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Distribution of registries by coverage COVERAGE NUMBER OF REGISTRIES

imternational . Not defined Regional 65
B, 6/ - Regioral National 423
4 European 62
Global 35
Not defined 3
TOTAL £33

National
71%

Orphanet Report Series
| ——
Rare Diseases cullectic

Distribution of registries by institution

AFFILIATION NUMBER OF REGISTRIES

aaaaaaaaaaa

Public 495 Disease Regisries in Europe
Private non-for-profit 44

Private for-profit 49

TOTAL 588
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“Activities and needs of RD registries in
the EU”
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Geographical coverage and target population
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International
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Aims of the registry

Frequency Percent Valid
Percent

Natural history of the disease 133 60,4 60,7
Epidemiological research 155 70,4 70,8
Clinical research (patient recruitment for clinical 134 60,9 61,2
trials)
Disease surveillance 122 55,4 55,7
Treatment evaluation (efficacy) 94 41,8 42,9
Treatment monitoring (say) 73 33,1 33,
Mutation database 94 42,7 42,9
Genotype-phenotype correlation 117 53,1 53,4
Social planning 42 19 19,2
Healthcare Services planning 74 33,6 33,8
Other (specify): 18 8,1
Total valid 219 99,5
Missing 1 0,5

Total 220




Reason for establishment
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20,0% —

Percent
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By law To comply with

A= part of a research
regulatory reqguirements

Following autonomous
project

intigtives (of clinicians
and patients)
Reasons for establishment
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Informed Consent

70,0% —

60,0% —|

50,0% —|

40,0% —|

Percent

30,0% —|

20,0% —

10,0% —

0,0% —

Yes Mo, but the patient can Mo, informed consent is Mot applicable, data
opt out not collectedirequired  collected anonymously

Informed consent required



Approval by a Research Ethics Committee

70,0% —

60,0% —|

50,0% —|

40,0% —|

Percent

30,0% —|

20,0% —

10,0% —

0,0%

1 I | 1
Yes, when it was set Yes, for every new Mot yet Mot reguired
up research

Ethics Committee approval



Main Governing Board

Has the register a main governing board?




60 %

20 %

Data sharing:

Is your register collaborating and sharing data with (select all that apply)

51.0% (107)

338 % (67)

16.2 % (32)

Other registers Biobanks Centres of expertise Mone of them



Initial and current funding

Initial funding Current funding
Frequency Percent Frequency Percent
Valid No specific fund 46 20,9 57 25,9
Regional Authority 27 12,2 28 12,7
National Authority 55 25 55 25
University/Research Institute 35 15,9 27 12,2
Hospital 19 8,6 17 7,7
Patients Association 36 16,3 28 12,7
Foundatiol 22 10 23 10,4
Industry/Industrial Associatior 25 11,3 26 11,8
EU Commission/EU Agency 33 15 13 5,9
Information not available 6 1,3 4 1,8
Other (specify) 14 6,3 15 6,8
Total valid 202 91,8 210 95,4
Missing 18 8,1 10 4,5
Total 220 100 220
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Policies for long term sustainability:

Are there policies/decisions in place to ensure the long-term sustainability of the
register?

&0




Registries main needs

Frequenc Percent Valid

Yy Percent
Valid Gather financial support 119 54 59,8
Update your data collection form 80 36,3 40,2
Widen the geographical coverage of the registe 51 23,2 25,6
Motivate data providers 104 47,2 52,3
Recruit new data providers 74 33,6 37,2
Assess the quality of your data 92 41,8 46,2
Improve training of the register's staff 26 11,8 13,1
Revise the informed consent form 20 9,1 10,1
Gather expert legal advice 16 7,2 8,0
Establish a more robust system of govern 23 10,4 11.€
Strengthen the relation with patients associatio 40 18,2 20,1
Hire new employees 35 15,9 17,6
Gather technical help to refurbish your IT syste 33 15 16,6
Improve the data protection/security system 25 11,3 12,6
Communicate and publicise your results 92 41,8 46,2
Link your register with other registers 72 32,7 36,2
Link your register with biobanks and 49 22,2 24,6
bioinformatics
Other (specify): 11 5
Total 199 90,4
Missing System 21 9,5

Total 220 100
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Global Rare Diseases Patient Registry Data Reposiio

GRDR

\/@/
<€ 7. Registry owners notify

1 Patie_nts prov_ide B identified participants.

health |nfc_)rmat|on & test g Interested participants are

results using common directed to study PI

data elements (CDES) .

New . .-
Registries s o
‘ 6. Researchersidentify
: : potential study

2.A Global Unique Patient participants; submit
12 (.GUID) I5:ASRlgNe0; ) contact request to original
patient data mapped to . Repository registry owner
CDEs ‘ of Aggregated

De-identified 3 f
Data . : - .- g .
3. Patient data linked to 5. De-identified registry

biospecimens via the GUID dats avdilableto i :
interfacing with RD-HUB researchers for biomedical

studies & clinical trials

4. GRDR aggregates de-identified
patient clinical information &
Biospecimens biospecimen data

Naﬂonar Cdﬂlef
for Advancin
Tr:.\nsl tional SA:mm.es



Biospecimens

Genetic Test
Results

Submitting Registry data to GRDR

Participants &
Family
Information

De-identified
Information

Cross diseases
analyses by
researchers

Clinical
Findings

Medical
Images/
Uploaded Files
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Repository
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- @ Query
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Researcher @ Data

PII= personally identifiable information




Common Data Elements tip://wwwerdrinto

— Identifiers
Socio-Demographics
Rare Disease Diagnosis

Common Data Family History

Elements

Birth & Reproductive History

edications & Dietary Supplement

Utilization

— Research Participation



Electronic Health Record Study

— Identifiers
Socio-Demographics

Common Rare Disease Diagnosis
Data

Family History
Elements

Birth & Reproductive History

edications & Dietary
Supplements

Utilization

Ascertain whether a hybrid between the EHR and the organization's registry
can be used to populate the GRDR repository




Clinical Value of GRDR

Integrating patient-reporte supporting research, Accelerating knowledge f
& clinical data from healthcare improve the health ¢
multiple sources into sing improvement, and guality of life for patients

repository patient engagement with rare diseases




Scientific Value of GRDR

Enhancing data mining

and facilitating biomedice

studies within & across
diseases

Leading new scientific
discoveries & insights int
rare diseases

Using ope-science mode
for distribution of GRDF
resources

mmmmmmmmmmmmmmm



O ~00
/%F\?.;?’W

Instituto
de Salud
Carloslll

' - Rdre Diseases Task Force

PATIENT REGISTRIES IN THE
FIELD OF RARE DISEASES

Registries for
Evaluating Patient

Outcomes:
A User’s Guide

Secnd Edition

http://orpha.net/EUCERD/upload/file/RDTFReg

http://effectivehealthcare.ahrqg.gov /EL
istriesrev2011.pdf

Ple=s o
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Richesson R, Vehik K. Patient
registries: utility, validity and
Inference . In: Rare Diseases
Epidemiology. Manuel Posada and
Stephen C. Groft . Adv Exp Med Biol
2010, 686:87-104
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Organized information system
Observational study design
Collect uniform data

Evaluate specified outcomes
Population defined

Predetermined purposes
— Scientific

— Clinical

— Policy

Registry vs database
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Research promotion

*Health resources
Planning
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Typesof registries

4 hYd N

Population -

ﬁ:l ‘;!l:l‘." »

- Patients
Patients .
based . registry
Surveillance Participation |
Planning Autonomy Therapeunc
Etiology Access B(l)cl)i(r:;rnlflzrss
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Quality terms

 The term "quality " refers to the degree of
excellence, as in, "a quality product”. Yet, one could
also define this term as fithess for the purpose

e Other terms related/surnames
— Quality Assurance (QA )
— Quality Control (QC )
— Quality Indicators (QInd)
— Quality Assessment (QASS)
— Quality Results (QR )

e Quality and Health Care Systems



oo
23—~ >
2¥
f (&
Instituto S
deSalud g 3 mre o
Carloslll SRAIN RO

International Rare Diseases
Research Consortium (IRDIRC ) & ™

i WOF'dWIde aCthn ok RESEARCH & INNOVATION

European Commission > Research & Innovation > Health > Medical Research > Rare Diseases

e Europe and USA Iinitiative

+ Template Letter of Intent 2]

Home

+ IRDIRC governance structure A- - amended version based on the outcome of the Executive

- Projects Committee meeting on 25-26 January 2012
. » Executive Committee meeting, 25-26 September 2012, Evry, France - Executive Summary
Calls for proposals Repnrl)L

- Executive Committee meeting, 25-26 January 2012, Brussels, Belgium - Executive Summary
International Cooperation Report

— Governance e e
— Common data interchange

e AIMS
— All diseases can have diagnosis to(
— 200 new RD will have therapies

+ Reykjavik Workshop 27-28 October 2010 summary report #*(see more information here)

- Introduction to IRDIRC A=

— http://ec.europa.eu/research/health/medical-researc  h/rare-diseases/documents_en.html
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Neur¥Omics
RD:

Connect

IRDIRC

INTERMATIONAL
RARE DISEASES HESEARCH
CONSORTIUM

Project Cocrginaters and

sts Parinars

SEVENTH FRAMEWORK
PROGRAMME

EURen

nics - The work leading to

European Projects

Login Search Contact Sitemap Imprint

Welcome to EURenOmics!

Qur Consortium is devoted to improving the lives of patients affected by rare kidney
diseases In line with the objectives of the International Rare Disease Research
Caonsortium (IRDIRC), we aim to develop novel toels that will allow to make mare accurate
diagnoses, predictthe disease course and the efficacy of available treatments, and help
develeping new and better therapies for rare kidney diseases

This project is receiving funding as part of the European Community's commitment to the
IRDIRC initiative. In this quest we are joining forces with our FP7 partner project Neuromics
(for neuromuscular disorders) and the RD-CONNECT infrastructure platform

The research efforts of EURenOmics are focused on the following 5 groups of kidney
diseases:

Bteroid resistant nephrotic syndrome (WP2)

Membranous nephropathy (WP3

Tubulopathies (WP4)

Complement disorders such a haemolytic uraemic syndrome (v
Congenital kidney malformations (WPE)

Qur Consortium comprises 18 academic institutions and 8 industry partners .
access to the largestrare renal disease cohorts assembled to date (collectiv
patients) with detailed clinical information and comprehensive biorepositories containing
DNA, blood, urine, amniotic fluid and kidney tissue.

In EURenOmics we will utilize a wide array of high-throughput technologies to find new
genes causing or predisposing to kidney diseases, characterize molecular signatures
uniique to individual disease entities, identify prognostic biomarkers, and screen for
potential drug candidates. These technologies include next generation exome and whole-
genome sequencing, ChiP-sequencing, tissue transcriptome and epitope profiling, and
miRNome, proteome and metabolome screening in different body fluids.

The resulting data sets will be combined in a systems biology approach with high-
resolution clinical phenotyping and findings obtained with a large array of established and
novel invitro, exvivo and in vivo disease models to identify disease-associated genetic
variants, disease-defining molecular signatures, and potential targets for therapeutic
intervention

We are deeply grateful for the trust and support we receive fram our professional societies,
i.e. the European Society for Pediatric Nephrology, the International Pediatric Nephrology
Association, and the Eurcpean Renal Association (ERA-EDTA) with its Work Group for
Inherited Kidney Diseases (WGIKD}, as well as from the numerous patient organizations
and advocacy groups in Europe and around the globe that are following our efforts with
much attention and sympathy.

Click on the image for a bigger

search

workpackages map

About EURenOmics

ook

Werkpackages
News

Meeting Calendar
Members login

Neur¥Omics

DISEASES

Project aims

Meuremics aims to revelutionize diagnestics and
develop new treatments for ten major neuromuscular

and neurodegenerative diseases.

e will do this by bringing together leading research
groups in Europe, five highly innovative SMEs and
overseas experts. Tegether, they will use the most

sophisticated -omics technelogies in order to:

increase the number of patients with a genetic

diagnosis;

develop biomarkers for clinical application;

improve understanding of pathephysiclogy and

identify drug targers;

identify disease modifiers;

develop targeted therapies;

tranzlate findings to other, related diseaze

NEWS & EVENTS

CONTACT

Disease fields

Neurodegenerative (NDD) and neuremuscular (NIVID)
diseases are amengst the most frequent of rare
diseases, affecting the life and mobility of more than

500,000 patients and families in Europe.

The focus of Neurcmics is on 10 major disease
categories. some of these are ata promising stage of
eticlogical and therapeutic research, whilstin others,
diagnostic and therapeurtic concepts are still

preliminary. The conditions included are:

Araxia

Congenital muscular dystrophy

Congenital myasthenic syndrome
Fronto-temparal lobe dementia

Hereditary motor neurspathies - Charcot-Marie-

Tooth disease

Integrated Furopean Project an Omics Research of

Rore Neuromusculor ond Neurodegenerative Diseoses

Welcome to Neuromi

Welcome to Neuromics, a research project funded by

the European Commission for five years.

In reality, so-called rare diseases are anything but
rare. 6-8% of the European population - between 27
and 36 million people - are affected by one of the
5000-8000 distinct rare diseases. Neuromics swdies
10 rare neurodegenerative and neuromuscular

diseases..read more

Project partners

MNeuremics is coordinated by

University of Tiibingen, Germany

Agilent Technologies

Ariadne Diagnostics, LLC

Bio-Prodict

Cambridge University

German Center for Neurodegenerative Diseases
(DZNE)

Institut National de la Santé et de |a Recherche
Médicale

deCODE genetics

Leiden University Medical Center - LUMC

Newcastle Unive

Profilomic

University College London - MRC
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curlesll SpainRDR

Governance Structure

Executive Committee

|

Scientific Committees

Diagnostics Interdisciplinary
Working Groups
Sequencin Ontologies HMDdei
systems

Natural

TESn Biomarkers
history

Reqgistries

Therapies

Clinical

Eic.

1 representative per funding body
1 representative per group of
funders (accumulative funding)
Representatives of umbrella
organisations of patient advocacy
groups

Chairs of the Scientific Committees

IRDIRC

Wl RAE  Fa

NaND CiBELLIL SEETLP-=F
[T L LT}

Approx. 15 members with
balanced representation of
scientists, patients, industry,

etc.

IRDIRC

Representatives of

b Lt
funded projects o / / )

"
Recommendation for clinical trials
N’
a . the Govemancs of Cinical Trials

Read the OECD Recommendation on the Govemancs of Chnic:

SPOTLIGHT ON INITIATIVES

|

i
2 ekl

Change is in the air for sequencing grants

20 200 and DataCite Interoperability Network
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Spanish Rare Diseases Registries Research
Network - SpainRDR

https://spainrdr.isciii.es
Institute of Rare Diseases Research (lIER)
Instituto de Salud Carlos Il|

Pl: Manuel Posada. Director. IIER

An initiative of the International Rare Diseases Research Consortium-IRDiRC



=== SpainRDR : General Objective

 To set up a National Rare Disease Registry based
on patient- and population-based registries
strategies

* |IER, ISCIIl; MSSSI & CREER,;

* Regional Health Authorities (Autonomous
Communities)

« Several Stakeholders
 Medical societies
 Research Networks
e Industry
e Patient organizations

 Foundations

SpainRDR - Spanish Rare Diseases Registries Research Network — https://spainrdr.isciii.es

An initiative of the International Rare Diseases Research Consortium-IRDiRC



Yo
SpainRDR : General Objective (cont)

ttttttttt
ddddddd
lllllllll

 The overall aim Is to Improve
prevention, diagnosis, prognosis (at
different levels), treatment and quality
of life for RD patients and their
families using high quality information
provided by the RD registry

SpainRDR - Spanish Rare Diseases Registries Research Network — https://spainrdr.isciii.es

An initiative of the International Rare Diseases Research Consortium-IRDiRC



Yo
SpainRDR : General Objective (cont)

ttttttttt
ddddddd
lllllllll

e To share common data

e To provide the necessary
iInformation to the NHS

 To faclilitate the implementation of
RD-oriented health and social
policies

 To promote the translational
research

SpainRDR - Spanish Rare Diseases Registries Research Network — https://spainrdr.isciii.es

An initiative of the International Rare Diseases Research Consortium-IRDiRC
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Specific Objectives

1. To align actions and procedures with the internat lonal RD
registry strategy to be implemented by the IRDIRC

2. To develop an epidemiological rare-disease inform  ation
system to support Spain’s official Rare Disease Str  ategy and
health-policy decision making

3. To generate standardised criteria, includinga mi nimum data
set (MDS), common definitions of their components ( common
data elements-CDE), a list of standard operating pr  ocedures
(SOPs) and quality assessment indicators and proced ures

4. To improve knowledge of RD classification and cod ing

systems at a the Spanish national health and social services
level
5. To define criteria for selecting a priority RD li st for promoting

the inclusion of rare disease patient registries wi thin the
National RD Registry structure

SpainRDR - Spanish Rare Diseases Registries Research Network — https://spainrdr.isciii.es

An initiative of the International Rare Diseases Research Consortium-IRDiRC



Scientific Researchers Regional Health Authorities
and Clinicians (Autonomous Communities)

Patients

Patients registry === Population-based registry

RESEARCH HEALTH PLANNING AND POLICIES
Natural history of Szl
the disease R
Follow-u NATIONAL REGISTRY
= p .

Clinical Trial RARE DISEASES Mortality

inical Trials _
(recruitment) IER - ISCIII Natural history

of the disease

Biological samples

SpainRDR - Spanish Rare Diseases Registries Research Network — https://spainrdr.isciii.es

An initiative of the International Rare Diseases Research Consortium-IRDiRC




sizuped a|ISij2-uou J23Y10

S3RIUNWLWOT SNOWOoUoINY = T uolijeul=ssiqg siauned
SdM

O

o

1]

o
Sanss| |e8a7 jesnAjeuy =

=

S9Inss| SoI
siauvied 7 L._u_.u.m €dM m—uﬂr_u.m.E EJ..M..L__”N 1]
1B410 JUDLLISSa55Y __m..-.._Hu
o 9dM 8 ZdM v
saneIUassadad

3|gIFa|a-ucy 4

si3peD| di w_

el 9 <

suoizeziueSig e e .

BLIISNPUIELLIE SM”MMMH
Bty suoiieziueig waned

.”__M,_Mmﬁ SyioMm1IaN JByTIeasay E

o= : -

2514311 + 2V |Iv N Q.

D

1ND51-4311 4o 23 suadx3 m

G el

HDS-431

yayureds 1om
o= wﬂﬁwmﬂw

e o

dewpeoy (dgyuieds) jaomianN & A
Y24e9S3Y S9141S159Y saseasiq a4ey ysiueds € ainsi4




0
alud

arlosl Sg:xain'ﬁDR

v -
z,, -

i -

C

nstitut
s

SpanishNational RD Registry

PROFESIONAL

INSTITUTO DE SALUD CARLOS Il

SOLICITUD ACEPTADA
Q ENTRADA

REGISTRO [

PACIENTES _ _
SOLICITUDES ENFERMEDADES @/ BBMINISTRACIONES
Consentimiento Informe TEEB : e — _

informado diagnosticc

REGISTRO [
ENFERMEDA

ADMINISTRADOR
_ENFERMEDAD RARA

SpainRDR - Spanish Rare Diseases Registries Research Network — https://spainrdr.isciii.es

An initiative of the International Rare Diseases Research Consortium-IRDiRC



MSSSI & Autonomous

Communities

Comunidad Auténoma de Galicia

Gobierno del Principado de
Asturias

Comunidad Autbnoma de
Cantabria

Comunidad Auténoma del Pais
Vasco

Comunidad Foral de Navarra
Comunidad Autbnoma de Cataluiia
Comunidad de Aragon

Comunidad Autonoma de La Rioja

Comunidad Autbnoma de Castilla-
Ledn

Comunidad de Madrid
Comunitat Valenciana
Region de Murcia

Junta de Comunidades de Castilla-
La Mancha

Comunidad Autébnoma de
Extremadura

Comunidad Autbnoma de
Andalucia

llles Balears
Comunidad Autobnoma de Canarias

MSSSI (Some units)
INGESA- MSSSI
CREER-IMSERSO-MSSSI

SpainRDR - Spanish Rare Diseases Registries Research Network — https://spainrdr.isciii.es

An initiative of the International Rare Diseases Research Consortium-IRDiRC




v ®
Organizations/Patient Registers

o Patient Organizations
— FEDER.

— Fundacion Teleton FEDER para la Investigacion en
Enfermedades Raras

* Industry

— Spanish Association of Biotechnology Companies
ASEBIO

— Farmaindustria

— Spanish Association of Orphan and Ultra-orphan Drugs
Laboratories. AELMHU

SpainRDR - Spanish Rare Diseases Registries Research Network — https://spainrdr.isciii.es

An initiative of the International Rare Diseases Research Consortium-IRDiRC



Medical Socleties

Spanish Society of Allergy and Clinical Immunology (SEAIC)
Spanish Society of Pneumology and Thoracic Surgery ( SEPAR)
Spanish Association of Neonatal Screening (AECNE).

Spanish Society of Family and Community Medicine (S  EMFYC)
Spanish Society of Pediatric Pneumology (SENP)

Spanish Society of Neurology (SEN)

Spanish Society of Pediatric Endocrinology (SEEP)

Spanish Association of Professionals of Autism (AET API)
Under negotiation

Spanish Association of Human Genetic (AEGH)

Spanish Society of Pediatric Neurology (SENEP)

Spanish Association of Neurodevelopmental Sciences (ANDA)
Spanish Society of Ophthalmology (SEO)

Pediatric Spanish Association- Their associations

Spanish Association of Neonatal Screening (AECNE)

Spanish Society of Hospital Pharmacy (SEFH)

SpainRDR - Spanish Rare Diseases Registries Research Network — https://spainrdr.isciii.es

An initiative of the International Rare Diseases Research Consortium-IRDiRC




ttttttttt
ddddddd
lllllllll

Research Networks

* Iberoamerican multidisciplinary network for the movem ent
disorders study: Parkinson’s Disease and Spinocerebell ar Ataxias
(RIBERMOQOV).

 European Reference Network for Rare and Congenital  Anemias
(ENERCA)

 Head of Regenerative Medicine Unit, CIEMAT

» Estudio Colaborativo Espanol de Malformaciones Cong énitas
(ECEMC) Spanish Collaborative Study of Congenital
Malformations

Agreement not signhed yet

 The Spanish Research Group of Genetic Mental Retard  ation
(GIRMOGEN)

« CIBERNED, Neuromuscular diseases
 European Project about McArdle’s disease

SpainRDR - Spanish Rare Diseases Registries Research Network — https://spainrdr.isciii.es

An initiative of the International Rare Diseases Research Consortium-IRDiRC
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Bibliotecas

Dacumentos

Listas
Anuncios

Calendario de Eventos

Discusiones

Papalars da
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[ Todo =l contanida
del sitio

Documentaciéon SpainRDR.

documentos para usuarios del portal de SpainRDR. Se m > de que o

Documentos

B Tiea Hombre

BASIC INFO

U

DELIVERABLES
ETHIC FRAMEWORK REFERENCES
FEDER

GUEST ARER

LEGAL FRAMEWORKS REFERENCES
MEMORIA 2012

PAPER REFERENCES

PILOT STUDY

REGISTAY POLICIES REFERENGES
SpainRDR MEETINGS

SpainRDR PAPERS

[ v i A N W

SpainRDR REPORTS

WORKPACKAGES

[

# Agregar documento
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& 4 DEECONOMA
2 & ¥ COMPETITMIDAD:

Bienvenido al portal de registro
de enfermedades raras

Bienvenidos al portal del Registro de Enfermedades Raras del Instituto de Salud Carlos Il
(ISCII, desarrollado desde el seno del Institutc de Investigacién en Enfermedades Raras (/IER),
centro perteneciente al ISCIHl y que también forma parte del CIBERER (Consorcio de
Investigacion Biomédica en Red de Enfermedades Raras).

“

Preguntas Fracue:

USUARIOS ONLINE: 26
NOmero pEvisTAs: {SET |

-https://registrO(ar'a\s.isciii.es

¥

Anuncios

& Agragar nusvs snuncie

Usuario

Contrasefia

Enlace Externa

¥ 21/01/2013-01/03/2013

Mejorar &l access a los medicamentas
huérfanos-Revisién de la Directiva
europea sobre la Transparencia

Enlace Externo

06/02/2013-06/03/2013
EURDRDIS eNews & febrero 2013

&4 Enlace Externa

= ver mas noticias

v

sarwichs de Informmcion §
Crieniacicn en ER

3i®

=ver mas enlaces

Instituto de Salud Carlos Ill - Avda. Monforte de Lemos, 5. 28025, Madrid - Tel: 91 B22 20 32 — Fax: 91 287 78 95 registro.raras®isciii.es
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Thank you

| .
e very
CarloslI| much!

Institute of Rare Diseases Research (IIER)

Instituto de Salud Carlos IlI

Manuel Posada

mposada@isciii.es




