary discussion. Each session was organized
in small debate groups (3—4 people) to discuss relevant
aspects of RD-targeted therapies in Spain, with the aim
of sharing thoughts and proposing recommendations for
improvement in each area. Sessions were concluded by
sharing recommendations with all FINEERR experts to
further refine, complete, and validate them.

A list of 50 recommendations for action, grouped into
9 specific areas, was obtained from the 4 online sessions.
These were ordered according to the mean and standard
deviation of the scores obtained from an online question-
naire, where experts of the CORE Advisory Committee
and WG1-3 were asked to rate each recommendation on
a scale of 0 (not relevant at all) to 10 (very relevant) and
provide a reason for such score. Finally, to identify the
most relevant and feasible recommendations for action,
all experts ranked the 25 most relevant identified recom-
mendations using another questionnaire where they were
asked to classify each recommendation as having high
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or low feasibility of implementation in the SNHS and
to consider the barriers to their implementation. Weber
performed a descriptive analysis of this second question-
naire, translating the results into diagrams by thematic
area.

Results

Aspects relevant to the funding and access to RD-targeted

therapies: literature review

General regulatory framework: incentives at a European level
In 2000, the European Commission approved a specific
regulation for the promotion of RD-targeted therapies
through the enactment of Regulation No. 141/2000 [21]
and Regulation No. 1901/2006 [4]. The European Union
(EU) currently defines an orphan drug as a therapy that
meets the following criteria [13]: I) intended for the
diagnosis, prevention or treatment of a life-threatening
or chronically debilitating condition affecting not more
than five in 10 thousand persons in the Community when
the application is made, or intended for a condition that
without incentives it is unlikely that the marketing of the
medicinal product would generate sufficient return to
justify the necessary investment; and II) there exists no
satisfactory method of diagnosis, prevention or treat-
ment of the condition in question that has been author-
ised in the EU or, if such method exists, the medicinal
product will be of significant benefit to those affected by
that condition.

A drug meeting these requirements would benefit
from a series of advantages, including scientific advice at
a reduced cost, additional administrative assistance for
small and medium-sized enterprises (SMEs), and addi-
tional R+ D funding, among others [22].

Clinical conditioning factors

Diagnosis is the first barrier faced by patients suffering
from a RD, the main cause being a lack of knowledge, and
having a physical, psychological, and emotional impact
[23]. In Spain, it has been estimated that 7.6% of patients
with a RD have a non-definitive diagnosis and that 3.2%
have not been diagnosed [23]. These problems with diag-
nosis may stem from lack of knowledge about rare dis-
eases, lack of academic education and lack of information
pointed out by both primary care physicians and spe-
cialists [24]. An accurate diagnosis benefits patients by
improving prognosis, reducing isolation, or enhancing
socio-sanitary care, among others [25].

Another important aspect of access to RD-targeted
therapies is the correct management of patient care,
which requires a care network that covers all the neces-
sary social and healthcare processes. Accordingly, Spain
has a National Strategy on RDs and several regional
strategic plans which aim to improve the prevention,
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diagnosis, and care of people with RDs, as well as other
initiatives that directly affect RDs [26—29]. Likewise, the
SNHS centers, services, and reference units (CSUR) are
key in the care of people with RDs [30]. There are cur-
rently 279 CSURs in Spain associated with 70 different
diseases (many of them RDs), in 13 out of 17 Autono-
mous Communities.

Criteria for funding RD-targeted therapies

OMDPs are centrally authorized by the EMA. Thereafter,
public funding in each country is decided by the mem-
ber states, based on different criteria and procedures. In
Spain, RD-targeted therapies follow the same funding
and access procedure as other drugs do. These are clini-
cally and economically evaluated through therapeutic
positioning reports (TPR), whose governance process has
been recently improved [31].

When it comes to making a decision on funding RD-
targeted therapies, three types of criteria are usually
considered: clinical criteria, including the absence of
alternative therapies, the severity of the disease, and the
possibility of changing the course of the disease; eco-
nomic criteria including the budget impact, opportu-
nity costs, or the sustainability of the healthcare system;
and humanistic criteria, which are based on concepts of
equity, justice, and the Rule of Rescue or moral impera-
tive to save a life that is in imminent danger, as a type of
solidarity [32].

In Spain, the law establishes that funding drugs through
the SNHS is possible on account of criteria such as: the
severity, duration, and impact of the disease; individ-
ual group needs; the therapeutic and social value of the
drug and its clinical benefit; the rationalization of public
spending and budget impact; the existence of therapeu-
tic alternatives; and the degree of innovation of the drug.
Some of these criteria would particularly affect patients
suffering from RD [33].

The role of patients and patient associations

Including patients and patient associations may generate
a positive impact, improving knowledge and risk percep-
tion accuracy for each disease, facilitating the selection of
options in accordance with patient values, and minimiz-
ing conflicting sensations generated during the process
[34]. In this respect, projects actively involving patients
in the decision-making process have proliferated in
recent years.

For example, three representatives of RD patient asso-
ciations were recently included in the OMP Committee
of the EMA, which is responsible for the designation of
orphan drugs, advising on the development and imple-
mentation of an orphan drug policy in the EU, and the
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development of detailed guidelines related to these drugs
[4].

Meanwhile, different RD patient associations seek to
improve the quality of life of patients by creating net-
works to share experiences, improving research and
knowledge on RDs, and being key in the development
of policies and strategies at a European level (e.g., Rare
Diseases Europe—EURODIS) or at a national level (e.g.,
Spanish Federation on Rare Diseases—FEDER) [35, 36].

Diagnostic on the current situation

According to the results of the questionnaires, 57% of the
experts in the CORE Advisory Committee believe there
is room for improvement in the current system of incen-
tives for the development of RD-targeted therapies, while
29% believe the system is appropriate, and 14% believe it
is insufficient. Looking into the future, 57% believe that
the current situation will not change, and 43% believe
it will improve given advances in R+D regarding new
drugs. None of the experts believes that the situation will
get worse (Fig. 1).

Regarding the development of new RD therapies,
experts consider up to 6 different obstacles: lack of incen-
tives for companies to invest (22%), poor public—private
collaboration (22%), a combination of several aspects that
range from trial design to incentives demanded by com-
panies that are non-sustainable for the healthcare sys-
tem or lack of knowledge about the disease (22%), lack of
financial resources (11%), lack of drug profitability (11%)
and uncertainty in marketing conditions (11%) (Fig. 2).

When the experts were asked about their degree of
agreement with several issues regarding the regulation of
RD therapies and their approach in Spain, most experts
agreed there is a need for a specific regulation to stimu-
late their development. Meanwhile, there is also a need
to enhance the multidisciplinary approach, improve the
training of healthcare professionals, and reach a consen-
sus on the use of RD therapies in special situations and
for each particular case. However, no clear consensus was
reached on increasing the number of reference centers
nor on the National Strategy on RDs being sufficient to
promote the development of these therapies (Fig. 3).

Regarding the economic evaluation of RD-targeted
therapies from a social perspective, most experts agreed
the patient should be more involved in the evaluation
process (mean: 8.2). Moreover, some of them believed
the willingness-to-pay threshold should be higher for
RD-targeted therapies than for those of more prevalent
diseases (7.8), but there was no firm agreement on that.
Some experts questioned the validity of current eco-
nomic evaluation models evaluating RD-targeted thera-
pies in Spain (5.0).
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Insuficient to
incentivise RD
pharmaceuticals

Current
incentive
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Fig. 1 Diagnosis of the current incentives system and the future of OMPs in Spain (n=7)

Combination of several factors

Marketing uncertainty

Drug cost-effectiveness

Fig. 2 Main problems for the development of new RD drugs (n=9)

The experts believed the main challenge for funding
RD-targeted therapies is the uncertainty in terms of out-
comes and the number of patients (43%). However, other
obstacles such as the lack of specific criteria for decision-
making (29%) or the availability of financial resources
(14%) are also considered a priority.

Regarding the current pricing and funding times for
RD-targeted therapies in Spain, most experts believe
they are too long, and important bottlenecks should be
addressed (47%), while others believe efforts should be
made to reduce them (41%), yet 12% consider them rea-
sonable, given the circumstances.

Analysis of proposals
Relevance of proposals
The 50 proposals for improvement that emerged from the
WG discussions were grouped into 9 areas: research (7
proposals), socio-sanitary care (6), access improvement
(10), evaluation (4), transparency (4), patients (4), price
and funding (4), funding methods (5), and monitoring
mechanisms (6).

Overall, the most relevant proposal was to digitalize
networks and access to international registries, obtaining

Lack of financial resources

Lack of incentives for companies
to investin them

Scarce public-private collaboration

a score of 8.59 out of 10, followed by the proposal to col-
lect specific data on OMPs (8.53) and standardize diag-
nostic procedures between Autonomous Communities
(8.47) (Fig. 4).

Conversely, of the 25 most relevant proposals, the
three with the lowest score were to search for alterna-
tive funding models, achieve greater transparency when
it comes to setting a price, and establish a specific pro-
cess to access RD-targeted therapies, obtaining an aver-
age score of 7.97, 7.94, and 7.84, respectively (Fig. 4). It is
noteworthy that 4 of the 10 most relevant measures were
under the monitoring mechanisms area (i.e., to digitalize
networks, collect specific data on OMPs, create a single
national registry, and control monitoring mechanisms).
Moreover, 3 measures in the top 10 were under the socio-
sanitary care area (i.e., to standardize diagnostic proce-
dures between Autonomous Communities, improve the
process of referral to and from CSURs, and establish
national standards of socio-sanitary care). A full defini-
tion of the 25 most relevant recommendations has been
provided in the “Appendix 1” section.

Regarding the level of consensus among experts, of
the 25 most relevant proposals, those with the greatest
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There is a need for a specific regulation that stimulates the development of RD-
targeted therapies (9.2)

There is a need to enhance the multidisciplinary approach (9.2)
The training of healthcare professionals on RDs should be improved (9.1)

A consensus on the use of drugs in special situations (pharmaceutical compounding,
compassionate or off-label), and for each particular case, should be reached (9.0)

The referral of patients between Autonomous Communities should be better ©
coordinated (8.3)

Patient involvement in the approach to their treatment should be further @
enhanced (8.2)
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targeted therapies at a national level (3.9)

Fig. 3 Diagnosis of the legislation and approach to RDs in Spain (n=9). Rate each item on a 0-10 scale

consensus (lower standard deviation) were to establish
the systematic introduction of funding mechanisms (SD:
1.11), validate specific PROMs/PREMs scales by disease
(SD: 1.24), and digitalize networks (SD: 1.27). Conversely,
those with the lowest consensus were to achieve greater
transparency when it comes to setting a price (SD: 2.11),
establish a specific process to access RD-targeted thera-
pies (SD: 2.08), and create a data manager role (SD: 2.04)
(Fig. 4).

Moreover, the areas with the greatest number of pro-
posals in the top 25 were those associated with socio-
sanitary care and monitoring mechanisms, with five
proposals for improvement each (Fig. 5).

Feasibility of inplementing proposals

Regarding the feasibility of implementing the 25 most
relevant proposals as rated by the FINEERR experts,
the most feasible was to promote greater communica-
tion between healthcare professionals and patients, given
that 97.5% considered this measure highly feasible. Other
highly feasible proposals were to implement the compul-
sory publication of TPRs (among the 10 most relevant
proposals) and implement prompt patient recruitment
mechanisms for clinical trials.

In contrast, only 25% of the experts considered the pro-
posal to create a national political agreement feasible,
given the political situation in Spain. In this regard, some
experts believe that access decisions should not be politi-
cal, but technical, and based on guarantees of quality,
efficacy, safety, and sustainability, under charity, distribu-
tive justice, and equity criteria. Moreover, the proposal
to improve the concession and funding of CSURs was
considered highly feasible by only 32.5% of experts, given
the decentralization of competencies between Autono-
mous Communities in Spain, and to establish national
standards of socio-sanitary care by only 40%, given that
resources exceed the capacity of the healthcare system
itself.

Experts with political profile (WG4) also considered
that the most feasible measure was the improvement in
the professional-patient communication, followed by
data monitoring (single registry, national platform for
consultation, data manager and specific collection for
RDs). On the contrary, the least feasible measured would
be the application of alternative financing models not
linked to sales or cost, where they largely disagree with
the rest of WGs. Half of the experts of WG4 believe that
it is relatively feasible to reach a political agreement at
the national level.
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25. To digitalise networks and access to international registries

23. To collect specific data on RD-targeted drugs

4. To standardize diagnostic procedures between Autonomous Communities

11. To perform a dynamic clinical and economic re-evaluation
13. To implement the compulsory publication of TPRs

5. To improve the process of referral to and from CSURs

8. To establish national standards of socio-sanitary care, beyond specific treatments

22. To create a single national registry

21. To control monitoring mechanisms

16. To create a national digital platform for consultation
3. To promote public-private partnerships in research

19. To establish the systematic introduction of funding mechanisms
for these therapies

6. To improve the concession and funding of CSURs
17. To validate specific PROM/PREM scales by disease

18. To promote greater communication between healthcare
professionals and patients

12. To implement the obligation to report the methodology of evaluation and

access to RD-targeted therapies, along with associated timelines
24. To create a data manager role
1. To promote RD research
7. To increase the introduction of CSURs in European networks
9. To create a national political agreement

15. To increase patient representation and participation
in evaluation committees

2. To implement prompt patient recruitment mechanisms
for clinical trials

20. To search for alternative funding models, unlike sales/costs
14. To achieve greater transparency when it comes to setting a price
10. To establish a specific process to access RD-targeted

therapies
Fig. 4 The 25 most relevant proposals for action as rated by experts

The analysis by areas showed that all proposals in the
patient area obtained the highest mean feasibility score,
while their mean relevance score was moderate. Moreo-
ver, the research and transparency areas also included
highly feasible proposals. Conversely, the least feasi-
ble proposals were within the access improvement and
socio-sanitary care areas (Fig. 5).

The analysis of the 25 most relevant proposals by
relevance and feasibility combined showed that the
most relevant and feasible proposals were to imple-
ment the compulsory publication of TPRs to guarantee
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transparency (relevance: 8.47; feasibility: 80.0%)%;

improve the process of referral to and from CSURs to
enhance the quality and equity if the healthcare system
(relevance: 8.47; feasibility: 77.5%); control monitoring
mechanisms, determining real-world data that should be
collected and their use (relevance: 8.38; feasibility: 67.5%);
and promote greater communication between healthcare
professionals and patients to increase understanding on
the matter (relevance: 8.09; feasibility: 97.5%).

L1t is worth noting that the TPR’s consolidation plan, approved in parallel
of this FINEERR study, already considers the mandatory publication of these
reports.
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W AREA 4: Evaluation Autonomous Communities 16. To create a national digital platform for consultation
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9. To create a national political agreement costs
10. To establish a specific process to access RD-targeted | 21+ To control monitoring mechanisms
therapies 22. To create a single national registry
11. To perform a dynamic clinical and economic re- 23. To collect specific data on RD-targeted drugs
evaluation 24. To create a data manager role
12.To implement the obligation to report the methodology | 95 1o digitalise networks and access to international
of evaluation and access to RD-targeted therapies, registries
along with associated timelines

Fig. 5 The 25 proposals according to relevance and feasibility level, by areas

Discussion

The FINEERR project was conceived as a space for stra-
tegic debate on the currently relevant challenge of fund-
ing and access to RD-targeted therapies in Spain. The
multidisciplinary nature of the WGs provided a multi-
dimensional approach to the matter, integrating micro-,

meso-, and macro-level views from 40 different experts.
These experts contributed with their experience, vision,
and training, to the analysis of the problem, discussion of
obstacles and triggers for change, and specific proposals
to improve funding and access to RD-targeted therapies
in the SNHS.
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The proposals that stand out for their relevance are
those focused on improving the digitalization of the sys-
tem and the dynamic re-evaluation of medicines, the
standardization of processes to achieve greater territorial
equity (i.e., diagnosis, referral, healthcare, socio-sanitary
care, and treatment access), the transparency of decision-
making processes, enabling funding and access to OMPs,
and making TPR methods and timings public.

This is, however, a very complex issue with multiple
factors and stakeholders involved at different levels. Most
proposals require political will and the elimination of
reservations and barriers to implement them. They also
need efforts by the pharmaceutical industry in terms of
transparency. Moreover, general changes in the system
would benefit RD therapies in most cases, yet sometimes
specific actions are necessary. A sign of optimism for
change is that the experts conforming WG4, with a polit-
ical profile, consider it relatively feasible to reach a politi-
cal agreement at the national level to improve access to
OMDPs.

Other studies have also collected a series of propos-
als in the field of RDs, such as the one published by the
Expert Group on Rare Diseases of the European Com-
mission in 2016. This document urged member coun-
tries to take measures which have also been proposed
in the present study such as to promote the exchange of
information between patients and healthcare profession-
als or include specialized centers in European Reference
Networks on Rare Diseases [37]. Another noteworthy
document, signed by more than 70 organizations, sci-
entific societies, patient associations, foundations, and
pharmaceutical industries in 2017, included 11 propos-
als for improvement in the field of RDs in Spain. Some of
these proposals were also obtained in the FINEERR pro-
ject, such as to implement a comprehensive care model,
standardize diagnosis between Autonomous Communi-
ties, or promote research on RD-targeted therapies [38].

Nevertheless, the FINEERR project takes a more tech-
nically detailed approach and broadens the scope of the
analysis, including economic aspects, and proposals for
improvement that include not only management-based
proposals or clinical proposals aiming to improve diag-
nosis or assistance, but also proposals aiming to improve
funding and access to RD-targeted therapies (i.e., to per-
form a dynamic clinical and economic re-evaluation, col-
lect specific data on OMPs, or digitalize networks and
access to international registries).

The time is right for change, as 20 years have passed since
the specific regulation to promote OMPs was implemented
in Europe and the current transition towards reformulating
incentives at an EU level [39]. Some of the problems iden-
tified in our study on the development of new drugs for
rare diseases, such as lack of incentives for companies to
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invest on them or the scarce public—private collaboration,
could serve as a starting point for European policy makers
on a reform of access to orphan drugs. In addition to this,
there are other trends of change towards greater precision
and costs of treatment and a greater digitalization of the
healthcare system [40, 41]. Taken together, and in the con-
text of the biggest economic, social, and healthcare crisis of
the last century, largely due to the COVID-19 pandemic, a
change is deemed necessary. Accordingly, we must identify
bottlenecks and learn from good practices at national and
international levels to optimize the healthcare system in
terms of efficiency, equity, and sustainability.

Several limitations should be considered when inter-
preting the results of this study. First, results are based
on the opinions of a group of participants, which can be
biased by their own experience and human nature itself.
Nevertheless, participants were up to date on the state of
funding and access to RD-targeted therapies in Spain and
had a broad professional background. Second, a conveni-
ence sample of experts was selected for this study, and the
small sample size (n=40) may not be representative of the
overall problem. Furthermore, the experts were given the
option to provide a justification for each of the question-
naire scores. In addition, this project has mainly focused on
the prevention, diagnosis and treatment of rare diseases,
without considering other potential relevant strategies
such as surgery, radiation, diet, devices, etc. Finally, given
the time period of the study (the year 2020-2021) the latest
regulatory and administrative developments in Spain were
not accounted for (i.e., the compulsory publication of TPRs
has already been implemented [31]).

Conclusion

The FINEERR project may provide a starting point for
stakeholders involved in the process of funding and
access to RD-targeted therapies to provide the necessary
resources and implement measures to improve both the
quality of life and life expectancy of patients with RDs.

A coordinated effort is required from the different stake-
holders, including the pharmaceutical industry, with clear
leadership of healthcare authorities, to allow the overall
healthcare system to meet the technical, political, eco-
nomic, and social challenges ahead. Future studies should
explore this issue further to assess how best to implement
these recommendations over time.

Appendix 1: Full definitions of the 25 most relevant
recommendations

1. To promote RD research. This proposal aims to
improve the structure of the framework of research
incentives offered by the member states. Research
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on the development of new molecules, compounds,
and advanced therapies (with drug repositioning)
should be promoted to a greater extent. Moreover,
research centers should be encouraged to carry out
research on RD-targeted therapies, allocating more
funds to improve and motivate RD research.

To implement prompt patient recruitment mecha-
nisms for clinical trials. Good practices used in
several hospitals should be implemented for the
prompt recruitment of patients in clinical trials at a
national level. This would place Spain as an impor-
tant RD research center in Europe.

To promote public—private partnerships in research.
Co-development models should be promoted
largely, with the Administration participating from
the early stages in the design of clinical trials (simi-
lar to the current development of vaccines against
COVID-19).

To standardize diagnostic procedures between
Autonomous Communities. This proposal aims to
design and coordinate procedures of patient refer-
ral between centers at a national level. Moreover,
it aims to implement a uniform screening system
between Autonomous Communities, neonatal-
based at first and population-based in the fore-
seeable future. This screening would be selective,
focusing on diseases with evidence that prompt
treatment associated with early detection can
change the course of the disease. Moreover, the
standardization of the screening procedure should
be at a national and European level. A more coher-
ent framework for neonatal screening and detec-
tion is needed to allow a prompt diagnosis.

To improve the process of referral to and from
CSURs. Administrative procedures that delay refer-
rals should be reduced. Moreover, more informa-
tion should be provided for patients and healthcare
professionals such that referral times are mini-
mized.

To improve the concession and funding of CSURSs.
This proposal aims to determine an appropriate
CSUR policy that is not based on defining evalua-
tion criteria. A plan for the distribution and defi-
nition of the needs that should be met by CSURs
would be desirable, including the designation
of new centers on a competitive basis and not so
much at the proposal of the Autonomous Commu-
nities. Moreover, a territorial equity factor should
also be included. This would apply to both new
CSURs and new CSUR categories.

To increase the introduction of CSURs in European
networks. This proposal aims to introduce more
CSURs in European Reference Networks to take

10.

11.

12.

13.
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advantage of the knowledge generated and improve
treatments in the field of RDs, where the variabil-
ity of a small number of cases hampers healthcare
assistance.

To establish national standards of socio-sanitary
care, beyond specific treatments. This proposal aims
to set standards of care at a national level regarding
caregiving, rehabilitation, psychological assistance,
and other socio-sanitary care needs of patients
with RDs, beyond the pharmaceutical treatment.
To create a national political agreement. Given
the relevance of proposals and to improve access
in the field of RDs, a national agreement between
all political parties would be desirable, beginning
with those proposals achieving a greater consensus.
Moreover, an agreement between stakeholders is
also necessary to improve patient-access to thera-
pies.

To establish a specific process to access RD-targeted
therapies. The aim of this proposal was to estab-
lish a specific procedure for the prompt access to
RD-targeted therapies that would guarantee a fast-
track for potentially very innovative therapies and
diseases with important unmet needs (i.e., not nec-
essarily for all OMPs). This fast-track should make
repositioning and evaluation of better therapeutic
options possible. Moreover, representatives of all
stakeholders involved should reach a consensus on
the matter.

To perform a dynamic clinical and economic re-
evaluation. This proposal aims to promote the
dynamic re-evaluation of innovation based on
new information, which is especially relevant
when uncertainty is high. Data collection should
be designed according to the type of uncertainty
(clinical or economic) as well as the most appro-
priate outcome-based funding model. To do so,
adequate data-collection procedures on benefits,
safety, direct and indirect costs, and budget impact
should be promoted to treat the greatest number of
diseases and patients possible.

To implement the obligation to report the methodol-
ogy of evaluation and access to RD-targeted thera-
pies, along with associated timelines. This proposal
aims to improve the transparency of pharmaco-
therapeutic commissions regarding evaluation
times and procedures, at hospital and Autonomous
Community levels, to improve the access to OMPs
at healthcare centers.

To implement the compulsory publication of TPRs.
The publication of TPR should be compulsory from
the moment it is carried out.
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14.

15.

16.

17.

18.

19.

20.

To achieve greater transparency when it comes
to setting a price. This proposal aims to improve
transparency in setting drug prices in terms of
how the price is set and the contribution of pub-
lic research to the development of new drugs. This
transparency should be provided both by the phar-
maceutical industry (i.e., disclosing the costs of
drug research and the manufacturing process), and
by the administrations (i.e., disclosing price-setting
factors).

To increase patient representation and participa-
tion in evaluation committees. The representation
of patients in drug evaluation committees include
patients affected by the disease and patients as a
community, providing a more neutral view from a
societal perspective. Moreover, this proposal aims
to promote and involve patients within these com-
mittees, as they are especially aware of the impact
of RDs on quality of life. To this end, patient edu-
cation is very important. The evaluation should be
carried out by independent experts, without con-
flicts of interest beyond the fact that the opinion of
patients should be taken into account.

To create a national digital platform for consulta-
tion. This proposal aims to improve the informa-
tion that patients receive in the field of RD. To do
s0, the creation of a national digital platform with
information on RDs and available CSURs is sug-
gested.

To validate specific PROM/PREM scales by disease.
This proposal aims to design and validate RD-spe-
cific PROMs/PREMs scales in our country, with
relevant and direct inputs from patients.

To promote greater communication between health-
care professionals and patients. This proposal
aims to improve the communication between RD
experts and patients in both directions. To do so,
the promotion of open days or monographic days
on RDs is suggested.

To establish the systematic introduction of funding
mechanisms for these therapies. This proposal aims
to automatically link every RD-targeted therapy
to a funding mechanism (e.g., risk-sharing agree-
ments, agreements based on health outcomes,
expenditure ceilings, etc.). A requirement satisfac-
tion guide could be established to screen therapies
for the use of one funding mechanism or another.
Moreover, this screening mechanism would use
inputs such as outcome uncertainty and lack of
responder identification, among others.

To search for alternative funding models, unlike
sales/costs. Alternative funding mechanisms for
RD-targeted therapies should be explored and
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implemented (e.g., financing mechanisms used for
antibiotics against multidrug-resistant germs). The
return on investment would be more closely linked
to a series of payment models for reaching certain
milestones, and a flat fee for having the therapy
available and not for the sales/use of this therapy
(availability subscription model). Hybrid systems
could also be considered.

21. To control monitoring mechanisms. This proposal
aims to advance the control model of monitoring
mechanisms. This model should determine which
real-world data should be collected and its use,
considering the cost of opportunity in terms of
resources and time. The roles, policies, and meas-
ures should be specified from the start to make an
efficient use of monitoring mechanisms.

22. To create a single national registry. This proposal
aims to advance in the implementation of an effec-
tive single national registry based on the one devel-
oped by the Carlos III Research Institute. This reg-
istry should be publicly funded and supported by
regional registries providing standardized and well-
defined healthcare data and criteria. The extended
use of Valtermed? platform is suggested.

23. To collect specific data on RD-targeted drugs. Data
from routine clinical practice should be collected,
as well as other information reported directly by
patients. Information on direct and indirect costs
and quality of life measures of patients and their
caregivers should also be stored. In addition, infor-
mation to aid research and re-evaluation of thera-
pies should be collected. Data should be compatible
with Big Data (structured information), involving
statistical data analysis or knowledge engineering
experts.

24. To create a data manager role. This proposal
aims to standardize the data manager role in each
healthcare center of the SNHS, to improve treat-
ment and data administration, relieving physicians
of administrative tasks.

25. To digitalize networks and access to international
registries. The necessary connections must be
established to be able to share information at a
national and international level. According to the
European pharmaceutical strategy, the interoper-
ability between national and European registries

2 Valtermed (Spanish abbreviation of the Information System to determine
the Therapeutic Value in Real Clinical Practice of Medicines with High Health
and Economic Impact in the NHS), is a registry system designed to collect
real-world clinical data through a web-based tool to reduce the uncertainty
associated with new therapies and the benefit observed in clinical practice.
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is essential. The national registry should move
beyond the regional and national level and be
included in the European platform of RD registries.

Abbreviations

CSUR SNHS centres, services, and reference units
EMA European Medicines Agency

EU European Union

FINEERR  Spanish acronym for Rare Disease Funding
OPM Orphan Medicinal Product
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SME Small and medium-sized enterprise
SNHS Spanish National Healthcare System
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