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product or other specific metabolite that is primarily indicative of a
specific genetic change».

It is estimated that tests are currently available for more than 1000
genetic diseases. Nevertheless, their clinical use has been limited for
several reasons. At times there are no external quality assessment services
and at others insufficient data is available for their interpretation and
validation. But the protocols and guidelines of best practices applicable to
each case must always be taken into account, as must the legislative
framework in which the genetic testing must be performed, whether for
research or in the health system (Spanish Law 14/2007 on Biomedical
Research). The project Towards Quality Assurance and Harmonisation of
Genetic Testing Services in the EU, which was undertaken by the Institute
for Prospective Technological Studies (IPTS), set the objective of
identifying and evaluating the technical requirements and the means
needed to guarantee the quality of genetic diagnostic services in the
European Union. While performing the study it became evident, among
other issues, that there was a lack of up-to-date information about who
was performing the genetic diagnoses, and that there is no quality
assurance with regard to the genetic diagnoses. All those issues
highlighted the need to adopt a common strategy to govern the activities
of genetic diagnosis centres in Europe.

The importance of the EUROGENTEST project should also be
stressed, as a network of excellence set up under the Sixth Framework
Programme for the development of the necessary infrastructure, tools,
resources, guidelines and procedures that should structure, harmonise
and improve the quality of services for genetic, molecular, cytogenetic,
biochemical and clinical analyses in the European Union.

B.2. Clinical genetic diagnosis

This is understood as the process in which genetic testing is used to
confirm or exclude a diagnosis of a suspected genetic disease based on the
anamnesis, physical examinations, laboratory tests and complementary
tests.

B.3. Prenatal diagnosis

A prenatal diagnosis (PND) is defined as the set of ultrasound,
cytogenetic, biochemical and molecular techniques that are performed
with the aim of detecting foetal congenital anomalies and hereditary
diseases. The PND is offered to at-risk couples and pregnant women with
the relevant clinical indications. In the absence of a personal or family
history of chromosomal anomalies or hereditary diseases, the population
of women with a high risk of having a child with a chromosomal
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alteration is selected on the basis of three criteria: the mother’s age, the
biochemical screening tests and the foetal ultrasound. In the event of a
maternal age of 35 or over, of altered biochemical results or of the
presence of abnormal ultrasound markers, a cytogenetic analysis is
offered, usually using cells from the amniocentesis, although sometimes
also from the chorionic villus.

B.4. Preimplantation genetic diagnosis

Today, assisted reproduction techniques offer at-risk couples new
resources to have healthy children, like gamete donation (eggs and sperm),
preimplantation embryo sex selection in the case of X chromosome-linked
diseases and the so-called preimplantation genetic diagnosis (PGD).

A preimplantation genetic diagnosis (PGD) is applied to embryos
obtained through in vitro fertilisation techniques before being transferred
to the uterus, enabling the selective implantation of unaffected embryos in
couples with a high risk of a serious genetic disease and with the
appropriate medical indications.

The multitude of centres performing PGD and the absence of a
regulation on the use of the technique are a cause for concern.

Therefore, the European Commission commissioned one of its
centres, the Institute for Prospective Technological Studies (IPTS), to
investigate those issues (report published by the European Commission
JRC-IPTS in January 2007: Preimplantation Genetic Diagnosis in Europe).
The study involved a survey aimed at European centres performing PGD,
identified the tests offered and the service provided in terms of genetic
counselling. It was concluded that the said service is not offered in a
consistent manner. The study also highlighted the problems surrounding
quality control and the need to improve the accreditation procedures, as
well as the monitoring and follow-up of PGD interventions.

B.S. Presymptomatic and predictive diagnosis

This diagnosis is used in the case of asymptomatic individuals at risk of
developing a hereditary disease. In Spain, several initiatives have been
taken in this regard. Its importance in preventive medicine was stressed
in Andalusia’s Plan de Genética de Andalucia, or genetics plan, and many
studies have been conducted to evaluate its effectiveness in pathologies
like Huntington’s disease (Programa de Diagndstico Presintomdtico, or
the presymptomatic diagnosis programme, of the La Fe University
Hospital in Valencia), neurofibromatosis, Alzheimer’s disease (Hospital
Clinic of Barcelona), ataxias, and certain kidney diseases or familial
adenomatous polyposis.
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B.6. Newborn screening programmes

Newborn Screening Programmes (NSP), which are deemed to be essential
in the context of Public Health, are aimed at the «presymptomatic
identification of certain genetic, metabolic or infectious statuses through
the use of tests that can be applied to the entire population of newborns»,
with as objective the «early identification and treatment of affected
persons, so that morbidity, mortality and the possible disabilities
associated with those diseases are reduced through a timely medical
intervention».

A number of diseases are included in the different NSP, among
which there is general consensus with regard to hyperphenylalaninemias
and congenital hypothyroidism.

A study carried out in 2004 by the Commission on Inborn Errors of
Metabolism (Comisién de Errores Congénitos del Metabolismo) of the
Spanish Society of Clinical Biochemistry and Molecular Pathology (SEQC),
highlights the inequality of the services offered in the different AC.

The abovementioned inequality was still present in 2007, as was
confirmed by the Informe sobre la situacién de los programas de cribado
neonatal en Espaiia, a report on newborn screening programmes in Spain
undertaken by the Ministry of Health and Consumer Affairs, in
collaboration with the Autonomous Communities.

Since the implementation of the first newborn screening pro-
gramme in Spain 30 years ago, the number of diseases included in the
programmes has been increasing. Different Autonomous Communities,
presently including Galicia and Murcia, have been pioneers in
expanding the aforementioned screening. Extremadura too is currently
evaluating the said expansion through its groups of experts and advisory
councils.

Changes to the newborn screening programmes must be based on up-
to-date knowledge and scientific evidence. Therefore, it is recommended to
perform the newborn screening tests for those diseases that pose a serious
threat to the newborn’s health, and to make sure that their natural
histories are properly understood and that appropriate and effective
treatments are available, so that the overall intervention provides
substantial benefits to the affected persons. In this context, before making
decisions about the incorporation of a disease into a newborn screening
programme, it is important that a consensus is reached by all those
involved: screening professionals, paediatricians, epidemiologists, scientific
societies, associations of parents of affected children, etc. Lastly, the
agreement must be submitted to an Ethics Committee that will assess the
ethical and social implications entailed.
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2.2.2.2. General objective

To provide people affected by a RD with easier and faster access to
specialist services, with the objective of improving the diagnosis and early
detection of those diseases.

2.2.2.3. Specific objectives and recommendations

Objective 1

To improve early diagnoses, including prenatal diagnoses, by reinforcing
the role of Primary Care (PC) in the diagnosis of a suspected RD, and by
facilitating access and streamlining referral processes to clinical services
with experience in the care of patients with this type of disease.

Recommendations

— Improve training in clinical warning signs and symptoms for RD
in the following areas: family medicine, paediatrics, obstetrics,
midwifery and Primary Care nursing, in order to avoid delays in
the referral of affected persons to whomever can make the
diagnosis.

— Promote the creation of directories of services with experience
in RD and of the RD that they work with, in order to facilitate
referrals from Primary Care.

— Foster the development of clinical services with experience in
the different groups of RD, or the coordination with other
existing services, with the aim of counteracting the current lack
of services in certain geographical areas.

— Propose, through the Commission for Benefits, Assurance and
Funding (Comisién de Prestaciones, Aseguramiento y Financia-
cién) of the Interterritorial Council of the Spanish NHS (CISNS),
the study of the definition of the portfolio of common genetics
services for the Spanish NHS.

Objective 2

To improve care in the case of pathologies diagnosed during the prenatal
period.

Recommendations

— Use the referral pathways for pregnant women with a foetal RD risk
(foetal malformation, suspected hereditary metabolic disease or
genetically-based disease) to hospitals with prenatal diagnosis units
(in the case of certain malformations also foetal therapy), neonatal
intensive care units, paediatric surgery units, metabolic disease units
and other highly specialised services for the care of at-risk newborns.
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— Homogenise the offer of Prenatal Diagnosis Units by providing
them with the appropriate material means and staff.

— Consolidate the prenatal screening for congenital defects
programmes (triple screening, ultrasound for the detection of
dysmorphology, etc.) throughout the whole of Spain.

— Foster the creation of Perinatal Pathology Committees, made up
of specialists from all the departments involved in foetal-newborn
care (obstetrics, reproductive medicine, neonatology, genetics,
paediatric surgery, paediatric cardiology, paediatric pathology,
metabolic diseases units and others).

— Establish protocols for the taking of biological samples for
subsequent biochemical and genetic studies in cases of suspected
RD in deceased foetuses or newborns.

— Promote training in prenatal diagnosis (foetal ultrasound di-
agnosis and techniques with foetal access: amniocentesis, chor-
ionic biopsy, cordocentesis) and foetal therapy in Obstetrics and
Gynaecology residency programmes.

— Reinforce pathological studies of foetuses in cases of foetal deaths
and voluntary interruption of pregnancy (VIP) due to the third
circumstance set out under the Spanish Abortion Law (foetal
malformation or serious injury for the foetus).

— Create protocols to establish whether the prenatal diagnoses of
affected foetuses that encourage VIPs are always confirmed.

— Promote training in foetal pathology as part of Pathology
residency programmes.

— Reinforce training, in Paediatrics residency programmes and,
especially, in Neonatology departments, in the diagnosis and
management of the different groups of RD and of birth defects in
general.

Objective 3

To improve newborn screening programmes for RD, taking into account
the available scientific evidence, equity criteria, the cost-effectiveness of
the tests and ethical aspects, in keeping with the Informe sobre la situacion
de los programas de Cribado en Espaiia, a report on the situation of
newborn screening programmes in Spain drafted by the Public Health
Commission of the Interterritorial Council of the Spanish NHS (CISNS).

Recommendations

— Develop specific health policies for RD, coordinated by the Public
Health Commission of the Interterritorial Council of the Spanish
NHS (CISNS), following the recommendations established by the
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latter, thereby guaranteeing an appropriate approach to early
detection (newborn screening in asymptomatic newborns),
confirmatory studies that lead to the diagnosis of the disease and its
long-term treatment and follow-up in the respective specialist units.
Apply Evidence-Based Medicine (EBM) tools to evaluate any
universal diagnostic screening tests that are added to existing
tests, with the aim of obtaining data to support the decision-
making of health strategy planners.

Create mechanisms to streamline the inclusion in newborn
screening programmes of RD that exert a positive genetic
pressure on a specific population (immigration effect).

Reinforce the cooperation between the newborn screening
programmes of the different AC and establish health policies that
are common to all of them, so that the specific actions are part of a
minimum common strategy on rare diseases.

Define protocols for the key steps of the medical intervention:
detection, (biochemical and/or genetic) confirmatory diagnosis,
treatment and monitoring to allow the equitable evaluation of the
programmes of the different AC.

Develop awareness-raising campaigns on newborn screening
aimed at the community of professionals working in Primary
Care, public opinion, health policy-makers and social services.
Encourage, through the Public Health Commission of the
Interterritorial Council of the Spanish NHS (CISNS), the tackling
of aspects like information sharing, the definition of criteria for
the incorporation of new diseases, the homogenisation of the
priority aspects of the programmes and the review of the situation
of sample storage, among other issues.

Objective 4

To improve access to clinical diagnoses and laboratory tests, as well as
support for the implementation and validation of new techniques and tests.

Recommendations

56

— Homogenise the specialised clinical and laboratory tests offered

in all the AC.

Foster multidisciplinary research among professionals from
different areas (hospitals, university, research centres, etc.)
involved in the field of the diagnosis, management and study of
the molecular, metabolic and cellular bases of RD.

Strengthen the coordination between the clinical genetics
services and units (biochemistry, molecular and cytogenetics) of
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the Spanish NHS by creating directories of the laboratories of all
the areas covered by the Spanish NHS.

— Promote the certification/accreditation of genetics services or
units that use specialised techniques for the diagnosis of RD, with
the aim of assuring the quality of those techniques. Likewise,
those services and units should be encouraged to participate in
internal and external quality programmes, at national and
international level, that assure the quality of the tests.

— Develop protocols for diagnostic interventions in the event of a
suspected rare disease, and disseminate those protocols in the
health sector, with the aim of facilitating the rational and
effective use of the biochemical and/or genetic tests that
contribute to the timely and reliable diagnosis of the disease.

Objective 5

To improve access to multidisciplinary genetic counselling.

Recommendations

— Encourage the Health Departments of the different AC to
improve Genetic Services, offering services with their own, dif-
ferentiated identities within the hospitals of their area of com-
petence, whenever considered to be necessary.

— Inform both Primary Care (PC) and Secondary Care (SC) doctors
about the different services that will be offered by the Reference
Centres, Services and Units (CSUR) on RD once they have been
designated; likewise, inform any Genetics Services (cytogenetics,
molecular genetics, biochemical genetics) in their area.

— Improve access to predictive, presymptomatic, preimplantation
and carrier diagnoses by channelling affected persons and their
family members to genetic counselling services, thereby assuring
a good patient pathway.

2.3. Healthcare
2.3.1. Background

The starting point of the pathways of patients with RD is, without a
doubt, Primary Care. Therefore, the coordination between Primary Care
and Secondary Care is especially important in the case of these
pathologies, and must involve a combination of multiple approaches and
multidisciplinary care.
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In order to provide quality care to patients with RD, Health
professionals in Primary Care centres require tools. Firstly, specific training
in RD is fundamental for the appropriate early detection, care and follow-
up of people affected by RD, since it enhances the quality of life of patients
and their families by avoiding visits to multiple specialists and unnecessary
diagnostic tests.

Moreover, PC professionals should be provided with IT resources
that allow them to provide information to patients with RD. In other
words, they must have access to information about both healthcare and
social resources, as well as any existing RD patient organisations.

In addition to the necessary specific training in RD and the knowledge
about the IT resources available to health professionals, another fun-
damental aspect is the coordination between Primary and Secondary Care,
which will redound to the benefit of the care provided to patients and the
improvement of their quality of life (i.e. the reduction of the time of referral
of the patient to the specialist who is able to diagnose him or her).

In short, the objective is, on the one hand, to strengthen the
coordination between the different levels of healthcare (PC/SC), as well as
the coordination between healthcare and medico-social care and with the
Reference Centres, Services and Units (CSUR), once they have been
designated as such; and, on the other hand, to guarantee the delivery of
quality care to persons affected by RD and to their families.

Moreover, and in keeping with the aforementioned Council
Recommendation on a European action in the field of rare diseases, which is
currently being discussed, the healthcare-related aspects concerning the
Reference Centres, Services and Units (CSUR) on RD are set out below.

The European Union does not have a common definition of what a
Centre of Reference is.

The following three situations can be found in the different Member
States:

— Countries with a specific policy on rare diseases and that have
established centres of reference within the framework of that
policy.

— Countries that have centres of reference but not necessarily on
rare diseases.

— Countries without official centres of reference but with centres
that act as such.

Five European countries have officially adopted the concept of Centre of

Reference for Rare Diseases: Bulgaria, Sweden, Denmark, France and
Italy. In Spain, Royal Decree 1302/2006 of 10 November, which establishes
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the conditions regarding the procedure for the designation and
accreditation of the Reference Centres, Services and Units (CSUR) of the
Spanish NHS, refers to rare diseases by defining what type of care should
be provided by the CSUR in this case. Other countries have health centres
that are considered as centres of reference on areas relevant to rare
diseases, but they have been established without a specific RD policy.

The type and number of centres per country differs substantially from
one country to another, and is not proportionate to the size of the
population. Whereas the United Kingdom, Belgium, Spain and France
follow a national strategy, the other countries have a more regional
approach.

There are two main models:

— Centres of Reference that group together many and very diverse
pathologies (Denmark).

— Centres that are highly specialised in one or a few pathologies
(Italy, the United Kingdom, France). The centre of reference is
defined for categories of diseases that require specific multi-
disciplinary care and that share common characteristics.

Moreover, the criteria used in each country differ when it comes to
designating centres of reference. Some countries stress the fact that the
centre engages in important research activities (France), while others
(Sweden) expect centres to be centred on clinical, diagnostic and
therapeutic care.

In Spain, the role of CSUR of the Spanish NHS is to provide care,
although as a designation criterion all the CSUR are requested to
participate in research projects and publications related to the pathologies
or procedures which they have been appointed to treat or establish.

Moreover, with regard to rare diseases, Royal Decree 1302/2006
states that the mission of the CSUR may not imply the ongoing care of the
patient in the CSUR, but rather that it could act as a support for diagnostic
confirmation, the definition of therapeutic strategies and follow-up
strategies and as an adviser for the clinical units that usually treat those
patients.

With the aim of homogenising the concept and the functions of
centres of reference, the Directorate General for Health, DG-SANCO,
through the Rare Diseases Task Force (RDTF) Working Group, issued a
proposal regarding the technical-scientific aspects to use as criteria for the
selection of Centres of Reference. It considers the following aspects:

— Appropriate capacities for the diagnosis, follow-up and treatment
of patients with proven good outcomes.
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— Volume of activity (which must be significantly larger than
anticipated from the prevalence of the diseases and the catchment
area of the centre). The catchment area is the loco-regional area
normally served by the hosting hospital for non-rare diseases or
national coverage.

— Capacity to provide expert advice on diagnostics and care.

— Capacity to produce and adhere to best practice guidelines and to
implement quality control and outcome measures.

— Demonstration of a multidisciplinary strategy.

— High level of expertise and experience documented through
publications, financial aid, research projects, grants, honorific
positions, teaching and training initiatives.

— Strong contribution to research.

— Close relationship and collaboration with other expert centres at
national and international level and the capacity to network.

— Collaboration with patient organisations.

With the aim of achieving the established goals, the DG-SANCO Working
Group recommended that all Member States adopt the same definition of
RD based on prevalence; that ad hoc committees be created for the
designation of centres; and that the Member States contribute to the
establishment of a list of expert centres, thereby facilitating access to the
Centres of Reference and to any existing reference networks. Moreover, it
proposed that funding be guaranteed in the following areas: mapping of
existing expert centres; networking of centres; development of case
management systems (telemedicine, online diagnosis, etc.); designation
of the centres and dissemination of information; as well as periodic
evaluations and accreditations at European level according to agreed
minimum criteria. Other proposed principles that should be taken into
account are those of favouring the networking of centres and of pri-
oritising the travel of the expertise (professionals, samples or information)
over patients travelling.

In view of the importance of collaborating with the other EU
countries in the field of rare diseases, the proposal must be aimed at the
adoption of the measures agreed by the Rare Diseases Task Force, with the
goal of homogenising criteria and actions that will lead to more fluent
cooperation.

In Spain, Royal Decree 1302/2006 of 10 November, which establishes
the conditions regarding the procedure for the designation and ac-
creditation of the Reference Centres, Services and Units (CSUR) of the
Spanish NHS, refers to rare diseases by defining the characteristics that
must be met by pathologies or groups of pathologies that are prevented,
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diagnosed or treated by means of techniques, technologies or procedures
included in the Spanish National Health System’s common services
portfolio, in CSUR of the Spanish NHS:

a) Diseases that for their adequate care require preventive,
diagnostic and therapeutic techniques, technologies and procedures of a
high level of expertise requiring experience in their use, which can only be
acquired and maintained through certain volumes of activity.

b) Diseases that require high technology for their prevention,
diagnosis or treatment and for which, in view of their cost-effectiveness
and the available resources, the concentration of a minimum number of
cases is required.

¢) Rare diseases which, because of their low prevalence, require a
concentration of cases for their adequate care, which does not imply the
ongoing care of the patient in the reference centre, service or unit, but
rather that the latter can act as a support for diagnostic confirmation, the
definition of therapeutic strategies and follow-up strategies and as an
adviser for the clinical units that usually treat those patients.

Likewise, the Royal Decree defines what is understood by Reference
Centre, Service or Unit of the Spanish NHS:

— Reference Centre: a health centre that mainly provides care
related to specific pathologies or groups of pathologies which fulfil one or
several of the characteristics set out in the Royal Decree.

— Reference Service or Unit: a service or unit of a health centre or
service that performs a technique, technology or procedure, or that
provides care related to specific pathologies or groups of pathologies
which fulfil one or several of the characteristics set out in the Royal
Decree, although in addition this service or unit treats other pathologies
for which it would not be considered a reference service or unit.

Royal Decree 1302/2006 establishes the conditions regarding the procedure
for the designation and accreditation of CSUR of the Spanish NHS, the
objective of which is to guarantee equitable access and safe, efficient, quality
care for people with pathologies which, because of their characteristics, need
care of a high level of expertise, requiring the concentration of the cases
needing treatment in a limited number of centres.

The entire procedure for the designation of CSUR is formulated
through the CSUR Designation Committee of the Spanish NHS, which
was created in the aforementioned Royal Decree and which reports and
submits proposals to the Interterritorial Council. The tasks of the
Designation Committee are: to study the needs and propose the
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pathologies or the diagnostic or therapeutic techniques, technologies and
procedures for which a CSUR needs to be designated; to propose the
procedure for the designation and accreditation of a CSUR and to report
on it; to assess the designation applications received and make designation
proposals to the Interterritorial Council; to study and propose the
renewal/revocation of the designation of CSUR; and to establish the
procedure for the referral of users.

The Designation Committee is presided over by the Directorate
General for Professional Regulation, Cohesion of the NHS and High Level
Inspectorate and is made up of a representative from each of the AC, the
National Institute for Health Management (Instituto Nacional de Gestion
Sanitaria), the Cohesion Fund and Economic Analysis Sub-directorate
General (Subdireccién General de Andlisis Economico y Fondo de
Cohesion), the Carlos IIT Health Institute (ISCIII), the Spanish NHS
Quality Agency and the National Transplant Organisation (Organizacién
Nacional de Trasplantes). The Committee may, whenever it deems
appropriate, invite any experts on each of the subjects to its deliberations
or promote the creation of working groups in the situations and under the
circumstances that it deems appropriate.

In its inaugural session the Committee, which was created on 28
November 2006, approved a work programme to tackle the issues
entrusted to it under Royal Decree 1302/2006. Since it is very difficult to
deal with all specialist areas simultaneously, it was agreed to prioritise their
approach. Each of the different areas is being developed by groups of
experts appointed by the Autonomous Communities, scientific societies
and the actual Ministry of Health and Social Policy. Those groups of
experts in each specialist area are working around two objectives: drawing
up a justified proposal of the pathologies or of the diagnostic or
therapeutic techniques, technologies or procedures for which a CSUR
should be designated in the Spanish NHS; and drawing up a proposal of
the criteria that must be fulfilled in order for a centre, service or unit to be
designated as a CSUR, according to the type of activity for which they are
going to be designated.

Once the work of each group of experts has been completed it will be
presented to the Designation Committee for approval and, where
appropriate, submitted to the Interterritorial Council for approval.

Once the criteria has been agreed a period of CSUR application is
opened, and the respective Autonomous Communities can present their
proposals through the Designation Committee.

Once they have been admitted for processing, the applications are
sent to the Spanish NHS Quality Agency for the start of the audit and
accreditation process. After the respective accreditation reports have been
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received, the said Committee studies them together with the other
information on each file and submits its proposals for designation, or non-
designation, to the Interterritorial Council.

The Ministry of Health and Social Policy, at the suggestion of the
Designation Committee and with the prior consent of the Interterritorial
Council, decides on the designation of the CSUR for a maximum period of
5 years. Before that period has terminated the designation will have to be
renewed, provided that, after a re-evaluation by the Spanish NHS Quality
Agency, all the criteria that led to the designation continue to be fulfilled.
From a financial point of view, the Healthcare Cohesion Fund (Fondo de
Cohesién Sanitaria) will fund healthcare referrals between the different
Autonomous Communities to CSUR of the Spanish NHS.

Moreover, the evaluation of the different models followed in each
Member State as well as the results of the Eurordiscare survey, which
reflected the perception and level of satisfaction of the users and
professionals involved, make a good starting point for the elaboration of a
proposal that is adapted to the specific case of the Spanish NHS.

So, in the case of Spain the proposal must be based on the guidelines
laid down in Royal Decree 1302/2006, and the adoption of a CSUR model
in which the diseases are grouped according to pathology types or groups
should be considered. The French classification model could be used as an
example for the Spanish model, making any necessary modifications.

The CSUR will operate as centres specialised in comprehensive care
and as centres that provide information and training to professionals (in
person or via networks) regarding the pathologies for which they are
centres of reference. Accordingly, their mission is to:

— Act as a support for diagnostic confirmation, the definition of
therapeutic strategies and follow-up strategies and as advisers for
the clinical units that usually treat those patients.

— Define and disseminate protocols for care.

— Coordinate research and participate in epidemiological surveillance.

— Participate in information and training programmes for health
professionals, patients and their families.

— Coordinate the networks of healthcare and medico-social care
providers.

2.3.2. General objective

To provide ongoing, comprehensive care that is coordinated between the
different levels of the healthcare system, with the aim of delivering
comprehensive and quality assistance to patients with RD.
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2.3.3. Specific objectives and recommendations

Objective 1

To improve the healthcare provided to people with RD, making sure that it
is comprehensive, ongoing and coordinated between the different levels of
the healthcare system.

Recommendations

— Define intervention plans approved by consensus with patients
and their families, and in collaboration with Primary and
Secondary Care services, and that cover clinical aspects as well as
those regarding family and social integration.

— Foster coordination between all the professionals involved in the
care of patients with RD, at both the Primary and Secondary Care
levels, in the respective Autonomous Communities.

— Guarantee continuity in the care of patients with RD who have
survived beyond childhood.

— Identify the training and research needs of the professionals who
treat patients with RD, both in Primary as well as Secondary Care
services.

— Encourage centres providing care to patients with RD to
participate in national and international research projects.

— Periodically evaluate the satisfaction of users and professionals
with the service received from centres providing care to patients
with RD.

— Promote collaboration with RD patient organisations and
scientific societies (regarding training, information exchanges,
joint activities, etc.).

— Take appropriate measures to avoid gender bias in care for
patients with RD.

— Promote coordination and information sharing between related
units providing care to patients with RD.

— Foster national and European collaboration at all levels, taking
into account the European dimension and the need to collaborate
with centres of reference in other countries.

— Elaborate guides and/or protocols on Care for patients with RD,
with the objective of homogenising the interventions of the
different health professionals from both PC and SC, based on
available scientific evidence and providing specific information
for affected persons, their families, carers and teachers.
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Those guides should include the following contents:

Genetic aspects.

Anticipatory guide.

Preventive aspects.

Diagnostic interventions. Suspicion and confirmation.
Therapeutic interventions.

Early intervention needs.

Care pathways. Treatment, rehabilitation and follow-up.
Health aspects for school and occupational adaptation.
Available resources and list of CSUR.

Existing patient organisations.

Health and social aspects of the disease, links and bibliography

Objective 2

To propose to the CSUR Designation Committee of the Spanish NHS that
it study the possibility of establishing Reference Centres, Services and
Units (CSUR) within the Spanish NHS for the care of patients with RD.

Recommendations

Encourage patient organisations and experts on RD to participate
in submitting proposals to the CSUR Designation Committee
regarding the pathologies or groups of pathologies that they have
identified as priorities and for the care of which they considered a
CSUR should be designated.

Improve RD classification and coding procedures.

Create inventories of the available resources for the care of
patients with RD (clinical genetics units, referral pathways, early
intervention, rehabilitation, mental health, among others).
Propose a list of groups of RD according to pathologies as well as
a list of priority RD subgroups in each of the groups to be handled
through CSUR.

Identify the groups of rare diseases that receive the poorest care
(the most neglected) and for which CSUR should be promoted.
Keep the list of CSUR of the Spanish NHS on the websites of
the Ministry of Health and Social Policy and of the Health
Departments, and foster its dissemination among patient or-
ganisations and health professionals.

Promote the participation of Spanish CSUR in European
reference networks (with as prior condition that they have been
designated as a network of reference for the respective pathology,
technique or procedure in Spain).
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2.4. Therapies

2.4.1. Orphan Medicinal Products,
Adjuvants and Health Products

2.4.1.1. Background

Within the framework of the EU, the term «Orphan Medicinal Product»
applies to products intended for the diagnosis, prevention or treatment of a
life-threatening or seriously debilitating and chronic condition, affecting
no more than 5/10,000 inhabitants. Moreover, it refers to medicinal
products whose marketing in the Community, without incentives, is
unlikely to generate sufficient returns to justify the necessary investments,
and which bring significant benefits to those affected by the condition in
question.

Situation in the EU

In the European Union, an Orphan Medicinal Product Policy was es-
tablished through the approval of Regulation (EC) No. 141/2000 in
December 1999, with the objective of implementing a communitarian
procedure for the designation of orphan medicinal products. In addition, an
incentive system was created to stimulate investments by pharmaceutical
companies, approving measures to incentivise the research, development
and marketing of those medicinal products, especially through the granting
of a ten-year market exclusivity, aid in the development of clinical trial
protocols, the waiver of fees and the granting of subsidies, among others.
The said Regulation regulates the criteria and the procedure for the
designation of a drug as an orphan medicinal product and sets up the
Committee for Orphan Medicinal Products (COMP) within the European
Medicines Agency (EMEA).

In 2005, the COMP issued an evaluation report on the first five years
of the orphan medicinal product legislation in the European Union,
producing the following data: between April 2000 and April 2005, 458
applications for orphan designation were submitted, of which 260 were
designated and 22 received a marketing authorisation. The report
concluded that orphan designation had stimulated research into rare
diseases across the European Union, increased the level of scientific and
public awareness of rare diseases and promoted the creation of expert
networks on some 350 rare diseases. The application of the Regulation also
fostered the dialogue and collaboration with patient organisations and
implied the development of liaison with medicinal agencies in other non-
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Community countries like the US and Japan, with the World Health
Organization and with NGOs dedicated to rare diseases.

Although the evaluation was positive, the Commission issued
recommendations with the aim of improving and strengthening certain
aspects, namely: reinforcing orphan medicinal product research through
the 7th Framework Programme; encouraging the adoption of national
measures to support the development and/or access to orphan medicinal
products; and exploring the coordination of measures that enhance
transparency between Member States to speed up and ensure the
availability and equitable access to medication.

The countries that have taken measures to facilitate access to
orphan medicinal products are Belgium, Hungary and the Netherlands,
through the creation of Orphan Medicinal Product Committees. France
has created a system of temporary authorisations in combination with a
funding system, Ireland has a Platform of Patients, Academics and
Industry and Poland hosts the National Forum on the treatment of
Orphan Diseases.

Although the new legislative focus on orphan medicinal products
means that they are becoming increasingly accessible, access to them
remains insufficient.

On 27 April 2000 the European Commission adopted Regulation EC
No. 847/2000, laying down the criteria for orphan designation. The
designation of a drug as an orphan medicinal product is based on the
criteria established in Regulation (EC) No. 141/2000, and its subsequent
evaluation will be made according to criteria regarding the safety, quality
and effectiveness required for the authorisation to place a medicinal
product on the market.

Situacién en Espana

In Spain, Spanish Law 29/2006, of 26 July, on Guarantees and the Rational
Use of Medicinal and Health Products, refers to orphan medicinal products
in Article 2, Supply and Dispensing Guarantees: «In order to guarantee the
supply of medicines, the Government may adopt special measures
regarding their manufacture, importation, distribution and dispensing. In
the cases of “orphan medicinal products”, in keeping with the provisions of
Regulation (EC) No. 141/2000, and of drugs “of no commercial interest”,
the Government may adopt, besides the aforementioned measures, addi-
tional measures relating to the economic and fiscal regime of those drugs».

Over the last five years, 36 orphan medicinal products were marketed
in Spain, which equates to 87% of those authorised by the European
Commission. The laboratory has not applied for the authorisation to
market the remaining orphan drugs in Spain.
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In Spain, once the European Commission has authorised the
marketing of a drug, the maximum industrial price and the conditions for
the financing of the drug are established. Thanks to the efforts made by the
Ministry of Health and Social Policy since the last term of office, the time it
takes to complete the procedures regarding orphan medicinal products in
Spain has been halved.

Among the orphan medicinal products marketed to date in Spain,
those relating to oncology and endocrinology/metabolism stand out. The
latter include the treatment of inborn metabolic disorders, rare diseases of
genetic origin for which no treatment was available until now, which is why
these drugs are a genuine therapeutic innovation.

Regulation (EC) No. 141/2000 of 16 December 1999, laid down a
Community procedure for the designation of orphan medicinal products
and for the provision of incentives for the research, development and
marketing of those drugs.

Likewise, the use of drugs that are not authorised in Spain and that
are classified as drugs for «compassionate use» (4), is referred to in Article
24, Guarantees regarding the availability of medicinal products in specific
situations and special authorisations, of aforementioned Spanish Law
29/2006: «The prescription and application of unauthorised medicinal
products to patients who are not included in a clinical trial, with the
objective of satisfying, through a compassionate use, the special treatment
needs of the clinical situations of specific patients, shall be governed
according to the regulations, thereby fully complying with the provisions of
the current laws on patient autonomy and clinical documentation and
information-related rights and obligations.»

The possibility of a «foreign medicines» application is also considered
in the event of the nonexistence in Spain of a marketed drug with the same
composition, pharmaceutical form or dosage and the nonexistence in Spain
of an appropriate, authorised alternative for that specific indication
(Spanish Law 29/2006, Article 24.4).

(4) It may happen that a patient needs to receive a medicinal product that is not authorised
or marketed in Spain, although it is in other countries. Although this occurs very rarely,
a mechanism is in place to resolve this situation, known as «foreign medicines”, requiring
a prior application justified by a medical report and sent to the Spanish Medicines Agency
(AEMPS). Although the drugs should only and exclusively be used according to the
indications approved on their data sheets (for which they were authorised in conditions of
quality, safety and effectiveness) and according to their conditions for use, in certain
exceptional cases, a prescription may be issued in an unauthorised clinical situation and, for
that purpose, there is a procedure called «compassionate use of medicinal products« (which
also requires an application justified by a medical report to be sent to the AEMPS for the said
use to be authorised).
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At the current date of November 2008, a Draft Royal Decree
regulates the availability of drugs in special situations and lays down the
conditions for compassionate use, access to foreign medicines and use in
conditions other than those authorised. In addition, it aims to facilitate
access, harmonise models and procedures for application and enable the
telematic management of applications. That Royal Decree «is adopted in
development of articles 24.3 and 24.4 and the First final provision of
Spanish Law 29/2006 and, for the purposes foreseen in Article 149.1.16 of
the Spanish Constitution, has the status of legislation on pharmaceutical
products.»

Concerning national initiatives taken to foster clinical research
independently from the pharmaceutical industry, in February 2007 the
Ministry of Health and Consumer Affairs organised a Grant Programme
through the Carlos III Health Institute (ISCIII) and in collaboration
which the Directorate General of Pharmacy and Health Products. The
Programme was intended to promote the research and development of
orphan medicinal products for the paediatric population, and identified
orphan drugs and medicines of high health interest and «no commercial
interest» as priority areas for research, among others. Since nearly 600
projects (22 in the field of rare diseases) were submitted to the call for
proposals, the Ministry decided to continue the initiative by earmarking
funds for 2008 within the framework of Strategic Action for Health
Research (Accion Estratégica en Salud, AES) under the Plan Nacional
de I+D+i 2008-2011, Spain’s national R&D&I plan for the period 2008-
2011.

Noteworthy among the efforts made by the Autonomous
Communities are those of the regional governments of Andalusia and
Extremadura. In the case of Andalusia, the Plan de Atencién a Personas
Afectadas por ER 2008-2012, a plan for the care of people affected by
rare diseases, fixes specific goals concerning orphan medicinal products.
The Regional Government of Extremadura approved the Order of 13
February 2006 which created and regulates the Committee for the
Compassionate Use of Medicinal Products in Extremadura, and issued
Decree 68/2006 which regulates the right to free pharmaceutical products
for chronically ill children and disabled persons.

Since their launch on the Spanish pharmaceutical market in the year
2000, a growing number of orphan drugs have progressively been
introduced, with a total of 36 new active principles on the market, which
equates to 15% of the total new principles over the period 2000-2007.
Over the last year, 11 new orphan medicinal products were approved,
accounting for 30% of the total new active principles.
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Adjuvants and health products

This group includes different types of therapeutic products as well as
technical aids which are essential for the monitoring and treatment of the
inherent complications of this type of disease (i.e., skin protection creams,
lotions, dressings, etc.).

2.4.1.2. General objectives

To foster the research and development of orphan medicinal products to
treat people affected by rare diseases, guaranteeing equitable access to
those drugs throughout the whole of Spain, in keeping with current
legislation.

To promote and reinforce procedures that facilitate equitable access
throughout Spain to the health products and adjuvants indicated for the
treatment of RD.

2.4.1.3. Specific objectives and recommendations
Objective 1

To guarantee timely and appropriate access to the orphan medicinal
products required to treat rare diseases throughout Spain.

Recommendations

— Promote solidarity-based financial collaboration mechanisms
between the Autonomous Communities, coordinated through the
Interterritorial Council, to improve the provision and equitable
access to orphan medicinal products in the Spanish NHS.

— Encourage the improvement of the current administrative proce-
dure for access to treatments with «compassionate use» medicines
and/or «foreign medicines», reducing the time between the appli-
cation for, and the receipt of, treatment.

— Improve equitable access to orphan medicinal products and
medicines under research, thereby facilitating access to innovative
treatments.

— Avoid inequities in terms of the availability of orphan medicinal
products in the different health centres and services.

— Optimise the time it takes to fix the prices of orphan medicinal
products that have obtained a marketing authorisation.

— Request the Spanish Medicines Agency (Agencia Espaiiola de
Medicamentos y Productos Sanitarios, AEMPS) to consider, prior
to suspending or revoking a marketing authorisation for a
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medicinal and/or pharmaceutical product, the option of adding to
the current considerations and studies of the impact of that
withdrawal, the possibility of consulting the relevant patient
organisations and/or existing units of reference.

— Foster the use and dissemination of orphan medicinal products
and medicines under research, as well as of effectiveness data and
possible side effects of the treatments, with the aim of improving
the knowledge of professionals and persons affected by RD.

— Promote the participation in projects for the creation of telematic
tools with information on medicines that facilitate improved
access to quality information and the availability of better
evidence on drugs for the treatment of rare diseases.

— Promote and encourage laboratories that market orphan medi-
cinal products to provide pharmacoepidemiological data as soon
as their products have been placed on the market.

— Assess, in an individual manner, the possibility of including in
the category of prescription-based or reduced contribution
dispensing, those prescription drugs required for the treatment
of rare diseases and of their complications, since those used in
hospitals are entirely free of charge.

— Encourage the Spanish Medicines Agency (AEMPS) to promote
the necessary mechanisms to establish a suitable system for the
monitoring and evaluation of the proposals for new rare diseases
treatments.

— Assess and encourage, through the Spanish Medicines Agency
(AEMPS), evaluation studies on the safety of orphan medicinal
products within the current Pharmacovigilance system.

— Foster information exchanges between the different European
evaluation agencies and those of the Spanish NHS on Added
Therapeutic Value (ATV), consolidating the scientific evidence on
the effectiveness of orphan medicinal products, with the aim of
improving the administrative procedures.

— Encourage the study and review of national R&D&I incentives
for the development of orphan medicinal products and analyse
the supporting national policies.

— Promote the carrying out of needs analyses regarding health
products, materials for dressings and medical devices used in the
treatment of RD, as well as of other products not classified as
medicines (i.e., sunscreens, cosmetic products, etc.) that are
required for the treatment of rare diseases, so that the quality of
equitable access to those products throughout Spain is improved.
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Objective 2

To promote the research on, and development of, orphan medicinal
products.

Recommendations

Strengthen the coordination of mechanisms that boost the
development of orphan medicinal products by the pharmaceutical
and biotechnology companies that complement the grants and
measures adopted in the European Union.

Promote sectorial agreements regarding orphan medicinal
products.

Make sure orphan medicinal products and rare diseases continue
to be considered as priority areas for research in national R&D&I
plans.

Adapt the performance of clinical trials to the characteristics of
rare diseases (reduced number of patients, geographical disper-
sion of those patients).

Favour the harmonisation of the requirements of the different
Member States in terms of the performance of clinical trials with
the aim of facilitating trials of a transnational nature.

Foster support for databases of clinical trials and collaborate with
existing international initiatives in this area.

Objective 3

To facilitate and speed up the transfer of the results of the research,
surveillance and monitoring of the marketing of new medicines.

Recommendations
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Foster translational research, reducing obstacles for the start of
clinical trials with new compounds.

Draw together measures that favour the prompt transfer of
laboratory findings to clinical medicine.

Foster a national policy for the development of orphan medicinal
products that lays down strategies to reduce the time it takes for
experimental drugs to reach the people who need them, especially
in the case of molecules which are already marketed for other
diseases.

Reinforce the effectiveness of the Support Unit for Non-
Commercial Clinical Trials (Unidad de Apoyo para Ensayos
Clinicos No Comerciales), with the aim of facilitating the work of
clinical researchers.
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— Promote the creation of programmes for the evaluation,
monitoring and funding of highly complex pharmacological
treatments.

Objective 4

To analyse the need for health products, adjuvants, materials for dressings
and other medical devices required for the treatment of RD, thereby
searching for alternatives that guarantee equitable access to them.

Recommendations

— Promote, within the framework of the RD Strategy, the study
and analysis of the need for health products, materials for
dressings and other products (sunscreens, cosmetics (5), etc.)
required for the treatment of RD, thereby studying any necess-
ary amendments of the current legislation to guarantee
equitable access to those products to all people affected by this
type of disease.

2.4.2. Advanced Therapies

2.4.2.1. Background

Scientific evidence shows that Cell Therapy and Regenerative Medicine
are a way of providing therapeutic solutions in pathological situations
that currently lack treatments, or of improving existing treatments.

An advanced-therapy medicinal product is understood to mean any
of the following (in accordance with Regulation (EC) No. 1394/2007):

— Gene therapy medicinal product

— Somatic cell therapy medicinal product

— Tissue engineered product, meaning a product that «contains or
consists of engineered cells or tissues, and is presented as having
properties for, or is used in or administered to human beings
with a view to regenerating, repairing or replacing a human tissue».

(5) Cosmetic product: any substance or preparation indented for placing in contact with the
various external parts of the human body (epidermis, hair system, nails, lips and external
genital organs) or with teeth and mucous membranes of the oral cavity, with the view
exclusively or principally to cleaning them, perfuming them, changing their appearance and/or
correcting body odours and/or protecting them or keeping them in good condition (Royal
Decree 209/2005).
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Products based on human cells or tissue offer quality treatments to many
patients suffering from life-threatening or chronically debilitating
diseases.

Clinical trials are currently being conducted in the field of gene and
cell therapy for the treatment of genetic diseases, neoplasms and neuro-
degenerative diseases. The use of gene therapy in certain rare diseases, like
the primary immunodeficiencies, has yielded promising preliminary results.
Nevertheless, at the present time no advanced-therapy medicinal products
have been authorised in our field.

«The Ministry of Health and Social Policy understands and
acknowledges that research with human stem cells, from adults and
embryos, is a priority. Since it involves an area in which society is
particularly sensitive, it is essential to combine support for research with an
exquisite control of the ethical limits for carrying out this research». With
the aim of harmonising strategic stem cell research interests and its ethical
and legal implications, the ISCIII created the Sub-directorate General for
Research in Cell Therapy and Regenerative Medicine (Subdireccién
General de Investigacion en Terapia Celular y Medicina Regenerativa),
with the following priorities:

— Monitor and control stem cell research projects.
— Create and coordinate the National Bank of Cell Lines (Banco
Nacional de Lineas Celulares, BNLC).

More recently, in October 2007, the Council of Ministers approved the
Plan de Terapias Avanzadas, or advanced therapy plan, which aims to
locate therapeutic alternatives for 12 pathologies which currently do not
have a therapeutic protocol. Those pathologies include amyotrophic lateral
sclerosis (ALS), multiple sclerosis and the muscular dystrophies. The
Ministry of Health will, in addition, allow the use of experimental therapies
in patients suffering from one of those diseases and with a very short life
expectancy.

Following the launch of the Plan de Terapias Avanzadas, the Regional
Government of the Balearics and the Ministry of Heath and Consumer
Affairs signed an agreement in early 2008, with the aim of promoting
research on pulmonary repair and regeneration mechanisms and on
advanced stem cell therapies in the field of regenerative medicine.

Another similar initiative was the elaboration of the Plan Andaluz de
Terapias Avanzadas, or Andalusia’s advanced therapy plan, which is
intended to promote the undertaking of clinical trials that make it possible
to translate the results of basic research in the field of adult stem cells into
treatments for diseases which are still lacking curative treatments.
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In Spain, the main cell therapy research groups are associated through
the Cell Therapy Network (Red de Terapia Celular, TERCEL), which was
created in 2002 under the project for thematic networks for collaborative
research, funded by the Carlos III Health Institute (ISCIII). The Network,
which is still in force, consists of 26 nodes with as their common
denominator cell therapy research directed at various pathologies. Many of
those groups include several working subgroups from different AC.

Concerning the legal aspects, Directive 2001/83/EC and Regulation
(EC) No. 1394/2007 lay down which Advanced Therapies are medicinal
products and which are not, and among those that are medicinal products,
which need to be authorised through a Community procedure and which
don’t. In all cases, clinical trials with advanced-therapy medicinal products
must be conducted according to the provisions of Directive 2001/20/EC,
which was transposed into Spanish Law 29/2006 by RD 223/2004. In
compliance with the said Royal Decree, over the last few years the Spanish
Medicines Agency (AEMPS) has evaluated more than 70 applications for
clinical trials with advanced therapies.

The marketing authorisations for the respective advance therapy
medicinal products are managed by the Commission through a centralised
procedure for the entire European Union. The European Medicines
Agency (EMEA) is the scientific-technical body that evaluates this type of
products on the basis of a report issued by a Technical Committee
specialised in this type of therapies, the Committee for Advanced
Therapies (CAT), according to reports prepared by the authorities of three
Member States. The Spanish Medicines Agency (AEMPS) acted as a
relevant authority in three of the four procedures that have been
presented to date.

Spain has also established a system for promotion and coordination
in the field of human embryonic tissue and cell research. Noteworthy is the
regulation of the National Bank of Cell Lines, attached to the Carlos III
Health Institute (ISCIII). Likewise, there is a Human Tissue and Cell Use
and Donation Guarantees Commission (Comision de Garantias para la
Donacién y Utilizacion de Células y Tejidos Humanos), which is a
deliberative body, attached to the Carlos III Health Institute (ISCIII). Its
tasks are to advise and guide research and experiments with samples of
a human embryonic nature, and to contribute to the upkeep and
dissemination of scientific and technical expertise on this subject.

Legislative framework

— In the European Union, the elaboration of cell and tissue therapy
products is regulated by Directives 2001/83/EC (transposed into
Spanish RD 1345/2007), and certain aspects by 2004/23/EC,
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2006/17/EC and 2006/86/EC, transposed into Spanish legislation
by RD 1301/2006.

Regulation (EC) No. 1394/2007 of the European Parliament and
of the Council, on advanced-therapy medicinal products, lays
down the rules concerning the authorisation, supervision and
pharmacovigilance of advanced-therapy medicinal products
prepared industrially or manufactured by a method involving an
industrial process, and intended to be placed on the market in
Member States. RD 1344/2007 lays down the criteria for the
notification of adverse effects. Products resulting from tissue
engineering legally sold on 30 December 2008 shall comply with
the Regulation, at the latest, on 30 December 2012. The remaining
advanced-therapy medicinal products shall do so, at the latest, on
30 December 2011.

The requirements regarding medical devices set out in Directive
93/42/EEC apply to medical devices used in combined advanced-
therapy medicinal products. Active implantable medical devices
used in combined advanced-therapy medicinal products should, in
turn, comply with the conditions set out in Directive 90/385/EEC.
In the European Union, the donation, procurement and control of
human tissues and cells that are part of certain medicinal products
are governed by Directives that were transposed into Spanish
legislation by Royal Decree 1301/2006. That same decree
establishes the standards of quality and safety for the donation,
procurement, testing, processing, preservation, storage and
distribution of human tissues and cells, and approves the coordi-
nating and operating standards for their use in humans.

The procedure for the authorisation, registration and dispensing
conditions of industrially manufactured medicinal products for
human use are governed by RD 1345/2007 of 11 October.

Clinical studies with advanced-therapy medicinal products are
regulated by Spanish Law 29/2006 of 26 July, issued by RD
223/2004 of 6 February.

The use of human embryonic cells is subject to stricter regulations,
and differs slightly from one EU country to the next. Spanish
legislation authorises research with human embryonic stem cells
obtained from surplus or supernumerary embryos from in vitro
fertilization procedures. Europe has a European Human Embry-
onic Stem Cell Registry in which ten EU countries, including
Spain, participate. Its main goal is to provide information on
all the embryonic stem cell lines available to the scientific
community.
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For a cell therapy to be considered for clinical use, it must have proven to
be satisfactory in terms of quality, effectiveness and safety. The validation
of a cell therapy for clinical use must be proven through preclinical and
clinical models with their respective development stages. Some of them,
however, may fall within the definition of advanced therapies, and could
therefore reduce and/or avoid some of the development stages that
classically apply to medicinal products.

In certain cases, «they are therapeutic products developed “a la
carte”, for a specific patient, often of autologous origin or directed from a
specific, compatible donor». Nevertheless, the quality of all those
medicinal products, even of those whose manufacturing process follows
production dynamics that are far removed from pharmaceutical industrial
manufacturing, is guaranteed by the application of Good Manufacturing
Practices (GMP) in their development process. This includes advanced-
therapy medicinal products at the clinical research stage, with the Spanish
Medicines Agency (AEMPS) having carried out the inspection in 8
centres throughout Spain.

2.4.2.2. (General objective

To promote safe access for people affected by rare diseases to advanced
therapies by incentivising the research, development and authorisation of
these products within an appropriate legislative framework.

2.4.2.3. Specific objectives and recommendations
Objective 1

To promote public and private research on advanced therapies, as well as
the clinical application of those therapies to rare diseases.

Recommendations

— Allocate funds for public research on advanced therapies
intended for people affected by rare diseases.

— Foster basic and university research on preclinical development
by increasing the level of funding for research in the field of
advanced therapies applied to rare diseases.

— Foster links and collaboration with recently created, European
high production platforms, and encourage the use of European
shared molecular libraries.

— Develop transversal action in the field of regenerative medicine,
nanobiotechnology, bioengineering and health technology and
innovative molecules.

— Adapt the legislation on advanced therapies in relation to
informed consent for the use of biological material in research.
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— Establish legal frameworks for research with stem cells, at all
times respecting the rights laid down in the Oviedo Agreement or
in the Charter of Fundamental Rights.

— Foster the development of the Plan Nacional de Terapias
Avanzadas, or the Spanish national advanced therapy plan, and
enhance its development and implementation, with regard to
all rare diseases, starting with those that are most seriously
debilitating.

— Improve the dissemination of information regarding the different
advanced therapy methods and their available applications to the
patient organisations and professional groups concerned.

— Establish measures and protocols for actions regarding clinical
trials, taking into account the low prevalence of RD.

— Increase collaboration at European level by creating and funding
a public-private forum on RD that favours the development of
multicentre projects with the necessary experience and funding.

— Study the possible designation of advanced therapy products as
orphan medicinal products so that they can enjoy the same fiscal
incentives and market exclusivity periods.

— Incorporate advanced therapies into the diagnostic and treatment
protocols of centres of reference, where appropriate, once they
have been designated as such.

— Foster the creation of multidisciplinary committees of experts for
the elaboration of regulations for the use, monitoring and
appropriate surveillance of advanced-therapy medicinal products.

— Promote the creation of advanced therapy hospital units that
stimulate their development, ensure their quality and provide
ongoing advice and training in this field.

2.4.3. Rehabilitation
2.4.3.1. Background

Beyond the pharmacological aspects, the treatment of many RD requires
early intervention, rehabilitation and speech therapy services, which the
health system must continue to develop.

In view of the lack of alternative and effective pharmacological
treatments, early intervention and rehabilitation allow people with RD to
optimise their capacities by preventing complications and improving
personal and social abilities.

Motor rehabilitation and speech therapy translate into functional and
neurological improvements, which lead to greater autonomy for patients
and, therefore, to increased quality of life. Statistics show that 68% of
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patients receiving a rehabilitating treatment improve their physical and
coordination capacities, like the start of the visual displacement, upper
limb coordination, etc., and therefore their quality of life.

Like for other therapies, the principles underlying rehabilitation must
be based on the best available scientific evidence regarding the restoration
or improvement of the patient’s quality of life and the cost-effectiveness of
the rehabilitation.

These problems are stressed by Spanish Law 13/1982, on the Social
Integration of Disabled Persons (LISMI), as well as Spanish Law 51/2003
of 2 December, on Equal Opportunities, Non-discrimination and Universal
Accessibility for Disabled People (LIONDAU) and Spanish Law 39/2006
on the Promotion of Personal Autonomy and Care for Dependent Persons.
Since certain rare diseases are seriously debilitating and/or generate a high
degree of dependence, people affected by these diseases fall within the
scope of these laws which establish the principles of independent life,
normalisation and the mainstreaming of policies that address disability
issues.

Rehabilitation is covered in Royal Decree 1030/2006, of 15
September, establishing the portfolio of common services of the Spanish
NHS and the procedure for its upkeep (6). Nevertheless, within the
Spanish NHS, physiotherapy is mainly directed at the acutely ill and to a

(6) Appendix II includes, within the portfolio of common primary care services: «5. Basic
rehabilitation. Comprising educational, preventive and rehabilitation activities that are
usually provided in the scope of primary care, on an outpatient basis and on medical
prescription, and in keeping with the programmes of each health service, including home care
if considered necessary due to clinical circumstances or limited accessibility. It includes:

5.1. Prevention of the development or the progression of musculoskeletal disorders.

5.2. Physiotherapeutic treatments for symptom control and functional improvement
in chronic musculoskeletal conditions.

5.3. Recovery of mild acute musculoskeletal conditions.

5.4. Physiotherapeutic treatments for neurological disorders.

5.5. Respiratory physiotherapy.

5.6. Health guidance/training for patients or carers, where appropriate.»

In addition, Appendix III of the said Royal Decree includes, within the portfolio of common
secondary care services:

«8. Rehabilitation for patients with recoverable functional deficits. Comprising the
diagnostic, evaluation, preventive and treatment procedures in patients with functional deficits,
aimed at facilitating, maintaining or restoring the largest possible degree of functional abilities
and independence for the patient, with the aim of reintegrating patients into their usual
environments. It includes rehabilitation in the case of disorders of the musculoskeletal system,
the nervous system, the cardiovascular system and the respiratory system, through
physiotherapy, occupational therapy, speech therapy that is directly related to a pathological
condition being treated in the Spanish NHS and self-help devices (prosthetic and orthotic
devices, regulated in Appendix VI of the portfolio of common prosthetic and orthotic services).»
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much lesser extent at the chronically ill, who tend to be discharged after a
brief rehabilitation period.

However, that is not the case in all the Autonomous Communities.
In the Autonomous Community of Castile-La Mancha, the Department
of Health agreed to provide people suffering from ataxia with inten-
sive rehabilitation in the National Centre for Paraplegics (Centro Nacional
de Parapléjicos) and/or access to health centres equipped with a rehabili-
tation room and physiotherapists all year round.

The Autonomous Government of Catalonia developed the Plan
Director Sociosanitario, a master plan for integrated health and social care
for people with neurological diseases possibly involving disabilities. The
Plan includes rehabilitation in specific installations like day hospital or
integrated health and social care centres for more intensive rehabilitation.

Another specific example of the development of integrated health
and social care in different areas is the Plan Integral de Atencion
Sociosanitaria al Deterioro Cognitivo en Extremadura (PIDEX), Ex-
tremadura’s comprehensive integrated health and social care plan for
cognitive deterioration, which deals with the needs of people with
degenerative dementias, acquired brain damage and developmental deficit
syndromes, and considers cognitive stimulation, the provision of social
services and psycho-social support to carers and relatives.

2.4.3.2. General objective

To facilitate continuous access to early intervention, rehabilitation and
speech therapy services for people affected by a RD, with the aim of
maintaining and improving the personal autonomy, as well as the quality of
life, of rare disease patients.

2.4.3.3. Specific objectives and recommendations

Objective 1

To reinforce ongoing, comprehensive rehabilitation (physical, sensorial
and cognitive) for people affected by a RD, with the aim of optimising,
preserving and/or assuring their residual capacities.

Recommendations

— Make sure the principles underlying rehabilitation are based on
the best available scientific evidence as regards the restoration or
improvement of the patient’s quality of life and the cost-
effectiveness of the rehabilitation.

— Promote access for children with RD to early intervention
services, near their homes, as well as the continuity of care in
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rehabilitation or functional restoration services in the specific
developmental areas required (physical therapy, speech therapy,
psychomotility, etc.).

— Make sure that the rehabilitation for people affected by RD
included in the portfolio of common services of the Spanish NHS
is provided continuously.

— Promote the work of palliative home care teams, who meet the
needs of people affected by a RD during the advanced stages of
the disease.

— Promote speech therapy treatments in the case of RD involving
speech impairment.

— Develop guides on sensory, cognitive and physical rehabilitation
and comprehensive treatments adapted to the specificities of rare
diseases.

2.5. Integrated health and social care

2.5.1. Background

Most rare diseases are complex and chronic entities involving substantial
morbidity and a high degree of disability and/or dependence, and requiring
long-term care and multidisciplinary interventions. Likewise, they
substantially reduce the quality of life of affected persons and their
families, not only in terms of strictly health-related aspects, but also in
psychic and social areas, affecting family and financial needs, the inclusion
in school or work environments, etc.

Moreover, the nature of rare diseases entails a series of further
circumstances that aggravate the conditions of life of sufferers and their
families. The lack of information and training in these diseases leads to a
series of problems for sufferers and cause patients and their families to
find themselves in a socially isolated situation which, in order to be
remedied, needs to be studied in depth.

As with other chronic or debilitating diseases, the needs of people
with rare diseases can only be met through comprehensive care delivered
through a variety of services. It must involve different care systems and
health providers, and easier access to health, social and other services
(educational, occupational, pharmacy dispensing, etc.). Spanish Law
16/2003 on Cohesion and Quality of the NHS requires the coordination of
various sectors with the aim of guaranteeing the availability of a
comprehensive and ongoing care system to improve the level of health and
the quality of life of affected persons and their relatives or carers.
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From an intersectoral perspective, integrated health and social care
can act as the basic backbone of the necessary combination of health,
social and non-professional assistance, in order to guarantee the continuity
and coherence of the multiple types of care required by people with rare
diseases and by their families.

Integrated health and social care, as set out in Article 14 of Spanish
Law 16/2003, on Cohesion and Quality of the NHS, consists of the different
types of care available to people with a disease, usually of a chronic nature,
and to people with a disability who because of their special characteristics
may benefit from the simultaneous and synergic action of health and social
services to increase their autonomy, lessen their limitations or suffering
and facilitate their social reintegration.

Integrated health and social care will be provided at the care levels
determined by each Autonomous Community and in all cases shall include:

a. Long-term healthcare.
b. Healthcare during convalescence.
c. Rehabilitation of patients with recoverable functional deficits.

In the area of social services, Spanish Law 39/2006 on the Promotion of
Personal Autonomy and Care for Dependent Persons, leaves it up to the
Autonomous Communities to «establish the procedures for the coordination
of health and social care services, involving the creation, wherever necessary,
of any coordination bodies required to guarantee effective care».

In a broad sense, the social services field is the door that gives access
to the many existing resources and requires the classification of people
with rare diseases as «people with a disability» or as «people in a situation
of dependence». That is the case, more specifically, for access to the
financial services and benefits of social services, to non-contributory social
security, employment promotion and tax relief.

Currently, both disabilities as well as situations of dependence are
assessed by specialised bodies of the Autonomous Communities. However,
there are decrees for both which unify the assessment procedures and
scales for these situations at state level.

Over the last thirty years the attention paid to the different needs of
people with disabilities has led to the creation, from a human rights-based
perspective, of a complex system of equalisation of opportunities. That
system mainly consists of «positive action» measures (favourable treat-
ment and additional support) and, to a lesser extent, of measures against
discrimination, whether direct or indirect, which obstruct or hinder the
participation of people with disabilities in equitable conditions and under
equal opportunities.
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This set of measures is based on a series of laws of a basic nature and
intersectoral scope, in addition to which there are sectoral regulations
applicable at autonomous community or state level (7).

The Public System for the Equalisation of Opportunities for Persons
with Disabilities (Sistema Publico de Equiparacién de Oportunidades para
las Personas con Discapacidad) covers different types of measures, which
are managed by the departments (at state, autonomous community or local
level) responsible for those areas. Below is a summary of the measures
included in that system:

Cash benefits. The main financial aid available to people with
disabilities or their families are: social security benefits (disability pension,
dependent child benefit and income support), social assistance benefits
(financial dependence benefits, individual benefits for care, rehabilitation
and self-help devices, subsidies and service agreements with NGOs) and
tax relief (income tax, tax on inheritance and donations, VAT, tax on
mechanically powered vehicles, etc.).

Social Services. In addition to the financial aid for social assistance, the
Social Services System has general primary care resources (information,
guidance, referral, etc.) and specialist services for people with disabilities
(home-help, telehomecare, day care centres and vocational training schools,
professional rehabilitation services and residential care centres).

The System for Autonomy and Dependence Care (Sistema para la
Autonomia y Atencion de la Dependencia, SAAD) was recently created
within the framework of Social Services. That system guarantees, by law,
access for dependent persons to the portfolio of services and cash benefits
laid down by Spanish Law 39/2006 on the Promotion of Personal
Autonomy and Care for Dependent Persons.

Moreover, there are currently action plans in this field which promote
policies for people with disabilities and which, therefore, are in many cases
useful for people with rare diseases. Examples are the Council of Europe
Action Plan; the Plan Nacional de Accesibilidad, or Spain’s national
accessibility plan; the Plan de Accion para las Mujeres con Discapacidad,
which is an action plan for women with disabilities; and the Acuerdo sobre
criterios comunes 'y condiciones minimas de los Planes de Atencion Integral
a Menores de tres aiios, which is an agreement on the common criteria and

(7) The general Spanish laws on which the comprehensive policies for disabled persons are
based, are: Law 13/1982, on the Social Integration of Disabled Persons (LISMI), Law 51/2003,
on Equal Opportunities, Non-discrimination and Universal Accessibility for Disabled People
(LIONDAU) and Law 39/2006, on the Promotion of Personal Autonomy and Care for
Dependent Persons.
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minimum conditions of plans for the comprehensive care of children under
the age of three, which still needs to be approved by the Territorial Council
of the SAAD.

Labour market integration. Spanish labour legislation provides
specific regulations as well as special measures included in general
regulations for the promotion and support of the integration into the
labour market of working people with disabilities (8).

The driving force behind the policies promoting the employment of
working people with disabilities is contained in the Estrategia Global de
Accion para el Empleo de Personas con Discapacidad 2008-2012, Spain’s
global action strategy for the employment of people with disabilities. The
Strategy is aimed at increasing the activity and occupation rates, as well as
the integration into the labour market, of working-age people with
disabilities. Likewise, it is aimed at improving the quality of employment
and enhancing working conditions for people with disabilities, thereby
actively seeking to prevent discrimination.

Informal support. A network of resources that should be taken into
consideration when discussing integrated health and social care, is
Informal Support. In this context, informal support is understood as the
care provided by NGOs for disabled persons, by caregiving families and by
voluntary services. NGOs play a very important role in the disability
sector, as representatives as well as service providers, above all in the areas
regarding information-guidance, education, employment and care for the
most severely disabled people. Caregiving families are today a fun-
damental source of support in the care of people with disabilities; they are
an invaluable resource which, in turn, requires its own support. Moreover,
the voluntary sector is very present in recreational and care programmes
for these patients, and the subsidiary support they provide deserves to be
acknowledged.

At present Spain does not have a uniform model neither for the
provision nor for the coordination of health services and social services,
although for many years now work has been undertaken towards the
creation of such a model. The debate regarding the need to coordinate the

(8) Training and professional rehabilitation services (social guarantee courses, employment
workshops, work preparation centres, etc.), labour intermediation services (professional
guidance, personal and social-oriented services, placement and support services, etc.),
sheltered employment centres (vocational training schools, selective employment, sheltered
workshops, etc.), sheltered employment-ordinary employment transition programmes
(employment enclaves, supported employment, etc.) and measures to promote ordinary
employment (employment in companies, public employment and self-employment).
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different service provision systems has led to initiatives such as the Spanish
NHS Analysis and Evaluation Commission (Comisién de Analisis y
Evaluacion del SNS); the Acuerdo Marco Interministerial, or inter-
ministerial framework agreement, of the Ministry of Health and the
Ministry of Social Affairs; and the Congreso de los Diputados de
consolidacion y modernizacion del Sistema Nacional de Salud, which is the
agreement of the Congress of Deputies for the consolidation and
modernisation of the Spanish NHS.

The coordination between the Primary Care (PC) service of the
Spanish NHS and Social Services currently tends to be carried out by the
social work services of public health centres. Several of the AC have set up
bodies for the management of integrated health and social care, in charge
of coordinating the interventions of the Health Services and the Social
Services. In general, the responsibilities are divided between the Health
Departments and the Social Services Departments, with independent
health networks and social networks.

The coordination between the healthcare and social care mechanisms
is a problem that traditionally becomes apparent when analysing the way
in which integrated health and social care services are organised.

The Libro Blanco de Atencién a las Personas en situacion de
Dependencia (2004), or white paper on care for dependent persons, from
which the description of the general situation of the coordination of
integrated health and social care was taken, sets out a series of proposals
that, mainly, were those elaborated in 2001 by the Mixed Commission in
charge of drafting a document, Bases para un modelo de atencion
sociosanitaria, regarding the foundations of an integrated health and social
care model.

In this context, in view of the nature of its functions and its current
privileged membership of the Ministry of Health and Social Policy, the State
Reference Centre for Rare Diseases Patients and their Families (CRE) in
Burgos is in charge of promoting the coordination between health and
social care services. Moreover, it should act as a driving force behind the
cooperation between the different services and units with responsibilities in
the fulfilment of the needs of people with rare diseases and of their families,
and also between the public sector and the associative movement.

Its main role consists of bridging the gap between the Spanish NHS
and the Social Services System, and of integrating into a single strategy the
assistance foreseen by the system for the equalisation of opportunities for
people with disabilities. To achieve that mission it will use its functions in
the areas of the management of information and publications, the training
of specialists, as well as the promotion of actions in the field of innovation,
development and technical aid services.
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2.5.2. General objective

To improve integrated health and social care through the availability of a
comprehensive and continuous care system for people affected by rare
diseases.

2.5.3. Specific objectives and recommendations

Objective 1

To promote the coordination between the different bodies and institutions
involved in the provision of comprehensive care for people affected by
rare diseases.

Recommendations

— Encourage cooperation and co-responsibility between all those
involved in the provision of comprehensive care for patients with
RD.

— Promote the appropriate planning and management of existing
health resources and social resources for people with rare diseases
and their families, thereby guaranteeing the availability of a
comprehensive and continuous care system.

— Enhance the development of frameworks of services and res-
ponsibilities regarding people with RD, to be coordinated in the
field of integrated health and social care of each AC.

— Foster the creation of an Interdepartmental Coordination
Commission between the Departments of Health, Social Services
and Education. The Commission will incorporate RD policies and
guide the development of the RD Plans of the Autonomous
Communities, making sure that they are consistent and co-
ordinated with the National RD Strategy.

— Promote the collaboration between the Spanish National Health
System’s Reference Centres, Services and Units (CSUR) on RD,
once they have been designated as such, and the State Reference
Centre of the Social Services System (Centro de Referencia
Estatal del Sistema de Servicios Sociales), for Rare Diseases
Patients and their Families (CRE) in Burgos.

— Promote, through the System for Autonomy and Dependence
Care (SAAD), the establishment of a general framework that
determines the involvement and role of the Spanish Law on the
Promotion of Personal Autonomy and Care for Dependent
Persons with regard to people with RD.
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Encourage the design, implementation and evaluation of
coordination models between health services and social services
that help guarantee the continuity of care for patients with RD.

In the event of service agreements and/or purchases, establish
criteria for their quality and evaluation, similar to the criteria that
have to be met by the organisational structures for the care of
patients with RD in each specific Autonomous Community.
Develop complex care protocols and models that specify the care
and referral processes, as well as the health services and social
services.

Strengthen, in both the health system as well as the social system,
the concept of a «case manager» to supervise the monitoring,
application and continuity of the measures.

Objective 2

To collaborate with and inform, through the health sector and in as far as
possible, all stakeholders of social services about the socio-economic,
occupational, educational and technical needs, both of people affected by
RD as well as of their carers, to make sure that those needs are adequately

met.

Recommendations

Provide advice about the rights of affected persons and of their
carers, as well as those of their families.

Provide advice on information points or centres that provide
information about state benefits, the resources of specific as-
sociations or organisations and the health services in patients’
Autonomous Communities, which may help improve their quality
of life.

Inform the affected person and his or her family about the
administrative processes involved in obtaining the health and social
assistance required for the adequate care of the affected person.
Provide information about the location of employment guidance
and advice services, as well as the services that assess and advise
people with disabilities.

Encourage the occupational reintegration and continuity of the
family member caring for the patient.

Collaborate, through health services, in the drafting of occu-
pational reports and guides aimed at the adaptation of work-
stations to disabilities.

Together with the education sector, promote access to hospital
classrooms for schoolchildren with RD and to other school
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support measures which facilitate the intellectual development of
affected children.

— Make sure that the adequate healthcare is guaranteed in any
respective education centres that requests it.

— Participate in the drafting and dissemination of educational
guides for teaching staff, explaining what type of care is required
by children and adolescents in specific situations (i.e., in the event
of a crisis, etc.), and setting out certain guidelines that facilitate
their educational integration.

— Collaborate with the education sector on basic health information
that should be considered when working with children affected
by RD.

Objective 3

To promote adequate access to mental health services for people affected
by RD and their families.

Recommendations

— Offer psychological care, support and guidance throughout the
process of the disease as well as at the time of diagnosis and
during genetic counselling.

— Foster and promote resources that improve the quality of life of
people affected by RD and that help the people close to them
(home assistance services, hospital at home services, day centres
or short-stay centres, etc.).

— Reinforce and develop tools for training in the provision of care,
emotional support and the promotion of self-help for people
caring for patients with RD.

— Raise awareness among health professionals and provide them
with instruments for the detection, assessment, follow-up and
appropriate referral of patients with RD.

Objective 4

To promote, through integrated health and social care, the adoption of
measures to improve the quality of life of people affected by RD and of
their families.

Recommendations

— Encourage, at the level of the AC and local government bodies,
the adaptation of internal regulations and procedures to promote
the integration of people with RD.

88 HEALTHCARE



— Facilitate social integration through leisure and recreational
activities adapted according to disabilities, age and gender.

— Encourage physical activity and sport by promoting measures for
the adaptation of sports centres.

— Promote respite care structures and centres for the temporary
relief of the carers of people with RD (residential centres,
supervised apartments, temporary admissions so the family can
rest).

— Promote, through the State Reference Centre for Rare Diseases
Patients and their Families (CRE) in Burgos, cooperation in the
development of the measures set out in this Strategy, as well as the
measures arising from the implementation of the System for
Autonomy and Dependence Care (SAAD).

Objective 5

To foster awareness-raising campaigns about rare diseases directed at
health professionals and citizens in general, thereby increasing the
visibility and recognition of those diseases.

Recommendations

— Promote the organisation of conferences/symposiums on RD to
raise awareness among health professionals and citizens in
general.

— Encourage awareness-raising campaigns and health education
through talks, leaflets, posters and any other means of com-
munication that can be used to reach the general public through
the Ministry of Health and Social Policy, the Departments of
Health and Social Issues, scientific and professional societies, as
well as through any other interested entities.

— Support the organisation of the World Rare Disease Day (28
February or 29 February in the case of a leap year).

— Collaborate with scientific and professional societies so that they
disseminate information regarding RD through their publications.

Objective 6
To reinforce support for charitable organisations and volunteer work.

Recommendations

— Acknowledge the importance of non-professional support, and
of patient organisations and volunteers as social and health
stakeholders.
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Promote the creation of charitable organisations, and encourage
and support their participation and collaboration in the devel-
opment of activities and programmes.

Encourage the participation of voluntary organisations in
integrated health and social care programmes and activities for
people with rare diseases and their families.

Help organisations for ill people to overcome the social and
health barriers arising as a result of the scarce number of patients
with each disease as well as the geographical dispersion that
hampers their work.

Foster health sector activities developed by patient organisations
at different levels: exchange of information and best practices,
awareness-raising campaigns, education, training and research.
Participate in awareness-raising and dissemination activities that
enhance awareness, inform the public and support involvement in
charitable organisations.

Work with the State Reference Centre for Rare Diseases Patients
and their Families (CRE) in Burgos on the development of the
Programme for the support of families, carers and NGOs on
information and guidance, training in the provision of care and
respite care services.

Objective 7

To support and promote the abovementioned agreement on common
criteria, recommendations and minimum conditions for the comprehensive
care of children under the age of three, once it has been approved by the
Territorial Council of the System for Autonomy and Dependence Care
(SAAD).

Recommendations

90

— Guarantee early intervention as a subjective right of children

under the age of three with a RD in a situation of dependence or
at risk of dependence.

Raise awareness and understanding among society in general so
that the inclusion from a very young age of people with RD in a
situation of dependence or at risk of dependence becomes a
reality.

Facilitate access to information about resources and services
regarding early intervention for children under the age of three in
every AC, about child development, developmental anomalies and
children with RD in a situation of dependence or at risk of
dependence.
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— Improve the prevention of risk factors and the early detection of
children aged 0-3 years with RD, both of a congenital as well as of
an acquired nature, which may affect the normal development of
those children.

— Guarantee the immediate referral, as soon as a RD has been
detected, to early intervention that enhances the patient’s capacity
to develop and enjoy wellbeing, that allows his or her integration
into the family, school and social environments, and that allows him
or her to enjoy personal autonomy in as normal a way possible.

— Guarantee underage patients and their families and tutors access
to social intervention.

— Establish the coordination between professionals of the different
systems and services involved in the early intervention of children
under the age of three with RD in a situation of dependence or at
risk of dependence, by facilitation the sharing of information that
guarantees the said intervention.

— Facilitate the provision of technical support and advice among
professionals of the different systems involved, in order to be able
to guarantee the fulfilment of the portfolio of services of each
system.

2.6. Investigacion

2.6.1. Background

Broadly speaking, the EU policy on the funding of research on rare
diseases is characterised by its limited scope compared to the massive
investments made in other more common disorders, as well as by the lack
of a general strategy and coordination.

In September 2007, the main points of the Plan Nacional de I+D+1,
or Spain’s national R&D&I plan, were presented. According to the
expectations of the Ministry of Education and Science, the General State
Administration (the Central Government and the Autonomous Com-
munities) will increase its investments at a rhythm of 16% per year,
starting in 2008, and until reaching a total expenditure of 2.2% of the GDP
in 2011, in line with the EU’s current investment. That estimate includes
the business sector, which will fund 55% of the total investment.

In Spain, the first initiative taken towards the promotion of research
on rare diseases is set out in Royal Decree 375/2001, which approved the
Statute of the Carlos IIT Health Institute (ISCIII). Likewise, Article 21 of
the aforementioned Royal Decree determined that the research, scientific,
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technical and teaching activities entrusted to the ISCIII would be carried
out through centres or institutes with an organic level that is inferior to
that of the Sub-directorate General.

The Order of 27 December 2001 created several centres within the
Carlos III Health Institute (ISCIII), including the Toxic Oil Syndrome and
Rare Diseases Research Centre (CISATER).

From then onwards the need to strengthen action in the field of rare
diseases, as well as the need for additional efforts in terms of research and
information within the technical-care framework, was highlighted. Units of
reference need to be identified, and a system of coordination needs to be
put in place with the health services of the Autonomous Communities in
order to guarantee the availability of adequate healthcare.

In this regard, the Rare Diseases Research Institute (IIER) was
created in 2003 as part of the ISCIII. The IIER’s goal is to promote and
carry out basic and clinical research, to provide training and support to
health professionals and to innovate healthcare for rare diseases.

Another important initiative taken by the Ministry of Health and
Consumer Affairs regarding rare diseases was the creation of the Thematic
Networks for Collaborative Research in Health (RETICS), in which
research groups and centres from the entire Spanish NHS participate.

The twelve specific networks on RD were created according to the
health-related priorities set out in the Plan Nacional de Investigacion
Cientifica, Desarrollo e Innovacion Tecnolégica 2000-2003, Spain’s
national plan for scientific research, development and technological
innovation over the period 2000-2003. They were financed by the Carlos
I11 Health Institute (ISCIII), through the Research Fund foreseen under
the Agreement signed with the Spanish Ministry of Health and Consumer
Affairs and Farmaindustria (employers’ association of Spanish pharma-
ceutical companies), after passing a selection process, on the basis of
publicity, objectivity and competition. It had an initial budget of 20 million
euros for three years.

The purpose of those networks was to enhance the use of human and
technical resources in order to guarantee the prompt transfer of research
to the hospital and biopharmaceutical sectors. However, in contrast to the
quality of its research groups and centres, Spain does still not have a well-
established platform on which to build a sound, national system for the
storage, cataloguing and supply of samples. Likewise, Spain has still not
developed a population registration system for rare diseases, and is far
behind other countries in terms of clinical and translational initiatives like
the development of new therapeutic approaches and diagnostic methods.

The Centre for Biomedical Network Research on Rare Diseases
(CIBERER) was created in November 2006. It is one of the nine public
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consortiums set up by the Carlos III Health Institute (ISCIII), and is
intended to foster and coordinate research on rare diseases in Spain. Its
origins lie in the Research Networks of centres and groups of the ISCIII
with subjects related to rare diseases. In this case, the investment
earmarked for research equalled 12 million euros over 2 years (similar to
RETICS, which was granted €20m over 3 years). The CIBERER offers a
comprehensive and dynamic approach to research in the field of RD.

Over the last few years the calls for research projects of the Health
Research Fund (FIS) and those of Strategic Action for Health Research
(Accién Estratégica en Salud, AES) for the years 2008 and 2009, have
specifically identified RD as an area for promotion. In fact, the AES, in the
aforementioned national R&D&I plan for 2008-2011, refers to rare diseases
as a «Linea de Investigacion Prioritaria», or a priority area for research.
Moreover, rare diseases are included in the «Linea de actuaciones
complementarias de refuerzo», which concerns complementary rein-
forcement actions in areas such as basic research, clinical trials or the
development of orphan medicinal products.

Other initiatives regarding research into orphan medicinal products
include those of Farmaindustria’s technological platform for innovative
medicine (Plataforma Tecnol6gica de Medicamentos Innovadores) and the
European Innovative Medicine Initiative (IMI).

At European level, the Fifth Framework Programme (5FP) was
aimed at promoting cooperation, collaboration and better knowledge in
the field of rare diseases. Accordingly, it financed a total of 47 research
projects through an overall budget of 64 million euros. Later, the goal of
the Sixth Framework Programme (6FP) was to continue to strengthen the
development of technical and scientific knowledge, which translated into
two thematic priorities: to translate genome data into practical applications
for the improvement of human health, and to support the formulation and
implementation of Community policies.

Spain participated in 31 European SFP and 6FP projects, even though
the projects were only occasionally led by a Spanish group.

The ERA-Net project, which addresses rare diseases and is funded by
the EC under the 6FP, fosters joint and transnational activities. The project
includes E-Rare, a network consisting of public bodies, ministries and
research management organisations from nine Member States, responsible
for the development and management of national or regional research
programmes on rare diseases. It is expected to lay the foundations for
continued and sustainable cooperation between partners of the Member
States, thereby overcoming the fragmentation of research on rare diseases
and promoting interdisciplinary approaches. Spain participated in six of
the projects financed through the most recent E-Rare call for proposals.
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The goal of the current Framework Programme (7FP) is to continue
to promote transnational cooperation by emphasising translational
research, the development and validation of new therapies, the promotion
of health and primary prevention, as well as the adoption of national
policies and the drafting of comprehensive plans for the care of affected
persons. More specifically, research efforts will focus on the natural
evolution and physiopathology of diseases and on the development of
preventive strategies and diagnostic and therapeutic means.

2.6.2. General objective

To promote the transfer of RD research findings to the clinical practice,
diagnosis and development of new therapeutic alternatives.

2.6.3. Specific objectives and recommendations

Objective 1

To support initiatives for epidemiological, clinical, basic and translational
research on rare diseases.

Recommendations

— Promote future national R&D&I plans in the field of RD within
the framework of Strategic Action for Health Research (AES).
The following actions may contribute to the achievement of that
goal:
¢ Increase the efficiency of the available resources by promoting

their shared use within the Spanish NHS.

e Promote the raising of new public and private funds, as well as
systems for the allocation of public funding to research.

— Maintain an adequate human capital by promoting the de-
velopment of research among health workers and increasing the
critical research mass. The following actions may contribute to the
achievement of that goal:

e Continue to support and develop, both at state and autonomous
community level, the programmes included under the Strategic
Action for Health Research (AES).

¢ Boost the development of research, clinical-experimental or
advanced diagnosis support units.

e Support the development of the Associated Consortiums for
Biomedical Research Networks (Consorcios Asociados de
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Investigacion Biomédica en Red, CAIBER) and the
accreditation of the Health Research Institutes.

Maintain adequate structural support. The following actions may

contribute to the achievement of that goal:

¢ Reinforce the development of the CIBERER in close
collaboration with the Spanish NHS.

e Analyse the viability and usefulness of creating mixed research
centres between public health institutes with a transnational
approach, as well as of systems for the shared use of infra-
structures and the development of service platforms and re-
search support units (biobanks, animal houses and others).

e Foster scientific cooperation between public institutions
(hospitals, universities, the CSIC and other pubic research
organisations), technological centres and companies.

Objective 2

To promote the prioritisation of research projects on RD and favour
national and international joint project proposals.

Recommendations

Promote the maintenance of rare diseases as a priority area for

research under the aforementioned national R&D&I plan.

Foster institutional support for the development of new tech-

nologies, like biotechnology and nanotechnology, and their incor-

poration into the biomedical sector.

Promote the aforementioned «complementary reinforcement

actions» for clinical research with medicines, within the Sub-

programme of non-commercial clinical research with medicines
for human use of the national R&D&I plan.

Support, under the CAIBER sub-programme, the following

specific areas: advanced therapies in regenerative medicine,

human genetics, rare diseases and orphan medicinal products.

Foster gender equality in relation to the participation in research

studies and clinical trials, thereby avoiding gender bias.

With regard to the areas of research on RD that need

strengthening, the priorities of the EU’s Seventh Framework

Programme should be taken into account:

e Descriptive and analytical epidemiology in relation to the
natural history of the disease and of the clinical nosology:
development of multidisciplinary networks, development of
tools needed to create shared databases and registers and
cohort studies.
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e Characterisation of hereditary mechanisms, the genes involved
and metabolic and cell bases of rare diseases.

e Pathophysiology: development of infrastructures for the
functional use and analysis of transgenic animals; support for the
analysis of data obtained via transcriptomics and proteomics;
identification of biological markers and metabolic profiles to be
used for diagnostic purposes and the evaluation of disease
progression; development of cell models and development of
animal models different than mice.

e Development of diagnostic tests: support for projects with the
industry for the joint development of diagnostic methods, and
support for projects aimed at the evaluation of new diagnostic
methods.

e Therapeutic research: determine new therapeutic targets, as a
base for pharmacological therapies and for the development of
gene and cell therapy.

e Quality of life studies.

e Studies on health services and social services that allow for the
evaluation of the adequacy and efficiency of assistance and care
processes.

Objective 3

To maintain and improve the structures and tools needed for the
development of research on rare diseases.

Recommendations
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Encourage the networks of centres and/or groups of excellence in
research on RD to work in a coordinated manner.

Reinforce and sustain the actions carried out by any well-
established structures conducting research in relation to RD.
Promote a committed research policy, especially in relation to
clinical trials in specific populations (paediatrics), diagnostics and
the treatment of RD.

Stimulate participation in research activities on RD funded by the
European Union, providing support through the European
Project Office (EPO).

Foster translational research on RD, thereby taking into account
some of the following measures:

e Promote the training of mixed research groups through specific
calls (clinical research groups in hospitals and basic research
groups in universities).

e Translate the findings of clinical research into clinical practice.
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e Promote the incorporation of healthcare professionals into
research areas for the development of specific projects.

¢ Incentivise the development of spin-offs by scientific institutions
on projects with a translational approach.

e Promote the implementation of knowledge management tools.

2.7. Training

2.7.1. Background

The lack of specific training in the field of rare diseases and the large
number of them, together with the pressure on Primary/Secondary Care
services, further complicates an already difficult situation.

As mentioned in other parts of this document, professionals require a
series of skills and knowledge when approaching rare diseases. In addition
to undergraduate and postgraduate training, it is fundamental that all
professionals involved in the provision of care for patients with RD receive
ongoing training.

The importance of the coverage of RD as part of the training process
of both Primary Care as well as Secondary Care health professionals must
be stressed. However, that importance is perhaps greatest in Primary Care,
since as mentioned throughout this document, for patients with rare
diseases PC is the point of access to their pathway through the healthcare
system. The training must be aimed at professionals of multidisciplinary
teams (nursing, general medicine, paediatrics, etc.) that treat adults,
children and adolescents alike.

The current shortcomings of undergraduate and postgraduate
teaching plans and the scarcity of ongoing training initiatives in the field of
rare diseases call for training to be intensified and awareness to be raised
about the problems surrounding RD.

In undergraduate training, the problem lies in the fact that knowledge
about the disease takes precedence over knowledge about the patient.
So, although there are exceptions, the absence of Primary Care in univer-
sities is behind the lack of a broad, humanist vision that integrates other
professionals (medicine, nursing, physiotherapy, speech therapy, psychology,
social work, etc.) and that characterises Primary Care.

Specialist training processes (postgraduate training) enhance
students’ knowledge of diseases, including rare diseases, and the skills
required to handle them. However, it presents the same shortcomings as
undergraduate training, since here too the disease takes precedence over
the patient.
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The teaching programme for general medical practitioners recently
underwent a significant reform in order to adapt the training of resident
general practitioners to the new needs highlighted by Primary Care
professionals and patients. Despite the growing importance attributed to
rare diseases in Spain’s health system in recent years, the aforementioned
reform does not include anything on rare diseases.

Finally, ongoing training is often conditioned by the providers of that
training, who prioritise according to the criterion of the prevalence of
diseases.

In order to tackle this situation, certain proposals were set out during
the Position Paper delivered to the Senate (February 2007) by the Joint
Commission that was entrusted with the responsibility of analysing the
special situation of patients with rare diseases. It defined 10 strategic axes
regarding the approach to adopt when addressing RD, which included the
training of health professionals in order to enhance their ability to identify
rare diseases.

The objectives set out in the Position Paper presented to the Senate
were: to update the knowledge on rare diseases among health pro-
fessionals; to locate resources and information; and to adapt the initial and
ongoing training of professionals. The creation of a medical specialty in
genetics as well as the inclusion of human genetics as a core subject in
faculties of medicine, were deemed to be of fundamental importance.
Moreover, the paper highlighted the «importance of training with the aim
not of creating specialists in rare diseases, which is difficult in the case of
infrequent processes, but rather of providing professionals with the mental
discipline required to handle the situations to which rare diseases give
rise».

Likewise, government bodies should promote the progressive
introduction of such training into teaching programmes at undergraduate,
postgraduate and ongoing training levels, and should foster knowledge and
awareness among health professionals.

Several scientific societies, like SEMFyC, SEMERGEN, SEMI or
SEN, have recently created working groups dedicated to raising awareness
and increasing training in RD among health workers. The activities of
those groups currently include the organisation and provision of «Trainer
of Trainers» courses and of PhDs related to RD; round tables on the
problems surrounding RD in the respective national congresses; and the
publication of articles on RD in the magazines of the different scientific
societies.
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2.7.2. General objective

To develop a training strategy that includes specific content on rare
diseases in undergraduate, postgraduate and ongoing training, and that
considers measures aimed at raising the awareness of, and the interest in,
problems surrounding RD.

2.7.3. Specific objectives and recommendations

Objective 1

To stress the problems surrounding rare diseases in the undergraduate
training of health science degrees, with the aim of increasing the
knowledge and awareness of those diseases and of related problems.

Recommendations

— Approach the University Coordination Council about the
curricular inclusion of the body of knowledge on RD, involving
the adaptation of the initial training in health science study
programmes and awareness-raising about RD among under-
graduate students.

— Organise practical workshops on the different clinical subjects
that teach undergraduate students the skills required to suspect
rare diseases, deal with patients and their surroundings and
provide them with everything necessary to ease the disease
burden (pharmacological and non-pharmacological treatments,
rehabilitation, health and social support, etc.)

— Promote the inclusion of a section dedicated to rare diseases in
training programmes.

Objective 2

To promote a more in-depth study of the notion and handling of RD in
postgraduate training programmes, thereby prioritising knowledge about
the patient over knowledge about the disease.

Recommendations

— Analyse the viability and suitability of the possible training
models for specialists in genetics.

— Include monographic courses on RD and genetic counselling
in MA and PhD programmes, in keeping with the Bologna
Declaration.
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Propose an MA on RD within the training options of the Spanish
National Health School (Escuela Nacional de Sanidad) of the
ISCIIL.

Approach the Spanish National Council of Medical Specialties
about increasing the knowledge on RD within the different areas
of specialisation.

Foster, under the Teaching Programmes of healthcare centres
(mainly hospitals and health centres), activities like the organ-
isation of bibliographic sessions, clinical sessions and specific
seminars on RD.

Maintain and promote the programmes proposed under the
abovementioned national R&D&I plan.

Offer health professionals optional and complementary university
training centred on awareness-raising and the acquisition of skills
required when caring for people affected by RD.

Promote the drafting of consensus documents on rare diseases.

Objective 3

To foster ongoing training initiatives related to RD in Primary Care and
Secondary Care, taking into account the population, institutional and
individual needs and, in as far as possible, including the recommendations
set out below in strategic ongoing training plans.

Recommendations
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Create ongoing training modules aimed at the comprehensive
care of people affected by RD.

Promote the rotation of professionals in medicine, psychology,
nursing etc. in the CSUR on RD, once they have been designated
as such.

Foster, in as far as possible, contact between patients with RD and
students during the latter’s training period.

Encourage health professionals and associations of people
affected by RD to collaborate and cooperate in training activities.
Propose rotation periods for resident general medical practi-
tioners and residents of other specialties (paediatrics, internal
medicine, etc.) in genetic counselling services, with the aim of
training them in preconception genetic counselling, prenatal
diagnosis, teratology, the clinical follow-up of patients with genetic
diseases or diagnostic tests, among other issues.

Propose that a section on RD, or in which RD are considered, be
included in the different evaluation mechanisms of resident
doctors (resident log-book, portfolio, annual report, etc.).
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Propose to scientific societies that they create a «Rare Diseases
Section» or similar, according to the conclusions of the Senate
Position Paper.

Promote the offer of ongoing training programmes on RD at state
and autonomous community level.

Promote joint meetings centred on RD between Primary Care
professionals, Secondary Care professionals and experts from the
CSUR, once they have been created, with the aim of fostering the
communication between those groups, of sharing standards,
harmonised procedures and best practice guidelines, among
others.

Objective 4

To promote, through the Spanish NHS as well as through Social Services,
the training of family members of people with RD, primary carers,
volunteers as well as patient organisations.

Recommendations

Include training programmes and activities for non-professional
support under the Plan Anual de Formaciéon Especializada en
Servicios Sociales, which is IMSERSO’s annual plan for specialist
training in social services, and in the Training Programme of the
State Reference Centre (CRE) in Burgos.

Develop a programme for families caring for patients with RD to
meet each other.

Promote the creation within the CRE in Burgos of a training
school for carers and provide them with practical training in the
assistance and care of people with RD.

Provide the sector’s NGOs with information and advice regarding
care for people with RD.

Provide advice to organisations of patients with RD and their
families about technological aids and accessibility measures
through the Spanish National Centre for personal Autonomy and
Technical Aids (Centro Estatal de Autonomia Personal y Ayudas
Técnicas, CEAPAT) of IMSERSO.
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3. Strategy monitoring
and evaluation process

3.1. Planning of the dissemination,
implementation and monitoring process

Once the Rare Diseases Strategy has been approved by the Interterritorial
Council of the Spanish NHS (CISNS), its Technical Secretariat will be
located in the Health Planning and Quality Office of the Directorate
General of the Spanish NHS Quality Agency. The aforementioned
Secretariat will operate as a coordination structure.

The evaluation and monitoring process of the Spanish NHS Rare
Diseases Strategy will start with the creation of the Monitoring and
Evaluation Committee (MEC) of the Strategy. The MEC will consist of the
members of the Institutional Committee and the Technical Committee,
who will establish the design of the system to evaluate and monitor the
degree of progress of the Strategy, as well as the work schedule for the
process.

The Technical Committee shall be in charge of updating the content
of the document of the Strategy according to available scientific evidence.
The representatives of the Autonomous Communities (Institutional
Committee) will establish the methodology for the collection of the
information and data that must be provided in the Strategy’s monitoring
and evaluation report.

The MEC shall meet at least twice every year. The content of the
Strategy will be reviewed, updated and evaluated two years after its
approval, and every four years thereafter.

The measures set out to promote the implementation of the Strategy
are, a priori, the following:

3.1.1. Dissemination and communication
of the Strategy

— Editing, publication and dissemination of the documents of the
Spanish NHS Rare Diseases Strategy, as well as Situation Ana-
lysis. Availability of the documents in electronic format.

— Organisation of a conference to present the Spanish NHS Rare
Diseases Strategy after its approval by the Interterritorial Council
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3.1.2.

3.1.3.
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of the Spanish NHS (CISNS), with the participation of all those
involved.

Presentation of the Strategy at national and international
conferences.

Participation of the Strategy in national and international projects
and initiatives.

Implementation of the Spanish NHS RD
Strategy through

Transfer of funds to the AC to finance projects related to the
implementation of Health Strategies, and in particular of the
Rare Diseases Strategy. In other words, funding for activities such
as: the design/implementation of disease management projects
and the management of RD processes (continuity of care
between the different healthcare levels); public communication
campaigns on risk factors (prevention and early detection) and
the content of the Strategy; specific interventions that address
RD, training projects, development of information systems and
registers, actions between the different Autonomous Commun-
ities, etc.

Collaboration and coordination with the State Reference Centre
for Rare Diseases Patients and their Families (CRE) in Burgos.

Monitoring of the RD Strategy

Organisation of a technical conference one year after the Strategy
has been approved by the Interterritorial Council of the Spanish
NHS (CISNS).

Definition of «Best Practices for Rare Diseases», and compilation
and assessment of those best practices for their subsequent
dissemination and inclusion in the Strategy review.

Study of the classification proposals for existing RD.

Drafting of a proposal for the listing of groups of RD according to
pathologies, as well as a list of priority subgroups of RD in each of
the groups to be dealt with by the CSUR.

Drafting of situation reports regarding the following issues:

e European Council Recommendation on action in the field of
Rare Diseases.
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Implementation of RD Plans and/or Programmes in the AC.

Progress of the process for the designation of CSUR on RD.

Research activities related with RD:

o Calls for Strategic Action for Health Research (AES) in
connection with RD through the FIS and ETES.

o Activities of any well-established centres and structures
conducting research in relation to RD (CIBERER, IIER,
RETICS, etc.).

¢ Monitoring of training activities on RD.

3.2. Evaluation methodology

The evaluation of a national health strategy consists of determining the
merit or value of that strategy, for the purpose of identifying its possible
areas for improvement. Moreover, and in so far as it concerns an
analytical study of a retrospective and reflexive nature, it must be planned
in advance.

The first step of the planning of the evaluation will be to determine
the questions according to which it will be assessed in the future.

3.2.1. Planning of the evaluation

The first step is to identify the relevant «information needs» required for
the evaluation to be a process aimed at improvement: «<what do we want to
discover through the evaluation?»

The second step is to draft those needs as the «evaluation questions»
which, in the future, will have to be answered in order to reach specific
conclusions.

Next, in the light of those questions, the third step is to identify «what
information will need to be generated and recorded (indicators)»
throughout the implementation period, in order to answer them.

The logic that emerges from the planning of the evaluation of the
Strategy is shown below:
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Planning of the Evaluation

SUBJECT - SYQ?;tod\?EVFﬁYrV?uZﬁ Ihoe What MUST BE
ici ?
L T EVALUATION? antilpated”
1 RD Strategy ||
STRATEGY LINES :

| 1. Information on RD...

2. Prevention and detection... | [Heve e eeiiens beem

! | carried out?

OBJECTIVES i || Have the objectives been i
1.1. Improve information... i | achieved? —
1.2. Analyse the registers... 1 |

What circumstances
facilitated or hindered
; i ! | the carrying out of

L actions and the

[ RECOMMENDATIONS i 1| achievement of

i iectives?
1.1.1. Foster the creation of.... . bzt

2.1 Adopt measures that... :
2.2. Improve the diagnosis...

2.1.1. Foster the dissemination of...

Evaluation criteria
The evaluation questions that will be considered are related to two criteria:

a) Effectiveness: questions (and indicators) related to the
attainment of the objectives and the implementation of the recom-
mendations set out in the Strategy.

Contribution: the formulation of questions and indicators will be
aimed at: a) the «search» for the most explanatory indicators of every
strategy line, and b) the «search» for common and «significant» aspects for
the Autonomous Communities or for the Spanish NHS if proposed.

b) Other intermediate criteria: the formulation of questions (and
indicators) related to the circumstances that facilitated or hindered the
implementation of the recommendations set out in the Strategy.

Contribution: the formulation of questions and indicators is related
to the «theory of change» of the Strategy (9), and the «search» for the dis-
tinctive circumstances related to the relevance of the proposals (suitability,
significance and validity) on which to base territorial cohesion.

(9) The Theory of change refers to an evaluation method that has become established as a
strategy for the evaluation of complex social programmes (Coote, 2004; Barnes, 2003). The
method suggests the representation of how «certain activities» will promote the attainment of
«certain objectives» and, on the basis of that representation, the facilitation of thought about
the circumstances required for that to actually happen.
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Sources and tools

The following sources and tools are used to formulate the evaluation questions:

Effectiveness: these questions are formulated according to the
objectives and the recommendations set out in the Strategy. The fulfilment
of the standards proposed on the basis of the indicators show us whether
«we are, or are not, heading in the right direction».

Other intermediary criteria: these questions are formulated on the
basis of the responses to an online survey, filled out by the Technical
Committee and the Institutional Committee, aimed at the anticipation of
the different circumstances that may facilitate or hinder the fulfilment of
the objectives and recommendations.

The process for the formulation of indicators is shown below:

Point of departure
What MUST ?E | for the FORMULATION
anticipated? of INDICATORS

EFFECTIVENESS
INDICATORS

Document analysis and
design of explanatory
indicators, with regard

to common aspects that

are «significant» to the
AC.

INDICATORS
OF OTHER
INTERMEDIATE
CRITERIA

Online Survey:

Technical Committee
Institutional Committee

3.2.2. Effectiveness questions and indicators

The questions and indicators regarding the fulfilment of the recom-
mendations and the achievement of the objectives proposed in the
Strategy are set out below.

The selection of indicators linked to effectiveness was made, at all
times, by trying to find a balance between simplicity and relevance. With
that goal in mind, the text of the Strategy was thoroughly analysed, and
different criteria were considered for the establishment of indicators, with
clear metrics for their formulation.
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Evalua.ltlon Indicators Sources
questions
Effectiveness Indicator Response options
Have the MSPS (10) Existence and type of YES/NO MSPS/AC/
and the AC coordination action Types of action: Scientific and
coordinated efforts to | between government — Organisational professional
create a minimum bodies to improve the meetings to societies/
common set of quality of information on analyse the Patient
information and RD and existing resources situation organisations/
resources? for their care - Inventorying and ISCII
classification of
existing directories,
resources and
tools that provide
information on RD
Have basic, common | Existence and type of YES/NO MSPS/AC/
criteria been defined | coordinated action for Types of action: Scientific and
for the quality, work on the compatibility | — Creation of working | professional
usefulness, efficiency | of existing registers group to analyse societies/
and compatibility of the situation Patient
registers? — Inventorying and organisations/
classification of ISCII
existing registers
Existence of a definition of | YES/NO MSPS/AC/
basic, common criteria for | — Definition of basic, | Scientific and
the quality, usefulness, common criteria professional
efficiency and compatibility | — Analysis of existing | societies/
of registers registers with Patient
regard to those organisations/
criteria ISClII
Are age and gender Existence of registers of No. of registers that MSPS/AC/
variables treated ina | epidemiological data record pidemiological | Scientific and
disaggregated disaggregated by age and | data disaggregated professional
manner in the gender by age and ender/ societies/
Registers? No. of existing Patient
registers organisations/
ISCII
Has a working group | Existence of a working YES/NO MSPS/AC/
been created, within group for the coding and Scientific and
the framework of the | classification of RD professional
Strategy, for the societies/
coding and Patient
classification of RD? organisations/
ISCIII
(10) MSPS = Ministry of Health and Social Policy.
AC = Autonomous Communities.
ISCIII = Carlos III Health Institute (Ministry of Science and Innovation).
108 HEALTHCARE



DIMENSION SL1. INFORMATION ON RARE DISEASES (Continuation)

Evalua_mon Indicators Sources
questions
Effectiveness Indicator Response options
Is Spain participating | Spanish participation in, - Total number of MSPS/AC/
in coding and or support of, international groups in which Spain | Scientific and
classification working | RD coding and is participating professional
groups active in this classification working - Type of participation societies/
field at international groups (technical/institutional) | Patient
level? - Institution that organisations/
supports the ISCIII
international group in
which Spain is
participating

DIMENSION SL2. PREVENTION AND EARLY DETECTION

Evaluation

. Indicators Sources
questions

Effectiveness Indicator Response options
Has action been Action taken to raise No. and types of MSPS/AC
taken to raise awareness awareness-raising
awareness among action taken
professionals and the
target population
about the need to
attend preconception
visits?
Have awareness- — Awareness-raising No. and type AC
raising and training activities carried out
activities been — Training in clinical
provided to Primary warning signs and
Care professionals in symptoms
order to strengthen — Primary prevention
their role in the programmes
diagnosis of a implemented
suspected RD?
Has an analysis, Existence of a draft YES/NO MSPS/AC
inventory or map directory or map of Draft directory or map
been made of the laboratories that carry out | of laboratories and
existing laboratories tests for the early the tests they carry
that carry out tests detection of RD out
for the early detection
of RD?
Are the services and Inventory of No. and type AC
tests that they carry multidisciplinary genetic
out for the diagnosis | counselling (MGC)
and early detection of | services and tests
RD known?
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DIMENSION L2. PREVENCION Y DETECCION PECOZ (Continuation)

Evaluation

tests for newborn
screening

" Indicators Sources
questions
Effectiveness Indicator Response options

Are the services and Inventory of No. and types AC

tests that they carry preimplantation genetic

out for the diagnosis diagnosis (PGD) services

and early detection of | and tests

RD known?
Inventory of prenatal No. and types AC
services and tests
Inventory of diagnostic No. and types AC

DIMENSION SL3. HEALTHCARE

Evalu:_itlon Indicators Sources
questions
Effectiveness Indicator Response options

Has the coordination | Coordination action No. and types of MSPS/AC/P
between PC, SC and | undertaken action undertaken atient
related units treating organisations
RD improved?
Has an agreement Existence of a list of YES/NO MSPS/AC/
been reached about groups of RD prioritised A list of groups of Scientific and
the criteria for the according to pathologies, | pathologies per professional
grouping of RD for to be covered by CSUR CSUR is being societies/
their consideration in drafted Patient
the proposal for the organisations/
creation of CSUR? ISCIII

DIMENSION SL4. THERAPIES

Evaluation

" Indicators Sources
questions
Effectiveness Indicator Response options

Has access to No. of orphan medicinal No. MSPS

orphan medicinal products:

products improved? Time lapse between
— applied for phases
— authorised
— being marketed
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SEI (S.E. Inmunologia): Spanish Society of Immunology.

SEMERGEN (S.E. Médicos de Atencion Primaria): Spanish Society of Primary Care Physicians.
SEMFYC (S.E. Medicina Familiar y Comunitaria): Spanish Society of Family and Community
Medicine.

SEMG (S.E. Medicina General): Spanish Society of General Medicine.

SEMI (S.E. Medicina Interna): Spanish Society of Internal Medicine.

SEN (S.E. Neurologia): Spanish Neurological Society.

SEQC (S.E. de Bioquimica Clinica y Patologia Molecular): Spanish Society of Clinical Biochemistry
and Molecular Pathology.

SIERE: Spanish-language Rare Diseases Information System.

SID (Servicio de Informacion sobre Discapacidad): Spanish disability information service.

SITE (Servicio de Informacion Telefonica para la Embarazada): telephone information service for
pregnant women.

SITTE (Servicio de Informacion Telefonica sobre Teratogenos en Espafiol): Spanish-language
teratology telephone information service.

SME: Small and Medium-Sized Enterprises.

SC: Secondary Care.

TC: Technical Committee of the Strategy.

TERCEL: Cell Therapy Network.

UCG (Unidades de Consejo Genético): Genetic Counselling Units.

UESCE (Unién Espafiola de Sociedades Cientificas de Enfermeria): Spanish Union of Scientific
Nursing Societies.

VIP: Voluntary Interruption of Pregnancy.

WHO: World Health Organization
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