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RIA can be defined as the process of assessing the significance and reach of both the positive and
negative effects of research (Reed, 2021).

* The significance of an impact can be defined as the magnitude or intensity of the effect of
research on individuals, groups or organisations.

* The reach of an impact can be defined as the number, extent or diversity of individuals,
groups or organisations that benefit from research.

The dissemination of science will be only considered as an impact if there is evidence of a change or effect
on the users of the disseminated information.
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NARRATIVAS DE IMPACTO

Articulo cientifico:

Titulo @ oy

Artide

Description of a CSF-Enriched miRNA Panel for the Study of

Re sumen Neurological Diseases

Maria Mufiaz-San Martin O, Imma Gomez, Albert Miguela, Olga Belchi, René Robles-Cedefio,
Ester Quintana **() and Lluis Ramié-Torrenta */

Unit (UNTEM), Girons Biomedical Resesrch Institute (IDIBGI),
Dctor Jorep Trueta Umvu!ny Hospital, Dr Castany s/n, Sak, 17190 Girona, Spain;

M),

Introduccion e T N

bA

Abstract Background: The study of circulating miRNAs in CSF has gained tremendous attention
during the last years, as these molecul tobe used 4
provide new insights into the disease pathology of neurological disorders. Objective: The main aim
of this study was to describe an OpenAray panel of CSFenriched miRNAs to offer a suitable tool
. P to identify and characterize new molecular signatunes in different neurological diseases. Methods:
M ate r l a l e S m eto d o S Two hundred and fifteen human miRNAs were selected to be induded in the panel, and their
et expression and abundance in CSF samples were analyzed. In addition, their stability was studied in
updates order to propose suitable endogenous controls for CSF miRNA studies. Results: miR-143-3p and
Cton Mt S M A miR-22a-3p were detected in all CSF samples, while another 80 miRNAs were detected in at least
Gt 1 Migala A-Blc 0;  70% of samples. miR770-5p was the most abundant miRNA in CSF, presenting the lowest mean
Robloe Codute, R Qriar, B Cqvalue. In addition, miR-26b-5p, miR-335-5p and mik-92b-3p wer: the most stable miRNAs and
Ramis Torment, L Description of could be suitable endogenous normalizers for CSF miRNA studies. Conclusions These OpenArray
S Ermd miRNA Pancler e Plates might be a suitable and efficient tool to identify and characterize new molecular signatures in
1 Dt L dis d would improve the yield of mRNA detection in CSE.

Resultados T e oA gt Bemen Cpetiy

Acadantc Editons Jorg Hyuk Yoon

adCuaravils
1. Introduction

o Neurological disorders are diseases that might affect the peripheral and central ner-

B — vous system (CNS), affecting hundreds of millions of individuals of all age groups and

races 25 disorders were ible for 276 million disability-

Discusion et s e year s 165 f ol ol st 306 3 Specicaly b disrdes

it g o prlciol s . W hich include a broad range of different conditions, suchas neurodegenerative diseases,
and diseases, tumors, dementias, infections or mental

. disorders, are a major public health problem, representing an important economic and
social burden [4]. The brain is considered to be the most complex organ of the body, but its
inaccessibility hinders the study of pathological processes [5].

Cerebrospinal fluid (CSF) is an ultrafiltrate of plasma that is found around and within
the organs of the CNS and mai date chemical i for the neural

Copyright © 2021 by te suthees | N tains a . "
H D Bt oo tissue [6]. In different disorders, the. of CSF might change [7],
onclusiones e L B et emtimg ot t 3t g e et f e
Measuring levels of different components of CSF might be a valuable tool to facilitatethe
oot of the Cruathe Commms  diagnosis and prognosis of neurological conditions [7].
Attt (€C BY) b itpe/ / ‘microRNAs (miRNAs) are small non-coding RNAS that are evolutionarily conserved
ity lsmsfoy/ | Whose mature and biologically active form is 18-25 nucleotides long [9) miRNAs regulate
wn geneexpression by two mutually exclusive
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NARRATIVASDEIMPACTO

Narrativa de impacto:
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- Referencias de la mvestlgacuon No mas de 20 ahos entre investigacion -

- impacto
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EXPERIENCIA DEL IDIBGI_ACCIONES PREVIASHN

ACCIONES PREVIAS AL CERCA RIA 2024:

- IMPACTO SOCIAL DE LA INVESTIGACION_Retreat 2023

- Reuniones individuales con los grupos de investigacion para explicar y conocer / identificar
posibles casos de impacto.

- Impacto de los estudios genéticos en la mejora de la prevencion de la muerte subita hereditaria en
geI7tej0 Veno P re m iO l m paCto l C S 20 23 La investigacion en muerte subita del Trueta y el IDIBGI recibe

el Premio a la Investigacion con Impacto del ICS 2023
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EXPERIENCIA DEL IDIBGI_CERCA RIA 2024

COMO HEMOS GENERADO LAS NARRATIVAS DE IMPACTO PRESENTADAS EN CERCA RIA 2024:

Seleccion de los 2 casos a
presentar en las narrativas

QQQ QQQ

Reuniones individuales con los
investigadores (por grupos)
ol e

Seleccion de posibles casos
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EXPERIENCIA DEL IDIBGI GERGA

COMO HEMOS GENERADO LAS NARRATIVAS DE IMPACTO PRESENTADAS EN CERCA RIA 2024:

Requiere un trabajo conjunto:

. , C d de la historia, I
Personal Investigador > onocedor de fa historla, 'y 1a
relevancia

Conocedor de la metodologia de las
narrativas

Agente de impacto

\ 4

Impact pathway
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EXPERIENCIA DEL IDIBGI_CERCA RIA 2024

COMO HEMOS GENERADO LAS NARRATIVAS DE IMPACTO PRESENTADAS EN CERCA RIA 2024:

Impact pathway
INPUT PROCESS OUTPUTS BINTERACTIONSE OUTCOMES IMPACT
Proyectos DesarroIIo de los Resultados dela Interacuones con actores 6 ‘producto” del . \
Recursos proyectos investigacion: clave de la aplicacién de resultado de la Cambio/s
Infraestructuras El proceso de - Publicaciones los resultados de la investigacion: demostrables
investigacion - Bases de datos investigacion: - Nuevo device daivedes de |
- Nuevos métodos - Sesiones clinicas - App er_'va .?5 ela
- etc - Grupos de trabajo - Protocolo apllcaC|on de los

- Guia de practica

outcomes

\ / \ / \ / \cllnlca... / K j
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EXPERIENCIA DEL IDIBGI_CERCA RIA 2024

COMO HEMOS GENERADO LAS NARRATIVAS DE IMPACTO PRESENTADAS EN CERCA RIA 2024:

Construccion de las narrativas....

CEQJCA
CERCA RIA NARRATIVE

1. Name of the CERCA centre: Institut dinvestigacié Biomédica de Girona (IDIBGI)

2. Title of ive: The impact of prevention
death in young people.
3. Part 1: Timelines
Research dates: from 1995 — present

below:

« 1997 — Description of the first genetic locus associated with familial atrial fibrilation. In
this paper, for

sis.

+ 1998 — The genetic basis and molecular mechanism of idiopathic ventricular firilation
are established. The identification of genefic variants in SCNSA were associated with
Brugada syndrome for the first time.

. for
* 2004 deniicaton of the it genetic variants ssocised wh oG syndrome, &
ible for sudden death at a very young ag
o 08 e of onctc hasi of short G syndrome and atal filaton i
utero.

+ 2007 Consensus report about the diagnosis, phenotyping, molecular mechanisms, and
therapeutic approaches for primary cardiomyopathies of gene mutations affecting ion
channel function

+ 2012 - Curent electrocardiographic criteria for diagnosis of Brugada pattem: a

consensus report

+ 2015 — Genelic and mojecular bases of catecholamiemgic polymorphic. ventricuiar
tachycardia are described as a founder variant n a large famil of the Canary islands.

. a genetic basis for
« 2016 - The importance of post-mortem genetic studies in cases of sudden death is
highlighted.
2022 - Use of genetic analysis for miocarditis allowed the establishment of the
. 2024- i diseases.
in 2011, and several he red
o the present data.

. zunw Iniaion of the genetc stues n the Canary sand famies. The dscovery of te
osodaled wih sudden dealhe enabled preventve weaiment lo be

further sudden deaths in this population
. 2 e use of Society!
m Society / European Heart Rhythm Association)
+ 2011 Launch of e MOSCAT Profect. MOSCAT Proje ofers moleuar ukpey and
measures to relatives of individuals affected by undetermined sudden death
Erenty, s molecuar autpsy o avalatle o e Coaanpopatn Wit marean
one thousand molecular autoy it has served as a reference for other
mclecuar auiopsy prfacts Mplamented worawce
o 2011-202301 ind monitoring of

3, including the discovery of the first genetic
associated with Brugada syndrome (R2-
tion of the genetic and functional causes of
nary Islands (R4-2015), and identification of
ings have been systematically
or inherited cardiac diseases (R6-2011) (R7-
and treatment strategies.
stics, the group has led to pioneering efforts in
ry cardiovascular diseases (R8-2014), in
xdiag, Genincode, Agient). They estabiished
stic_laboratory, recognized as a reference
000 genetic studies annually. Their clinical
e Familal Cardiomyopathy Unit at Hospital
00 families. This model has been repiicated in

‘workdwide, with approximately 20,000
mic cost for the Health system, and
g during their productive years of Ife.
ich has a profound impact on both the
sact is particularly devastating when
thletes.

4y r. Raman Brugad, has ad he

Hospital Germans Trias i Pujol, Hospital de la

o enatied e womige
ons.

ce guidelines and forensic

2011)and genetic
(molecular autopsy) in a Canary Isiand family

ncing panels, led o the MOSCAT
fedicine and Forensic Sciences of Catalonia

 bases for unexplained sudden deaths, which
ibers (R12-2016). Initiated in 2012 and funded

2 an inhertable disease, allowing preventive
e frst pofect wordwde t ysematcally

2 Crabmentof e Sudden Beaty o o

shaping clinical guidelines:

» myocardits, myocardial inflammation, and
nes (R7) recommend geneti studies in ihese:

liac septum thickness, a critc factor in sudden

15, combined with certain toxing or physical
den death (R15)

Jealthcare, offering their laboratory's ex;
ncology, mental heali, pacdiarics, o e
Personalized Medicine Unit at Doctor

leaths annually in the Westem world. In young
e

4. Part2: The research
GenCardio (IDIBGI)is the research group led by Dr. R Brugada, which has been at the forefront
of genetic research into sudden cardiac death in young individuals for the past 30 years. The

Pigina1ie
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r. Brugada, has significantly contributed to
¢ death, establishing its hereditary condition,
din clinical practice. The implementation of
shed in 2012 in collaboration with the Institute
Yo, ave asilated e diagnost of undreds

the adoption of preventive measures.
- pmsoe

gina2le

services to oth (oncok

y
leath, enabling preventative measures.

tive Measures

isential to preserve family members’
‘& GenCardio group:

‘olomé (Canary Islands) a high number
served with 34 young individuals dying
holecuiar autopsy. Molecular autopsy
deaths, leading to the identification of
cardiac death. Preventive therapeutic
new cases of sudden cardiac death in

‘an Canaria population, has led to the
AYA (E2), as well as the recognition of

recognizing the impact of molecular
deatn in Canary Islands, efforts were
sudden deaths in young people over

‘@ and Forensic Sciences of Catalonia
itat

r genetic analysis.
‘over 1,000 genetic studies, identiying
han 2,000 family members have been
ative measures (E3).

tassociation (E4) and the new Sudden

+ procedures in our region has served
s (New York, Rome, etc.) (ES)
plained natural sudden deaths and
ctice guidelines (E7).

per management of cardiopathies ha

the healtncare system. Specifically, in

‘plemented:

prence Laboratory (2015) (E8): Over

> the ICS-Girona Central L

inalized Medicine (EQ), !xpﬂnmng its
pacdiatrics, etc

Pigina3le

Jis unit supports patients and families

pital-primary care): These networks
‘hin the community (E11)

herein.

ui Sant Pav).

edge of the physiological alterations.

sport from La Caixa Fundation, which

ascular disease, which enabled the
of these pathologies. Results from
rorldwide, facilitated the development
rther analyses have also expanded

dentified additional genefically-based

iputs of the research conducted by

I o Cordiavant Cardiology Certer. A
diac deat ming in Gran Canaria
itute of Legal Medne and Forensic
ion for establishing MOSCAT.

n Cardiac Death study in Canary

emertosep-y-ramon-brugada:

ntact Dr. Femando Wangdemert
nguemert@cardiavant.com)

miaya.com/)

sect Sudden Death in Catalonia

‘s-genetiques 1 2679558 him|
sis-geneficosy-8000-usuarios-

uld contact Sr. Eneko Barberia
ncies Forenses de Catalunya

acionados con la Muerte Sibita

(vallsbertran@gmail.com)
on (aquemada@quemada.com)

vation, particularly initiatives that
ission of generating a positve
ghiight the development of the
¥ and Transfer Office. These are
35 and improving the quality and

include the social impact. In this
ial mpact of ourcentre:

3the IDIBGI 2023 Retreat, aimed

a clear conce for the affected

.
ricpaton rucel i prevening
2k from thos

euatswits il mm-ovamm‘

! Trueta Universty Hosptlof Girona
rthe mmg that
> routine.

bt and emtional meetings.

sa-origen-hereditar
of Legal Medicine

% genetic analyses, IMLCFC 10%
sular Society/Canadian Heart Rhythm

‘amilial Cardiopathies Units in tertiary

sears following the implementation of

nostic for cardiopathies, and received

for the entire population of Catalonia

Piginadle

Jopathies. ESC Clinical Practice

escardio org/Guidelines/Clinical.
2150) and page 3529.
> the Girona Regional Laboratory

sdicine Unit:
ix-ellaboratori-clinic-de-girona-

deda-unitat.de-genetica-
re)
cardoascularesreprena.

joaquim  Casanovas
_; Manager of The Dr Josep

4, for the first time, a strategic
2 the promotion of innovation and
ginasle

Catalonia,
 Sciences of Catalonia to nitiate:
d the favourable resuls obtained
WS Association.

ous cinical units related to the
2 siow but a necessary process,
tion became evident.

but ts design is in progress. The.
been agreed with the center's

impact at IDIBGI
search

broader community
Setailed in the draft of the Impact

fy as various miestones were

ough press releases and media
-qen Aadtonaty, siakenoiders,
example is the

e
7ot Catalonia, which lad to the
of communicating this

fined way
e center, this communication will
erent parts of the process, from
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EXPERIENCIA DEL IDIBGI_DIFICULTADES

CUANTIFICACION DEL IMPACTO

IMPACTO = CAMBIO

Ejemplos de impactos en salud:

v" Menos mortalidad
] v Mejor salud fisica
REDUCCION, MENOS.... v Mejor bienestar
Efficiency v Menos dolor
Effectiveness Mortality v Mejor prevencion
Wellbeing w Waste v" Disminucién de los factores de riesgo
Includes .
Engagement STOPPING or Risk v' Medicamentos mas eficientes
PREVENTING
poes something Cost v Aumento de la sostenibilidad del servicio
Profit Staff turnover N :
v Mejor bienestar del profesional de la salud
SIS Stress
: v" Ahorro de costes
(etc) Crime
(etc) v Mejor eficiencia del servicio

MEJORA, INCREMENTO....

GI Julie Bayley, formacion CERCA 2023 LINCOLN




EXPERIENCIA DEL IDIBGI_DIFICULTADES

CUANTIFICACION DEL IMPACTO

IMPACTO = CAMBIO

Ejemplos de impactos en salud:

v" Menos mortalidad
] v Mejor salud fisica
REDUCCION, MENOS.... v Mejor bienestar
Efficiency v Menos dolor
Effectiveness Mortality v Mejor prevencion
Wellbeing w Waste v" Disminucién de los factores de riesgo
Includes .
Engagement STOPPING or Risk v' Medicamentos mas eficientes
PREVENTING
Access something Cost v Aumento de la sostenibilidad del servicio
Profit Staff turnover N :
v Mejor bienestar del profesional de la salud
SIS Stress
: v" Ahorro de costes
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(etc) v Mejor eficiencia del servicio

MEJORA, INCREMENTO....

GI Julie Bayley, formacion CERCA 2023 LINCOLN




EXPERIENCIA DEL IDIBGI_DIFICULTADES

CUANTIFICACION DEL IMPACTO 0
.l
Seguimiento
Cuantificacion
PROYECTOS €€€ Andlisis

‘ Comunicacion
\ O »
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EXPERIENCIA DEL IDIBGI_DIFICULTADES

EVIDENCIAS DEL IMPACTO:

Titulo Consiste en aportar datos que corroboren
el impacto que hemos descrito.
Resumen
Explicar que indicadores informan del cambio
Descripcioén de la investigacion que ha producido el impacto.
Referencias de la investigacion Ejemplos:

v Declaraciones de actores clave

v Declaraciones de beneficiarios
(asociaciones de pacientes)

v Informes

v' Encuestas

v" Nuevas politicas

v' Enlaces a webs en la que podamos
encontrar informacién documentada

v’ Listado de personas con las que se pueda
corroborar el impacto

Detalles del impacto

o Evidencias del impacto —
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Gl _




EXPERIENCIA DEL IDIBGI_DIFICULTADES

EVIDENCIAS DEL IMPACTO:

Impact case study (REF3) REFQOQ]

Institution: University College London

Unit of Assessment: 1 - Clinical Medicine

Title of case study: Accelerating the identification and treatment of patients with familial
hypercholesterolaemia (FH) through the establishment of a DNA diagnostic service: a
paradigm example of Personalised Genomic Medicine

Period when the underpinning research was undertaken: 2013-2020

5. Sources to corroborate the impact

S1 National Institute for Health and Care Excellence, Clinical Guidelines (CG71) — Familial
Hypercholesterolaemia. Initially published 2008, and updated 2017.
https://www.nice.org.uk/quidance/cg7 1/evidence

S$2 Public Health England and National Institute for Health and Care Excellence Implementation
Guideline ‘Familial Hypercholesterolaemia: Implementing a systems approach to detection and
management’:
https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment data/fil
e/731873/familial hypercholesterolaemia implementation guide.pdf

83 Santos RD et al., (2016). Defining severe familial hypercholesterolaemia and the implications
for clinical management: a consensus statement from the International Atherosclerosis Society
Severe Familial Hypercholesterolemia Panel. Lancet Diabetes Endocrinol. Oct;4(10):850-61. doi:
10.1016/S2213-8587(16)30041-9.

S4 Exemplar clinical pathways for a stratified approach to cardiovascular disease. Summary
report of a meeting held on 17 March 2016 by the Academy of Medical Sciences, and supported
by NHS England: https://acmedsci.ac.uk/viewFile/57cfd5170e1de.pdf

IDIBE
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S5 2017 Cochrane review of safety of statin use in children:
https://www.cochranelibrary.com/cdsr/doi/10.1002/14651858.CD006401.pub4/full. Update 2019:
https://www.cochranelibrary.com/cdsr/doi/10.1002/14651858.CD006401.pub5/full

S6 https://www.bhf.org.uk/what-we-do/news-from-the-bhf/news-archive/2018/january/new-
research-shows-statins-safe-for-children-with-high-cholesterol

S7 Statin leaflet for parents: https://www.heartuk.org.uk/downloads/paediatric-fh-registry/why-
should-my-child-start-taking-statin.pdf

S8 Testimonial letter from Paediatrician, Manchester.

S9 https://www.bhf.org.uk/what-we-do/news-from-the-bhf/news-archive/2017/april/our-research-
shows-targeted-genetic-testing-for-inherited-condition-is-lifesaving-and-cost-effective

S$10 NHS Long term plan January 2019: https://www.longtermplan.nhs.uk/ (p.63).

S$11 National Genomic Test Directory FAQ August 2020: https://www.england.nhs.uk/wp-
content/uploads/2018/08/Rare-and-Inherited-Disease-Eligibility-Criteria-November-2020-21.pdf
https://www.england.nhs.uk/genomics/genomic-laboratory-hubs/

S12 Testimonial letter from National Clinical Director, 2013-2019.
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