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The year 2024 marks the first
under the new scientific direction.
After fifteen years of trajectory, we
recognized that the Princesa Health
Research Institute (IIS-Princesa)
needed a revision of its scientific
structure.

A series of interviews with the
leaders of the Institute’s research
groups provided an updated view of
their priority lines of investigation,
revealing substantial changes in
research interests and underscoring

the need for generational renewal.
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Sclentific Director
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Isidoro Gonzdlez Alvaro
Scientific Director

The leadership team has been working
to realign the Institute’s structure with
the new challenges faced by our regional
health service (SERMAS) and with the
priority areas defined by our principal
funding institutions, both public and
private. This realignment aims to preserve
the prestige and visibility of our research
centers and of the Institute’s researchers,
while also promoting research in Primary
Care and Nursing Care. We have expanded
the Primary Care group and formed three
nursing research groups.

In terms of scientific output, 2024
maintained  1IS-Princesa’s  publicatfion
pace after the pandemic. This year we
produced more than 400 arficles, with
an accumulated impact factor exceeding
2,500 and a mean relative impact per
article of 6.1, figures comparable to
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those of 2023. The overall quality of
our publications is evidenced by the
percentage of outputin D1 and Q1, 31% and
61%, respectively, markedly higher than
in the pre-pandemic period. Moreover, as
of August 2025, the average citation per
arficle rises to 47, underscoring the quality
and relevance of our research lines.

Additionally, over 40% of publications were
led by IIS-Princesa researchers, indicating
a consolidation of scientific leadership
within our Institute. Following the strategy
established in 2022, 60% of our articles
were published in Open Access.

In 2024 we achieved excellent results in
public callsforresearchfunding, particularly
those promoted by the Instituto de Salud
Carlos Ill, with more than 50% successful
proposals (19 projects funded across
different calls). Moreover, five projects

===

received funding from
private national and
international institutions.
The number of grants
awarded to new collaborators
at early career stages (R1 and R2)
was 11, and five grants for technical
support were secured.

We signed 121 contfracts for clinical
studies this year, of which 82 correspond
to clinical trials and 39 to observational
studies. In terms of academic output, 19
doctoral theses were defended, 3 of which
received European mention.

Finally, | am convinced that the scientific
achievements of 2024 constitute a fitting
culmination of a five-year period and
position us well to pursue with confidence
the renewal of the ISCIII accreditation for
our Institute.
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e Health Research Institute of the University Hospital La Princesa was constituted on December 15
009) under an agreement signed by the Madrid Health Service -representing the University Hospi-
s La Princesa, Santa Cristina, and the children’s Hospital Nifio Jesis- the Autonomous University
Madrid, the Biomedical Research Foundation of the University Hospital La Princesa and the
ency “Pedro Lain Entralgo” of the Community of Madrid for Training, Research and Health
dies. Almost a year later, after an audit from the Institute of Health Carlos Ill, it got the
creditation as a Health Research Institute.

2013, the activity of the Agency of Training, Research and Health Studies of the Com-
nity of Madrid “Pedro Lain Entralgo” was finished, and its functions were assumed
the Ministry of Health of the Community of Madrid, in particular by its the General
ectorate of Research, Training and Documentation.
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Cecilia Salvador Gonzdlez
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Anticoagulados

Alberto José Sebastidn Palomino
Management, Hospital Universitario de La Princesa

Maria Mercedes Vinuesa Sebastidn
Quality Coordinator, Hospital Universitario de La Princesa

SECRETARY

Rosario Ortiz de Urbina Barba
Director of Fundacidn para la Investigacion Biomédica del
Hospital Universitario de La Princesa
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Rosario Ortiz de Urbina Barba
Director of Fundacién de Investigacién
Biomédica Hospital Universitario

La Princesa

SCIENTIFIC DIRECTOR

Isidoro Gonzdlez Alvaro
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CHAIRMAN

Xosé Ramoén Garcia Bustelo
Chairman, Professor, Centro de Investigacion del Cdncer,
CSIC, Salamanca

MEMBERS

Andrés Alcover Santos
Professor, Instituto Pasteur

Isabel Farifias Gomez
Professor, Universidad de Valencia

wTERNAL SCIENTIFIC COMMITTEE
CHAIRMAN

Isidoro Gonzdlez Alvaro
Scientific Director of Instituto de Investigacién Sanitaria del
Hospital Universitario de La Princesa

MEMBERS

Fernando Alfonso Manterola
Cardiology Deparment, Hospital Universitario de La
Princesa

Javier Aspa Marco
Respiratory Department, Hospital Universitario de La
Princesa
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Psychiatry Department, Hospital Universitario de La
Princesa
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Professor, Universidad Auténoma de Madrid
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Gastroenterology Department, Hospital Universitario de La
Princesa
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Francisco J. Blanco Garcia
Instituto de Investigacion Biomédica de A Corufia (INIBIC)

Cristina Fillat i Fonts
Professor, Institut d'Investigacions Biomediques August Pi
Sunyer (IDIBAPS)

Miguel Lopez-Botet Arbona
Professor, Universidad Pompeu Fabra. Scientific Director
IMIM, Barcelona

Guadalupe Sabio Buzo
Associate Professor, Centro Nacional de Investigaciones
Cardiovasculares Carlos Il

Ramoén Colomer Bosch
Medical Oncology Department, Hospital Universitario de La
Princesa

Rodrigo Jiménez Saiz
Allergy Department, Fundacién para la Investigacién
Biomédica del Hospital Universitario de La Princesa

Rebeca Martinez Herndndez
Endocrinology Department, Hospital Universitario de La
Princesa

Antonio Martinez Ruiz

Research Department. Hospital Universitario Santa
Cristina. Fundacién para la Investigacion Biomédica del
Hospital Universitario de La Princesa

Cecilia Murioz Calleja
Immunology Department, Hospital Universitario de La
Princesa

Blanca Novella Arribas
Area of Public Health, Epidemiology and Care Research,
Primary Health Care

Dolores Ochoa Mazarro
Clinical Pharmacology Service, Hospital Universitario de La
Princesa

Eduardo Pacios Blanco
Innovation Support Unit, Hospital Universitario de La
Princesa

Marisa Pardines Ortiz
Rheumatology Service, Hospital Universitario de La
Princesa

Petronila Penela Mdrquez
Universidad Auténoma de Madrid / Centro de Biologia
Molecular Severo Ochoa

Manuel Ramirez Orellana
Medical Oncology Department, Hospital Universitario
Infantil Nifio Jesus

SECRETARY

Maria Chaparro Sdnchez
Gastroenterology Department, Hospital Universitario La
Princesa
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Maria Dolores Ochoa Mazarro
Clinical Pharmacology Department, Hospital Universitario
de La Princesa

Rubén Eduardo Pacios Blanco
Radiology Department, Hospital Universitario de La
Princesa

Carolina Pozuelo Gonzdlez
Pharmacy Department, Primary Health Care

Amelia Rodriguez Nogueiras
Nurse, Hospital Universitario de La Princesa

Eduardo Sdnchez Sdnchez
Internal Medicine Department, Hospital Universitario de La
Princesa

Miguel Antonio Sampedro Nufez
Endocrinology Department, Hospital Universitario de La
Princesa

José Maria Serra Lopez-Matencio
Pharmacy Department, Hospital Universitario de La
Princesa
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Mara Ortega Gomez
Biobank, Hospital Universitario de La Princesa
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Maria Jesus Bono Sahuquillo
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RESEARCH MANAGEMENT DEPARTMENT
Beatriz Ovejero Alvarez
Cora Llanos Manzanero
Alba Mateos Gonzdlez

SECRETARY
Ana Aroca Martinez
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José Corrochano de la Cruz
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The following table presents the balance of income and expenses for the year 2024. It is worth noting that, with the
overhead generated in 2024, the Institute has been able o finance the first two calls for intramural grants: one laun-
ched directly by the Institute of Health Research and another promoted by the Innovation Support Unit. Both initiatives
were carried out within the framework of the objectives established in the IIS-Princesa Strategic Plan (SP) 2020-2024
(currently extended) and are fully aligned with the priority areas of the forthcoming SP 2026-2030, with the central
aim of promoting research.

2024 2023

Income 12.424.498 € 11.837.343 €

Expenses 12.381.568 € 11.814.603 €

ACTIVE ASSETS 2024 PASSIVE ASSETS 2024
Non-current active assest
Intangible fixed assets 38.840,96 € Own funds 2.517.446,15 €
Material fixed assets 1.558.172,79 € Non-refundable grants 2.090.255,03

Current active assets Non-current passive assest

Debtors and Client to collect 3.898.98757 € Long term debts 0

Financial short term investments 0,00€
Cash 21.273.540,96 € Short term provisions 9.714.870,42 €
Total Active Assets 26.769.542,28 € Refundable grants 12.150.318,32 €
Creditors fo pay 370.835,45 €

Total Passive Assets 26.843.725,37 €

Below is shown the information on the income obtained by the Foundation for Biomedical Research, with the income
sources grouped as obtained through competitive grants, clinical trials, private invoicing, donations or another income.

Competitive Clinical trials

grants
5.223.303 €

and training
5.782.355 €

Donations
and agreements

1.418.840 €
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s Manuel Olivier Gomez
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ICAL STAFF

Rey Ferndndez

g Invernon Monedero

(UMETHODOLOGICAL (U #WHITE” ROOM

UNIT

It aims to provide to support to the
Institute’s research teams for the
development and implementa-
tion of research projects in order
to increase the excellence of the
scientific activity of IIS-Princesa.

COORDINATOR
Francisco Javier Aspa Marco

TECHNICAL STAFF

Nuria Montes Casado

MEDICAL WRITER
Manuel Gomez Gutiérrez

CIENTIFIC
MANAGEMENT
SUPPORT UNIT

The Scientific Management Su-
pport Unit of IS-Princesa has as
main objective the organization,
planning and coordination of
all structures of support for the
scientific environment and the
researchers of the Institute, un-
der the supervision of the Scien-
tific Director of the Institute.

COORDINATOR

Francisco Javier Aspa Marco

The “white” room located at the
Nifio Jesus Hospital, is a facility
specialized to work in conditions
with minimal or absent levels of
contamination that meets the re-
quirements of Good Manufacturing
Practices (GMP). The “white” Room
has Certification of Compliance
with GMP since April 2010, both for
Cell Therapy and Gene Therapy.

COORDINATOR OF THE
ADVANCED THERAPIES
UNIT

Manuel Ramirez Orellana

LOW CYTOMETRY
UNIT

The Flow Cytometry Unitis located
at the Department of Immunology
and Molecular Biology, University
Hospital of La Princesa and has
recently joined the Network of La-
boratories of Public Research Or-
ganizations (REDLAB) of the Com-
munity of Madrid. The unit provides
instrumentation and technical
assistance fo the researchers fo
perform both immunophenotype
analysis and cell sorting based on
fluorescence parameters.

COORDINATOR

Cecilia Mufioz Calleja

QENOMICS UNIT

The Genomics Unit is responsi-
ble for the development and im-
plementation of technologies for
molecular biology and genomics,
equipment mainfenance, and
provision of technical advice on
various fechnologies to research
groups. It uses different technolo-
gies such as spectrophotometry,
automated extraction of nucleic
acids, RNA integrity determina-
fion, conventional PCR and RT-
PCR, real time PCR and RT-PCR,
software for search and integra-
tion of experimental data and, re-
cently, massive sequencing.

SCIENTIFIC SUPERVISOR

Leonardo Beccari

TECHNICAL DIRECTOR
Laura Tabera Moreno

LECTRON
MICROSCOPY
SERVICE

The Electron Microscopy Service
of UAM provides technical assis-
tance and scienftific support fo re-
search groups interested in using
electron microscopy tfechniques
for ultrastructural analysis of bio-
logical samples and immunode-
tection of antigens. It has a trans-
mission electron microscope and
the material needed for sample
preparation.

TECHNICAL DIRECTOR
Maria Teresa Rejas Marco

SCIENTIFIC DIRECTOR

Germdn Andrés Herndndez

QROTEOMICS UNIT

The Proteomics Service's objec-
tives are to provide the research
groups with support and scientific
and technical advice in the iden-
tification and characterization of
proteins by mass spectrometry
(MS) techniques.

COORDINATOR
Ana Isabel Marina Ramirez

(UHIGH DEFINITION
VIDEOMICROSCOPY

The Institute’s Videomicroscopy
Service provides the infrastruc-
fure and scientific expertise nee-
ded for studies of fluorescence,
confocal and evanescent wave
microsopy, with special empha-
sis on the observation of dynamic
processes in living cell.

COORDINATOR
Noa B. Martin Cofreces

TECHNICIAN
Francisca Molina Jiménez

(UANIMAL FACILITY

The Veterinary Office of the
Universidad Auténoma de
Madrid offers its services to
our Instfifute. It is a service
whose purpose is fo maintain,
produce and control animals for
experimental research.

DIRECTOR
David Muioz Valverde
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QATA ANALYSIS
UNIT

The Data Analysis Unit (DAU) has
the objective of supporting the re-
search groups of the Institute. The
main objective of the DAU is fo
implement and develop numerical
algorithms for the analysis and
visualization of biomedical data.
The DAU collaborates actively with
the groups that need this experti-
se, and provides advice on speci-
fic issues in everything related to
the analysis of data. It also carries
out fraining activities related to
data analysis tools.

COORDINATOR
Guillermo J. Ortega Rabbione
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ed biological and synthe-
erapies are the result of
arallel breakthrough in the
edge of the pathogenesis of
| chronic inflammatory and
mune diseases and biote-
)gy. Their discovery and de-
ent constitutes one of the
elevant changes that have
ed in the last two decades
eral medical specialties.
ncorporation into the thera-
arsenal has been a crucial
one in the history of many
e-mediated inflammatory
es, not only in ferms of the
pility of drugs with new me-
sms of action, but also for
elopment of strategies that
e outcomes and the effi-
se of all drugs. Their great
veness means that there is
ing number of patients re-
J access, and safety requi-
nstant and meticulous risk
gement. In addition to their
ost, it is considered essen-
increase rigor in the selec-
d follow-up of patients who
hem, including cost-effecti-
s criferia.

er outstanding characteris-
biological therapies is their
on use by different medical
Ities, but with different de-
of experience in their use,
larly from the point of view
way they are administered
e management of their ad-
effects. This makes the pos-
of sharing experiences that
in a more efficient and safe
these drugs highly recom-
1ble. In addition, the fact that
drugs must frequently be
istered infravenously in day
als such as our Ambulatory
ne Unit poses a common
m that undoubtedly benefits
n interdisciplinary approach.

This multidisciplinary Unit achie-
ved the qualification of good prac-
tices of the SNS by the Interterrito-
rial Health Council in 2016, in the
call for the Strategy of rheumatic
and musculoskeletal diseases of
the SNS.

COORDINATOR

Alberto Morell Baladrén
Hospital Pharmacy Department

MULTIDISCIPLINAR TEAM

Maria José Casanova
Gastroenterology Department

Maria Chaparro Sanchez
Gastroenterology Department

Esteban Daudén Tello
Dermatology Department

Rosario Garcia de Vicuiia
Rheumatology Department

Eduardo Garcia Navarrete
Hospital Medical Direction

Guillermo Jiménez
Information Systems

Maria del Mar Llamas Velasco
Dermatology Department

Virginia Meca Lallana
Neurology Department

Rosario Ortiz de Urbina

Barba

Fundacién para la Investigacion
Biomédica del Hospital Universitario
de La Princesa

Ainhoa Oyanguren Oyarzdbal
Hospital Pharmacy Department

Francisco Javier Pérez
Gisbert
Gastroenterology Department

Esther Ramirez Herraiz
Hospital Pharmacy Department

Gloria Maria Torralbo

Caballero
Hospital Medical Direction

JLINICAL TRIALS
UNIT

The Clinical Trials Unit was created
with the primary objective of pro-
moting clinical research as well as
providing support fo researchers.
Clinical trials or observational

studies promoted and/or led by
researchers are considered inde-
pendent clinical research.

SCIENTIFIC DIRECTOR
Francisco Abad Santos

DIRECTOR
Dolores Ochoa Mazarro

DEPUTY DIRECTOR
Manuel Romdn Martinez

COORDINATOR

Sergio Luquero Bueno

LAB MANAGER

Samuel Martin Vilchez

CLINICAL
PHARMACOLOGYST

Antia Gomez Ferndndez

PHYSICIANS
Tamara Michelle Moreno Silva

Génesis Gabriela Saavedra
Lizardi

QUALITY CONTROL
Jiahong Liang Shen

QUALITY ASSURANCE
Jaime Pérez Calvo
Jorge Toyos Argiielles

LAB TECHNICIAN
Alejandro de Miguel Cdceres
Angel Lancho Sdnchez

NURSE
Elena Caricol Morgado
Isabel Oteros Raimundo

STUDY COORDINATORS
Irene Perea Anton
Helena Vazquez Gamez

CLINICAL TRIAL
ASSISTANT
Rebeca Manzanares Lopez
Maria Luisa Ferndndez Mora
Andrés del Castillo Kaczmarek

NURSING TECHNICAL
AREA RESPONSIBLE

Marisol Morgado Mazén

MEDICAL TECHNICAL
AREA RESPONSIBLE

Izaskun Mahave Estévez

JINOVATION UNIT

The Innovation Unit of the Hospital
de La Princesa was born with the
foundation of the Research Insti-
tute, and is responsible, with the
existing resources, to analyze new
technological trends and their im-

plementation at the Institute.

The Innovation Unit of the Health
Research Institute Hospital Uni-
versitario de La Princesa was
consolidated when it joined the
Platform for Innovation in Medical
and Health Technologies (ITEMAS),
gefting access to the funding of
the 2013 call for grants from the
Strategic Action in Health, from
Institute of Health Carlos IIl.

COORDINATOR

Rubén Eduardo Pacios Blanco
Radiology Department, Hospital
Universitario La Princesa
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INNOVATION MANAGERS

Sonia Sobrino Pacheco
Fundacién de Investigacion
Biomédica Hospital Universitario La
Princesa

Daniel Andronic

Fundacion de Investigacion
Biomédica Hospital Universitario La
Princesa

BIOINFORMATICS
ENGINEER

Lydia Alba Herrera Gdlvez
Fundacién de Investigacion
Biomédica Hospital Universitario La
Princesa

UALITY
COMMITTEE

To achieve objective results of ex-
cellence and get a confinuous im-
provement, the Quality Commis-
sion not only elaborates, but also
confinuously monitors the imple-
mentation of quality procedures
established in our Institute.

COORDINATOR

Mara Ortega Gomez
Biobank, Hospital Universitario de
La Princesa

QUALITY COMMITTEE

Arantzazu Alfranca Gonzdlez
Immunology Department

Jorge Mendoza
Jiménez-Ridruejo
Gastroenterology Department,
Hospital Universitario de La
Princesa

Pablo Ruano Sudrez
Nephrology Service, Hospital
Universitario de La Princesa

Maria Mercedes Vinuesa

Sebastidn
Quality Coordinator, Hospital
Universitario de La Princesa

SECRETARY

Beatriz Ovejero Alvarez
Technical Secretary, IIS-Princesa,
Instituto de Investigacion
Biomédica del Hospital Universitario
de La Princesa

JRAINING

COMMITTEE

One of the priorities set by the
[IS-Princesa is the promotion and
development of training programs
for professionals who are part of
the Centre, with a focus on trai-
ning for translational research to
improve the competitiveness of
institutions and the qualifications
of the personnel that integrates
them.

In this sense, all entities that are
part of the Health Research Ins-
titute Hospital Universitario de La
Princesa have an established trai-
ning and teaching track, and have
a wide training offer at all levels
(training of undergraduate, gra-
duate, and Continuing Specialized
Health).

COORDINATOR

Fernando Ramasco Rueda
Continuous Training Coordinator

MEMBERS

Elena Ferndndez Ruiz
Molecular Biology Department,
Hospital Universitario de La Princesa

Isidoro Gonzdlez Alvaro
Scientific Director of Instituto de
Investigacion Sanitaria del Hospital
Universitario de La Princesa

Alicia Gonzdlez Martinez
Neurology Department, Hospital
Universitario de La Princesa

Elena Martin Pérez

Head of studies Resident Doctor,
Hospital Universitario de La
Princesa

José Luis Murioz de Nova
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Cellular and molecular etiopathogenic
mechanisms in inflammatory and
autoimmune diseases

COORDINATOR GENERAL OBJECTIVES
Francisco Sdanchez Madrid 1. Unravel the molecular and ce-

llular mechanisms that control
DEPUTY DIRECTOR crucial biological processes in
Julie Ann Chowen King inflammatory / autoimmune ba-

sed diseases.

2. Identify molecular entities and cellular processes

that can be used as targets for the action of new
drugs for inflammatory / autoimmune based disea-
Ses.

. Implement advanced experimental fechniques and

new animal models of disease that will allow impro-
ving basic studies to analyse pathophysiological
mechanisms, and perform pre-clinical studies.

. Promote translational research by fostering inte-

ractions between basic and clinical groups.

FIVE MOST RELEVANT PUBLICATIONS OF
THE AREA:

Group 1 - Enrique Martin Gayo

Tsukalov |, Sdnchez Cerrillo I, Rajas O, Avalos E,
Iturricastillo G, Esparcia L, Buzén MJ, Genesca M,
Scagnetti C, Popova O, Martin Céfreces N, Calvet
Mirabent M, Marcos Jimenez A, Martinez Fleta P,
Delgado Arévalo C, De los Santos |, Mufioz Calleja C,
Calzada MJ, Ivaro IG, Palacios Calvo J, Alfranca A,
Ancochea J, Sdnchez Madrid F, Martin Gayo E. NF?B
and NLRP3/NLRC4 inflammasomes regulate diffe-
rentiation, activation and functional properties of
monocytes in response to distinct SARS-CoV-2 pro-
teins. Nat. Commun. 15. (1). 2024. PMID:38453949.
D0I:10.1038/s41467-024-46322-8. Nature Commu-
nications.

IF:15,70. Citations: 119.

Group 25 - Monica Marazuela Azpiroz

Martinez Herndndez R, de la Blanca NS, Sacristdn
Gémez P, Serrano Somavilla A, de Nova JLM, Cabo
FS, Heyn H, Sampedro Nufiez M, Marazuela M. Un-
raveling the molecular architecture of autoimmune
thyroid diseases at spatial resolution. Nat. Com-
mun. 15. (1). 2024. PMID:39003267. D0I:10.1038/
s41467-024-50192-5. Nature Communications.

IF:15,70. Citations: 103.

Group 24 - Pedro Majano Rodriguez

Molina Jiménez F, Ugalde Trivifio L, Arias Gonzdlez L,
Armenteros E, Relafio Rupérez C, Casabona S, More-
no Monteagudo JA, Pérez Ferndndez MT, Martin Do-
minguez V, Ferndndez Pacheco J, Laserna Mendieta
EJ, Mufioz Herndndez P, Garcia Martinez J, Mufioz J,
Lucendo AJ, Santander C, Majano P. Proton pump
inhibitor effect on esophageal protein signature of
eosinophilic esophagitis, prediction, and evalua-
tion of treatment response. Allergy. 79. (12). 2024.
PMID:39092539. DOI:10.1111/all.16261. ALLERGY.

IF:12,00. Citations: 55.
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Group 5 - Pedro Landete Rodriguez

Landete P, Caliman Sturdza OA, Lopez Martin JA,
Preotescu L, Luca MC, Kotanidou A, Villares P, Igle-
sias SP, Guisado Vasco P, Saiz Lou EM, Farinas Al-
varez MD, de Lucas EM, Perez Alba E, Cisneros JM,
Estrada V, Hidalgo Tenorio C, Poulakou G, Torralba M,
Fortun J, Garcia Ocana P, Lemaignen A, Marcos Mar-
fin M, Molina M, Paredes R, Perez Rodriguez MT, Raev
D, Ryan P, Meira F, Gomez J, Torres N et al. APhase Il
Randomized Controlled Trial of Plitidepsin, a Mari-
ne-Derived Compound, in Hospitalized Adults With
Moderate COVID-19. Clin. Infect. Dis. 79. (4). 2024.
PMID:39182994. D0I:10.1093/cid/ciae227. CLINICAL
INFECTIOUS DISEASES.

IF: 7,3. Citations: 13.

Group 56 — Ana Urzainqui Mayayo

Mufioz Callejas A, Sanchez Abad |, Ramos Manza-
no A, San Antonio E, Gonzdlez Sdnchez E, Silvan J,
Gonzdlez Tajuelo R, Gonzalez Alvaro |, Garcia Perez
J, Tomero EG, Garcia Vicufia R, Vicente Rabaneda
EF, Castafieda S, Urzainqui A. Regulation of mo-
nocyte apoptosis and DNA extrusion in monocyte
extracellular traps by PSGL-1: Relevance in syste-
mic lupus erythematosus. Transl. Res. 274. 2024.
PMID:39182668.  DO0I:10.1016/j.trs.2024.08.005.
TRANSLATIONAL RESEARCH.

IF: 5,9. Citations: 40.

e 1. Intercellular communication
in the inflammatory response

Group 1 Francisco Sanchez Madrid
Group 3 Maria Ydanez Mo

Group 56 Ana Carmen Urzainqui Mayayo

e 2. Cellular and molecular
responses to hypoxia

Group 9 Julidn Aragonés Lopez
Group 7 Antonio Martinez Ruiz

Group 8 Maria Josefa Calzada Garcia

e 3. Animal models of

inflammatory diseases and

intercellular signalling
Group 11 Federico Mayor Menéndez

Group 12 Manuel Fresno Escudero
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3 Petronila Penela Mdrquez
71 Cristina Murga Montesinos

B Miguel Angel ifiiguez Pefia

. Cellular mechanisms and
lecular determinants of
ergybased diseases

0 Carlos Blanco Guerra

5 Maria Dolores Ibdfiez Sandin

. Inflammatory processes in
phrological diseases

1 Guillermina Barril Cuadrado

. Inflammatory mechanisms
pulmonary diseases

2 Julio Ancochea Bermudez

Area 2

COORDINATOR
51 José Luis Ayuso Mateos

DEPUTY DIRECTOR

e 8. Inflammatory response in
hepatic diseases
Group 24 Pedro Lorenzo Majano Rodriguez

Group 23 Luisa Consuelo Garcia Buey

e 9. Mechanisms and mediators
of endocrine diseases

Group 25 Modnica Marazuela Azpiroz

e 10. Children’s development
(obesity and growth)

Group 26 Jestis Argente Oliver

e 11. Metabolic syndrome and
vascular risk

Group 5 Pedro Landete Rodriguez

Translational neuroscience

and response to treatment in
these diseases.

> Maria Dolores Ochoa Mazarro

“+ - GENERAL OBJECTIVES

-« 1. Design, synthesis and characte-
- rization of new compounds with
potential neuroprotective effect
on neurodegenative diseases
and stroke.

2. Search for biomarkers for early
diagnosis, study of progression

3. Drug characterization in preclini-

cal studies in animal models and
in clinical trials in humans

. Expand the knowledge about

affective disorders in the popu-
lation, studying risk factors, cli-
nical evolution and response fo
freatment, in order fo improve
the mental health of the popula-
fion.

FIVE MOST RELEVANT PUBLICATIONS OF
THE AREA:

Group 32 - Francisco Abad Santos

Abad-Santos F, Alifio SF, Borobia AM, Garcia-Mar-
tin E, Gasso P, Marofias O, Agundez JAG. Develop-
ments in pharmacogenetics, pharmacogenomics,
and personalized medicine. Pharmacol Res. 2024
Feb;200:107061. doi: 10.1016/j.phrs.2024.107061.
Epub 2024 Jan 8. PMID: 38199278. PHARMACOLO-
GICAL RESEARCH

IF:10,5. Citations: 118.

Group 33 - José Luis Ayuso Mateos

Mediavilla R, Garcia Vazquez B, McGreevy KR, Un-
derhill J, Bayon C, Bravo Orfiz MF, Mufioz Sanjosé A,
Haro JM, Monistrol Mula A, Nicaise P, Petri Romao
P, McDaid D, Park AL, Melchior M, Vuillermoz C, Tu-
rrini G, Compri B, Purgato M, Roos R, Witteveen AB,
Sijbrandij M, Bryant RA, Fuhr D, Ayuso Mateos JL.
Beyond effectiveness in eHealth trials: Process
evaluation of a stepped-care programme to su-
pport healthcare workers with psychological dis-
tress (RESPOND-HCWs). Digit. Health. 10. 2024.
PMID:39430699. D0I:10.1177/20552076241287678.
Digital Health.

IF:3,30. Citations: 75.

Group 35 - Ana Gago Veiga

Gonzalez-Martinez A, Sanz-Garcia A, Garcia-Azo-
rin D, Rodriguez-Vico J, Jaimes A, Gémez Garcia
A, Casas-Limén J, Diaz de Terdn J, Sastre-Real M,
Membrilla J, Latorre G, Calle de Miguel C, Gil Luque
S, Trevino-Peinado C, Quintas S, Heredia P, Echa-
varria-lfiguez A, Guerrero-Peral A, Sierra A, Gon-
zdlez-Garcia N, Porta-Etessam J, Gago-Veiga AB.
Effectiveness, tolerability, and response predic-
tors of preventive anti-CGRP mAbs for migraine in
patients over 65 years old: a multicenter real-world
case-control study. Pain Med. 25(3). 2024. pp. 194~
202.D01:10.1093/pm/pnadl4l. Pain Medicine.

IF:3. Citations: 43.

Group 35 - Alicia Gonzdlez Martinez
Sdnchez Rodriguez C, Gago Veiga AB, Garcia Azorin
D, Guerrero Peral AL, Gonzalez Martinez A. Potential
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Predictors of Response to CGRP Monoclonal Anti-
bodies in Chronic Migraine: Real-World Data. Curr
Pain Headache Rep. 28. (12). 2024. PMID:37874459.
DO0I:10.1007/s11916-023-01183-6. CURRENT PAIN
AND HEADACHE REPORTS.

IF:3,50. Citations: 74.

Group 32 - Concepcion Pérez Herndndez /

Group 40 - Ramdn Colomer Bosch
Pérez C, Ochoa D, Sdnchez N, Ballesteros Al, San-
fidrian S, Lépez I, Mondéjar R, Carnaval T, Villoria J,
Colomer R. Pain in Long-Term Cancer Survivors:
Prevalence and Impact in a Cohort Composed
Mostly of Breast Cancer Survivors. Cancers (Basel).
2024 Apr 20;16(8):1581. PMID: 38672663; PMCID:
PMC11049399. doi: 10.3390/cancers16081581.

IF:4,4. Citations: 47.

e 1. Neuropharmacology and
neuroprotection

Group 16 Manuela Garcia Lopez

Group 41 Javier Egea Maiquez

e 3. Clinical pharmacology and
pharmacogenetics

Group 32 Francisco Abad Santos

e 4. Diagnostic and therapeutic
advances in affective disorders

Group 33 José Luis Ayuso Mateos

we 5. Neurosurgery of epilepsy

Group 34 Jeslis Pastor Gomez

“‘ue 6. Cerebrovascular diseases

Group 35 José Aurelio Vivancos Mora
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Area 3

COORDINATOR

mor diseases.

JST RELEVANT PUBLICATIONS OF
EA:

3 — Javier Pérez Gishert

0 L, Calvet X, Gené E, Bordin DS, Voynovan |,
-Fernandez M, Pabdn-Carrasco M, Keco-Huer-
Perez-Aisa A, Lucendo AJ, Rodrigo L, Sarsen-
AS, Khlinov IB, Fadieienko G, Zaytsev O, La-
Martinez-Dominguez SJ, Alfaro E, Jonaitis L,
0, Pellicano R, Herndndez L, Gridnyev 0, Kup-
J, Gasbarrini A, Boltin D, Niv Y, Babayeva G,
5-Pinto R, Tepes B, Venerito M, Papp V, Lerang F,
Phull PS, Marlicz W, Doulberis M, Smith SM, Mi-
¢ V, Kunovsky L, Mestrovic A, Matysiak-Budnik
sek H, Cano-Catald A, Puig |, Moreira L, Parra P,
OP, Megraud F, 0'Morain C, Gisbert JP; Hp-Eu-
estigators*. Evolution of the use, effective-
nd safety of bismuth-containing quadruple
y for Helicobacter pylori infection between
nd 2021: results from the European registry
ylori management (Hp-EuReg). Gut. 2024 Dec
J:15-25. doi: 10.1136/gutjnl-2024-332804.
39461739; PMCID: PMC116719589.

8. Citations: 35.

3 — Fernando Alfonso Manterola

J, Pérez Vizcayno MJ, del Blanco BG, Bosa F,
do AP, Rumoroso JR, Romaguera R, Gutiérrez
hard AG, Lépez Minguez JR, Trillo R, Hernan-

in inflammatory, infectious or tu-

2. Optimization of biological the-
rapies by identifying biomarkers

Advanced therapies and
individualized medicine

Maria Chaparro Sdanchez

DEPUTY DIRECTOR
Isidoro Gonzdlez Alvaro

GENERAL OBJECTIVES predictive of therapy response.

1. Identification of biomarkers that 3. Identification of new drugs and /
allow predicting the prognosis or therapeutic targets.
and / or response fo freatment 4. Search for new treatments and

improvement in the efficacy and
safety of treatments and in the
management of their effects on
the quality of life of patients.

dez JMD, Moreno R, Veldzquez M, Moris C, Kockar MJ,
Jiménez Quevedo P, Bastante T, del Val D, Rivero F, Al-
fonso F, RIBS VI Investigators. Long-Term Results of
Bioresorbable Vascular Scaffolds in Patients With
In-Stent Restenosis The RIBS VI Study. JACC-Car-
diovasc. Interv. 17. (15). 2024. PMID:39142758.
D0I:10.1016/j.jcin.2024.05.038.  JACC-CARDIOVAS-
CULAR INTERVENTIONS.

IF: 11,40. Citations: 28.

Group 38 - Javier Pérez Gisbert
Nyssen OP, Martinez B, Mégraud F, Savarino V, Fallone
CA, Bazzoli F, Gisbert JP. Sequential versus Standard
Triple Therapy for First-Line Helicobacter pylori Era-
dication: An Update. Antibiotics-Basel. 13. (2). 2024.
PMID:38391522. DO0I:10.3390/antibiotics13020136.
ANTIBIOTICS-BASEL.

IF:4,60. Citations: 145.

Group 40 - Nuria Romero Laorden

San-Jose Manso L, Alfranca A, Moreno-Pérez |,
Ruiz-Vico M, Velasco C, Toquero P, Pacheco M, Zapa-
tero A, Aldave D, Celada G, Albers E, Fenor de la Maza
MD, Garcia J, Castro E, Olmos D, Colomer R, Rome-
ro-Laorden N. Immunome profiling in prostate can-
cer: a guide for clinicians. Front Immunol. 2024 Nov
20;15:1398109. doi: 10.3389/fimmu.2024.13981089.
PMID: 39635522; PMCID: PMC11614818.

IF: 5,9. Citations: 100.

Group 36 - Santos Castaineda Sanz

Martinez-Fleta P, Vicente-Rabaneda EF, Triguero-Mar-
tinez A, Roy-Vallejo E, Uriarte-Ecenarro M, Gutié-
rrez-Rodriguez F, Quiroga-Colina P, Romero-Rables A,
Montes N, Garcia-Castafieda N, Mejia-Abril GP, Gar-
cia-Vadillo JA, Llorente-Cubas |, Villagrasa JR, Serra
Lépez-Matencio JM, Ancochea J, Urzainqui A, Espar-
cia-Pinedo L, Alfranca A, de la Fuente H, Garcia-Vicufia
R, Sdnchez-Madrid F, Gonzdlez-Alvaro |, Castafieda S.
Beneficial effect of temporary methotrexate inte-
rruption on B and T cell responses upon SARS-CoV-2
vaccination in patients with rheumatoid arthritis or
psoriatic arthritis. NPJ Vaccines. 2024 Jan 30;9(1):21.
doi: 10.1038/s41541-024-00805-3. PMID: 38291047;
PMCID: PMC10827732.

IF: 8,5. Citations: 41.

e 1. Prognostic and predictor
markers in autoimmune diseases

Group 36 Isidoro Gonzdlez Alvaro

Group 37 Esteban Daudén Tello

e 2. Esophagogastrointestinal
inflammatory diseases

Group 38 Javier Pérez Gisbert

“ne 3. Progenitors and cell therapy
Group 39 Luis Madero Lopez

e 4. Advanced therapies in
oncohematology

Group 44 Juan Luis Steegmann Olmedillas
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e 5. Biological, cellular and
molecular monitoring in
oncohematology

Group 45 Elena Ferndndez Ruiz

Group 46 Cecilia Muioz Calleja

e 6. New diagnostic and
therapeutic advances in
cardiovascular diseases

Group 58 Fernando Alfonso Manterola
Group 48 Luis Jesus Jiménez Borreguero
Group 57 Carmen Sudrez Ferndndez

Group 49 Blanca Novella Arribas

e 7. New therapies in infectious
pathologies

Group 50 Ignacio de los Santos Gil
Group 51 Javier Aspa Marco

Group 52 Teresa Alarcon Cavero

e 8. Individualized medicine in
solid tumors

Group 40 Ramaon Colomer Bosch
Group 53 Almudena Zapatero Laborda

Associated group 3 José Cordero Ampuero
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2024, the scientific output of researchers of the Health Research Institute reached a total of 447 publications,
resenting an increase over the previous year and reflecting the intense research activity and thematic diversity
our groups. Following the same line of presentation as in previous years, this report provides a breakdown of
results corresponding to original articles, reviews and editorials, as these are considered the most relevant at
scientific level and have the greatest impact within the research community. Nevertheless, it is important to
hlight that the Institute’s output also includes other types of valuable documents that enrich and complement
institution’s overall contribution fo the advancement of knowledge.
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Publications

Global Analysis

BLICATIONS

Mean % % @
ofol  fogior Impoot KDL QL chg  ntemotional - 0ben | gerg
Publications | 423 2719,9 6,43 34,52 | 64,78 11,58 39,48 56,74 39,72
icles 370 2289,7 6,19 34,59 | 65,68 10,81 41,08 56,22 35,95
ditorial 24 2731 11,38 5417 | 62,50 25 33,33 45,83 75
eview 29 1571 5,42 17,24 | 55,17 10,34 2414 72,41 58,62

Grants:
Research grants in 2024: 24.
Human Resources grants in 2024: 1/.

al Trials:
going Clinical Trials during the year 2024: 442,
ical Trial agreements signed in 2024: 121.

al Practice Guidelines:
ber of Clinical Practice Guidelines: 2.3.

nts:
ber of patent applications: 1.
ber of utility model applications: 1.

ber of innovations generated by IIS
4):

ects enrolled in the year and 12 in development
in 2024.

Number of patents or useful models
during 2024:
2 applications, 2 granted.

Total number of patents or useful models:
3 applications, 12 granted and 2 licensed/transferred.

Theses:
Number of theses defended: 19.
Number of theses with European mention: 3.

Communication:

Number of news published in printed press: 10.

News in other audiovisual media (TV / Radio): 4 1.
Number of news in specialised and non-specialised di-
gital media: 155.

Number of Research Bulletin “Factor de Impacto” with
the last scientific news with wide dissemination among
patients, researchers and media: 4.

After the significant decline in the total number of publications recorded between 2020 and 2023, the year 2024
shows a change in trend with an increase compared fo the previous year, rising from 387 to 447 publications. This
upturn suggests a partial recovery in scientific output following the stabilisation that followed the extraordinary vo-
lume reached in 2020, a year marked by the research efforts in response to the COVID-19 pandemic. As shown in the
graph, although current levels remain below those observed during the 2020-2022 period, the Institute’s research
activity continues to consolidate and diversify, laying the foundation for sustained growth in the coming years.

J/olu’rion of publications per year 2020-2024
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In line with the trend observed in the number of publications, the cumulative impact factor (IF) in 2024 has expe-
rienced a slight increase compared to 2023, rising from 2,585 to 2,878.1. Despite this improvement, the current
figures remain below those recorded during the pandemic years (2020-2022), when the extraordinary volume of CO-
VID-19-related research led to a temporary surge in the IF of many journals worldwide. As these exceptional circum-
stances have subsided, the values reported by the Journal Citation Reports have stabilized, reflecting more typical
citation patterns. The historical evolution of the cumulative IF at [IS-Princesa over the last five years is presented in
the graph below.
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ough the number of publications and the cumulative impact factor remain below the levels observed during the
demic years, the mean impact factor per publication in 2024 remains stable and at a high level, reaching 6.44.
value is slightly lower than that in 2023 but continues to reflect the consistent scienftific quality of our resear-
s' oufput. Excluding the exceptional peak in 2022 —driven by the temporary rise in impact factors across many
als due to COVID-19-related research— the data confirm that the average quality of the publications produced
S-Princesa has been maintained over time, as illustrated in the graph below.

ean Impact Factor 2020-2024

10

2020 2021 2022 2023 2024

proportional distribution of publications by quartiles in 2024 confirms the sustained high quality of our resear-
s’ scientific output. Two-thirds (66%) of all articles were published in journals ranked in Q1. These figures con-
date the positive trend observed in recent years, highlighting the strong presence of [IS-Princesa researchers in
ost prestigious scientific journals.
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The distribution of publications by research area in 2024 reflects the predominant contribution of Area 3,
which accounts for 61% of the total scientific output. Area 1 represents 24% of publications, while Area 2 contri-
butes 15%. It is noteworthy that Area 1 hosts the largest number of research groups (20), followed by Area 3 with 18
groups, and Area 2 with 6 groups. This distribution highlights the strong publication output of Area 3, the significant
potential of Area 1 given its broad research base, and the valuable and specialised contributions of Area 2. Below is
a comparative chart of publications by area.

Jublica'rions by Research Area

61%

The analysis of citations by research area in 2024 shows a clear predominance of Area 3, which accumulates 10,904
citations, reflecting its strong scientific visibility. Area 1 follows with 4,393 citations, while Area 2 reaches 2,938.
These figures are consistent with the distribution of publications observed across the three areas, where Area 3 pro-
duced the largest proportion of output, Area 1 demonstrated significant productivity supported by its broad research
base, and Area 2 contributed a valuable share through its specialised activity. Together, these results highlight the
complementary strengths of the Institute’s research areas in terms of both production and scienfific impact.

qi’ru’rions by Research Area

10,904

P Area2

P Area 3
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cumulative impact factor by research area in 2024 shows a clear predominance of Area 3, with a fotal of 1,853, S c i e n 1. i f i c P ro d u cll. i o n
ecting its high volume of publications and presence in journals with substantial impact. Area 1 follows with 711,
ported by ifs large number of research groups and diverse thematic coverage, while Area 2 reaches 314, repre- Below is a detailed list of the journals in which IIS articles were published, arranged in descending order according
ing a focused yet valuable contribution within its specialised fields. This distribution illustrates both the diver- to their impact factor. The fable includes the journal fitle, the number of publications, the impact factor, and the
of research strengths across areas and the complementary nature of their scientific outputs in enhancing the cumulative impact factor.
itute’s overall impact. Journal pﬂ‘g{?c%";{oﬂfs Cumll.|||:OTIVe
‘umulaﬂve Impact Factor by Area EUROPEAN HEART JOURNAL 3 | 1068 [JERE
I 1 | 885 L
[ 1,853 ANNALS OF ONCOLOGY 1 B s
Nature Communications 4 m 251,2
JOURNAL OF CROHNS & COLITIS 7 | e09 [REE
1500 |- JACC-CARDIOVASCULAR INTERVENTIONS 5 B s
ARCHIVOS DE BRONCONEUMOLOGIA 6 | 552 KRR
ALIMENTARY PHARMACOLOGY & THERAPEUTICS 8 | 536 SR
L Gut 2 | 516 [BUER
HEPATOLOGY 3 B 1422
UNITED EUROPEAN GASTROENTEROLOGY JOURNAL 7 | 469 [EZE
Journal of clinical medicine 16 m 742,4
500 [ LANCET NEUROLOGY 1 | 455 L
JOURNAL OF THE AMERICAN COLLEGE OF CARDIOLOGY 2 | a5 SR
EUROPEAN RESPIRATORY JOURNAL 2 | a2 Y
! JOURNAL OF CLINICAL ONCOLOGY 1 | as G
Areal Area 2 Area 3 NATURE BIOTECHNOLOGY 1 | a7
Frontiers in immunology 7 m 289,1
Leukemia 3 | 402  BELES
INTERNATIONAL JOURNAL OF MOLECULAR SCIENCES 8 | 332  [EER
Circulation 1 m 38,6
LANCET GASTROENTEROLOGY & HEPATOLOGY 1 | 386 KL
EUROINTERVENTION 4 B -
CRITICAL CARE 4 | 372 LR
JOURNAL OF HEPATOLOGY 1 | 33 KR
Lancet Respiratory Medicine 1 m 32,8
JOURNAL OF THE EUROPEAN ACADEMY OF DERMATOLOGY AND 4 - 128
VENEREOLOGY
LANCET INFECTIOUS DISEASES 1 B =
Cancers 6 m 1584
Lancet Digital Health 1 m 24,1
ALLERGY 2 B
HAEMATOLOGICA 3 711
Blood 1 | 231 RN
: RHEUMATOLOGY 5 | 22
1 CLINICAL INFECTIOUS DISEASES 3 | 219 E
INTENSIVE CARE MEDICINE 1 | 22 Y
—= REVISTA ESPANOLA DE CARDIOLOGIA 4 | 195 R
“«v\\’“—s(g’l 'v Scientific Reports 5 “ 97,5
Va7 '
N e AMERICAN JOURNAL OF RESPIRATORY AND CRITICAL CARE MEDICINE 1 | 194 RV
T~ Cell Death & Disease 2 m 38,4
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Journal

DIGESTIVE AND LIVER DISEASE

CONTACT DERMATITIS

European Journal of Internal Medicine

CLINICAL PHARMACOLOGY & THERAPEUTICS

Lancet Rheumatology

Journal of the American Heart Association

BONE MARROW TRANSPLANTATION

NEFROLOGIA

NEUROLOGIA

AMERICAN JOURNAL OF GASTROENTEROLOGY

npj Digital Medicine

NUTRIENTS

RESPIRATORY RESEARCH

Hemasphere

INTERNATIONAL JOURNAL OF ANTIMICROBIAL AGENTS
EUROPEAN NEUROPSYCHOPHARMACOLOGY
JOURNAL OF ALLERGY AND CLINICAL IMMUNOLOGY-IN PRACTICE
LANCET REGIONAL HEALTH-EUROPE

INFLAMMATORY BOWEL DISEASES

Clinical Gastroenterology and Hepatology

JOURNAL OF INFECTION

JOURNAL OF THE AMERICAN ACADEMY OF DERMATOLOGY
EUROPEAN JOURNAL OF NEUROLOGY

BLOOD CANCER JOURNAL

Gastroenterologia y Hepatologia
JOURNAL OF INVESTIGATIVE DERMATOLOGY
Gut Microbes

Pharmaceutics

CARDIOVASCULAR DIABETOLOGY

MEDICINA CLINICA

PHARMACOLOGICAL RESEARCH
INTERNATIONAL JOURNAL OF SURGERY
Eclinicalmedicine

INTERNATIONAL JOURNAL OF DERMATOLOGY
Frontiers in Pharmacology

GENOME BIOLOGY

Rmd Open

European Urology Oncology
ANTIBIOTICS-BASEL

CEPHALALGIA

ANESTHESIOLOGY

AMERICAN JOURNAL OF CLINICAL DERMATOLOGY
SEMINARS IN ARTHRITIS AND RHEUMATISM
Transplantation and Cellular Therapy

ACTA DIABETOLOGICA

Number of
Publications
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95
73,6
54,9
49,5
16,4
47,7
46,8
93,6
775
30,4
151

45

45
14,6
41,4
26,8
26,4

13
38,7

12
11,9
11,8
351
11,6
68,4
22,8

11

22
10,6
52,5
10,5
101

10
28,8
19,2

9.4
18,8

9.3
18,4
18,4

91

8,8
176
176
26,1

Journal

MULTIPLE SCLEROSIS AND RELATED DISORDERS
Helicobacter

CLINICAL MICROBIOLOGY AND INFECTION

Brain sciences

BMC MEDICINE

BRITISH JOURNAL OF PHARMACOLOGY
JOURNAL OF NEUROLOGY NEUROSURGERY AND PSYCHIATRY
CNS DRUGS

DISEASES OF THE COLON & RECTUM

JOURNAL OF ANTIMICROBIAL CHEMOTHERAPY
Cell Death Discovery

LUPUS SCIENCE & MEDICINE

BMJ OPEN

THERAPEUTIC ADVANCES IN GASTROENTEROLOGY
Antioxidants

Diagnostics

European Heart Journal-Cardiovascular Imaging
npj Vaccines

PEDIATRICS

AMERICAN JOURNAL OF CARDIOLOGY
EMERGENCIAS

ONCOIMMUNOLOGY

RESPIROLOGY

CELLULAR AND MOLECULAR LIFE SCIENCES

BEST PRACTICE & RESEARCH CLINICAL ENDOCRINOLOGY &
METABOLISM

Journal of Cystic Fibrosis

JOURNAL OF MEDICAL INTERNET RESEARCH
ENVIRONMENTAL HEALTH

TRANSLATIONAL RESEARCH

CARDIORENAL MEDICINE

Endocrine

Frontiers in neurology

NEPHROLOGY DIALYSIS TRANSPLANTATION

PEDIATRIC DIABETES

MODERN PATHOLOGY

RADIOGRAPHICS

CLINICAL DRUG INVESTIGATION

SURGERY

EUROPEAN JOURNAL OF ENDOCRINOLOGY

JOURNAL OF CLINICAL ENDOCRINOLOGY & METABOLISM
CLINICAL & TRANSLATIONAL ONCOLOGY

JOURNAL OF AFFECTIVE DISORDERS

ANNALS OF HEMATOLOGY

BEST PRACTICE & RESEARCH IN CLINICAL RHEUMATOLOGY

Number of
Publications

w
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N = N~ = NN - DN NN NN -

HOSPITAL
UNIVERSITARIO
DE LAPRINCESA

o

INSTITUTO DE
INVESTIGACION
SANITARIA

SaludMadrid

IF
26,1
17,2
8,5
252
8.3
77
75
7.4
14,8
14,4

14
20,7
13,6

6.6
1372

6.6

6,5

6,4
18,9

6,3

6,3

6,3

6,2

6,1

59
59
11,6
11,6
11,2
5,6
5,6
515
515
10,8
10,8
52
51
10
4,9
9,6
4,8
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Journal

JOURNAL OF INVESTIGATIONAL ALLERGOLOGY AND CLINICAL
IMMUNOLOGY

Pharmaceuticals

EUROPEAN RADIOLOGY

INTERNATIONAL IMMUNOPHARMACOLOGY
ARTHRITIS RESEARCH & THERAPY
CLINICAL KIDNEY JOURNAL

Endocrine Practice

ENDOCRINE-RELATED CANCER

Frontiers in endocrinology

Journal of Cardiovascular Development and Disease
JOURNAL OF MEDICAL VIROLOGY
JOURNAL OF NEUROLOGY

FRONTIERS IN MICROBIOLOGY

JOURNAL OF INFECTIOUS DISEASES
PEDIATRIC ALLERGY AND IMMUNOLOGY

AMERICAN JOURNAL OF MEDICAL GENETICS PART C-SEMINARS
IN MEDICAL GENETICS

HEART

JOURNAL OF PHYSIOLOGY-LONDON

Frontiers in cell and developmental biology

HUMAN GENOMICS

JOURNAL OF NEUROINTERVENTIONAL SURGERY
BIOCHIMICA ET BIOPHYSICA ACTA-MOLECULAR BASIS OF DISEASE
HEART FAILURE REVIEWS

Microorganisms

iScience

JOURNAL OF HYPERTENSION

Toxics

BEST PRACTICE & RESEARCH CLINICAL HAEMATOLOGY
REVISTA ESPANOLA DE ENFERMEDADES DIGESTIVAS
CIRUGIA ESPANOLA

Annals of Clinical and Translational Neurology

Biomedicines

CLINICAL IMMUNOLOGY

DRUGS & AGING

Internal and Emergency Medicine

Journal of Cachexia Sarcopenia and Muscle
SCANDINAVIAN JOURNAL OF MEDICINE & SCIENCE IN SPORTS
EUROPEAN JOURNAL OF IMMUNOLOGY

Expert Review of Clinical Immunology

EUROPEAN JOURNAL OF CLINICAL INVESTIGATION
Heliyon

INFECTION

ANNALS OF SURGICAL ONCOLOGY

CURRENT PAIN AND HEADACHE REPORTS

Number of
Publications

1
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Cumulative
IF

4,8

4,8
4,7
4,7
4,6
4,6
4,6
4,6
4,6
9,2
4,6
4,6
4,5
45
45
4,4

44
4,4
4,3
4,3
43
4,2
4,2
4,2
4,1
4,1
4,1
8
4
11,7
3.9
3.9
3.8
3.8
3.8
3.8
3.8
37
37
3.6
3.6
3.6
3.5
3.5

Journal

JOURNAL OF ENDOCRINOLOGICAL INVESTIGATION
Practical Radiation Oncology

VIRUSES-BASEL

BMC CANCER

CAMBRIDGE PRISMS-GLOBAL MENTAL HEALTH
CURRENT OPINION IN CRITICAL CARE
DERMATOLOGIC THERAPY

JOURNAL OF MOLECULAR DIAGNOSTICS
JOURNAL OF RHEUMATOLOGY

LIFE-BASEL

Vaccines

ARTHRITIS CARE & RESEARCH

BASIC & CLINICAL PHARMACOLOGY & TOXICOLOGY
CLINICAL AND EXPERIMENTAL RHEUMATOLOGY
Digital Health

EUROPEAN JOURNAL OF RADIOLOGY

HIV MEDICINE

INTERNATIONAL JOURNAL OF CARDIOLOGY
RADIATION ONCOLOGY

EXPERIMENTAL DERMATOLOGY

Expert Opinion On Drug Safety

INTERNATIONAL JOURNAL OF CHRONIC OBSTRUCTIVE
PULMONARY DISEASE

JOURNAL OF PUBLIC HEALTH

OBESITY SURGERY

RESPIRATORY MEDICINE

British journal of clinical pharmacology
Current Research in Translational Medicine
FEBS LETTERS

Frontiers in Medicine

NUTRITION

PAIN MEDICINE

THERAPEUTIC ADVANCES IN RESPIRATORY DISEASE
TRANSPLANT INTERNATIONAL

Epilepsia Open

J PSYCHOL

NEUROGASTROENTEROLOGY AND MOTILITY
PSYCHIATRIC QUARTERLY

RHEUMATOLOGY INTERNATIONAL
TECHNIQUES IN COLOPROCTOLOGY

CLINICAL AND EXPERIMENTAL DERMATOLOGY
CTS-CLINICAL AND TRANSLATIONAL SCIENCE
CURRENT OPINION IN PULMONARY MEDICINE
GENES

Journal of Proteomics

COLORECTAL DISEASE

Number of
Publications
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UNIVERSITARIO
DE LAPRINCESA

o

INSTITUTO DE
INVESTIGACION
SANITARIA

SaludMadrid

3
3
3
3
3
3
3
3
2,9
2,9
2,9
2,9
2,9
2,9
2,8
2,8
2,8
2,8
2,8
2,7

IF
SIS
SIS
SIS
3,4
3,4
3,4
3.4
34
34
34
34
33
Sk
Sk
Sk
378
312
&2
312
31
31
31
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Journal

INTERNATIONAL JOURNAL OF ORAL AND MAXILLOFACIAL SURGERY
Movement Disorders Clinical Practice

POSTGRADUATE MEDICAL JOURNAL

EUROPEAN JOURNAL OF PEDIATRICS

Journal of Geriatric Cardiology

JOURNAL OF ORAL AND MAXILLOFACIAL SURGERY

PloS one

ENFERMEDADES INFECCIOSAS Y MICROBIOLOGIA CLINICA
PHYSIOLOGICAL GENOMICS

NEUROLOGICAL SCIENCES

Infectious Diseases Now

INTERNATIONAL JOURNAL FOR QUALITY IN HEALTH CARE
INTERNATIONAL JOURNAL OF UROLOGY

JOURNAL OF CLINICAL MONITORING AND COMPUTING
Updates in Surgery

ACTA PAEDIATRICA

ANALES DE PEDIATRIA

DIGESTIVE DISEASES

JOURNAL OF CARDIOTHORACIC AND VASCULAR ANESTHESIA
JOURNAL OF CRANIO-MAXILLOFACIAL SURGERY

WORLD NEUROSURGERY

CORONARY ARTERY DISEASE

Frontiers in Pediatrics

JOURNAL OF INTELLECTUAL DISABILITY RESEARCH
JOURNAL OF APPLIED RESEARCH IN INTELLECTUAL DISABILITIES
JOURNAL OF THORACIC DISEASE

Pharmacogenomics

Endocrinologia Diabetes Y Nutricion

EUROPEAN JOURNAL OF GASTROENTEROLOGY & HEPATOLOGY
JOURNAL OF PEDIATRIC HEALTH CARE
NEUROREHABILITATION

ONCOLOGY

CARDIOLOGY

REVISTA CLINICA ESPANOLA

Gland Surgery

REVISTA DE NEUROLOGIA

VOX SANGUINIS

HEART AND VESSELS

INTERNATIONAL JOURNAL OF CARDIOVASCULAR IMAGING
Mediterranean journal of hematology and infectious diseases
JOURNAL OF ASTHMA

REVIEWS IN CARDIOVASCULAR MEDICINE

Actas Urologicas Espanolas
CYTOPATHOLOGY

JOURNAL OF CUTANEOUS PATHOLOGY
Nutricion Hospitalaria

Number of
Publications
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2,7
2,7
2,7
2,6
2,6
2,6
2,6
2,5
2,5
24
2,2
2,2
2,2
2,2
2,2
2,1
2,1
2,1
2,1
2,1
2,1

19
19
19
18
18
18
18
18
17
17
16
3,2
16
15
15
15
13
13
12
11
11
11

Patents

HOSPITAL
UNIVERSITARIO

INSTITUTO DE
INVESTIGACION
SANITARIA

DE LAPRINCESA

Innovation improves the quality of life of the citizens, through the improvement of the healthcare and it is used for
the launching of new products and services. In this sense, 1IS-Princesa is actively committed fo Innovation and the
transfer of innovative advances to industry. As a sign of this commitment, researchers at our center, in collaboration
with other institutions, have developed the patents shown below.

NATIONAL UTILITY MODEL
APPLICATIONS

Title: Dispositivo de implante para tratamiento de
patologias mediante campos eléctricos.

Number: U202430903.
Date of application: 11/10/2024.

Owners: Universidad Politécnica de Madrid (60%),
Fundacion de Investigaciéon Hospital Universitario
de La Princesa (40%).

Inventors: Miguel Jiménez Carrizosa, Ricardo

NATIONAL PATENT APPLICATIONS

Title: Biomarcadores de Enfermedades Inflamato-
rias Intestinales.

Number: P202430664.
Date of application: 08/08/2024.
Owners: Fundacién de Investigacion Hospital Uni-

versitario de La Princesa (64%), Consorcio Centro de
Investigacion Biomédica en Red (36%).

Inventors: Javier Pérez Gisbert, Maria Chapa-
rro Sdnchez, Montserrat Baldan Martin, Félix
Elortza Basterrika, Mikel Azkargorta Mujica,

Gil Simoes, Maria Regina Ramos Hortal.

Ibon Lloro Manzano.

Competitive Grants

GRANTS

Funding Institution

Instituto de Salud Carlos IlI
(1scin)

Fundacion La Marato de TV3

Fundacion Eugenio Rodriguez
Pascual

Weston Family Foundation
(Canadad)

GILEAD

European Scleroderma Trials
and Research group (EUSTAR)

Call Title

Proyectos de |+D+i en Salud (PI)
Proyectos de Desarrollo Tecnoldgico en Salud (DTS)

Redes de Investigacién Cooperativa Orientadas al Resultado en
Salud (RICORS)

Ayudas para la MEJORA de Unidades de Investigacion Clinica
existentes (UICM)

Proyectos de Colaboracién Internacional (AC)
Proyectos de Investigacion Clinica Independiente (ICI)

Ayudas econdmicas a proyectos de investigacion sobre salud
sexual y reproductiva Maraté 2023

Ayudas a la investigacién médica 2024
Proof-of-Principle (POP)
Xl Becas GILEAD Investigacion biomédica en VIH, COVID-19, Hepa-

titis Delta, Linfomas no Hodgkin de células By Oncologia Médica
EUSTAR Database Improvement Grant
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jirch staff fully or partially funded through competitive calls in 2024

Call Title Calls Granted Doctoral
Candidate

Funding Institution Title

Aproximaciones émicas para la biologia y genética de Manuel Fresno 14/10/2024
Trypanosoma cruziy la definicion de biomarcadores en la [0
enfermedad de Chagas Nuria Gironés Pujol

Impacto del tratamiento con presién continua positiva en -4 LG ba 4 15/11/2024
las comorbilidades metabdlicas y vasculares vinculadas a [0l [TERA L
la apnea obstructiva del suefio Landete Rodriguez

Utilidad de la combinacion de terapias respiratorias no Pedro Landete 04/04/2024
José Rafael invasivas como fratamiento de la insuficiencia respirato-  FiLl T2 R

Terdn Tinedo ria hipoxémica aguda grave secundaria a neumonia por — [ELEEER LT

SARS-CoV-2 Lopez Padilla

CXCR4/ACKR3/GRK2-governed networks in cancer cell CETGTT G GRS 23/10/2024
migration and metastasis Federico Mayor

Agencia Estatal de Juan de la Cierva
LLLEICEECL I Consolidacion Investigadora

Alfonso Herreros

Movilidad de personal investigador contratado en el marco de la Cabello

AES (M-AES)
Instituto de Salud Carlos Il Contratos de gestion en investigacién en salud en los 11S (GIS)

(iscim Contratos para la Intensificacién de la actividad investigadora en
el SNS (INT)

Contratos Juan Rodés

Beatriz Aldave
Orzaiz

. . Contratos de personal investigador predoctoral en formacién
Comunidad de Madrid . o o :
Contratos de Ayudantes de investigacion y técnicos de laboratorio
Ayudas para estancias de movilidad en el extranjero José Castille-
jo para jévenes doctores

Viviana Marolda

Ministerio de Ciencia,
Innovacion y Universidades

Identificacion y validacién de biomarcadores de barrera Fco Javier Egea 13/09/2024
hematoencefdlica y angiogénesis en traumatismo cra- Mdiquez & Ana B.
neoencefdlico Lopez Rodriguez.

Ayudas complementarias de movilidad destinadas a beneficiarios
del programa de Formacidn del Profesorado Universitario (EST)

Formacidn de Profesorado Universitario (FPU)

Céline Decouty
Pérez

Estudio prospectivo y multicéntrico sobre la epidemiolo-  [al T [T 22/01/2024
gia de la enfermedad inflamatoria intestinal de reciente LV A CrAEE
diagndstico en poblacion adulta en Espafia

Ana Isabel Garre
Vdzquez

Tofacitinib en colitis ulcerosa: efectividad a cortoy largo LA GrAHE e 12/02/2024
Diana Acosta plazo, impacto en las manifestaciones extraintestinales y Ll iLH L)

Rubio enfermedades inmunomediadas y seguridad en la prdcti-
ca clinica

D f d d D 1. I T h Elena Resina Estudio prospectivo y comparativo de la exactitud del test LV A0E a0 10/04/2024
e e n e o c o r u e s e s Sierra de antigeno en heces “LIAISON® Meridian H. pyloriSA” para Fael L VA
- dexh Hwork b hich dered I el diagnéstico de la infeccién por Helicobacter pylori
esis represents a systematic and exhaustive research work on a subject, which is considered a crucial step in . . - .
N . . Redes de Proteinas Asociadas a GRK2 en la Interaccion Federico Mayor 23/10/2024
aining of new generations of reseorchers. During 2024, a total of 21 theses have been defended by member of Viviana Marolda de las Células de Cancer de Mama con el Microambiente  fu ot
S. Four of them were European theseis. Tumoral Petronila Penela
‘ Mdrquez
ES Papel de GRK2 en la homeostasis epidérmica Federico Mayor 04/06/2024
Doctoral Menéndez & Catalina
Candidate

Alejandro

Impacto de la microscopia confocal de reflectanciaen el [5G 24/02/2024
diagnostico y manejo del cdncer de piel melanomay no Tello & Susana Puig

Title Ribas Nufiez

Papel del intercambiador mitocondrial sodio/calcio (NCLX) |2\ (oLl [e 171112 31/05/2024

en la respuesta a la hipoxia y en los efectos mitocondria-  [i{]F4
les del litio // Role of the mitochondrial sodium/calcium

Shirley Alarcon

Salazar Carmen Choya

melanoma Sarda
- - o : . > gocss exchanger (NCLX] in the response to hypoxia and in the
Paloma Aparicio Evolu§:|on epidemioldgica de~los ingresos dg los adultos Diego Real de‘Asuu 15/10/2024 mitochondrial effects of lithium
N con sindrome de Down espafioles en el periodo 2007-2014 |2t [y L=l 72 o = =
Jiménez B Papel de los factores de respuesta a hipoxia (HIF) en la ex- TG 25/04/2024
. ; . . . T 5 Claudia presion del regulador mitocondrial NDUFA4L2 en pericitos, [t Ul CE T
Antonio Obesidad y disfunciones sexuales femeninas: revision Carmen Sudrez 17/05/2024 Mesa-Ciller v en la regulacion paradéjica de la glucélisis en células de [La i LALIE )
Ferrdndez sistemdtica y metaandlisis de la prevalencia Ferndndez & Blanca carcinoma rendl
Infante Novella Arribas
Emilia Roy Interleuquina 6 y viremia de SARS-CoV-2 como marcado-  [{H: [y =17 22/04/2024
valleio res de gravedad en pacientes ingresados con COVID-19 Fernandez & Laura
) Cardefoso Domingo

Desarrollo y optimizacién de métodos cromatograficos Maria Yaiez M6 & 19/04/2024
CEL v A= ENGGEM para el aislamiento de vesiculas extracelulares y su uso en L0 TR A

biopsia liquida

Influencia de los factores medioambientales en la morbi-  Falfafs G 31/05/2024

Jose Maria Eiros
Bachiller

mortalidad causada por la infeccion por SARS-CoV-2 Pérez & Antonio
Orduiia Domingo
Javier Merino Lipopolisacdridos atipicos: estructura, actividad bioldgica [l TR 1) 18/10/2024
Valverde y posibles aplicaciones clinicas Escudero
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Clinical Trials

IIS members.

ago. Medicina de precision para prevenir la croni-
ion de la migrafia a través de la prediccion de las
5 de dolor y de la respuesta al tratamiento con anti-
pos anti-CGRP utilizando estrategias multi-dmicas
ago Veiga. PREDIMIGRAINE.

es Ochoa. Ensayo clinico cruzado, aleatorizado de
Juivalencia de almotriptdn 12.5 mg comprimidos
dispersable versus almotriptdn 12.5 mg comprimi-
ecubiertos con pelicula, tras su administracion oral
0sis Unica a voluntarios sanos en ayunas Qualix-
a. UECHUP-ALM/23-6.

0s Lahera. Estudio observacional, internacional,
spectivo de revision de historias clinicas, para
ribir las caracteristicas, patrones de tratamiento
ultados clinicos en los pacientes tratados con sel-
atinib dentro de un Programa de Acceso Tempra-
Espafia y Portugal (Estudio SELPIBER] Lilly S.A.U.
-12144.

r Loscertales. Estudio en fase ll, aleatorizado y
1o de sonrotoclax (BGB-11417) mds zanubrutinib
-3111) comparado con venetoclax mds obinutuzu-
en pacientes con leucemia linfocitica crénica no
da previamente BeiGene Switzerland GmbH. BGB-
7-301.

0s Castafieda. Criterios de cribado de enfermedad
onar intersticial difusa en pacientes con artritis
afoide. Estudio de validez Fundacion Espafiola de
atologia. VAR-EPIDSER.

es Ochoa. Ensayo clinico cruzado y aleatorizado
oequivalencia de donepezilo 5 mg cdpsulas versus
pezilo 5 mg comprimidos recubiertos con pelicula,
su administracion oral en dosis Unica a voluntarios
s en ayunas Laboratorios Alter. UECHUP-DON/23-5.

ue Alday. Ensayo clinico fase Ill, doble ciego, alea-
ado, controlado con placebo y con fratamiento ac-
para evaluar la eficacia analgésica y la seguridad
a combinacion de ibuprofeno (arginato)-tramadol
cloruro 400-37,5 mg, administrada por via intrave-
a pacientes con dolor agudo severo posoperatorio
alider S.A.. FMLD-FEBETRADI-53 _FlII.

lamas Velasco. Estudio de mantenimiento de fase
Ificéntrico y doble ciego para evaluar la seguridad,
abilidad y eficacia a largo plazo de rocatfinlimab en

inical Trials represent an indication of being at the forefront of R+D in the health sector. They provide a benefif to
ciety based on the most innovative freatments and the most advanced fechniques, with the special aim of impro-
g the health and well-being of citizens. During 2024, 118 new agreements have been signed for clinical trials led

sujetos adultos y adolescentes con dermatitis atépica
(DA) de moderada a grave (ROCKET-ASCEND) Amgen
Inc..20210146.

Alba Vieira . Estudio de extensién abierto para evaluar
la seguridad y tolerabilidad a largo plazo de KarXT en
pacientes con psicosis asociada a la enfermedad de Al-
zheimer Karuna Therapeutics Inc. KAR-033.

Fernando Alfonso. Creacién de una Plataforma Nacio-
nal Multicéntrica para el Estudio de la Enfermedad In-
flamatoria del Miocardio: Cohorte Pre-MY0O Fundacion
para la Formacién e Investigacion Sanitarias de la Re-
gion de Murcia FFIS. Pre-MYO.

Lydia Lépez Manzanares. Ensayo clinco multicéntrico,
aleatorizado y controlado por placebo, de evaluacién de
la eficacia y la seguridad del donepezilo versus placebo
en el deterioro cognitvio leve asociado a la Enfermedad
de Parkinson Fundacion Hospital Santa Creu i Sant Pau.
|IBSP-DON-2022-43.

José Vivancos Mora. PROMISE-GLOBAL Monitorizacion
de Potenciales evocados somatosensoriales (PES) en
la globalidad de pacientes con sospecha de ictus agu-
do. Validacion clinica del dispositivo médico BraiN20®
como nuevo biomarcador de recuperacién funcional en
un estudio de poblacidn hospitalaria TIME IS BRAIN, S.L.
PROMISE-GLOBAL.

Dolores Ochoa. ENSAYO CLINICO ALEATORIZADO DE
BIOEQUIVALENCIA DE EDOXABAN 60 mg COMPRIMIDOS
RECUBIERTOS CON PELICULA, TRAS SU ADMINISTRA-
CION ORAL EN DOSIS UNICA A VOLUNTARIOS SANOS EN
AYUNAS CON DISENO CRUZADO REPLICADO Laborato-
rios Normon. N-ED0-24-285.

Maria Aguilera Garcia. Estudio retrospectivo y prospec-
fivo multicéntrico que evalda la eficacia y seguridad de
Cabotegravir y Rilpivirina como fratamiento LONG AC-
TING en vida real en personas que viven con VIH tras su
implementacion en Espafia. Cohorte RELATIVITY Funda-
cién Burgos por la investigacion de la salud. FBIS 2956.

Elena Martin Pérez. Validacion de la escala VIBe de san-
grado intraoperatorio en cirugia hepdtica. Estudio pros-
pectivoy multicéntrico, codigo de protocolo Escala VIBe
Fundacion Instituto de Investigacion Sanitaria Aragon.

Ramaén Colomer Bosch. EMBER-4: Estudio aleatorizado,

abierto, de fase 3 de imlunestrant adyuvante frente a
terapia endocrina adyuvante estdndar en pacientes que
han recibido previamente de 2 a 5 afios de terapia en-
docrina adyuvante para el cdncer de mama precoz ER+,
HER2- con mayor riesgo de recurrencia Lilly SA. J2J-
MC-JZLH.

Pablo Diez Villanueva. RIESGO CARDIOVASCULAR DE LA
POBLACION ATENDIDA POR CARDIOLOGOS EN ESPANA
Sociedad Espafiola de Cardiologia. RIESCAR.

Susana Almenara. “Ensayo clinico pragmdtico para eva-
luar la utilidad del genotipado prospectivo de SLCO1B1,
ABCG2 y CYP2C9 y de la formacion en farmacogenéti-
ca sobre la incidencia de reacciones adversas muscu-
loesqueléticas en pacientes tratados con estatinas en
atencién primaria y especializada.” Fundacion para la
Investigacion Biomédica del Hospital Universitario de
La Princesa. AP-PriME.

Pablo Diez Villanueva. Efecto de la acetazolamida sobre
la diuresis y natriuresis en pacientes con Insuficiencia
Cardiaca Aguda Maria Cobo (Hospital Puerta de Hierro).
ESTUDIO SANDI.

Fernando Alfonso. Estudio de fase Ill, aleatorizado, do-
ble ciego, con doble simulacién, con grupos paralelos
y comparativo con tratamiento activo para evaluar la
eficaciay la seguridad de Milvexian, uninhibidor oral del
factor Xla, en comparacién con apixabdn en participan-
tes con fibrilacién auricular Janssen Pharmaceutica NV.
70033093AFL3002.

Guillermo Reyes Copa. Estudio multicéntrico, aleatori-
zado, doble ciego (participante e investigador) y contro-
lado con placebo en el que se evaldan la seguridad, la
tolerabilidad y la eficacia de TIN816 en pacientes adultos
con riesgo de lesion renal aguda tras una cirugia cardia-
ca NOVARTIS FARMACEUTICA S.A. CTIN816A12201.

Luis Miguel Judrez . CHOP PLUS MOSUNETUZUMAB AS
FIRST LINE IN PATIENTS WITH RICHTER'S SYNDROME; A
PHASE Il STUDY OF THE SPANISH GROUP OF CLL Grupo
Espafiol de Leucemia Linfocitica Crénica. GELLC 9 RI-
CHTER.

Maria Chaparro. Seguridad de los fdrmacos para la Ell
durante el embarazo y la lactancia: resultados para
madres y bebés (registro DUMBO 2)] Maria Chaparro y
Javier Perez Gisbert. GIS-DUMBO 2-2024.

Fernando Alfonso . Tratamiento antiplaquetario Unico
con ficagrelor frente a aspirina después del implante
percutdneo de vdlvula adrtica: ensayo clinico aleatori-
zado multicéntrico. REAC-TAVI 2 Fundacién Biomédica
Galicia Sur. REAC-TAVI2.

Beatriz Aguado. Estudio de fase Il, multicéntrico, alea-
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torizado, doble ciego y comparativo con placebo para
investigar la eficacia y la efectividad de CYP 001 en
combinacién con corticosteroides en monoterapia para
el tratamiento de la enfermedad injerto contra huésped
Cynata Therapeutics Limited. CYP-GVHD-P2-01.

Esther Ramirez. Evaluacion de los resultados reportados
por el paciente con psoriasis tratado con un fdrmaco anti
IL-17AF a través de un modelo de atencién farmacéuti-
ca telemdtica Farmacéuticos Unidades de Pacientes
Externos llles Balears (FARUPEIB). PromPsoAF. Patricia
Heredia. Estudio ONA - ONAbotulinumtfoxina A, adminis-
tracion enfermera Patricia Heredia. Patricia Heredia.

Virginia Meca Lallana. Estudio aleatorizado, doble ciego
con doble enmascaramiento y grupos paralelos en el
que se compara la eficacia y seguridad de remibrutinib
frente a teriflunomida en participantes con esclerosis
multiple recurrente, seguido de una extensién abierta
del tratamiento oon remibrutinib NOVARTIS FARMACEU-
TICA S.A. CLOUOB4C12301.

Dolores Ochoa. ENSAYO CLINICO CRUZADO, ALEATO-
RIZADO DE BIOEQUIVALENCIA DE LINAGLIPTINA 5 mg
COMPRIMIDOS RECUBIERTOS CON PELICULA, TRAS SU
ADMINISTRACION ORAL EN DOSIS UNICA A VOLUNTARIOS
SANOS EN AYUNAS Laboratorios Normon. N-LIA-23-282.

Fernando Rivero. Reduced stent strategy versus con-
ventional percutaneous coronary revascularization in
patients presenting with ST-segment elevation myocar-
dial infarction Jorge Sanz Sdnchez y D. Ignacio Jesus
Amat. COPERNICAN.

Fernando Alfonso. PREVAIL Paclitaxel-coated balloon in
small coronary disease and high-bleeding risk pati ents
Fundacion EPIC. EPIC30 - Paris.

Yolanda Delgado. Protocolo del Registro Espariol de Hi-
dradenitis Supurativa Fundacién Piel Sana de la Aca-
demia Espafiola de Dermatologia y Venereologia.. FAE-
HS-2023-01.

Valle Gémez. Ensayo clinico en fase | para evaluar la
seguridad, tolerabilidad, farmacocinética y eficacia de
TERN-701 en participantes con leucemia mielégena
crénica TERNS PHARMACEUTICALS. TERN701-1012.

Fernando Ramasco Rueda. Estudio prospectivo, rando-
mizado, simple ciego y de grupo paralelos comparando
la pala Macintosh y la pala hiperangulada para la intu-
bacién orotraqueal con videolaringoscopio en pacien-
tes enfermos criticos Manuel Taboada Mufiiz. INVIBLA-
DE-ICU.

Fernando Alfonso. Estudio de fase Ill, aleatorizado, do-
ble ciego, controlado con placebo y motivado por los
acontecimientos para demostrar la eficacia y seguridad
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exidn, un inhibidor oral del factor Xla, después
ecer un sindrome coronario agudo reciente Jans-
armaceutica NV. 70033093ACS3003.

6érez Abanedes. Estudio observacional con me-
nfo. Adherencia y creencias sobre la medicacion
entes con cdncer de préstata avanzado Alberto
AMB-CREADH-2024-01.

Meca Lallana. Protocolo maestro de dos estfu-
fase lll, independientes, aleatorizados y doble
gue comparan la eficaciay la seguridad de frexa-
SAR441344) con teriflunomida en participantes
con formas recidivantes de esclerosis mdultiple
aventis recherche & développement. EFC17919 .

ero. Generacion de una cohorte longitudinal y
2rizacion multiémica del Lupus Eritematoso Sis-
(Proyecto SMILES) FUNDACIO HOSPITAL UNIVER-
VALL D'HEBRON - INSTITUT DE RECERCA,. Pro-
MILES.

Valenzuela. Estudio en fase Ill, multi céntrico,
izado, doble ciego y controlado con placebopa-
ar la efi cacia, la seguridad y la tolerabilidad de
86278 en parti cipantes con fi brosispulmonar
ca (FPI) BRISTOL-MYERS SQUIBB. IM027-068.

5 Ochoa. Ensayo clinico, aleatorizado de bioequi-
a de rasagilina 1 mg capsulas vs rasagilina 1 mg
midos, fras su administracion oral en dosis uni-
luntarios sanos en ayunas con disefio replicado
0 Laboratorios Alter. UECHUP-RAS/24-2.

5 Ochoa. Ensayo clinico cruzado, aleatoriza-
bioequivalencia de linagliptina/metformina 2.5
00 mg comprimidos recubiertos con pelicula,
administracion oral en dosis Unica a voluntarios
2n presencia de alimentos Laboratorios Alter. UE-
IN-MET/24-1.

Loscertales. Estudio observacional ambispec-
| tratamiento de Leucemia Linfocitica Crénica/
a Linfocitico de células pequefias en prime-
1 con lbrutinib + Venetoclax en prdctica clinica
1l en Espaiia. Estudio LIVE Janssen Cilag S.A..
60CLL4036.

co Abad. Evaluacién de una propuesta de imple-
ion de farmacogenética en el sistema nacional
d para salud mental y cardiovascular Fundacion
investigacion Biosanitaria del Hospital Universi-
2 La Princesa. BioFRAM.

pez. Estudio de los mecanismos inflamatorios y
1les y del efecto clinico y cognitivo de un progra-
gjercicio fisico en depresion mayor mediante un
clinico longitudinal aleatorizado Fundacién para

la investigacion Biosanitaria del Hospital Universitario
de La Princesa. CARE-MIND.

Concepcion Pérez y Dolores Ochoa. Estudio colaborati-
vo nacional para evaluar la efectividad y eficiencia de la
implementacion de un modelo de prediccion de riesgo
del Trastorno por Consumo de Opioides de Prescripcion,
mediante el uso de técnicas de Inteligencia Artificial
Instituto de Investigacion Sanitaria y Biomédica de Ali-
cante (ISABIAL). MORPHEQO.

Claudia Valenzuela. Observati onal, multi centre, pros-
pecti ve, real-world study describing the clinical ma-
nagement of nintedanib-associated DIArrhoea in pati
entswith idiopathic puLmonary FIBrosis (IPF) and pro-
gressive pulmonary fi brosis (other than IPF) in Spain:
the DIALFIB study

Boehringer Ingel-

heim Espafia, S.A..

1199-0545.

Pablo  Chicharro.

Estudio en fase lllb

sin  enmascara-

miento para evaluar

la eficacia y la seguridad del fratamien-

to con lebrikizumab en adultos y adolescentes con
dermatitis atépica de moderada a grave Almirall S.A..
M-17923-34.

Mar Llamas. A Phase 4 Multicenter, Randomized,
Open-label, Efficacy Assessor-blinded Study of Risanki-
zumab Compared to Deucravacitinib for the Treatment
of Adult Subjects with Moderate Plaque Psoriasis who
are Candidates for Systemic Therapy AbbVie. M24-541.

Valle Gémez. Estudio de fase 3, abierto y aleatorizado
para comparar la eficaciay la seguridad de luspatercept
(ACE-536) frente a la epoetina alfa para el tratamiento
de la anemia debida al sindrome mielodispldsico (SMD)
de riesgo muy bajo, bajo o intermedio segun el Siste-
ma Infernacional de Puntuacién Pronédstica Revisado
(IPSS-R) en participantes que no han recibido agentes
estimulantes de la eritropoyesis (AEE) y no dependien-
tes de transfusiones (NDT)” Ensayo “ELEMENT-MDS Cel-
gene. CA0O56-025.

Aranzazu Alfranca - Manuel Ramirez Orellana. Ensayo
clinico abierto, fase | para evaluar la seguridad y res-
puesta clinica de la infusion intra-arterial de dosis re-
petidas de células mesenquimales autélogas en nifios y
adolescentes con epilepsias refractarias de base inmu-
ne Fundacién para la investigacion biomedica del Hosp-
tial Universitario de la princesa. RasmussCell.

Claudia Valenzuela. ENSAYO DE EXTENSION ABIERTO
SOBRE LAEFICACIAY LA SEGURIDAD A LARGO PLAZO DE

BI 1015550 ADMINISTRADO POR ViA ORAL EN PACIENTES
CON FIBROSIS PULMONAR IDIOPATICA (FPI) Y FIBROSIS
PULMONAR PROGRESIVA (FPP) (FIBRONEER™-ON) BOE-
HRINGER INGELHEIM ESPANA, S.A.. 1305-0031.

Carmen Sudrez. Estudio de fase 3, aleatorizado y con-
frolado con placebo para evaluar la eficacia y la se-
guridad de MK-0616 para reducir las complicaciones
cardiovasculares graves en participantes con riesgo
cardiovascular elevado. Merck Sharp & Dohme LLC..
MK 0616-015.

Ignacio de los Santos. Ensayo clinico aleatorizado de
no inferioridad para evaluar la eficacia y seguridad del

fratamiento corfo de la bacteriemia
enterocdcica no complicada Fun-
dacion para la Gestion de la Investi-
gacion en Salud de Sevilla (FISEVI).
INTENSE.

Fernando Alfonso. ARTEMIS: Efec-
tos de ziltivekimab frente a placebo
sobre los resultados cardiovascu-
lares en pacientes con infarto agu-
do de miocardio Novo Nordisk A/S .
EX6018-4979.

Fernando Alfonso. Un ensayo clinico prospectivo, alea-
torizado, multicéntrico, internacional, abierto, que com-
para la estrategia SELUTION DEB frente a la estrategia
DES M.A. Med Alliance SA . s2021-02.

Claudia Valenzuela. Estudio Fase 2, aleatorizado, doble
ciego, controlado con placebo y de grupos paralelos
para evaluar la eficacia y seguridad de GSK3915393 en
participantes con Fibrosis Pulmonar Idiopdtica (FPI),
(TRANSFORM) GSK. 220929.

Javier Pérez Gisbert. Estudio prospectivo, posautori-
zacion, internacional, de UPadacitinib para evaluar su
rapidez de accion y la durabilidad de su efectividad en
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prdctica clinica real en pacientes con enfermedad de
Crohn de moderada a grave durante 3 afios (UPIift) Abb-
Vie Spain, S.L.U. P23-899.

Dolores Ochoa. Estudio Fase llib, aleatorizado, abierto,
multinacional, multicéntrico, de extension y vacuna-
cion cruzada para evaluar la inmunogenicidad y segu-
ridad de diferentes pautas de revacunacion, asi como
la persistencia de una dosis Uni-
ca de la vacuna RSVPreF3 OA en
adultos de 60 afios 0 mas de edad
{ que participaron en el estudio RSV
O0A=ADJ-006 GLAXOSMITHKLINE,
S.A. 222090.

S N

N
\
A Emma Vdazquez. Oxigenoterapia

/ suplementaria para el tfratamiento

de la tromboembolia de pulmén de

riesgo intermedio Fundacion para la Investiga-
cién Biomédica del Hospital Universitario Ra-
mén y Cajal. Ensayo ROPE.

Pedro Parra. Oxigenoterapia suplementaria
para el fratamiento de la fromboembolia de
pulmén de riesgo intermedio Fundacién para la
Investigacion Biomédica del Hospital Universi-
tario Ramoén y Cajal. Ensayo ROPE.

Dolores Ochoa. Ensayo clinico, aleatorizado de bioequi-
valencia de atorvastatina 80 mg cdpsulas vs atorvas-
tatina 80 mg comprimidos recubiertos con pelicula,
fras su administracion oral en dosis Unica a voluntarios
sanos en ayunas con disefio replicado cruzado Labora-
torios Alter. UECHUP-AT0/24-3.

Dolores Ochoa. ENSAYO CLINICO CRUZADO Y ALEA-
TORIZADO DE BIOEQUIVALENCIA DE DAPAGLIFLOZINA
10 mg COMPRIMIDOS RECUBIERTOS CON PELICULA,
TRAS SU ADMINISTRACION ORAL EN DOSIS UNICA A VO-
LUNTARIOS SANOS EN AYUNAS Laboratorios Normon.
N-DAP-23-281.
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dia Valenzuela. Manejo clinico, resultados clinicos,
ad de vida relacionada con la salud, uso de recur-
sanitarios y costes asociados en pacientes con
sis pulmonar idiopdtica (FPI) y fibrosis pulmonar
resiva (distinta de la FPI) en Espafia: estudio no in-
2ncionista, multicéntrico y ambispectivo en la préc-
linica real. Estudio RECOFIB Boehringer Ingelheim
fia, S.A.. 1305-0041.

er Pérez Gisbert. ESTUDIO OBSERVACIONAL COMPA-
0, PROSPECTIVO Y MULTICENTRICO PARA EVALUAR
ERSISTENCIA, EFICACIA Y SEGURIDAD DE INFLIXI-
SUBCUTANEO BIOSIMILAR FRENTE A INFLIXIMAB
AVENOSO BIOSIMILAR EN PACIENTES CON ENFER-
AD INFLAMATORIA INTESTINAL Fundacién para la
stigacion Biomédica del Hospital Universitario Ra-
y Cajal. SPIN.

Gago Veiga. Estudio observacional con medica-
0 sin dnimo comercial. Andlisis de la efectividad
guridad de los gepantes en pacientes con migrafia
ago Veiga.

dia Valenzuela. Esfudio en fase Ill, multicéntrico,
orizado, doble ciego y controlado con placebo
evaluar la eficacia, la seguridad y la tolerabilidad
MS-986278 en participantes con fibrosis pulmonar
resiva BRISTOL-MYERS SQUIBB. IM027-1015.

dio observacional retrospectivo para evaluar el im-
0 del tratamiento con mepolizumab a los 5 afios en
entes con asma grave en vida real en Espafia (Estu-
REX] GlaxoSmithkline, S.A.. 222693.

er Pérez Gisbert. Programa de fase 3, aleatorizado,
e ciego y controlado con placebo para evaluar la
ciay la seguridad de MK-7240 en participantes con
s ulcerosa activa moderada o grave Merck Sharp &
e LLC. MK 7240-001.

an Alegre Amor. Estudio observacional retrospecti-
ara describir las caracteristicas clinicas, el manejo
resultados del anticuerpo Blespecifico antiGPRC5D
guetamab) en pacientes con mieloma multiple en
da refractario tratados fuera de ensayo clinico
/NPP) en Espafia. Estudio BiTAL Janssen Cilag S.A..
07564MMY4006.

ando Rivero. TRICUS REGISTRY - Seguimiento clinico
spectivo, prospectivo y mulficéntrico de pacientes
regurgitacion tricispidea severa fras tratamiento
el sistema de vdlvulas bicavales transcatéter Tric-
2® P+F Products + Features GmbH. CTP-TRIC-003 .

er Loscertales. Estudio internacional, multicéntrico,
10, aleatorizado, de fase 3, de registro de lisafto-
[APG-2575) en pacientes con leucemia linfocitica

crénica/linfoma linfocitico de células pequefias trata-
dos previamente Ascentage Pharma Group Inc.. GLORA.

Ana Garcia Noblejas . Estudio fase Ill, multicéntrico,
aleatorizado, doble ciego, controlado con placebo, para
comparar la eficacia y la seguridad de golcadomida
mds quimioterapia R-CHOP frente a placebo mads qui-
mioterapia R-CHOP en participantes con linfoma de cé-
lulas B grandes de alto riesgo no tratado previamente
Celgene. CA073-1020.

Ana Barrios Blandino . Estudio en fase Ill, aleatorizado,
doble ciego, contfrolado con placebo y multicéntrico
para evaluar la eficacia, la seguridad y la inmunogeni-
cidad de la vacunacion con EXPECSV en la prevencion
de la enfermedad por Escherichia coli patégena extra-
intestinal invasiva en adultos de 60 afios de edad en
adelante con antecedentes de infeccién urinaria en los
Gltimos 2 afios Janssen Research & Development LLC .
VAC52416BAC3001.

Claudia Valenzuela. Estudio de extension abierto de
treprostinil inhalado en sujetos con fibrosis pulmonar
idiopdtfica United Therapeutics Corp.. RIN-PF-302.

Javier Loscertales. Andlisis de los pacientes con leu-
cemia linfatica crénica (LLC) que discontintan la mo-
noterapia con un unhibidor de BTK sin progresion de la
enfermedad Grupo Espafiol de Leucemia Linfocitica
Crénica. GELLC-EOM-2024-01.

Javier Pérez Gisbert. Estudio en fase 3b, de un solo
brazo, abierto y multicéntrico para evaluar la curacion
transmural y el efecto modificador de la enfermedad
de guselkumab en pacientes con enfermedad de Crohn
JANSSEN PHARMACEUTICA, NV. CNTO1959CRD3008 -
REASON.

Jesus Nieves. Estudio prospectivo observacional mul-
ticéntrico de pacientes en tratamiento con vasopresi-
na en Unidad de Cuidados Criticos Fernando Ramasco
Rueda. REGISTRO VASOPRES.

Berta Herndndez. Estudio de fase 1/2, abierto, de au-
mento y ampliacién de dosis para investi gar laseguri-
dad y tolerabilidad de TransCon IL-2 3/y solo o en com-
binacién con pembrolizumab TransCon IL-2 B/ysola
0 en combinacion con pembrolizumab, quimioterapia
estdndar o agonista TLR7/8 TransCon, o encombinacion
con pembrolizumab y quimioterapia estdndar en parti
cipantes adultos con tumores sélidosmalignos local-
mente avanzados o metastdsicos Ascendis Pharma.
ASNDO0029.

Javier Pérez Gisbert. Ensayo aleatorizado, doble ciego,
doble simulacién, multicéntrico, fase Ill, de no inferiori-
dad de una formulacion oral de mesalazina para la in-

duccion de remision en pacientes con colitis ulcerosa
leve a moderada FAES FARMA, S.A.. CGRA-0121/ES.

Fernando Sudrez Sipmann. Comparacion de la preva-
lencia de asincronias durante la ventilacién mecdnica
con ajuste manual de los pardmetros ventilatorios y con
el ajuste automdtico mediante la herramienta INTE-
LLISYNC+® (RESPIRADORES HAMILTON). Estudio clinico
controlado. Miguel Sanchez-Garcia y Paloma Gonzalez
Arenas Clinico San Carlos.

Esther Vicente Rabaneda. Estudio en fase II/1ll, multi-
céntrico, aleatorizado, doble ciego, controlado con pla-
cebo y de grupos paralelos para evaluar la eficacia y la
seguridad de los comprimidos de dapansutrilo en suje-
tos con un ataque agudo de gota Olatec Therapeutics
LLC. OLT1177-08.

Dolores Ochoa. “Estudio Fase |, primera vez en humanos,
observador-ciego, aleatorizado y controlado para eva-
luar la seguridad, reactogenicidad y respuesta inmune
de varias dosis de una vacuna en investigacion basada
en ARNm frente al virus respiratorio sincitial (VRS) en
participantes sanos de 18 a 45 afios de edad” GLAXOS-
MITHKLINE, S.A . 222261 (RSV PED MRNA-001 AD).

Dolores Ochoa. Ensayo clinico cruzado y aleatorizado de
bioequivalencia de dapagliflozina 10 mg comprimidos
recubiertos con pelicula, tras su administracion oral en
dosis Unica a voluntarios sanos en ayunas Laboratorios
Alter. UECHUP-DAP/24-4.

Jorge Salamanca. Utilidad de los betabloqueantes en
el sindrome de Takotsubo: Ensayo clinico aleatorizado
Sociedad Espafiola de Cardiologia. B-TAKO.

Dolores Ochoa. ENSAYO CLINICO CRUZADO, ALEATORI-
ZADO DE BIOEQUIVALENCIA DE BILASTINA 20 mg COM-
PRIMIDOS BUCODISPERSABLES, TRAS SU ADMINISTRA-
CION ORAL EN DOSIS UNICA A VOLUNTARIOS SANOS EN
AYUNAS Laboratorios Normon. N-BIL-24-288.

Guillermo Reyes Copa. Estudio clinico de fase 2b, de
bisqueda de dosis, aleatorizado, controlado con pla-
cebo, doble ciego y con grupos paralelos, para evaluar
la eficacia en la funcién renal y la seguridad de RMC-
035 en participantes con un riesgo elevado de lesion
renal tras una cirugia cardiaca abierta Clinical Study to
Evaluate the Efficacy on Renal Function, and Safety, of
RMC-035 in Participants at High Risk for Kidney Injury
Following Open-Chest Cardiac Surgery Guard Therapeu-
fics International AB. 24-R0S-07.

Javier Pérez Gisbert. Estudio de utilizacion de farmaco
para evaluar medidas adicionales de minimizacién del
riesgo para upadacitinib en el tratamiento de la colitis
ulcerosa en Europa AbbVie. P24-344.
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Adridn Alegre Amor. Estudio en fase Il de busqueda de
dosis e interceptacion de linvoseltamab en pacientes
con gammapatia monoclonal de alto riesgo de alcan-
ce indeterminado o mieloma multiple asinfomdtico de
riesgo no alto Regeneron Pharmaceuticals, Inc. R5458-
ONC-2257.

Maria Caldas. Estudio fase 2 , de busqueda de dosis,
doble ciego y controlado con placebo para evaluar la
eficaciay seguridad de GSK4532990 para la esteatohe-
patitis en adultos con enfermedad hepdtica relacionada
con el alcohol (ALD) GSK. 222291.

Pablo Diez Villanueva. REGISTRO FINE: UTILIDAD CLI-
NICA Y SEGURIDAD DE FINERENONA [ANTAGONISTA DE
LOS RECEPTORES DE MINERALOCOIDES) EN PACIENTES
CON INSUFICIENCIA CARDIACA Sociedad Espafiola de
Cardiologia. REGISTRO FINE.

Claudia Valenzuela. Estudio de busqueda de dosis,
aleatorizado, con enmascaramiento doble y controlado
con placebo para evaluar la eficacia, la seguridad y la
tolerabilidad de diferentes dosis orales de Bl 1819479
durante al menos 24 semanas en pacientes con fibro-
sis pulmonar idiopdtica (FPI) BOEHRINGER INGELHEIM
ESPANA, S.A.. 1462-0004.

Cecilio Santander. Ensayo de fase Il, aleatorizado, con-
trolado con placebo, con enmascaramiento doble, mul-
ficéntrico y con exfensidn sin enmascaramiento, para
investigar la eficacia y seguridad de solrikitug en adul-
tos con esofagitis eosinofilica (ALAMERE]” NI One Inc. .
NSI-8226-201.

Dolores Ochoa. ENSAYO CLINICO CRUZADO, ALEATORI-
ZADO DE BIOEQUIVALENCIA DE LINAGLIPTINA/METFOR-
MINA 2,5 mg/1000 mg COMPRIMIDOS RECUBIERTOS
CON PELICULA, TRAS SU ADMINISTRACION ORAL EN
DOSIS UNICA A VOLUNTARIOS SANOS EN PRESENCIA DE
ALIMENTOS Laboratorios Normon. N-LINMET-24-287.

Adridn Alegre Amor. Ensayo clinico fase Ill, aleatorizado,
doble ciego, controlado con placebo y multicéntrico de
mavorixafor en participantes con trastornos neutropé-
nicos primarios congénitos y adquiridos autoinmunita-
rios e idiopdtficos crénicos que estdn experimenftando
infecciones recurrentes y/o graves X4 Pharmaceutical.
X4P-001-110.

Javier Pérez Gisbert. Un estudio posautorizacion de
vigilancia activa para describir la seguridad (PASS) de
TOFAcitinib en pacientes con colifis ulcerosa activa de
moderada a grave en el que se usan datos de la base
de datos United Registries for Clinical Assessment and
Research (UR-CARE) de la Unién Europea - (PASS TOFA)
GETECCU. PASS TOFA.



/ Scientific Output

es Ochoa. Ensayo clinico cruzado, aleatorizado de
Juivalencia de loperamida 2 mg comprimidos bu-
spersables versus loperamida 2 mg liofilizado oral,
su administracion oral en dosis Unica a voluntarios
s en ayunas. Laboratorios Normon. N-LOP-24-289.

es Ochoa. ENSAYO CLINICO CRUZADO, ALEATORI-
) DE BIOEQUIVALENCIA DE LINAGLIPTINA/METFOR-
2,5 mg/850 mg COMPRIMIDOS RECUBIERTOS CON
ULA, TRAS SU ADMINISTRACION ORAL EN DOSIS
A A VOLUNTARIOS SANOS EN PRESENCIA DE ALI-
0S Laboratorios Normon. N-LINMET-24-290.

epcion Pérez. Ensayo multicéntrico, doble-ciego,
orizado, controlado con placebo, de dosis-res-
a con el extracto de espectro completo de Can-
s VER-01 en pacientes con lumbalgia inespecifica
ca Vertanical GmbH. VER-CLBP-004.

ia Meca. Estudio multicéntrico retrospectivo sobre
rofoxicidad asociada a la terapia con células CART
JACIO DE RECERCA CLINIC BARCELONA-INSTITUT
ESTIGACIONS BIOMEDIQUES AUGUST PI | SUNYER.
0-CART-Spain.

r Ortiz Martin. Eficacia de asciminib en el contexto
de la leucemia linfobldstica aguda con cromosoma
elfia (LLA Ph+); un estudio retrospectivo de revision
acientes del programa de acceso gestionado a as-
ib (ASCERTAIN). Novartis Pharma AG. ASCERTAIN
001A2007.

Gonzdlez. Evaluacion prospectiva del rendimiento
0 en pacientes con amputacion transfemoral pro-
ndos en carga distal a partir de un implante Keep
ing Tequir, S.L. . TEQIKW202201.

Maria Serra . Estudio en vida real del uso de anti-
pos monoclonales AntiCGRP y Gepantes en pacien-
on migraha Jose Maria Serra

Lopez Manzanares. Estudio de Fase 3 sobre la
ridad y Eficacia de AMX0035 en Pardlisis Supranu-
Progresiva (ORION) Amylyx Pharmaceuticals, Inc.
009.

ando Alfonso. Intracoronary stenting and resteno-
andomized trial of drug-eluting stent implantation
g-coated balloon angioplasty according to neoin-
morphology in drug-eluting stent restenosis 5 (Es-
comparativo-estratégico para reestenosis de en-
otesis vasculares) (ISAR-DESIRE 5) German Heart
er Munich. ISAR-DESIRE 5.

ando Alfonso. Ensayo aleatorizado de estrategias
vascularizacion completa de lesiones no culpables
das por fisiologia frente a estrategias de revascula-
ion completa de lesiones no culpables guiadas por
ografia en pacientes con infarto agudo de miocar-

dio y enfermedad coronaria multivaso Hamilton Health
Sciences Corporation - Population Health Research Ins-
titute. COMPLETE-2.

Maria Jimena Cannata Ortiz. Estudio de fase llI, aleatori-
zado, abierto, internacional y multicéntrico para evaluar
la eficacia y seguridad del mosunetuzumab combinado
con lenalidomida en comparaciéon con un anticuerpo
monoclonal anti-CD20 combinado con quimioterapia
en pacientes con linfoma folicular FLIPI 2-5 sin trata-
miento previo GELTAMO. MorningLyte.

Ménica Marazuela. Estudio observacional multicéntrico
nacional refrospectivo para describir la tolerabilidad y
manejo de las complicaciones en pacientes que reciben
nutricién enteral (NE) por sonda de la gama Nutrison en
la prdctica clinica habitual en Espafia Danone Nutricia.
NUTRECONSONDA 2.0.

Adridn Alegre Amor. Estudio en fase I/l de linvoselta-
mab (anti cuerpo biespecifi co anti -BCMA y anti -CD3)
en pacientes con mielomamulti ple sintomdti co sin
tfratamiento previo Regeneron Pharmaceuti cals, Inc.
R5458-0NC-2158.

Azucena Bautista. CABO-CHANCE: Estudio en vida real
sobre el uso de Cabotegravir/Rilpivirina de accién pro-
longada (CAB/RPV AP) en pacientes pretratados que vi-
ven con el VIH (PVVIH) Fundacién para la investigacion
Biosanitaria de Andalucia Oriental-Alejandro Otero (FI-
BAQ). FIB-CAB-2023-02.

Lydia Lépez Manzanares. Registro Clinico de Pacientes
con Enfermedad de PArkinson tratados con Terapia con
Dispositivo en ESPafia Fundacién Degen. EPA - TcD -
ESP.

Carolina Cisneros Serrano. A Multicentre, Randomised,
Open-Label, Parallel-Group, Phase lllb Study to Assess
the Potential for Tezepelumab-treated Patients with Se-
vere Asthma to Reduce Background Therapy While Sus-
taining Asthma Control and Clinical Remission (ARRI-
VAL) AstraZeneca AB. D5180C00047.

Dolores Ochoa. Ensayo clinico aleatorizado, de dos se-
cuencias, cuafro periodos, cruzado y replicado, para
comparar la biodisponibilidad de dos formulaciones
orales de mesalazina tras la administracion de dosis
unica a voluntarios sanos tras la ingesta de alimentos.
FAES FARMA, S.A. . CLEU-0524/FED.

Virginia Meca. Experiencia clinica del uso de Tixagevi-
mab y Cilgavimab (Evusheld) como profilaxis de la in-
feccion por SARS-CoV-2 en pacientes con esclerosis
multiple tratados con anticuerpos monoclonales an-
1i-CD20 Virgina Meca Lallana

Lydia Lépez Manzanares. Estudio fase 2a, multicéntrico,
aleatorizado, doble ciego, controlado con placebo para

evaluar la seguridad y efectos farmacocinéticos de
BIIB122 en pacientes con la enfermedad de Parkinson
asociada a LRRK-2 (EP-LRRK2) Denali. DNLI-C-0009.

lluminada Garcia Polo. Estudio no intervencionista so-
bre el tfratamiento con dcido bempedoico y/o su combi-
nacion de dosis fija con ezetimiba en la préctica clinica
habitual en pacientes con hipercolesterolemia primaria
o dislipidemia mixta Daiichi Sankyo Europe GmbH. DSE-
BMP-01-20-EU.

Alicia Justel. Eficacia y seguridad de la administracién
conjunta de cagrilintida y semaglutida (CagriSema) una
vez a la semana frente a placebo en participantes con
diabetes tipo 2 y neuropatia diabética periférica doloro-
sa Novo Nordisk A/S . NN9388-7864.

Ana Gago. CORNERSTONE: A ProspeCtive ObseRvatio-
Nal Study of Atogepant Effectiveness in Routine Clinical
Practice AbbVie Spain S.L.U. P24-880.

Mar Llamas . Estudio de fase 3 multicéntrico, aleatori-
zado, controlado con placeboy doble ciego de 52 sema-
nas de duracion para evaluar la eficacia, la seguridad y
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la tolerabilidad de rocatinlimab en sujetos adultos con
prurigo nodular que no se controlan de forma adecua-
da o que no son aptos para recibir fratamientos tépicos
Amgen Inc. . 20230053.

Jacobo Rogado. Estudio de la respuesta inmune anti-
tumoral generada fras quimio-radioterapia concurrente
(QRTc) y tratamiento con |10 en pacientes con estadio
IIA/B y 1lIC NSCLC no resecables tratados en el mundo
real GECP. GECP 23/04 (SIENNA].

Maria de Toro. Estudio de factores prondsticos y pre-
dictivos de respuesta a tratamiento quimioterdpico en
pacientes diagnosticados de cdncer de pdncreas avan-
zado Sociedad Espariola de Oncologia Médica (SEOM).
PANT-SP-2023-01.

Diego de Argila Ferndndez. Estudio de fase 3, aleatori-
zado, doble ciego y controlado con placebo para evaluar
la eficacia y seguridad del barzolvolimab en pacientes
con urticaria espontdnea crénica que siguen presen-
tando sinfomas a pesar de recibir tratamiento con anti-
histaminicos HI(EMBARQ - CSU2) Celldex Therapeutics,
Inc. CDX0159-13.

Books

Alarcén T, Domingo D, Lépez-Brea M. Los inicios de He-
licobacter pylori en Espaiia. In: Carrascosa A (ed.). £/
desarrollo de la microbiologia en Espafia. Vol. Ill. Funda-
cién Ramadn Areces. 2024.

Bruton K, Bel imam M, Koenig JFE, Hoh R, Ruiz de Az-
cdrate PH, Patil SU, Jordana M, van de Veen W, Jimé-
nez-Saiz R. Long lived immune memory and food aller-
gy. In: Sicherer SH (ed.). Encyclopedia of Food Allergy.
Elsevier. 2024. pp. 108-122. D0I:10.1016/b978-0-323-
96018-2.00059-6.

Catald Ortufio M, Ramos Garcia T, Belver Gonzdlez MT,
Gomez Ferndndez A, Blanco Guerra C. La cara oculta de
los medicamentos bioldgicos. In: Sesiones Interhospi-
talarias de la Sociedad de Madrid Castilla La Mancha de
Alergologia. KR Solutions. 2024. pp. 109-117. ISBN: 978-
84-09-68125-9.

Chaparro M, Gisbert JP. Enfermedad inflamatoria intes-
tinal y embarazo. In: Hinojosa J, Nos P, Gutiérrez Casbas
A (eds.). Conductas de actuacidon en la Enfermedad In-
flamatoria Intestinal. Manual prdctico. 8° edicion. 2024.
pp. 227-240. ISBN: 978-84-19955-24-1.

Gisbert JP, Calvet X, Lanas A, Elizalde JI, Bujanda L.
Enfermedades del estémago y del duodeno. In: Farre-
ras-Rozman, Medicina Interna. 20° Edicion. Elsevier Es-
pafia. 2024. Capitulo 18. pp. 96-129.

Gisbert JP, Chaparro M. Farmacos biolégicos anti-TNF
y biosimilares. In: Hinojosa J, Nos P, Gutiérrez Casbas
A (eds.). Conductas de actuacion en la Enfermedad In-
flamatoria Intestinal. Manual prdctico. 8¢ edicion. 2024.
pp. 65-81. ISBN: 978-84-19955-24-1.

Gisbert JP, Malfertheiner P. Considerations for choice
of Helicobacter pylori treatment regimens. In: Park
JY (ed.). Population-based Helicobacter pylori screen-
and-freat strategies for gastric cancer prevention. IARC
Working Group Report No. 12. International Agency for
Research on Cancer, World Health Organization. 2024~
2025. pp. 338-357.

Koenig JFE, Jiménez-Saiz R, Jordana M. An overview of
the fundamental immune mechanisms of food allergy.
In: Sicherer SH (ed.). Encyclopedia of Food Allergy. El-
sevier. 2024. pp. 1-11. D0I:10.1016/b978-0-323-96018-
2.00068-7.
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Communication
and Dissemination

nfific communication through specialised journals and congresses remais a cornerstone of biomedical
arch. Yet, there is an increasing awareness among researchers of the importance of engaging with society,
h plays a fundamental role in sustaining research through public funding. Bringing biomedical research closer
itizens not only facilitates a better understanding of advances with current or potential applications in human
Ith but also strengthens transparency, social commitment and the development of a more informed and health-
scious community.

S-Princesa, this mission is pursued through two main channels: the institutional website and the Factor de Im-
o newsletter. The Institute’s website (https:/www.iis-princesa.org), underwent a redesign by the end of 2024 to
ance accessibility and user experience, and now offers updated information on the activities of research groups
gside relevant news, fraining opportunities, congresses, job offers and additional resources. It also provides
fical services for the research community, including a alert system for national and internacional funding
ortunities.

plementing this, the Factor de Impacto newsletter -published since 2011 in both print and digital formats- pre-
s major scientific achievements, institucional developments and the successes of 1IS-Princesa researchers.
se iniciatives are further reinforced by the Institute’s active involvement in the Madrid Science and Innovation
2k, where research is presented to the public through engaging, accessible talks that make advanced biomedi-
science both informative and approachable.

Science Week Workshops

Title Director / Professor

Presente y futuro en enfermeria, fisioterapia y técnicos superiores . . ,
oI . C Servicio de Enfermeria
especialistas: nuevos roles al servicio de fodos.

Dale un giro a tu dolor, aprende a manejarlo. Unidad del Dolor

¢Como es la vida de un medicamento? Etapas del desarrollo Servicio de Farmacologia
clinico. 9
Investigacion traslacional: linea directa entre el laboratorio y el . . .

' y Hospital Santa Cristina
paciente.
Taller prdactico de alergia: qué es la alergia, las pruebas cutdneas . . ,
B gla-q g P M Servicio de Alergologia
los autoinyectores.

Hackathon Salud Junior, videojuegos educativos contra los bulos
de salud.

Cerebros y Bisturies en Neurocirugia: Del Quiréfano al Laboratorio. BEIIAYN: CRNCITGIAIT (6]

Simulacién clinica Hospital de La Princesa abréchense los cintu-  BELRUH N CAGEE GG
rones. Reanimacion y Tratamiento del

Dolor
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Title Director / Professor

Investigacion biomédica traslacional. De la investigacion bdsica a . . . :
) LT Servicio de Microbiologia
la busqueda de la aplicacioén clinica.
¢Coémo es la vida de un medicamento? Etapas del desarrollo .
olinico Servicio de Farmacologia

Inmunologia del tubo digestivo: del laboratorio a los pacientes. Servicio de Aparato Digestivo
Cerebros y Bisturies en Neurocirugia: del Quiréfano al Laboratorio. BTN CHETGISTTT (]
Cirugia minimamente invasiva. Cirugia del siglo XXI. Servicio de Cirugia

Enfermeria y ciencia: diagnosis, prescripcion e innovacion para el
cuidado de la salud.

Servicio de Farmacologia

Cirugia minimamente invasiva. Cirugia del siglo XXI. Servicio de Cirugia Toracica

Tatuajes, piercings y enfermedades de transmision sexual. Mitos y Servicio de Dermatoloaia
realidades. 9
Tatuajes, piercings y enfermedades de transmision sexual. Mitos'y Servicio de Dermatologia
realidades. 9

Biobanco: Unete a la ciencia. Biobanco

Simulacién clinica Hospital de La Princesa abréchense los cintu-  BEEAUE0N CYAGES CETGL TR
rones. Reanimacion y Tratamiento del
Dolor

Diagnéstico microbioldgico de las enfermedades infecciosas. Servicio de Microbiologia

¢Qué significa respirar? Se explica para que usamos los pulmones
y como se alteran con el uso del tabaco.

Servicio de Neumologia

Protocolos convencionales de un laboratorio de biologia molecu-  BEERUELNG GG OIS B TRY
lar: extraccion de ADN, frotis de sangre y contaje celular. Nutricion

Seminars - 11S-Princesa

Title Director / Professor

Titulo: Using Soft-X-Rays Tomography to study T cells at synaptic LGB e RYLTa i1 B ol {1
contacts and other tricks for microscopy. Investigadora del 11IS-Princesa

Titulo: Efficacy of combined immunotherapy and checkpoint re- lldefonso Sdnchez-Cerrillo

ceptor blockade boosting antiviral immunity against HIV-1in vivo  BGE TG N T =TT (1T

inhumanised mouse models Martin-Gayo del Servicio de
Inmunologia del Hospital
Universitario de La Princesa

Titulo: "Caracterizacién de los linfocitos T asociados a la edad y Gonzalo Soto Heredero
del grupo de la Dra. Maria

su contribucién al envejecimiento”
Mittelbrunn, investigadora ERC
en el CBMSO (CSIC).

Titulo: El complejo transportador de aminodcidos SLC7A5/SLC3A2 BN EEEN il 1 CYAG LT 1)
en vesiculas extracelulares y la enfermedad de injerto contra del Dr. F. Sanchez-Madrid en el
huésped. CNIC.

Titulo: "Transcriptional, metabolic and functional analysis of CD8+ BN RETTIG A I R T Jo G ]

T cell subsets differentially responding to DC immunotherapy Dr. Enrique Martin-Gayo del

against HIV! Servicio de Inmunologia del
Hospital Universitario de La
Princesa
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Title Director / Professor Title Director / Professor
Titulo: "Papel inesperudo/pluruddjico del factor dependiente de Dr. Julian Aragonés del Hospital Titulo: “Chemical biology strategies to selectively target CD47 Dr. Thomas Miller Co-
oxigeno HIF1 en el metabolismo de glucosa en células tumorales” BILIIEIIGIT LI (AL ) partners for tumour immunotherapy” director IPC4D and Principal
Titulo: Dafio oxidativo en reperfusion tras ictus: ferroptosis y el Susana Delgado Martin del Investigator, Institut Paoli-
papel del intercambiador mitocondrial de sodio/calcio NCLX grupo del Dr. Antonio Martinez Calmettes, Cancer Research

Ruiz del Hospital Universitario
Sta. Cristina

Center Marseille, (France).
Co-founder, Paradigm Shift
Therapeutics, Sonoma,
California, USA, invitado por la
Dra. Maria Calzada.

Titulo: "Papel de CCL21 en el desarrollo y respuesta al tratamiento BECTEER T G768 IR LG
la Dra. Arantza Alfranca del
Servicio de Inmunologia del

del cdncer de pulmén no microcitico”

Hospital Universitario de La Titulo: “HipGtesis sobre el papel de los niveles altos de sodio en Dr. Antonio Martinez Ruiz,
Princesa ictus y en enfermedades de base autoinmune” Hospital Universitario Santa
Titulo: "Nuevas estrategias diagndstico-computacionales en el Paula Diaz Ferndndez del grupo Cristina
frasplante de progenitores hematopoyéticos para opfimizar el de la Dra. Cecilia Muiioz-Calleja Titulo: “Mast cell desensitization during allergen immunotherapy” RS IR AL A AR T

manejo de la infeccion por CMV" del Servicio de Inmunologia

del Hospital Universitario de La
Princesa

del Dr. Rodrigo Jiménez Sdiz
de los Dptos. de Inmunologia
y Alergologia del Hospital

Titulo: Dgsorrolllo y opfimizacién de métodos cromo’rogrdﬁcog Universitario de La Princesa
para el aislamiento de vesiculas extracelulares y su uso en biop-

sia liquida.

Beatriz Benayas del grupo de la
Dra. Maria Yaiez M6 del CBSMO Titulo: "Nicotina y Tabaco: La Conexion Oculta Detrds de la Disfun- @EGELF GGG E TG GG

cién Vascular y nuevos abordajes terapéuticos” Dra. Maria Calzada, profesora

Titulo: Papel de los factores de respuesta a hipoxia (HIF) en la titular de la UAM

N, . ! . Claudia Mesa del del Dr.
expresion del regulador mitocondrial NDUFA4L2 en pericitosy en e

Julian Aragonés del Hospital

la regulacion paraddjica de la glucdlisis en células de carcinoma . . . Titulo: Mitochondrial atypical subunits: From Epigenetics fo Dr. Andrés Urrutia del Hospital
Universitario Sta. Cristina ; . . .
renal. Function. Universitario Santa Cristina
'I"l"ruloz. "ISG?OLZ, una exonucleasa que regula la funcién de los Sara Dosil del grupo del Dr. Titulo: "Crosstalk between dendritic cells and resident memory Elena Herndndez Garcia del
linfocitos T Francisco Sanchez Madrid en CD8 T cells in antiviral and anfitumor immunity" grupo del Dr. Salvador Iborra de

el CNIC.
Titulo: "El eje PSGL-1/P-selectina en la modulacién de la proteos- LGS A TG CR
tasis del sistema inmune innato y su relevancia en la patogénesis MR RUTEZT TG E KL TTE]
del lupus". de Inmunologia del Hospital
Universitario de La Princesa.

la Universidad Complutense de
Madrid.

Titulo: "T-cell receptor triggering requires inactivation of Lim kina- WNGTERE o S Gl LR (] 1)

se-1by Slingshot-1 phosphatase” de la Dra. Noa Martin-Céfreces,
investigadora del IIS-Princesa,
en colaboracion con el Dr. Pedro
Roda Navarro profesor titular de

la UCM.
Titulo: "Explorando las dindmicas de la respuesta inmunitaria y Pedro Martinez-Fleta,
firmas de microRNAs en COVID-18 y tras la vacunacion” contratado Rio Hortega
del grupo del Dr. Francisco
Sdnchez-Madrid
Titulo: "Efecto de los inhibidores de JAK en la diferenciacién y Baltasar Lopez-Navarro
funcion de macréfagos en Artritis Reumatoide”. del grupo de la Dra. Amaya

Puig-Kréger del Hospital
Universitario Gregorio Maraiion

Titulo: "Efecto de la suspension de metotrexato en la respuesta Pedro Martinez Fleta del grupo

vacunal frente a COVID-19 en pacientes con artritis reumatoide y [ E R o LT (5 Gy Ay (oL [l e 2|

andlisis de poblaciones inmunitarias en COVID persistente". Servicio de Inmunologia del
Hospital Universitario de La
Princesa.

Titulo: "Estudio de los macrofagos asociados a tumor en el mela- BEEREL TGO G] NG CI RT3
noma cutdneo e identificacion de CCL8 y CCL15 como biomarca- G EN G femL Y e Rets e 1 r 2
dores pronosticos". Mateos, Profesora titular
de Inmunologia de la UCMy
Facultativa del Servicio de
Inmunologia del Hospital
Universitario Gregorio Marafion.
Titulo: Estudio exploratorio de la utilidad de la deteccion de mi- Marisa Pardines Ortiz del grupo
croRNAs en orina de pacientes con enfermedades inflamatorias — BGPINa ME el fo R ele]1vds| v\ (o1 00)
inmunomediadas del Servicio de Reumatologia
del Hospital Universitario de La
Princesa

Titulo: Useful guides to succeed on Writing Scientific Papers Dra. Maria Calzada, Profesora
titular Inmunologia,
Departamento de Medicina,
UAM

Titulo: "Evaluacién de la expresion del receptor de complemento 2 BTG RECTGLER T G T:v 2
(CR2/CD21) como biomarcador temprano en infecciones respira- WG LEACRICULEE L Titulo: “Estudio proteémico de la biopsia esofdgica para la bus- Francisca Molina Jiménez del

forias" queda de biomarcadores en la Esofagitis Eosinofilica”.

Servicio de Inmunologia del
Hospital Universitario de La
Princesa

grupo del Dr. Pedro Majano,
Investigadora del Hospital
Universitario de La Princesa
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L] (] (] Y/ (] (] (] ,’
Training provided at Courses on the “Conocimiento Princesa
L] L] L] L] L] L]
Hospital Universitario de La Princesa online platform
Title Director / Professor Title Director / Professor
cpaiakE EPI PREVENCION DE RIESGOS R1 MARIANO AGUILAR Com.pfa’rer?c.igs en Ecografia Clinica para Atencién Pri- Juan Mariano Aguilar Mulet
mar maria: Edicion IX Fernando Alfageme Roldan

Jose Ignacio Alonso Gonzdlez
Sonia Gonzalez Del Val

Ifiigo Guerra Molina

Ana Maria Martinez Molina
Jorge Sorando Ortin

Javier Val De Santos

Andres Von Wernitz Teleki

21 may CURSO CIRUGIA BIENVENIDA R1 MARIANO AGUILAR
28 may CURSO DE BIOVIGILANCIA EN REPROCCION HUMANA ASISTIDA NIEVES G* VAZQUEZ
29 may CURSO MAXILOFACIAL

4 jun Il JORNADA DE COORDINACION SOCIOSANITARIA DESDE EL TRA-  ESLoR] S8 Ie .1V |\ R o1 072\ 0137.Y0 0]
BAJO SOCIAL RODRIGUEZ

6 jun JORANADA RESIDENTES SEPSIS FERNANDO RAMASCO
PR CURSO DE ECOGRAFIA PARA CUIDADQS CRITICOS FERNANDO RAMASCO
DS CURSO URGENCIAS Dr. Andrés von Wernitz Teleki

15 jun SIMPOSIO INTERNACIONAL DE TARTAMUDEZ ALEXANDRA TISAIRE DE DIOS

18 jun CURSO DE PREVENCION DE INCENDIOS - MANEJO DE EXTINTORES SV NNV =W e =21\

19 jun JORNADA DE SOSTENIBILIDAD EN TERAPIA RESPIRATORIA AMELIA RODRIGUEZ

20 jun JORNADA MULTIDISCIPLINAR SOBRE DISFUNCION URINARIAYY
FECAL EN ESCLEROSIS MULTIPLE

AR XTI CURSO SVA FERNANDO RAMASCO
26 jun IX JORNADA DE COMITES DE CALIDAD ALBERTO PARDO HERNANDEZ
26 jun CURSO DE BALON CON FARMACO FERNANDO ALFONSO
27 jun CURSO HIGIENE POSTURAL Y MOVILIZACION DE PACIENTES RAIMUNDO SARDINERO
<L 08 CURSO IMAGEN INTRACORONARIA FERNANDO ALFONSO
4 oct CURSO DE CEFALEAS PATRICIA HEREDIA

4 oct X JORNADA DIA MUNDIAL PACIENTE OSTOMIZADO ASOCIACION DE OSTOMIZADOS
DE MADRID

ok XXVIIEREUNION ANUAL MEDICOS RESIDENTES DR. E. MONGUIO
22 oct Il JORNADAS DE LA RED DE TERAPIAS AVANZADAS DE LAC.M RAQUEL SAN JOSE RODRIGUEZ

23 oct REUNION ACADEMIA ESPANOLA DE DERMATOLOGIA SECCION
CENTRO

24 oct Il JORNADAS CIENTIFICAS DIRECCION DE ENFERMERIA
25 oct JORNADA MAXIAR ATROFICO JESUS SASTRE PEREZ

29 oct JORNADA DE COMISIONES HOSPITALARIAS DE VIOLENCIA DE
GENERO

“4- =G5 CURSO SVB URGENCIAS 1ED MARIANO AGUILAR
Lo G MODELO ASISTENCIAL DE LA MEDICINA DE PRECISION ISIDORO GONZALEZ
pACry4 [\ CURSO MMM FERNANDO ALFONSO
26 nov JORNADA MULTIDISCIPLINAR ACTUALIZACION NEUMOLOGIA PEDRO LANDENTE RODRIGUEZ

27 nov REUNION ACADEMIA ESPANOLA DE DERMATOLOGIA SECCION
CENTRO

28 nov XXI CURSO DE FORMACION MIR DE HEMATOLOGIAY HEMOTERAPIA I FN WAV B ={e]3{ 9.\ (0]

Competencias en Ecografia perioperatoria (ECOPRIN]) 2 eI GL R (E (o

Edicion Fernando Garca-Montoto Prez
Raquel Garcia Alvarez
Beatriz Nacarino Alcorta
Jesus Manuel Nieves Alonso
Fernando Ramasco Rueda
Alejandro Sudrez de La Rica

<JL[:] -k COMO SUTURAR UNA HERIDA. TALLER TEORICO-PRACTI- [T NS Ll LREL [ )

C0 2024 Mar de Castro Marinas
Libertad Martin Prieto
Sonia Morales Artero

Curso de Bienvenida a los nuevos Residentes 2024 Juan Mariano Aguilar Mulet
Ignacio Redondo Pascual

Curso de Historia Clinica Electrénica - 2024 Juan Mariano Aguilar Mulet
Ifigo Garcia Sanz

ELENA BERMEJO MARCOS

Maria José Venegas de L'Hotellerie

Soporte Vital Inmediato para Residentes 2024 Juan Mariano Aguilar Mulet
Maria Cruzate Aparicio
Noemi Diaz Velasco
Sonia Gonzalez Del Val
Ana Maria Martinez Molina
Ester Miravalles Ferndndez
Rosa Maria Nieto Ortiz
Diana Parrado
Maria Isabel Puca Briones
Blanca Ruata Laclaustra
Maria Cristina Santiago Poveda
Jorge Sorando Ortin
Javier Val De Santos
Andres Von Wernitz Teleki

Curso de Traumatologia para nuevos residentes — 2024 BN TN g GTd [Tl [T [Tl X (1] (Y
Rafael Carbonell

Cirugia para nuevos Residentes - 2024 Juan Mariano Aguilar Mulet
Ifiigo Garcia Sanz
Maria José Venegas de L'Hotellerie

ELECTROCARDIOGRAFIA - 2024 Juan Mariano Aguilar Mulet
Amparo Benedicto Buendia

PEDRO RODRIGUEZ

ESTHER GALLEGO CANOVAS

PEDRO RODRIGUEZ

Curso de interpretacion bdsica de radiologia simple -

2024 Juan Mariano Aguilar Mulet
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(3 P Codigo Sepsis Princesa (EDICION 10)

<il AR Simulacion en el manejo de la via aérea 8° Ed (2024)

3jul - 22 jul 2ED Metodologia en investigacion Hospital Universitario
de la Princesa

CJ A Como presentar un proyecto de investigacion a un CEIm

2ED

SIS0 Actualizacion en cuidados de enfermeria del paciente
critico: UCI, REAy UCC

Director / Professor

Ana Barrios Blandino
Marta Chicot Llano
Marianela Ciudad Safiudo
Ifiigo Garcia Sanz

Rosa Méndez Hernandez
Sara Navarro Ausere
Natalia Pascual Gomez
Alberto Pizarro Portillo
Fernando Ramasco Rueda
Maria Jose Rubio Perez
Carmen Saez Béjar

Maria Del Pilar Sanz Martin
Maria Semiglia

Andres Von Wernitz Teleki
Nelly Zurita Cruz

Noemi Diaz Velasco

Luis Anibal Gomez Arredondo
Ricardo Moreno Gonzalez
Jesus Manuel Nieves Alonso
Diana Parrado

Fernando Ramasco Rueda
Elena Rojo Rodriguez

Sheila Santidridn

Meritxell Sierra Silvestre

Maria Apelldniz Ruiz

Gauruv Bose

Victor Fanjul

Alicia Gonzdlez Martinez

Mariana Herndndez Gonzalez
Jesus Novalbos Reina

Miguel Antonio Sampredro

Nuria Sdnchez de la Blanca Carrero
Ancor Sanz Garcia

Francisco Abad

José Luis Muiioz de Nova
Maria del Mar Ortega Gomez
Fernando Ramasco Rueda

Sonia Teresa Almero Barriga
Elena Espiritu

Maria Mercedes Garcia Franco
Natalia Gonzdlez Garcia

David Jiménez Jiménez

Leticia Martinez Ferreiro

Nuria Oliva lllescas

José Enrique Partida Mdrquez
Mar Puente Cepeda

Susana Rodriguez

Maria Jesus Rodriguez Alonso
Maria Dolores Rodriguez Huerta
Maria del Carmen Rodriguez Montero

16 sep - 4 oct

18 sep - 6 nov

23 sep - 14 oct

23 sep - 10 nov

Title

Soporte Mecdnico Cardiopulmonar

Lectura critica de articulos cientificos para residentes -

Edicion Il

Lectura critica de articulos cientificos

Coémo dirigiry ayudar para hacer un trabajo de fin de

grado

Cddigo Sepsis Princesa para Residentes (Edicién 2)

HOSPITAL
UNIVERSITARIO

INSTITUTO DE
INVESTIGACION
SANITARIA

DE LAPRINCESA

Director / Professor

Bea Abad Santamaria

Rio Jorge Aguilar Torres
Nieves de Antonio

Pablo Diez Villanueva

Carlos Figueroa Yusta

Judit Iglesias Franco

Maria Jose Lopez

Manuel Emilio Monguié Santin
Nuria Oliva lllescas

Mar Orts Rodriguez

José Enrique Partida Marquez
Fernando Ramasco Rueda
Guillermo Reyes Copa
Fernando Rivero

Emilia Rosas Carvajal

Jorge Salamanca Viloria
Marta Sdnchez Galindo

Juan Antonio Sdnchez Giralt
Fernando Sudrez Sipmann
Olinda Gladys Tupac Yupanqui Lopez
Laura Varela Barca

Pablo Villamayor Tirado

Maria Apelldniz Ruiz
Alicia Gonzdlez Martinez
Miguel Antonio Sampedro Nufiez

Maria Apelldniz Ruiz

Alicia Gonzdlez Martinez

Jesus Novalbos Reina

Miguel Antonio Sampredro

Nuria Sdnchez de la Blanca Carrero

Maria José Calzada Garcia

Maria Candelas Gil

Alicia Gonzdlez Martinez

Fernando Ramasco Rueda

Miguel Antonio Sampedro Nufiez
Nuria Sdnchez de la Blanca Carrero

Azucena Bautista Herndndez
Marta Chicot Llano
Marianela Ciudad Safiudo
Ifiigo Garcia Sanz

Rosa Mendez Hernandez
Sara Navarro Auser
Natalia Pascual Gomez
Alberto Pizarro Portillo
Mar Puente Cepeda
Fernando Ramasco Rueda
Maria Jose Rubio Perez
Carmen Saez Bejar

Maria Del Pilar Sanz Martin
Maria Semiglia

Andres Von Wernitz Teleki
Nelly Zurita Cruz
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General Sessions on the
“Conocimiento Princesa” online platform

Title Director / Professor

Sesién General Servicio de Medicina Fisica y
Rehabilitacion Sesion General

Sesion General Servicio de Radiodiagnéstico
Sesion General Servicio de Neurocirugia

Reanimacion

Sesién General Servicio de Cirugia Ortopédica y
Traumatologia
Sesién General Unidad de Cuidados Paliativos

Sesion General Unidad Clinica Docente
Sesion General Servicio de Medicina Nuclear

Laborales

Sesion General Unidad Técnica de Apoyo a
Programas Europeos - UTAPE




Research Areas

Linel.l

Line 1.2
Line 1.3

Linel.5

Line 1.6

Linel.7

Line 1.8

Linel.9

Line 1.10

Line 1.11

INSTITUTO DE
INVESTIGACION
SANITARIA
HHHHHHHH
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Cellular and molecular etiopathogenic
mechanisms in inflammatory and
autoimmune diseases

Intercellular communication in the
inflammatory response

Cellular and molecular responses to hypoxia

Animal models of inflammatory diseases
and intercellular signalling

Cellular mechanisms and molecular
determinants of allergybased diseases

Inflammatory processes in nephrological
diseases

Inflammatory mechanisms in pulmonary
diseases

Inflasnmatory response in hepatic diseases

Mechanisms and mediators of endocrine
diseases

Children’s development (obesity and growth)

Metabolic syndrome and vascular risk



Linel.l
Intercellular communication

Cellular and molecular etiopathogenic mechanisms in inflammatory and autoimmune diseases

In the inflammatory response

GROUP 1
AEW

\ ;

el -

Francisco Sanchez Madric

Head of group

Alfranca Gonzdlez, Arantzazu
Calzada Fraile, Diego

Cibridn Vera, Danay

Ferndndez Delgado, Irene
Ferndndez Messina, Lola
Ferndndez-Gallego Anaya, Nieves
Garcia Dosil, Sara

Gomez Moron, Alvaro
Lozano Prieto, Marta
Martin Cofreces, Noa Beatriz

Martin Gayo, Enrique

Ramirez Huesca, Marta Esther
Requena Galindo, Silvia

Rojas Gomez, Amelia

Sdnchez Alonso, Santiago
Sdnchez Cerrillo, lldefonso
Scagnetti Zambrano, Camila
Vara Vega, Alicia

Vallejo Rodriguez, Maria Angeles
Vera Tomé, Paula

RESEARCH INTEREST

Activation of the adaptive immune response
requires the formation of intimate contacts between anti-
gen-bearing cells (e.g. dendritic cells, DC) and T lympho-
cytes. These contacts (‘immune synapses’) act as hubs
that transmit activating signals from the DC to the T cell,
driving its differentiation and proliferation. However, infor-
mation also travels in reverse, from the T cell to the DC. Re-
verse transmission depends of receptor-dependent adhe-
sive contacts, soluble factors, and vesicles, e.g. exosomes.
Exosomes are small extracellular vesicles biosynthesized
from multi-vesicular bodies (MVB) and released towards
the DC through MVB fusion with the plasma membrane. This
group aims fo determine the extent, nature and function
of the information transferred from T cells fowards DCs in
exosomes through synaptic contacts. We will characterize
the role of specific bits of information originated within the
T cell and carried by exosomes, e.g. membrane transpor-
ters for specific metabolites, captured by the DC during the
establishment and maintenance of synaptic contacts. The
regulation of anti-viral and anti-bacterial genes determi-
ning the ability of DCs to respond fo these challenges will
define their Alert State. We are assessing the role of epige-
netic changes at a DNA level in function of post-synaptic
DCs, alone and in combination with metabolic changes
and post-translational modifications to specific proteins,
for example, Ubiquitin-like modifiers such as ISGylation.
Cell viahility, survival, and migration of post-synaptic DCs
will be determined in vivo. We will also characterize the role
of ISGylation on the Alert state during T-DC synapsis and
inflammation. Finally, the role of the L-type amino-acid
transporter 1 molecule (LAT1) and L--tryptophan metabo-
lism and important T cell immunoregulatory molecules will
be analyzed in the context of the immune response asso-
ciated to atherosclerosis and skin-inflammatory diseases
in animal models fo identify the molecular basis of these
autoimmune diseases. These studies will open new ave-
nues for vaccination strategies and novel therapies to treat
autoimmune-related diseases.

MAJOR GRANTS

Martin Céfreces, Noa Beatriz. Proteostasis
como regulador del citoesqueleto de tubulina, la distri-
bucion de orgdnulos y del metabolismo de linfocitos T
CD4 a lo largo de la vida// Proteostasis as a regulator
of tubulin cytoskeleton dynamics, organelle distribu-
tion and metabolic fate for CD4 T cell fitness across the
lifespan.PID2022-1418950B-100.AGENCIA ESTATAL DE
INVESTIGACION.2023-

Alfranca Gonzdlez, Arantzazu. "Evaluacion del papel
de CCL21 en la respuesta al fratamiento con anticuer-
pos anti-PD-1 en cdncer de pulmén no microcitico”.
P122/01542.INSTITUTO SALUD CARLOS 111.2023-

Cibrign Vera,Danay; Llamas Velasco, Maria del Mar.
"Proteinas transporfadoras de amino dcidos como
nuevas dianas terapéuticas en las enfermedades in-
flamatorias de la piel”P122/01842.INSTITUTO SALUD
CARLOS 111.2023-

Sdnchez Madrid, Francisco. “Reposicionamiento de
compuestos citotéxicos de organismos marinos para
inmunoterapia intratumoral (RECYTSEA). LINEAS ES-
TRATEGICAS 2022.PLEC2022-009298.AGENCIA ESTA-
TAL DE INVESTIGACION.2022-

Daudén Tello, Esteban; de la Fuente Flores, Hortensia.
Estudio integrativo de la inflamacidn sistémica en Der-
matitis Atopica e Hidradenitis Supurativa y su asocia-
cién con la enfermedad cardiovascular.PI21/01583.
INSTITUTO SALUD CARLOS I11.2022-

Sdnchez Madrid, Francisco. LA SINAPSIS INMUNE
COMO MECANISMO EDUCATIVO DE LINFOCITOS Y CE-
LULAS INNATAS PARA LA REGULACION DE PROCESOS
INFECCIOSOS E INFLAMATORIOS (ISEDINF).PID2020-
120412RB-100.AGENCIA  ESTATAL DE INVESTIGA-
CION.2021-

Alfranca Gonzdlez, Arantzazu. "Treg-less: Abordando la
Homeostasis mediada por CCR7 de células T regulado-
ras para Romper la tolerancia inmunoldgica en Tumo-
res solidos”. LINEAS ESTRATEGICAS 2022.PLEC2022-
009312.AGENCIA ESTATAL DE INVESTIGACION.
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The role of the CXCL12/CXCR4 axis in the
immunotherapy of non-small cell lung cancer. Clin.
Transl. Oncol. 2024. PMID:39708256. DO0I:10.1007/
s12094-024-03828-3. CLINICAL & TRANSLATIONAL
ONCOLOGY.

Role of lamin A/C on dendritic cell function in an-
tiviral immunity. Cell. Mol. Life Sci. 81. (1). 2024.
PMID:39264480. DO0I:10.1007/s00018-024-05423-9.
CELLULAR AND MOLECULAR LIFE SCIENCES.

Immunome profiling in prostate cancer: a guide for
clinicians. Front. Immunol.15. 2024. PMID: 39635522.
DOI: 10.3389/fimmu.2024.1398109.

Cytosolic protein translation regulates cell asym-
metry and function in early TCR activation of human
CD8+ T lymphocytes (vol 15, 1411957, 2024). Front.
Immunol.15. 2024. PMID: 39469710. DOI: 10.3389/fim-
mu.2024.1500666.

In-gel protein digestion using acidic methanol pro-
duces a highly selective methylation of glutamic acid
residues. J. Profeomics. 304. 2024. PMID:38880355.
D0I:10.1016/j.jprot.2024.105229. Journal of Proteo-
mics.

Imbalance of SARS-CoV-2-specific CCR6+and CX-
CR3+CD4+T cells and IFN-?+CD8+T cells in pa-
tients with Long-COVID. Clin. Immunol. 264. 2024.
PMID:38825071. D0I:10.1016/j.clim.2024.110267. CLI-
NICAL IMMUNOLOGY.

NF?B and NLRP3/NLRC4 inflammasomes regulate
differentiation, activation and functional properties
of monocytes in response to distinct SARS-CoV-2
proteins. Nat. Commun. 15. (1). 2024. PMID:38453949.
DO0I:10.1038/s41467-024-46322-8. Nature Communi-
cations.

Leukemic cell-secreted interleukin-9 suppresses
cytotoxic T cell-mediated killing in chronic lym-
phocytic leukemia. Cell Death Dis. 15. (2). 2024.
PMID:38360867. D0I:10.1038/s41419-024-06528-6.
Cell Death & Disease.

Beneficial effect of temporary methotrexate interrup-
tionon Band T cell responses upon SARS-CoV-2 vacci-
nation in patients with rheumatoid arthritis or psoria-
tic arthritis. npj Vaccines. 9. (1). 2024. PMID:38291047.
D0I:10.1038/s41541-024-00805-3. npj Vaccines.
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Cellular and molecular etiopathogenic mechanisms in inflammatory and autoimmune diseases

Line 1.1 Infercellular communication in the inflammatory response
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GROUP 3

Maria Yanez Mo
Head of group

Benayas Lopez, Beatriz

Gutiérrez del Burgo, Fernando
Lopez Martin, Soraya

Morales Bravo de Medina, Joaquin
Palma Cobo, Miguel

RESEARCH INTEREST

Our research team is dedicated to advan-
cing the understanding of fetraspanin-enriched na-
nodomains, specialized membrane structures crucial
in cell adhesion and migration processes. In addition,
tetraspanin proteins are highly prevalent on extracellu-
lar vesicles (EVs), shuttles for bioactive proteins, lipids,
and RNAs, unveiling novel pathways for intercellular
communication.

Our investigations aim fo unravel the intricate mecha-
nisms underlying EV biogenesis and their subsequent
uptake by recipient cells. Within our group we also pio-
neer innovative approaches for EV isolation, detection
and quantification for their use in liquid biopsy in per-
sonalized medicine. Moreover, we are at the forefront
of engineering synthetic exosome mimetics, harnes-
sing tetraspanin-based tfools as therapeutic tools to
replicate and enhance natural cellular processes.

MAJOR GRANTS

Yafiez M6, Maria. VALIDACION CLINICA DE
UN SISTEMA PARA DETECTAR TRANSLOCACIONES DE
ALK EN VESICULAS EXTRACELULARES EN PLASMA.
DTS21/00134.INSTITUTO SALUD CARLQS 111.2022-2024.

Ydfiez M6, Maria PID2020-119627GB-100, Microdomi-
nios de membrana, exosomas, virus y vacunas. Pro-
yectos 1+D. Generacion de Conocimiento. 01/09/2021-
31/08/2024.

Yafiez M6, Maria PDC2021-121052-100, Vacunas basa-
das en exosomas miméticos. Ministerio de Ciencia e
Innovacion. (UAM). 01/12/2021-30/08/2024.

Ydfiez M6, Maria. Desarrollo de nuevas agarosas para el
aislamiento de subpoblaciones especificas de vesicu-
las extracelulares de fluidos bioldgicos. Agarose Beads
Technologies; Comunidad de Madrid. Doctorado Indus-
frial. 03/08/2020-31/12/2023.

(7= PUBLICATIONS

Clares Pedrero I, Rocha Mulero A, Palma
Cobo M, Cardefies B, Ydfiez M6 M, Cabafias C. Molecular
Determinants Involved in the Docking and Uptake of
Tumor-Derived Extracellular Vesicles: Implications in
Cancer. Int. J. Mol. Sci. 25. (6). 2024. PMID:38542421.
IF:4,90. DO0I:10.3390/ijms25063449. INTERNATIONAL
JOURNAL OF MOLECULAR SCIENCES.

GROUP 56

Ana Carmen Urzaingui Mayay
Head of group

Ramos Manzano, Alejandra Isabel
San Antonio Sdanchez, Maria Esther
Sdnchez Abad, Inés

RESEARCH INTEREST

P-Selectin Glycoprotein Ligand-1 (PSGL-1) is
a leukocyte receptor that interacts with P-, E- and L-Se-
lectins and is responsible for the initial steps of leuko-
cyte extravasation to inflammation sites. Our laboratory
has described that PSGL-1 acts as an immunoregulatory
receptor that parficipates in the generation of regula-
tory T cells (Treg) and contributes to the maintenance of
peripheral tolerance in mice. We described that PSGL-1
knock-out (KO) mice develop a progressive autoimmune
disease similar to systemic sclerosis (SSc) (Pérez-Frias
et al, Arthritis and Rheumatol 2014). In addition, we
observed that the absence of P-Selectin, main PSGL-1
ligand, causes an autoimmune syndrome similar to hu-
man systemic lupus erithematosus (SLE), with gene-
ration of anti-dsDNA autoantibodies, immune complex
deposits in skin and kidney and hypersensitivity to UV
light, characteristics that could match those of SLE
(Gonzdlez-Tajuelo et al., Sci Reports 2017). Interestingly,
we have recently described that P-Selectin and PSGL-1
aged female KO mice develop pulmonary arterial hyper-
tension (PAH), the most severe form of connective tis-
sue-related autoimmune diseases, due fo increased le-
vels of Angiotensin Il and endothelial dysfunction, with
low production of NO (Gonzdlez-Tajuelo et al., Arthritis

and Rhumatol. 2018). Remarkably, clinical studies with
patients indicate that PSGL-1 and P-selectin expression
is altered in both diseases. SSc patients have reduced
PSGL-1 expression in B cells and increased expression
in monocytes, dendritic cells and T cells. In addition,
our data show the association of high PSGL-1 expres-
sion with the presence of interstitial lung disease (ILD)
in SSc patients and that 75% or more circulating pDCs
expressing ADAM8 associate with the presence of SSc.
(Silvan J et al, J Invest Dermatol, 2018). Lupus patients
present reduced expression of P-selectin in skin vessels
and reduced expression of PSGL-1 in neutrophils corre-
lating with disease activity. Importantly, our recent re-
search has shown the role of PSGL-1/P-selectin in the
control of neutrophil and monocyte death by apoptosis
and NET and MET generation as well and its deregula-
tion in SLE patients (Mufioz-Callejas et al, IJMS 2023
and Mufioz-Callejas et al, Translational Research 2024).
Importantly, we have recently found biomarkers for the
differential diagnosis of SSc and SLE (San Antonio et al,
Front Immunol 2024)

Given all these findings, our main goal is to study the
molecular and cellular alterations that underlie the pa-
thology of these diseases.

Main Research Lines:

- Study of the interstitial pneumonia associated to
scleroderma (SSc-ILD) and lupus (SLE-ILD), which is
one of the main causes of death in these diseases.

« Analysis of cells and molecular components implica-
ted in the development of ILD fo find molecular alte-
rations that could be potential diagnostic markers or
treatment targets.

- Validation of biomarkers found in our laboratory for
the differential diagnosis of Systemic Sclerosis, Sys-
temic Lupus Erythematosus and primary Sjoegren
Syndrome.

« Analysis of PSGL-1 as possible regulator of cellular
proteostasis and its contribution fo scleroderma and
SLE pathology.

= MAJOR GRANTS

Urzainqui Mayayo, Ana Carmen.Estudio de
la relevancia de la interaccién PSGL-1/P-selectina en la
proteostasis celular y generacion de NETS y su posible
implicacién en la patogénesis de esclerodermia y lupus.
P120/01690.INSTITUTO SALUD CARLOS 111.2021-2024.

-REI-RICORS 2021, 2022-2024
--REI-RICORS 2024, 2025-2028




Cellular and molecular etiopathogenic mechanisms in inflammatory and autoimmune diseases

Line 1.1 Infercellular communication in the inflammatory response

Urzainqui Mayayo,Ana Carmen. Implicacién del eje PS-
GL-1/P-selectin en la patogénesis del lupus y la esclero-
dermia y posible contribucion de PSGL-1y sus ligandos
al desarrollo de neumonia infersticial e hipertension
pulmonar asociadas a ellas. PI24/01865.INSTITUTO SA-
LUD CARLOS III.

Ia( PUBLICATIONS

Mufioz Callejas A, Sdnchez Abad I, Ramos
Manzano A, San Antonio E, Gonzdlez Sdnchez E, Silvan J,
Gonzdlez Tajuelo R, Gonzdlez Alvaro |, Garcia Pérez J, To-
mero EG, Garcia Vicufia R, Vicente Rabaneda EF, Casta-

L

fieda S, Urzainqui A. Regulation of monocyte apoptosis
and DNA extrusion in monocyte extracellular traps by
PSGL-1: Relevance in systemic lupus erythematosus.
Transl. Res. 274, 2024. PMID:39182668. D0I:10.1016/j.
1rsl.2024.08.005. IF:6,40. TRANSLATIONAL RESEARCH.

San Antonio E, Silvdn J, Sevilla Montero J, Gonzdlez Sdn-
chez E, Mufioz Callejas A, Sdnchez Abad I, Ramos Man-
zano A, Mufioz Calleja C, Gonzdlez Alvaro |, Tomero EG,
Garcia Pérez J, Garcia Vicufia R, Vicente Rabaneda EF,
Castafieda S, Urzainqui A. PSGL-1, ADAMS, and selec-
tins as potential biomarkers in the diagnostic process
of systemic lupus erythematosus and systemic sclero-
sis: an observational study. Front. Immunol. 15, 2024.
PMID:39100683.  DO0I:10.3389/fimmu.2024.1403104.
IF:5,70. FRONTIERS IN IMMUNOLOGY.

Martinez Fleta P, Vicente Rabaneda EF, Triguero Martfinez
A, Roy Vallejo E, Uriarte Ecenarro M, Gutierrez Rodriguez
F, Quiroga Colina P, Romero Robles A, Montes N, Garcia
Castafieda N, Mejia Abril GP, Garcia Vadillo JA, Llorente
Cubas |, Villagrasa JR, Lépez Matencio JMS, Ancochea
J, Urzainqui A, Esparcia Pinedo L, Alfranca A, De La
Fuente H, Garcia Vicufia R, Sdnchez Madrid F, Gonzdlez
Alvaro |, Castafieda S. Beneficial effect of temporary
methotrexate interruption on B and T cell
responses upon SARS-CoV-2 vaccination
in patients with rheumatoid arthritis or
psoriatic arthritis. npj Vaccines. 9(1),
2024. PMID:38291047. DO0I:10.1038/

s41541-024-00805-3. 1F:6,90. NPJ
VACCINES.
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RESEARCH INTEREST

An insufficient oxygen supply (hypoxia) is
a hallmark of numerous life-threatening pathologies
with unmet medical needs such as solid tumor growth,
chronic obstructive pulmonary disease (COPD), ische-
mic diseases and obesity. Cells are equipped with oxy-
gen-sensing systems to mount a programmed respon-
se when oxygen becomes limited. Hypoxia-inducible
factors (HIF1, HIF2 and HIF3) are central regulators of
this cellular response to oxygen fluctuations. Our cu-
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Cellular and molecular
responses to hypoxia

rrent research interest is focused on the role of the HIF
oxygen sensing pathways in cancer, pulmonary disea-
se, liver regeneration, anemia and pericyte biology. In
particular, we are mainly interested in cellular metabo-
lic reprogramming, which is one the central biological
functions executed by the HIF factors. 1) HIF factors and
renal cell carcinoma: Clear cell renal cell carcinoma
(ccRCC), the most common type of renal cancer cha-
racterized by constitutive activation of HIF factors. We
have unveiled novel metabolic responses (mitochondria
rewiring and amino acid metabolism) executed by HIF1
or HIF2 factors essential o understand the progression
of these tumors, which can be operational in other tu-
mor types (Elorza et al. Molecular Cell 2012; Meléndez
Rodriguez et al. Cell Reports 2019; Urrutia et al. Cell Re-
ports 2024). We are now investigating new mitochon-
dria-dependent signaling not only in ccRCC but also
in other hypoxic scenarios. 2) HIF factors and airway
dysfunction in pulmonary disease: Pulmonary diseases
such as chronic obstructive pulmonary disease (COPD)
and sleep-apnea hypoapnea syndrome (SAHS) are the
most common respiratory diseases causing iliness and
death, and are being projected to be the third leading
cause of death worldwide by 2020. They are charac-
terized by an insufficient level of oxygen in the blood
(hypoxemia), continuous in the COPD and intermittent
in the SAHS, and they are associated to pulmonary oxi-
dative damage, an exaggerated inflammatory response
in the lung and systemically. Surprisingly, the bronchial
epithelium is the first group of cells in contact with oxy-
gen but the role of HIF factors is largely unknown. We
have previously shown that HIF2 isoform have a cen-
tral protagonism to the bronchial epithelial response to
hypoxia (Elorza et al. Molecular Cell 2012; Torres-Capelli
et al. Scientific Reports 2016). More recently, we have
generated gain or loss of function of HIF factors in the
bronchial epithelium to study its role in lung biology.
3). The role of HIF factors in liver regeneration after
hepatectomy taking into consideration the role of HIF
factors (HIF2a) on the metabolism of both essential
and non-essential amino acids. 4] Moreover, we are in-
terested in kidney disease and anemia, a pathological
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scenario in which hypoxia and HIF factors are activated
as a compensatory response fo increase the production
of erythropoietin (EPO) renal cells. In this line, the group
have some previous publications about the biology of
EPO (Bouthelier et al. iScience 2023; Urrutia et al. Acta
Physiologica 2021). The group is interested in molecular
and epigenetic mechanisms that can compromise EPO
production, the main cause of anemia associated with
chronic kidney disease. 5) Finally, the group is interes-
ted in the role of HIF and its impact on metabolism in
pericyte and vascular dysfunction. In this context, the
group have recently identified the mitochondrial regula-
tor NDUFA4L2 (a target of HIFs) as a marker of pericytes
(Mesa Ciller et al. J Cereb Blood Flow Metab. 2022)

|%EK PUBLICATIONS

Urrutia AA, Mesa-Ciller C, Guajardo-Gren-
ce A, Alkan HF, Soro-Arndiz |, Vandekeere A, Ferreira
Campos AM, Igelmann S, Ferndndez-Arroyo L, Rinaldi
G, Lorendeau D, De Bock K, Fendt S-M, Aragonés J. HI-
Fla-dependent uncoupling of glycolysis suppresses
tumor cell proliferation. Cell Rep. 43. (4). 2024. CELL
REPORTS.
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RESEARCH INTEREST

. Role of the mitochondrial sodium/calcium exchan-

ger NCLX in oxidative damage and ferroptotic cell
death in stroke.

We discovered the mechanism by which mitochon-
drial Na+ import through NCLX alters the mitochon-
drial electron tranporst chain, inducing superoxide
and reactive oxygen species (ROS) production du-
ring acute hypoxia. Our current work studies the role
of NCLX and the molecular mechanisms in which it
takes part in different pathophysiological settings,
and we also evaluate the pharmacological applica-
tion of novel NCLX inhibitors in related diseases.

In this research line we focus on the implication of
NCLX in oxidative damage in stroke, using cell cul-
ture and animal models of stroke, as well as clinical
observational studies. We study several aspects of
this implication, including the mechanisms of ROS
generation and of ferroptosis, a newly described cell
death induced by iron dysregulation and oxidative
lipid damage.

2. Role of the mitochondrial sodium/calcium exchan-
ger NCLX in inflammation and immunity.
Sodium dysregulation is implied in several inflam-
mation pathways and alterations of the immune
system. In this research line we currently study the
role of NCLX in the activation of the NLRP3 inflam-
masome, as well as the potential pharmacological
use of NCLX inhibitors in diseases in which this in-
flammatory pathway has an important role, espe-
cially gout and stroke.

3. Protein sulfhydration in neurodevelopment in Down
sindrome.
We have previously studied the functional role of
S-nifrosylation and developed thiol redox proteo-
mics methods for detecting oxidative cysteine
post-franslational modifications, which we have
applied to the study of neurogenesis and other
pathophysiological settings. In a collaborative in-
ternational project, we are currently studying the
role of protein sulfhydration (an oxidative modifi-
cation of cysteines induced by the gasotransmit-
ter sulfhydric acid, H2S) in neurogenesis in Down
syndrome.

5 MAJOR GRANTS

Martinez Ruiz, Antonio. El intercambiador
mitocondrial de sodio/calcio NCLX como diana farma-
coldgica en ictus isquémico (NCLXtroke). PDC2022-
133246-100. AGENCIA ESTATAL DE INVESTIGACION.
2022-2025

Martinez Ruiz,Antonio. Andlisis del papel del transporta-
dor mitocondrial de Na+/Ca2+/Li+ NCLX y especies re-
activas de oxigeno en ictus e inflamacién (NCLRedoX).
PID2021-1246880B-100. AGENCIA ESTATAL DE INVESTI-
GACION.2022-2025.
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Delgado Martin S, Martinez Ruiz A. The role
of ferroptosis as a regulator of oxidative stress in the
pathogenesis of ischemic stroke. FEBS Lett. 598. (17)
2024. PMID:38676284. IF:3,00. DO0I:10.1002/1873-
3468.14894. FEBS LETTERS.

Marafién P, Rey E, Isaza SC, Wu H, Rada P, Choya-Foces
C, Martinez-Ruiz A, Martin MA, Ramos S, Garcia-Mon-
z6n C, Cubero FJ, Valverde AM, Gonzdlez-Rodriguez
A. Inhibition of ALK3-mediated signalling pathway
protects against acetaminophen-in-

duced liver injury. Redox Biol.
71. 2024. DOI:10.1016/j.re-
dox.2024.103088.  RE-
DOX BIOLOGY.

Marti-Andrés P, Finamor |, Torres-Cuevas |, Pérez S,
Rius-Pérez S, Colino-Lage H, Guerrero-Gémez D, Mora-
fo E, Marina A, Michalska P, Ledn R, Cheng Q, Jurdnyi
EP, Borbényi-Galambos K, Milldn I, Nagy P, Miranda-Vi-
zuete A, Schmidt EE, Martinez-Ruiz A, Arnér ES, Sastre
J. TRP14 is the rate-limiting enzyme for intracellular
cystine reduction and regulates proteome cystein-
ylation. EMBO J. 43. 2024. D0I:10.1038/s44318-024-
00117-1. EMBO JOURNAL.

Choya-Foces C, Navarro E, de los Rios C, Lépez MG, Egea
J, Hernansanz-Agustin P, Martinez-Ruiz A. The mitochon-
drial Na+/Ca2+ exchanger NCLX is implied in the
activation of hypoxia-inducible factors.
Redox Biol. 77.2024.D0I:10.1016/j.
_ redox.2024.103364. REDOX
B BIOLOGY.
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RESEARCH INTEREST

Chronic respiratory diseases represent a
major global health burden, affecting millions and
straining healthcare systems worldwide. Among them,
chronic obstructive pulmonary disease (COPD) is a ma-
jor confributor to decreased quality of life and prematu-
re death. A distinct subgroup of COPD patients exhibits

a vascular phenotype with unique prognostic and the-
rapeutic implications. These patients often do not res-
pond to oxygen therapy and are resistant fo standard
freatments for pulmonary hypertension from other
causes. However, its prevalence, natural history, and
underlying molecular mechanisms remain unclear. Our
research focuses on uncovering the molecular mecha-
nisms underlying vascular impairment in chronic res-
piratory diseases associated with hypoxia. Our group
was among the first to show that tfobacco smoke can
directly cause pulmonary vascular damage uncovering
key molecular mechanisms in COPD related pulmonary
hypertension (Munar-Rubert 0. 2024; Sevilla-Montero et
al., 2022, Sevilla-Montero et al., 2021; Labrousse-Arias
et al,, 2017). Understanding the combined effects of to-
bacco smoke and hypoxia, common in clinical COPD, is
crucial for advancing knowledge and developing targe-
ted therapies for this high-risk patient group.

(7= PUBLICATIONS

Tsukalov I, Sénchez Cerrillo I, Rajas 0, Ava-
los E, Iturricastillo G, Esparcia L, Buzon MJ, Genesca M,
Scagnetti C, Popova O, Martin Céfreces N, Calvet Mira-
bent M, Marcos Jimenez A, Martinez Fleta P, Delgado
Arévalo C, De los Santos I, Mufioz Calleja C, Calzada
MJ, Alvaro IG, Palacios Calvo J, Alfranca A, Ancochea
J, Sdnchez Madrid F, Martin Gayo E. NFKB and NLRP3/
NLRC4 inflammasomes regulate differentiation, acti-
vation and functional properties of monocytes in res-
ponse to distinct SARS-CoV-2 proteins. Nat. Commun.
15. (1). 2024. PMID:38453949. IF:16,6. D0I:10.1038/
s41467-024-46322-8. NATURE COMMUNICATIONS.
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RESEARCH INTEREST

An integrated knowledge of the complex
functioning of cellular signalling networks and of their
alterations or maladaptive rewiring in pathological con-

Cellular and molecular etiopathogenic mechanisms in inflammatory and autoimmune diseases

Animal models of inflammatory
diseases and intercellular signalling

ditions is key for understanding the molecular basis
of disease and for the design of targeted therapeutic
strategies. Regulatory nodes or hubs within these sig-
nalling networks are particularly relevant since these
proteins display a complex interactome and thus inte-
grate multiple upstream inputs and trigger pleiotropic
downstream outputs. The main aim of our group is fo
better understand the role of the G protein-coupled re-
ceptor kinase 2 (GRK2) hub in the onset or progression
of prevalent diseases and the molecular mechanisms
involved. GRK2 is a versatile protein that modulates
signalling mediated by many members of the large G
protein-coupled receptor (GPCR) superfamily and also
via phosphorylation or scaffolding interactions with a
growing array of non-GPCR cellular partners. From a
pathophysiological perspective, GRK2 is emerging as
an oncomodulator, functionally interacting with signa-
Iling networks related to the hallmarks of cancerin a fu-
mour and cell type-dependent way. On the other hand,
GRK2 levels and activity are convergently upregulated
in the heart and in tissues that are key for metabolic
control during cardiovascular pathologies and in obe-
sity and insulin resistance-related contexts, which are
frequent clinical co-morbidities, pointing to this protein
as a potentially relevant “synergic” therapeutic target.
The group pursues the following lines of investigation:
1) Integrative role of GRK2 in the crosstalk of signalling
cascades acting within the breast tumour microen-
vironment 2) GRK2 in epidermal homeostasis and in
keratinocyte-immune cells crosstalk and potential pa-
thological implications in skin inflammatory diseases
and in squamous cell carcinomas. 3) GRK2 in obesity
and insulin resistance-related contexts: participation
of GRK2 in determining the pro-inflammatory profile of
macrophages and impact of myeloid GRK2 in inter-or-
gan crosstalk in cardiometabolic disease. 4) Explore the
functional implications of the Galphagq interactome on
autophagy and nutrient sensing and on oxidative stress
processes and its impact on endothelial cell function
and cardiovascular disease.

S MAJOR GRANTS

Ribas Nufiez,Catalina’Redes de sefializa-
cion de Gag en la homeostasis y comunicacién celular:
repercusion en disfuncion endotelial e inflamacién”.
P122/00966.INSTITUTO SALUD CARLOS 111.2023-
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s41467-024-46322-8. NATURE COMMUNICATIONS.

Rivas V, Gonzdlez-Mufioz T, Albitre A, Lafarga V, Del-
gado-Arévalo C, Mayor F Jr, Penela P. GRK2-mediated
AKT activation controls cell cycle progression and
G2 checkpoint in a p53-dependent manner. Cell Dea-
th Discov. 10. (1) 2024. PMID:39198399. D0I:10.1038/
s41420-024-02143-8. CELL DEATH DISCOVERY.

Cacho-Navas C, Lépez-Pujante C, Reglero-Real N, Co-
Ids-Algora N, Cuervo A, Conesa JJ, Barroso S, de Rivas
G, Ciordia S, Paradela A, D'Agostino G, Manzo C, Feito J,
Andrés G, Molina-Jiménez F, Majano P, Correas |, Carazo
JM, Nourshargh S, Huch M, Milldn J. ICAM-1 nanoclus-
ters regulate hepatic epithelial cell polarity by leuko-
cyte adhesion-independent control of apical actom-
yosin. Elife. 12. 2024. PMID:38597186. DO0I:10.7554/
elLife.89261. ELIFE.
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RESEARCH INTEREST

TCFL5 is a member of the bHLH franscrip-
fion factor family with multiple isoforms in both hu-
mans and mice. Complete deletion of the isoforms
drastically reduces tumor properties of colon cancer
cells. Interestingly, the two major isoforms (TCFL5
and CHA) showed a reciprocal regulation and different
functions in the cell, with CHA exercising a profumoral
effect. TCFL5 / CHA expression is essential for NFKB2
activity regulating the expression of anti-apoptotic
genes such as BCL2 and also controlling the expres-
sion of the pluripotency markers SOX2, NANOG and
KLF4. We have also defined a set of genes regulated

by TCFL5/CHA in leukemia cell lines and established
their role in the prognosis and development of B- and
T-acute lymphoblastic leukemia and in normal hema-
topoiesis. The expression of TCFL5 and CHA was as-
sociated with greater severity in lymphoma and mye-
loma samples from patients. Last but not least, using
Tcfl5 deficient mice, we found that TCFLS is involved
in the formation of germinal centers and in the stage
of differentiation of pro-B to pre-B cells, two proces-
ses that are not only characterized by a high prolife-
rafion rate but are also MYC dependent. The lack of
TCFL5 caused a radical decrease in the levels of the
most important molecules in BCR signalling, such as
SYK and BLNK, resulting in an inability to respond to
stimuli, an increase in cell death and an abnormal cell
cycle. Using Tcfl5 deficient mice, we found that TCFL5
is expressed in early mouse embryonic development
during the preimplantation period and plays a role in
the differentiation of embryonic cells to germline pre-
cursors by controlling the expression of genes impor-
tant in this differentiation.

Finally, in the infection by the protozoan parasite T.
cruzi we are working on the impact of T. cruzi genetic
variability on the clinical outcome and immunopatho-
logy of Chagas’ disease as well as drug susceptibility.
All intended for improved understanding and preven-
tion of Chagas’ disease. Different genetic lineages
have been defined in Trypanosoma cruzi, the causa-
tive agent of Chagas™ disease. However, understan-
ding of their comparative biology and pathogenesis is
fragmentary. We have identified different T dependent
immune responses both in patients and mouse mo-
dels, which differ depending on the infecting strain.
Besides, we are studying how the parasite enfters, in-
fects and escapes destruction by myeloid cells, defi-
ning Slamfl (CD150) as a new T. cruzi receptor. In con-
trast, we found that Slamf8 (CD353) is a cell surface
receptor that is expressed upon activation of macro-
phages by IFN-? and plays a negative role in the in-
fection through repression of NADPH oxidase. We have
studied the role that CD4+ T cell subsets and myeloid
subclasses including myeloid-derived suppressor
cells (MDSC) may play in the immunopathogenesis of
Chagas’ disease, with special focus on myocarditis in
animal models and in patients.

Different heart immunopathogenic responses de-
pend on host genetics. Nonetheless, Systems Biology
approaches have allowed us defining immunopatho-
genic markers independent of host and parasite ge-
netics. We have found many metabolic alterations in

T. cruzi infection suggesting a stressful condition in
the heart, some of which can be used as biomarkers.
Serum miRNAs are also excellent biomarkers of Cha-
gas’ disease progression.
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Breast cancer is a molecularly and histo-
pathologically heterogeneous disease with different
clinical outcomes, which makes the development of
fargeted therapies challenging. Its higher incidence in
the developed world suggest that the Western lifes-
tyle —marked by unhealthy dietary patterns (excessive
caloric intake, imbalanced diets, obesity) and chronic
stress (adrenergic overstimulation)— may contribute to
disease onset and progression by progressively impai-
ring genome stability mechanisms.

In breast cancer, the main altered proteins in geno-
mic instability and tumour cell heterogeneity are ATM
kinase, Brcal ligase and the tumour suppressor frans-
cription factor p53. Notably, in ~ 80% of ductal breast
carcinomas p53 is restrained by activation or amplifi-
cation of the ligase Mdm2, but therapies based on these
fargets are not yet satisfactory. Additionally, adaptive
processes involving dynamic rewiring of cell signalling
networks may further enhance cellular instability and
malignancy. Another major challenge is the emergence

of resistances across all breast cancer subtypes, ac-
companied by increased genomic instability and tumour
metabolic reprogramming. This complexity highlights
the need for a deeper understanding of the pathways
leading fo breast cancer development and progression.

Our group is to identify regulatory nodes that integrate
multiple cellular inputs and environmental cues to mo-
dulate tfumour hallmarks such as genomic instability,
cellular dissemination, and chemoresistance. Unders-
tanding how dynamic signalling nodes interact with
breast cancer susceptibility genes to reinforce ma-
lignant features will pave the way for new therapeutic
approaches. Our laboratory is investigating the regula-
tory feedback loop between the serine-threonine kina-
se GRK2 and the Mdm?2 ligase, focusing on their roles in
autonomous malignant transformation and in interac-
tions between tfumor cells and the tumor microenviron-
ment. Our results indicate that these profeins modulate
each other differently in normal epithelial cells and in
tumour cells, responding in different ways fo signals
that stimulate adrenergic receptors and other G-pro-
tein coupled receptors (GPCR) or growth factor tyrosine
kinase receptors (RTK).

We aim at understanding the role of phosphorylated
and ubiquitinated proteins modified by the interplay
between GRK2 and Mdmz2 in diverse cellular processes
such as cell cycle control and cell division, differentia-
tion, energy metabolism or senescence, which are key
in maintaining a normal cell behaviour. We also aim
to gain insight into the connection of these molecules
with hormonal (adrenergic, estrogenic) and metabolic
stress, by analysing its impact on proteins related to
genomic stability (BRCAL and others), as well as on stro-
mal remodelling processes such as tumour angiogene-
sis, which together will promote tumour progression.

MAJOR GRANTS

Penela Mdrquez, Petronila. PAPEL DE GRK2
EN LA DISFUNCION DE BRCAL Y EN LA RESISTENCIA A
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Pathological insults and metabolic cues
are increasingly being regarded as key modulators of
immunological responses and inflammatory proces-
ses. Thus, metabolic signals that affect inflammatory
routes are a strategic focus of research to unveil the
mechanistic basis of human physiology, but also of
different pathologies, in particular those with an in-
flammatory or metabolic component such as insulin
resistance, obesity, metabolic dysregulation and car-
diovascular conditions.

An important point of control in the metabolic, stress
and inflammatory network of routes is the signaling
hub of the G protein-coupled receptor kinase 2 (GRK2),
that emerges as a pivotal control point in the onset
and/or progression of these diseases.

In this line, our group focuses its research efforts on
the following lines:

1. Analysis of the phenotypic differences in the res-
ponse of mice with decreased or increased levels
of GRK2 towards several types of metabolic cha-
llenges under physiological and pathological con-
ditions. We are unveiling whether the response of
different metabolically-relevant tissues fo these
challenges varies with GRK2 dosage. Also whe-
ther the levels of GRK2 itself may allow for a better
adaptation of each tissue to different metabolic si-
tuations or even serve as biomarkers of disease.

2. We are also investigating the role of GRK2 in meta-
bolic alterations and systemic inflammation (“me-
taflammation”) caused by Western Diets (WD, diets
that are high in saturated fats and free sugars).
Specifically, we study the influence of GRK2 in
myeloid cells on processes such as neutrophil and
macrophage migration, phagocytosis, maturation,
infiltration and activation in response to inflam-
matory and/or metabolic stimuli. We are working to
characterize the dynamics of neutrophil and ma-
crophage infiltration into tissues that are key for
metabolic homeostasis with emphasis on the very
early events taking place a few days after WD fee-
ding has begun. We aim to uncover the molecular
mechanisms involved, as well as possible differen-
ces in the infiltrating phenotypic subpopulations
using OMIQ analysis and spectral flow cytometry
data. The possible role of GRK2 in the modulation
of neutrophil trafficking and functionality during
the early time points after WD feeding, or in alte-
rations of the myeloid cell landscapes triggered by
WD, will also be explored.
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Fatty acid modification results in the pro-
duction of bioactive lipids as oxo or nitro fatty acids,
agents that can modulate the activation, differentia-
tion and function of different cell types, as those in-
volved in the inflammatory process and the immune
response. Their actions take place through their ability
to covalently modify transcriptional regulatory prote-
ins and enzymes and fo activate various nuclear and

membrane receptors, finally modifying protein func-
tion and altering patterns of gene expression.

Enzymatic oxygenation of fatty acids generates sig-
nalling mediators, as those of the eicosanoids lipid fa-
mily, which includes prostaglandins and leukotrienes.
Current knowledge shows their key role as signalling
molecules in an array of pathophysiological processes,
being regarded as critical mediators in a variety of in-
flammatory diseases such as arthritis, atherosclerosis
and cancer. Our current research is focused on a parti-
cular class of electrophilic compounds named cyclo-
pentenones (CyPGs), which play an important role in
the inflammatory process, acting as anti-inflammatory
pro-resolving agents.

Electrophilic fatty acid species also include nitro-con-
taining fatty acids as nitroalkene derivatives of linoleic
and oleic acid (LNO2 and 0OA-N0O2). These compounds
are a novel class of endogenous, electrophilic media-
tors that can also exert adaptive anti-inflammatory
signalling reactions.

Our research is aimed to the study of the molecular
mechanisms involved in the actions displayed by these
electrophilic fatty acids as modulators of inflammation
and the immune response. To this end, we analyze their
influence on diverse parameters of macrophage and T
lymphocyte function, focusing on their effects on frans-
criptional activation and gene expression and their con-
sequences on cell activation and differentiation.

Research on the molecular and cellular basis of the
actions of electrophilic fatty acids in inflammation and
the immune response is required fo clearly understand
the potential benefits and risks of pharmaceutical in-
tervention with these lipids in the onset and progress of
inflammatory diseases.
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Immunological and microbiological chan-
ges associated with allergen immunotherapy. The
initial phase of immunotherapy can cause adverse
reactions that compromise both the safety and adhe-
rence to treatment. This phase is characterized by the
rapid desensitization of mast cells and basophils, who-
se mechanisms we recently reviewed (Lépez-Sanz C et
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al. Front Allergy. 2022;16;3:898494) and are currently
studying in vitro using a mast cell desensitization proto-
col (Lopez-Sanz C, Sdnchez-Martinez E, Jiménez-Saiz R.
STAR Protoc. 2022;16;3(4):101755) to identify therapeu-
tic targets. In this context, our group conducted a two-
year placebo-controlled clinical trial investigating the
immunological changes induced by grass pollen immu-
notherapy in respiratory allergy, as part of the doctoral
thesis of Dr. Raphaelle Bazire (Barker-Tejeda & Bazire et
al. Allergy. 2021;76(4):1199-1212). This research line has
been funded by the Spanish Society of Allergy and Cli-
nical Immunology (SEAIC). In food allergen immunothe-
rapy, adverse reactions are usually mediated by IgE, but a
disconnect is often observed between IgE levels and clini-
cal reactivity. We hypothesize that the human microbiota
may metabolize certain antigens, modifying their struc-
ture, absorption, and IgE recognition. We are currently
identifying bacterial strains capable of metabolizing food
allergens that could be used in the prevention and immu-
nomodulation of anaphylaxis and serve as biomarkers
during immunotherapy. This work has led to a patent. This
line of research is being carried out in collaboration with
Dr. Alberto Caminero’s group (McMaster University, Cana-
da) and has been funded by several Canadian programs,
including the New Frontiers in Research Fund, the Weston
Family Foundation, and the Canadian Asthma, Allergy and
Immunology Foundation (CAAIF), as well as by The Nutri-
cia Research Foundation (Netherlands) and the European
Food Safety Authority (EFSA).

Hypersensitivity reactions to radiodiagnostic contrast
media. Drug allergies are also a growing concern, due
to both the potentially severe nature of reactions and
their significant impact on patients’ quality of life. In re-
cent decades, the use of contrast media for radiological
imaging has become a valuable tool to enhance X-ray
and MRI studies. A downside of this increased use is the
rise in hypersensitivity reactions to both iodinated and
gadolinium-based contrast media. In this context, our
group studies adverse reactions to contrast media, eva-
luates folerance to alternative agents through a rapid
full-dose challenge protocol, and investigates the un-
derlying immunological mechanisms (Ruiz de Azcdrate
et al. Allergy. 2023 (12):3255-3258; Vega et al. Allergy.
2022;77(10):3151-3153; Lopez-Raigada et al. J Investig
Allergol Clin Immunol. 2022;32(2):163-164).

Allergic inflammation and its association with car-
diovascular risk. Several observational clinical studies
suggest that having an allergic disease—particularly
asthma, atopic dermatitis, allergic rhinitis, or food aller-
gy—may increase the risk of cardiovascular disease.
Cardiovascular disease is the leading cause of global
mortality and morbidity, and its prevalence continues
fo rise. In this line of work, our group has reviewed the
clinical association between allergic inflammation
and cardiovascular disease, as well as the potentially
involved immunological mechanisms, through a colla-
borative effort with allergists, immunologists, and car-
diologists from various institutions (Ferndndez-Gallego
N, et al. Allergy. 2022;77(11):3249-3266). Moreover, we
recently identified that allergic inflammation induces
a harmful lipid signature characterized by increased
serum friglycerides, which was validated in 59 patients
after an allergic reaction (Ferndndez-Gallego N, et al.
Allergy. 2024;79(10):2680-2699). Both studies were
funded by the Spanish State Health Agency, and the la-
tter was selected for the “Editor’s Choice” list (October
2024) and awarded the “Best Scientific Publication by
Young Researchers 2024” by the Hospital Universitario
de La Princesa.
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The department has several lines of re-
search, previous, current and future projects are dis-
played below:

1. Food immunotherapy:
1.1 Safety: ILO clinical frial ongoing. Sponsor: HNJ

12 Efficacy: ComplTO clinical ftrial, start 2025.
Sponsor: HNJ, FIS P124_01770

1.3 Mechanisms of peanut immunotherapy: oral
microbiofa study. Sponsor: La Princesa Hospital
and McMaster University, Canada

1.4 In peanut allergy: Phase Ill clinical trial. Sponsor:
Novartis (industry] and VITESSE clinical trial.
Sponsor: DBV (industry)

2. Anaphylaxis Study:

2.1 Participants in the Anaphylaxis and miRNA
Study: FIS Contract PI18/00348, completed

2.2 Participants in the BANA Study, branch of FIS
Contract PI21/00158, analysis phase

2.3 Parficipants in the Anaphylaxis vs. non-
anaphylactic allergy Study: Contract P24/
00360, ongoing

3. Microbiota, metabolomic and Allergy:
3.1 Intestinal Microbiota in Milk Allergy: FIS PI17/
01087. PI: MD Ibdfiez. Completed
3.2 BIOPAL Study, P120/01366; PI: MD Ibdfiez. Under
Analysis

3.3 Disefio de una nueva estrafegia diagndstica
para identificar endotipos de Sindrome de
Enterocolitis Inducida por Proteinas de la Dieta
(FPIES), basado en la biologia de sistemasy:
Contract requested in the AES2025, P125/01583

4. Patient Perspective on Aeroallergen
Immunotherapy

4.1 International CHOICE Project: Under Analysis.
Lead Group Members

4.2 NAVIGAIT Project: Partial funding achieved,
waiting for requested grant approval. Project
Leaders

5. Severe Asthma:

5.1 Severe Asthma Unit Database Generation Project

5.2 Clinical Trial in Severe Asthma and Biologic
Treatment (Tezepelumab): Horizon Trial

5.3 Clinical Trial in Severe Asthma and Biologic
Treatment (Dupilumab)
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Peritoneal Dialysis (PD): Our main line of
work is focused on the study of the mechanisms in-
volved in the damage induced by PD on the peritoneal
membrane. Also, we studied the influence of several
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Inflammatory processes in
nephrological diseases

drugs (Paricalcitol, Tamoxifen, Roxiglitazona) in pre-
venting and repairing damage to the peritoneal mem-
brane. In the next years we will try to clarify which are
the mechanisms responsible for the hyalinizing vascu-
lar disease, the role of alternatively activated macro-
phages in the progression of peritoneal domage and
we will analyze the morphological and immunohisto-
chemical findings in peritoneal biopsies from patients
treated with conventional or biocompatible liquids. An
ongoing project aims to design a microchip for early
noninvasive diagnosis of mesothelial to mesenchymal
transition in peritoneal membrane using the peritoneal
effluent. Preliminary data have shown that peritoneal
dialysis, in animals subjected to a cerebral ischemic
damage, is able to decrease the cerebral damage indu-
ced by high glutamate levels. In collaboration with the
Neurology Service we are conducting a clinical frial in
pafients to determine whether peritoneal dialysis can
protect from ischemic brain damage in the acute phase
of ischemic stroke.

Nutrition in Renal disease: We have studied the im-
portance of exercise in proper nufrition and survival
of patients with advanced chronic kidney disease and
the effect of physical training. We have studied the in-
troduction of new scores for nutritional assessment of
renal patients and we intend to study the balance of
myocytokines and its relation to muscle strength and
functionality.

Alterations of Bone and Mineral Metabolism in Chronic
Kidney Disease (CKD): FGF23 is a molecule involved in
the metabolism of phosphorus but can be important as
a marker of cardiovascular pathology and survival in
renal disease. We have designed a clinical trial, which
is already funded, to analyze the behavior of FGF23 and
PTH fragments in patients with chronic kidney disease
on peritoneal dialysis program treated with cinacalcet.

Down’s Syndrome. We are developing a study to eva-
luate renal function in a large group of these patients
followed regularly in a monographic consultation. The
incidence of cardiovascular complications and bone
mineral metabolism will also be studied.

Hepatorenal polycystosis of the adult. New drugs have
been introduced in the last few years that have de-
monstrated, in preliminary frials, that they improve the
prognosis of patients with polycystosis. We are trying
to determine the mechanisms that significantly affect
the progression of these patients towards renal failure,
and implement measures to prevent this progression.
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RESEARCH INTEREST

Inflammation and reparative process in
lung diseases. Chronic obstructive pulmonary disease
(COPD).). Obstructive Sleep (0SA). Asthma. Idiopathic
pulmonary fibrosis (IPF). Non-cystic fibrosis Bron-
chiectasis and Bronchiectasis related to cystic fibrosis.
Immunopathogeny. Molecular diagnosis. Cellular diag-
nosis. New therapeutic approaches. New care models.
COVID-19 and Post-COVID-19.

Pulmonary diseases are an important social and
healthcare issue, related to their high prevalence and
associated morbimortality. In recent years, our group
has worked on different fopics related fo lung diseases,
as itis reflected in our publications from studies carried
out in collaboration with other research groups.

General objectives:
1. Promote research on lung diseases.

2. Promote quality of care in the therapeutic
approach to patients with chronic lung diseases.

3. Promote transfer of lung disease research.

4. Create new research lines in coordination with
other research groups.

Research interests:

The Pulmonology Department of La Princesa Hospital
is part of the R+D Biomedicine Programme. HUP Con-
SEPOC-CM: Inflammation and hypoxia: mechanisms of
COPD and SAHS development and progression. Several
active clinical trials will be developed during next years
on different respiratory diseases (COPD, asthma, idio-
pathic pulmonary fibrosis, bronchiectasis and cystic
fibrosis).

Additionally, persistent COVID is currently a new di-
sease with a major impact on public health in Spanish
society. In Spain, it is estimated that between 400,000
and 800,000 people suffer or will suffer from persistent
COVID, as 10-16% of patients still have symptoms one

term sequelae of persistent COVID.

Several projects received grants from the Spanish So-
ciety of Respiratory Pathology (SEPAR) and other fun-
ding entities.

= MAJOR GRANTS

Investigador Colaborador de Proyecto de
Investigacion en Salud Instituto de Salud Carlos llI
(Proyecto P124/01865). Titulo: “Implicacién del eje PS-
GL-1/P-selectin en la patogénesis del lupus y la esclero-
dermia y posible contribucién de PSGL-1y sus ligandos
al desarrollo de neumonia intersticial e hipertension
pulmonar asociadas a ellas”. Instituto de Investigacion
Biomédica Hospital Universitario de La Princesa.

Soriano Ortiz, Joan Bautista. unCoVer: Unravelling Data
for Rapid Evidence-Based Response to COVID-19. UE.
UNCOVER.101016216. EUROPEAN COMMISSION. 2020-

Landete Rodriguez, Pedro. Evaluacion del papel de
GDF15 como biomarcador predictivo del riesgo cardio-
metabdlico y la respuesta al tratamiento en pacientes
con apnea obstructiva del suefio.P1.23/01905. INSTI-
TUTO SALUD CARLOS Iil.

Delgado-Wicke P, Ferndndez de Cdrdo-
ba-Ofate S, Roy-Vallejo E, Alegria-Carrasco E, Rodri-
guez-Serrano DA, Lamana A, Montes N, Nicolao-G6-
mez A, Carracedo-Rodriguez R, Marcos-Jiménez A,
Diaz-Ferndndez P, Galvdn-Romdn JM, Rabes-Rodri-
guez L, Sanz-Alba M, Alvarez-Rodriguez J, Villa-Marti
A, Rodriguez-Franco C, Villapalos-Garcia G, Zubiaur
P, Abad-Santos F, de Los Santos |, Gomariz RP, Gar-
cia-Vicufia R, Mufioz-Calleja C, Gonzdlez-Alvaro |, Fer-
ndndez-Ruiz E; PREDINMUN-COVID Group. Genetic
variants regulating the immune response improve
the prediction of COVID-19 severity provided by cli-
nical variables. Sci. Rep. 14(1):20728, 2024. PMID:
39237611. DOI: 10.1038/s41598-024-71476-2. IF; —.
Scientific Reports.

Sosa-Pedreschi A, Donadio MVF, Iturriaga-Ramirez
T, Yvert T, Pérez-Salazar F, Santiago-Dorrego C, Bar-
celé-Guido 0, Sanz-Santiago V, Girén R, Punter RMG,
Rubio-Alonso M, Pérez-Ruiz M. Effects of a remotely
supervised resistance training program on muscle
strength and body composition in adults with cystic
fibrosis: Randomized controlled trial. Scand. J. Med.
Sci. Sports. 34(1):e14564, 2024. PMID: 38268067. DOI:
10.1111/sms.14564. IF: —. Scandinavian Journal of Me-
dicine & Science in Sports.

Gramegna A, Aliberti S, Amorim A, Blasi F, Bourke S,
Burgel PR, Diamantea F, Durieu |, Fila L, Moreno RMG,
Messore B, Pokojovd E, Taccetti G, Verhulst S, Dugac
AV, Wege S, Duff A, Southern KW, Castellani C. Moni-
toring of ECFS quality standards for the clinical ma-
nagement of adults with cystic fibrosis. J. Cyst. Fi-
bros. 23(2):306-313, 2024. PMID: 37949745. DOI:
10.1016/j.jcf.2023.11.001. IF: —.
Journal of Cystic Fibrosis.
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San Antonio E, Silvdn J, Sevilla-Montero J, Gonzd-
lez-Sdnchez E, Mufioz-Callejas A, Sénchez-Abad I, Ra-
mos-Manzano A, Mufioz-Calleja C, Gonzdlez-Alvaro |,
Tomero EG, Garcia-Pérez J et al. PSGL-1, ADAMS, and
Selectins as potential biomarkers in the diagnostic
process of Systemic Lupus Erythematosus and Syste-
mic Sclerosis: an observational study. Front. Immunol.
15:1403104, 2024. DOI: 10.3389/fimmu.2024.1403104.
IF: —. Frontiers in Immunology.

Mufioz-Callejas A, Sdnchez-Abad |, Ramos-Manzano
A, San Antonio E, Gonzdlez-Sdnchez E, Silvan J, Gon-
zdlez-Tajuelo R, Gonzdlez-Alvaro |, Garcia-Pérez J et al.
Regulation of monocyte apoptosis and DNA extrusion
in monocyte extracellular traps by PSGL-1: Relevance
in systemic lupus erythematosus. Transl. Res. 274:10-
20, 2024. IF: —. Translational Research.

Contreras N, Escolar Pefia A, Delgado Dolset MI, Fer-
ndndez P, Obeso D, Izquierdo E, Cuervo HG, Cumplido
JA, Mdgica V, Cisneros C, Angulo Parrefio S, Barbas C,
Blanco C, Carrillo T, Barber D, Villasefior A, Escribese
MM. Multiomic Integration Analysis for Monitoring
Severe Asthma Treated With Mepolizumab or Omali-
zumab. Allergy. 2024. PMID: 39692160. DOI: 10.1111/
all.16434. IF: 12,60. Allergy. ALLERGY.

Carnicer Pont D, Fu MRL, Castellano Y, Tigova O, Driezen
P, Quah ACK, Kaai SC, Soriano JB, Vardavas Cl, Fong
GT, Ferndndez E. Incidence and Determinants of CO-
VID-19 Among People Who Smoke (2018-2021): Fin-
dings From the ITC EUREST-PLUS Spain Surveys.
Arch. Bronconeumol. 60(11), 2024. PMID: 38944617.
DOI: 10.1016/j.arbres.2024.05.037. IF: 8,70. Archivos de
Bronconeumologia.

Navas Moreno V, Sebastian Valles F, Rodriguez Laval
V, Knott Torcal C, Marazuela M, de la Blanca NS, Martin
JAA, Giron RM, Sampedro Nufiez MA. Impact of CFTR
modulator therapy on body composition as assessed
by thoracic computed tomography: A follow-up study.
Nutrition. 123, 2024. PMID: 38621324. DOI: 10.1016/j.
nut.2024.112425. IF: 3,20. Nutrition.

Martinez Fleta P, Marcos MC, Jimenez Carretero D, Gal-
van Romdn JM, Girén Moreno RM, Calero Garcia AA,
Arcos Garcia A, Martin Gayo E, De La Fuente H, Espar-
cia Pinedo L, Aspa J, Ancochea J, Alfranca A, Sédnchez
Madrid F. Imbalance of SARS-CoV-2-specific CCR6+
and CXCR3+ CD4+ T cells and IFN-y+ CD8+ T cells in
patients with Long-COVID. Clin. Immunol. 264, 2024.
PMID: 38825071. DOI: 10.1016/j.clim.2024.110267. IF:
4,50. Clinical Immunology.

Tsukalov I, Sdnchez Cerrillo I, Rajas O, Avalos E, Iturri-
castillo G, Esparcia L, Buzén MJ, Genesca M, Scagne-
tti C, Popova O, Martin Céfreces N, Calvet Mirabent M,
Marcos Jiménez A, Martinez Fleta P, Delgado Arévalo
C. De los Santos |, Mufioz Calleja C, Calzada MJ, Alvaro
IG, Palacios Calvo J, Alfranca A, Ancochea J, Sdnchez
Madrid F, Martin Gayo E. NFkB and NLRP3/NLRC4 in-
flammasomes regulate differentiation, activation
and functional properties of monocytes in response
to distinct SARS-CoV-2 proteins. Nat. Commun. 15(1),
2024. PMID: 38453949. DOI: 10.1038/s41467-024-
46322-8. IF: 14,70. Nature Communications.

CottinV, Valenzuela C. C-reactive protein as a candida-
te biomarker in fibrotic interstitial lung disease. Res-
pirology. 29(3), 2024. PMID: 38296837. DOI: 10.1111/
resp.14666. IF: 6,60. Respirology.

Martinez Fleta P, Vicente Rabaneda EF, Triguero Marti-
nez A, Roy Vallejo E, Uriarte Ecenarro M, Gutiérrez Ro-
driguez F, Quiroga Colina P, Romero Robles A, Montes
N, Garcia Castafieda N, Mejia Abril GP, Garcia Vadillo JA,
Llorente Cubas |, Villagrasa JR, Lopez Matencio JMS,
Ancochea J, Urzainqui A, Esparcia Pinedo L, Alfranca
A, De La Fuente H, Garcia Vicufia R, Sénchez Madrid F,
Gonzdlez Alvaro |, Castafieda S. Beneficial effect of
temporary methotrexate interruption on B and T cell
responses upon SARS-CoV-2 vaccination in patients
with rheumatoid arthritis or psoriatic arthritis. npj
Vaccines. 9(1), 2024. PMID: 38291047. DOI: 10.1038/
s41541-024-00805-3. IF: 6,90. npj Vaccines.

Lozano Iturbe V, Blanco Agudin N, Vdzquez Espinosa
E, Ferndndez Vega I, Merayo Lloves J, Vdzquez F, Girdn
RM, Quirés LM, Boussios S. The Binding of Pseudomo-
nas aeruginosa to Cystic Fibrosis Bronchial Epithelial
Model Cells Alters the Composition of the Exosomes
They Produce Compared to Healthy Control Cells. Int.
J. Mol. Sci. 25(2), 2024. PMID: 38255969. DOI: 10.3390/
ijms25020895. IF: 4,90. International Journal of Mole-
cular Sciences.

Plaza V, Trigueros JA, Carretero JA, Arranz 10, Chicote
JMV, Sdnchez CA, Tomds JB, Serrano CC, Juncal LD,
Dominguez Ortega J, Rivero JF, Campos JGS, Ferndn-
dez EM, Martinez S, Lacomba JM, Quirce S; GEMAFORUM
Task Force. Use of Triple Therapy in Asthma: The GE-
MAFORUM V Task Force. J. Investig. Allergol. Clin. Im-
munol. 34(4), 2024. PMID: 38334050. DOI: 10.18176/
jiaci.0975. IF: 6,10. Journal of Investigational Allergolo-
gy and Clinical Immunology.
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MAIN:

Eosinophilic Esophagitis (EoE) is a chronic inflam-
matory disease of the esophagus with an immu-
ne-allergic basis. EoE is clinically characterized by
symptoms of esophageal dysfunction, and histologi-
cally by an eosinophil-predominant inflammatory infil-
trate. In the absence of treatment, the natural history
of EoE consists in a progressive fibrous remodeling of
the organ info the formation of strictures that reduce
the esophageal caliber and aggravate the symptoms.
Currently, endoscopic biopsies are the only reliable me-
thod to diagnose the disease and monitor the response
to therapy.

In this project, we aim to analyze changes in the ex-
pression of genes and proteins in esophageal biopsies
of adult patients with EoE, induced after being treated
as recommended in European clinical practice guideli-
nes, and compared with healthy subjects. Changes in
the expression of mRNA (mRNAseq), proteins (proteo-
mic) and in the secreted proteins (multiplexed Elisa)
will be measured, and lymphocyte populations in both
esophageal tissue and peripheral blood of EoE patfients
will be characterized (flow cytometry). Data obtained
by these massive analysis techniques, together with
markers of the progression of esophageal fibrosis and
alteration in esophageal distensibility (as determined
by EndoFLIP) will allow us selecting a series of candi-
date markers related to the presence of the disease, its
inflammatory activity and fibrotic changes, as well as
predicting response to treatment. As a final aim, we will
try to define a set of biomarkers to be further studied in
a larger cohort (validation).

SECONDARY:

Gastroesophageal reflux disease (GERD) is the most
prevalent gastrointestinal disorder in industrialized
countries. Key mechanisms of disease include abnor-
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maloesophagogastric junction structure and function,
and impaired oesophageal clearance. Recent studies
have challenged the traditional notion that reflux eso-
phagitis develops only when esophageal surface epi-
thelial cells are exposed to chemical injury from reflu-
xed acid.

In this line, we wanted fo characterize lymphocyte
populations in both esophageal tissue and peripheral
blood of GERD patients by multiplexed flow cytometry.
Data obtained by these techniques will be related to the
presence of the disease and its inflammatory activity.

S5 MAJOR GRANTS

Laserna Mendieta, Emilio José. Identifica-
cion de polimorfismos genéticos en sangre predic-
fivos de la respuesta al tratamienfo con inhibidores
de la bomba de protones en pacientes con esofagitis
gosinofilica. PI21/00579.INSTITUTO SALUD CARLOS IIl.
2022-

Santander Vaquero,Cecilio.Alternativas minimamente
invasivas a la toma de biopsias en el esofagitis eosin-
ofilica.P124/00082.INSTITUTO SALUD CARLOS lI.

Ia( PUBLICATIONS

Alcala Gonzalez LG, Alcedo J, Santander
C, Sudrez JF, Serra J. Evaluation of Perceived Com-
petence and Satisfaction in Neurogastroenterology
and Motility Training During the Gastroenterology
Fellowship in Spain. Neurogastroenterol. Motil. 2024.
PMID:39737846. D0I:10.1111/nmo0.14985. IF:3,50. NEU-
ROGASTROENTEROLOGY AND MOTILITY.

Lucendo AJ, Nantes Castillejo O, Straumann A, Bie-
dermann L, Bredenoord AJ, Guagnozzi D, Blas Jhon
L, Wiechowska Kozlowska A, Weidlich S, von Arnim U,
Santander Vaquero C, Perell6 A, Pérez Martinez |, Barrio
J, Vieth M, Gouya G, Dellon ES. Clinical Trial: Safety and
Efficacy of a Novel Oesophageal Delivery System for
Topical Corticosteroids Versus Placebo in the Treat-
ment of Eosinophilic Oesophagitis. Aliment. Pharma-
col. Ther. 61(3). 2024. PMID:39676687. DOI:10.1111/
apt.18443. IF:6,60. ALIMENTARY PHARMACOLOGY &
THERAPEUTICS.

Laserna Mendieta EJ, Casabona Francés S, Amorena

E, Savarino EV, Pérez Martinez |, Blas Jhon L, Guardiola
Arévalo A, Coletta M, Pellegatta G, Guagnozzi D, Barrio
J, Perello A, Betoré E, Krarup AL, Votto M, Gutiérrez Jun-
quera C, Naves JE, Oliva S, Sadnchez Vegazo CT, Carrion
S, de la Riva S, Espina Cadenas S, Ferndndez S, Lloren-
te Barrio M, Pascual Lopez |, Masiques Mas ML, Honru-
bia Lépez R, Dainese R, Garcia Morales N, Cobian J et al.
Sex-related differences in the presentation, manage-
ment and response to treatment of eosinophilic eso-
phagitis: Cross sectional analysis of EOE CONNECT re-
gistry. United European Gastroenterol. J. 12(10). 2024.
PMID:39513462. DO0I:10.1002/ueg2.12699. IF:5,80.
UNITED EUROPEAN GASTROENTEROLOGY JOURNAL.

Molina Jiménez F, Ugalde Trivifio L, Arias Gonzdlez L,
Armenteros E, Relafio Rupérez C, Casabona S, Moreno
Monteagudo JA, Pérez Ferndndez MT, Martin Domin-
guez V, Ferndndez Pacheco J, Laserna Mendieta EJ,
Mufioz Herndndez P, Garcia Martinez J, Mufioz J, Lucen-
do AJ, Santander C, Majano P. Proton pump inhibitor
effect on esophageal protein signature of eosinophi-
lic esophagitis, prediction, and evaluation of treat-
ment response. Allergy. 79(12). 2024. PMID:39092539.
DO0I:10.1111/all.16261. IF:12,60. ALLERGY.

Stewart S, Seco Meseguer E, Diago Sempere E, Marin
Canddn A, Carmona M, Estébanez M, Lépez Fernandez
LA, Imaz Iglesia |, Saiz MDG, Laserna Mendieta EJ, Peird
AM, Farré M, Rodriguez Jimenez C, Saiz Rodriguez M,
Sanabria Cabrera J, Rosas Alonso R, Abad Santos F,
Pedrosa L, Carcas AJ, Garcia IG, Borobia AM, iPHARMGX
Study Grp. Phase IV adaptive randomised clinical trials
evaluating efficacy and cost-efficacy of pre-emp-
tive pharmacogenetic genotyping strategies in the
Spanish National Health System: iPHARMGx Master
Protocol and PREVESTATGx nested clinical trial. BMJ
OPEN. 14(11). 2024. PMID:39510769. D0I:10.1136/bm-
jopen-2024-089823. IF:2,40. BMJ OPEN.

Mendieta EJL, Dominguez VM, Lucendo IP, Crema-
des IG, Martinez RF, Malé TA, De Benito MAS, Santan-
der C. Detection capacity of small intestine bacterial
or methanogen overgrowth by lactose and fructose
breath testing in the adult population. Adv. Lab. Med.-
Av. Med. Lab. 5(3). 2024. PMID:39252801. DOI:10.1515/
almed-2024-0115. ADVANCES IN LABORATORY MEDICI-
NE-AVANCES EN MEDICINA DE LABORATORIO.

Navarro P, Feo Ortega S, Casabona Francés S, Gutiérrez
Junquera C, Savarino EV, Amorena E, Ferndndez S, Pé-
rez Martinez |, Oliva S, Barrio J, Masiques Mas ML, Guar-
diola Arévalo A, Guagnozzi D, Racca F, Betoré E, Votto M,

Rodriguez Sdnchez A, Barrio ML, Blas Jhon L, Sédnchez
Vegazo CT, Garcia Morales N, Krarup AL, Dainese R,
Martin Dominguez V, Garcia Diaz A, Maniero D, Santan-
der C, Arias A, Laserna Mendieta EJ, Lucendo AJ. De-
terminant factors for first-line treatment choice and
effectiveness in pediatric eosinophilic esophagitis:
an analysis of the EUREOS EoE CONNECT registry. Eur.
J. Pediatr. 183(8). 2024. PMID:38819501. D0I:10.1007/
s00431-024-05618-z. IF:3,00. EUROPEAN JOURNAL OF
PEDIATRICS.

Laserna Mendieta EJ, Navarro P, Casabona Francés S,
Savarino EV, Amorena E, Pérez Martinez |, Guagnozzi D,
Blas Jhon L, Betoré E, Guardiola Arévalo A, Pellegatta
G, Krarup AL, Perello A, Barrio J, Gutiérrez Junquera
C. Sdnchez Vegazo CT, Ferndndez S, Naves JE, Oliva
S, Rodriguez Oballe JA, Carrién S, Espina S, Barrio ML,
Masiques Mas ML, Dainese R, Feo Ortega S, Martin Do-
minguez V, Fernandez Pacheco J, Pérez Ferndndez MT,
Ghisa M et al. Swallowed topical corticosteroids for
eosinophilic esophagitis: Utilization and real-world
efficacy from the EoE CONNECT registry. United Eu-
ropean Gastroenterol. J. 12(5). 2024. PMID:38284792.
D0I:10.1002/ueg2.12533. IF:5,80. UNITED EUROPEAN
GASTROENTEROLOGY JOURNAL.

Cacho Navas C, Lépez Pujante C, Reglero Real N, Colds
Algora N, Cuervo A, Conesa JJ, Barroso S, de Rivas G,
Ciordia S, Paradela A, D'Agostino G, Manzo C, Feito J,
Andres G, Molina Jiménez F, Majano P, Correas |, Carazo
JM, Nourshargh S, Huch M, Milldn J. ICAM-1 nanoclus-
ters regulate hepatic epithelial cell polarity by leuko-
cyte adhesion-independent control of apical actom-
yosin. ELIFE. 12. 2024. PMID:38597186. D0I:10.7554/
elLife.89261. IF:6,40. ELIFE.

Ugalde Trivifio L, Molina Jiménez F, Vdzquez JH, Relafio
Rupérez C, Arias Gonzdlez L, Casabona S, Pérez Fer-
ndndez MT, Martin Dominguez V, Ferndndez Pacheco J,
Lucendo AJ, Bernardo D, Santander C, Majano P. Circu-
lating immunome fingerprint in eosinophilic esopha-
gitis is associated with clinical response to proton
pump inhibitor treatment. Front. Immunol. 15. 2024.
PMID:38646544. D0I:10.3389/fimmu. 2024.1 374611.
IF:5,70. FRONTIERS IN IMMUNOLOGY.

Soria Chacartegui P, Navares Gémez M, Molina Jiménez
F, Laserna Mendieta EJ, Arias Gonzdlez L, Majano P, Ca-
sabona S, Lucendo AJ, Abad Santos F, Santander C, Zu-
biaur P. Impact of STAT6 Variants on the Response to
Proton Pump Inhibitors and Comorbidities in Patients
with Eosinophilic Esophagitis. Int. J. Mol. Sci. 25(7).

2024. PMID:38612496. DO0I:10.3390/ijms25073685.
IF:4,90. INTERNATIONAL JOURNAL OF MOLECULAR
SCIENCES.

Sdnchez MAL, de los Rios CC, Vaquero CS. Achalasia:
diagnostic delay and manometric characteristics with
high-resolution solid-state and perfusion equipment.
Rev. Esp. Enferm. Dig. 116(11). 2024. PMID:38958154.
DO0I:10.17235/reed.2024.10181/2023. IF:2,70. REVISTA
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Casabona Francés S, Sanz Garcia A, Ortega GJ, Santan-
der C, Perez Fernandez T, Majano P, Olalla JM, Judrez To-
sina R, Mueller R, Attwood S, Lucendo A. A New Method
to Evaluate Lower Esophageal Distension Capacity in
Eosinophilic Esophagitis by Using Functional Lumen
Imaging Probe (EndoFLIP™]). Diagnostics. 14(2). 2024.
PMID:38275466. DOI: 10.3390/diagnostics14020218.
IF:3,00. DIAGNOSTICS.
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RESEARCH INTEREST

During the last years our research group has
been particularly focused on identifying non-invasive
prognostic biomarkers of chronic liver disease (CLD) pro-
gression to cirrhosis and hepatocellular carcinoma (HCC).

HCC is the second leading cause of cancer death
worldwide and has a high mortality rate because it is
only diagnosed in advanced stages, at which available
freatments are no longer effective. Therefore, new tools
that improve the diagnosis and treatment of HCC pa-
fients are needed.

The altered expression of angiogenic and fibrogenic-re-
lated factors during the course of CLD to HCC may pro-
vide a valuable tool for the non-invasive assessment of
liver fibrosis, key for clinical decision-making. Among
other clinical and demographic variables, we found
that peripheral levels of angiopoietins significantly co-

rrelated with hepatic fibrosis in patients with chronic
hepatitis C (CHC). Such finding allowed us to develop a
novel index for non-invasive evaluation of liver fibrosis,
AngioScore, which was further validated in an indepen-
dent series of patients. In addition, our group reported
a significant increment of TIE2-expressing monocytes
(TEMS) in the peripheral blood of patients with CHC.
Monocytes, essential precursors of antigen-presenting
cells, notably contribute to the pathogenesis of chronic
inflammatory diseases and cancer. We proposed that
chronic expansion of TEMs, which are characterized by
their marked proangiogenic properties and notable
immunosuppressive nature, might prevent proper im-
mune response and promote mechanisms that cause
liver damage. The expression of the angiopoietin recep-
tor Tie2 in the surface of this subtype of monocytes mi-
ght serve as useful “tag” for the non-invasive monito-
ring of CLD progression in a simple blood test. Moreover,
we believe that a more in depth understanding of TEM
regulation can lead to important therapeutic advances.
Interestingly, in the meantime, other authors described
that TEMs might work as a useful cellular diagnostic
and prognostic biomarker for HCC.

Furthermore, we have also characterized the signifi-
cance of certain genetic variants of HDACs and other
angiogenic factors, receptors and mediators, in rela-
tion to fibrosis progression.

Therapeutic optfions and diagnostic procedures in
hepatology have quickly advanced during the last
decade, in particular, the management of viral hepa-
titis. Hepatitis C has become a curable disease with
a sustained 99% response using direct-acting anfiviral
freatments.

With the increasing number of individuals with diabetes
and obesity, non-alcoholic fatty liver disease (NAFLD) is
becoming increasingly prevalent, affecting more than
one-quarter of adults in the world.

In addition to liver cancer, we have other research lines:
« Actions for micro-elimination of HCV infection.

- Interaction between DAA for Chronic Hepatitis C in-
fection and hepatocellular carcinoma

- Non invasive evaluafion of non alcoholic fatty liver
disease.

- Chronic cholestatic liver disease: Primary Sclerosing
Cholangitis and Primary Biliary Cholangitis.
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Mechanisms and mediators
of endocrine diseases

RESEARCH INTEREST

Our current and future work involves diffe-
rent research fields in endocrine diseases. In the last
years we have discovered that patients with AITD pre-
sent altered populations of regulatory T cells (Treg),
augmented Thl7 cells, a reduced number of Trl regu-
latory cells and abnormalities in NK cell subset levels
(Endocrine 2016 51(3):478-89; J Clin Endocrinol Metab.
2017 Feb 1; 102(2):672-680; J Clin Endocrinol Metab.
2018 103: 3359 -3367; J Clin Endocrinol Metab., 2020,
Vol. 105, No. 11, 1 -11), and the description of alterations
in Trl lymphocytes in patients with type 2 diabetes me-
llitus (J Endocrinol Invest. 2024 Jan 6. doi: 10.1007/
s40618-023-02250-w).

The group’s leaders also participated as principal in-
vestigators in a collaborative project with the depart-
ments of Immunology, Rheumatology and Dermatology
of Hospital La Princesa in the study of immunoregula-
tory molecules and miRNAs in different immune-me-
diated inflammatory diseases (IMID). We have investi-
gated new predictive biomarkers (immuno-regulatory
molecules) of IMID severity and responsiveness to
biological therapies in different IMIDs including rheu-
matoid arthritis, psoriasis, inflammatory bowel disea-
se and AITD (BIOIMID Project-PIE13/00041, Journal of
Autoimmunity 111 (2020) 102472). In these projects,
we have developed novel analytical approaches using
exosomes and microvesicles as targets containing
these relevant biomarkers. We have demonstrated
that microvesicles may have a relevant role in AITD as
modulators of the immune response, mainly through
the inhibition of Treg cell differentiation and the induc-
tion of Th17 cells (J Clin Endocrinol Metab. 2015 De-
¢;100(12):E1531-9). Furthermore, we have identified a
5-miRNA signature that could be an independent risk
factor for developing AITD and for predisposition to a
worse prognosis in Graves’ Disease (GD) patients (J Clin
Endocrinol Metab. 2018 Mar 1;103(3):1139-1150). By in-
tegrating miRNA and mRNA data we have observed, for
the first time, the important role of genes involved in

cilia regulation in the etiopathogenesis of AITD (EBio-
Medicine. 2019 Dec;50:329-342). Furthermore, we
have discovered the importance of the role of HDAC9
on immune regulation (J Clin Endocrinol Metab. 2021
Oct 21;106(11):3213-3227) and the EMT process in AITD
(Int J Mol Sci. 2023 Feb 8;24(4):3359. doi: 10.3390/
ijms24043359). The group also has a strong collabo-
rative record with specialists of thyroid disorders inclu-
ding Drs. Mercedes Robledo (Centro Nacional de Inves-
tigaciones Oncolégicas (CNIO)), Pilar Santisteban and
Susana Alemany (Instituto de Investigaciones Biomé-
dicas Alberto Sols (IIBM)] in pathophysiology in projects
from Programas de Actividades de I+D de grupos de la
Comunidad de Madrid (S2010/BMD-2328 TIRONET-CM
and TIRONET2 B2017/BMD3724) (J Clin Endocrinol Me-
tab. 2018 Mar 1;103(3):1139-1150 and EBioMedicine.
2019 Dec;50:329-34; J Clin Endocrinol Metab. 2021
Oct 21;106(11):3213-3227). Recently, the group charac-
terized thyroid tissue from AITD samples using spatial
franscriptomics. Key findings include the identification
of a novel CD74/MIF-expressing thyrocyte subpopula-
fion, damaged thyrocytes in Hashimoto's thyroiditis,
fibroblasts enriched in Graves’ disease and Hashimoto
thyroiditis, and diaphragmatic-fenestrated capillaries
(PLVAP+) in GD (Nature Communications 15, 5895,
2024; Int J Mol Sci. 2023;24(4):3359).

In regard of the coronavirus pandemic we have do-
cumented cases of concurrent presentation of SARS-
CoV-2 infection and GD (J Endocrinol Invest. 2021
Feb:44(2):387-388; Rev Endocr Metab Disord. 2020
Dec;21(4):495-507 and Rev Endocr Metab Disord. 2021
Jul 31:1-14.). In this line we have recently obtained
another grant from Comunidad de Madrid (iTIRONET
P2022/BMD7379) together with M. Robledo and Fatima
Al-Shahrour (from CNIC) and Hospital Ramon y Cajal
(P. Valderrabano). This consortium provides the trans-
lational implementation of the basic research in AITD,
resulting in approval of research projects, publications,
exchange researcher programs and predoctoral &
postdoctoral scholarships.

The group’s second line of research is aimed to the

study of thyroid eye disease (TED), also known as Gra-
ves’ ophthalmopathy. TED is an aufoimmune disea-
se that offen occurs as a secondary manifestation
of Graves’ disease, affecting to the thyroid gland. It is
characterized by ocular symptoms such as exophthal-
mos, eyelid retraction, conjunctival edema and various
visual function defects, which in severe cases can im-
pair the visual function. Recently, Dr. Martinez Herndn-
dez was awarded with the SEEN Fellowship for Clinical
Research in General Endocrinology and Metabolism. It
is a multicenter project coordinated by the Hospital de
La Princesa involving professionals from 8 different
hospitals across 4 geographical nodes. Our aim is to
gather a comprehensive collection of patient samples
in order to search for biomarkers and predictors of the
clinical involvement.

The third line of study is the search of novel biomar-
kers of diagnosis and aggressiveness that could have a
role in the proliferation and metastatic capacity of neu-
roendocrine fumours. In line with this research, we have
found that PD-1 expression is detected in a small but
significant proportfion of gastroenteropancreatic neu-
roendocrine tumors (GEP-NETSs) and that the presence
of this receptor is significantly associated to increased
malignancy (Scientific Reports (2018) 8:17812). Fur-
thermore, we have confirmed that mechanisms that
increase nutrient uptake, such as the aminoacid trans-
porters LAT-1 and GLUT-1, are increased in GEP-NETSs,
which might be related to their proliferation and metas-
tatic capacity (Cancers 2020, 12, 2968). We have also
evaluated whether the body composition could be used
to as a predictor for poor prognosis in these patients.
We found that loss in normal-density muscle and in-
crease in low-density muscle during follow-up are in-
dependently associated with an increase in mortality
(Cancers 2022, 14.5189.10.3390/cancers14215189),
also concluding that nutritional management during
the follow-up should be mandatory for these patients.

The group is also part of the CIBERER (clinical group
GCV14/ER/12) working on pituitary tumours. Our group
also leads the Spanish Molecular Registry of Pituitary
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Adenomas (REMAH) with 1,400 registered patients.
This strategy allows for comparative and relational
analysis between the molecular profile of the different
fypes of adenoma and the clinical phenotype of pa-
fients, which may provide a better understanding of the
condition and potfentially help in treatment selection.
Regarding this research line, we also closely partici-
pated in a recently obtained fellowship of personali-
zed medicine from the ISCIII-PMP program (ACROMICS
project PMP22/00021, funded by ISCIII). This project
is coordinated by Dr. Manel Puig from Germans Trias
i Pujol Research Institute and has national collabora-
fors with extensive experience in acromegaly including
our group in Madrid, Dra. Susan Webb from Barcelona
(Institut de Recerca de I'Hospital Sant Pau), Dr. Ignacio
Bernabeu and Dra Clara Alvarez from Santiago de Com-
postela (Health Research Institute of Santiago de Com-
postela,), Dr. Antonio Picé from Alicante (Health and
Biomedical Research Institute of Alicante), Dr. Elias
Delgado from Asturias (Health Research Institute of
the Principality of Asturias), Dr. G. Serra from Balearic
Islands ( Son Espases University Hospital) and Dr. Cris-
fina Lamas from Albacete (Albacete University Hospi-
tal Complex). In this project, we collaborate with the
Bioinformatic department (Dra.Fdtima Sdnchez Cabo)
of the National Center for Cardiovascular Research
(CNIC, Madrid). In turn, this same project will include its
data in the national platform IMPaCT-Data, in the area
of predictive medicine. This translational research con-
sortium aims fo develop new fools to provide persona-
lized diagnosis and treatment to people suffering from
pituitary tumours. This knowledge will allow us to better
understand this condition and adopt more appropriate
decisions on the treatment and follow-up of patients
with pituitary tumours.

Moreover, our group has recently discovered a novel
diagnostic marker for aggressive tumour behavior
prediction in pituitary fumours. A European patent has
been requested for this biomarker as a method for diag-
nosis and prognosis (EP22382079): “In vitro method for
the diagnosis and/or prognosis of pituitary neuroendo-
crine fumours”. Inventors: Rebeca Martinez Herndndez
and Mdnica Marazuela (main inventors), Ana Serra-
no, Miguel Sampedro, Ancor Sanz. Registration date:
31/01/2022. Rights holder entity: Universidad Autdno-
ma de Madrid / Instituto Investigacién La Princesa.

Our research group has developed a line of investiga-
fion over the past two focused in the assessment of big
data analysis on the seftlement of diabefic and nutri-
fional diseases. Firstly, projects have been developed
o personalize the management of type 1 diabetes from
a clinical perspective, exploring factors such as so-
cioeconomic status, harmful habits, environment, and

chronic complications in relation to glucose metrics
provided by advanced technologies such as continuous
glucose monitoring. In parallel, we investigate acute
complications, such as diabetic ketoacidosis, and ex-
pand our research focus to diabetes induced by oncolo-
gical therapies, such as alpelisib. This comprehensive
approach aims fo opfimize therapeutic strategies tai-
lored to the individual characteristics of patients, pro-
moting a more effective and equitable management of
diabetes. Recently, we have published some articles
(BMC Med. 2024, PMID: 38273326; Endocr Pract. 2024
Apr;30(4):372-379.PMID: 38307457, Acta Diabetol.
2024 Mar;61(3):343-350. PMID: 37930420; Endocrinol
Diabetes Nutr (Engl Ed). 2023 Oct;70(8):548-555.PMID:
37858412) and a grant for new the development of new
technologies on diabetes have been awarded to our
center by the Spanish Society of diabetes on 2024.
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How the genetic make-up of an individual
interacts with the early maternal/neonatal and postna-
tal environments to culminate in obesity and its secon-
dary complications, is being studied with both clinical
and basic approaches. Genetic studies are performed
fo identify mutations in genes involved in monogenic
obesity, to identify new candidate genes and to analyze
polygenic and epigenetic causes of obesity. Diverse new
candidate genes have been identified and are being fur-

Children’s development
lobesity and growth]

ther investigated, as well as the interaction genotype/
phenotype and ethnic influences. Metabolomic studies
are underway to better understand the processes invol-
ved in the development of insulin resistance and type
2 diabetes in obese children. Metabolites that may be
involved in this process have been identified and will be
further studied. In addition, it appears that this process
may differ between males and females even prepuber-
tally and this will be further explored. We have recently
identified a new monogenic cause of pathological hu-
man growth that courses with skeletal abnormalities.
The underlying cause is due to affectation of the insu-
lin-like growth factor (IGF) system and this new syndro-
me will be thoroughly analyzed and new concepts of the
physiological functioning of the IGF system pursued.

Animal models are employed to analyze how poor ma-
ternal and/or neonatal nutrition, stress or changes
in specific hormones during neonatal life affect adult
metabolism, with special attention focused on the di-
fferential responses of males and females. Studies
analyzing the effect of increased central leptin levels
on insulin signaling in the CNS and adipose fissue de-
monstrate a relationship between insulin resistance,
hypothalamic inflammation and energy homeostasis.
Hypothalamic glial cells are a main focus of investiga-
tion for their newly recognized role in metabolic control.
We have shown them to respond to weight gain and
metabolic hormones such as leptin. Current inferest in-
cludes analysis of glial responses to specific nutrients
and how this could influence the metabolic outcome to
weight gain. The implications of weight gain and ab-
normal circulating levels of leptin and insulin have also
been implicated in increased susceptibility fo neurode-
generatfive diseases, with this susceptibility being di-
fferent between males and females. Future studies are
planned to determine the role of astrocytes in mediating
the protective and/or detrimental responses to high fat
diet intake on neurodegeneration.
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Nonalcoholic fatty liver disease (NAFLD) is
an increasingly common chronic liver disease around
the world with a diverse histopathological spectrum
ranging from simple steatosis without significant in-
flammation to steatohepatitis (NASH) with varying
stages of fibrosis and, ultimately, cirrhosis and hepato-
cellular carcinoma. It is well known that NAFLD occurs
more frequently in obese and diabefics, being currently
considered as the hepatic manifestation of the meta-
bolic syndrome. Although the molecular mechanisms
involved in the pathogenesis of NAFLD and progres-
sion to NASH remain incompletely defined, most in-
vestigations indicate that insulin resistance plays a
pivotal role in NAFLD setup. Since NASH is becoming
one of the most frequent causes of cirrhosis and liver
transplantation in the developed countries, it is crucial
to identify populations at risk for NASH in order to prio-
ritize the diagnostic and therapeutic interventions on
those patients with an increased risk for liver disease
progression.

Our group seek three main research lines for the next
five years. 1) To unravel the molecular mechanisms in-
volved in the pathogenesis of NASH searching for po-
tential therapeutic targets. We are exploring the role of
autophagy in the development of NASH. We recently re-
ported that autophagic flux is impaired in hepatocytes
from NASH patients and murine models of NASH and
we are, therefore, proposing fo investigate in the next
future whether therapies aimed to restore the autopha-
gic flux might prevent or attenuate the progression of
NAFLD. We are also addressing the role of intermittent
hypoxia in the pathogenesis of NAFLD by analyzing the
expression levels of hypoxia-inducible factors 1 and 2 in
liver biopsies and serum of NASH patients and murine
models of NASH as well as the impact of hypoxia on the
mitochondrial function in human hepatocytes under
experimental conditions of lipid overload. 2] Identifica-
tion of biomarkers able fo be used for noninvasive diag-
nosis of NASH. We have shown that genetic variants of
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SLC2A1 are associated with NAFLD and that circulating
levels of soluble CD36 is an independent factor asso-
ciated with advanced steatosis in NAFLD but not in
patients with chronic hepatitis C virus (HCV) infection.
More recently, we have reported that the combination
of ultrasound and HOMA score is useful for noninvasive
diagnosis of patients with NASH. We are now pursuing
diagnostic tools based on ELISA multiplex using prote-
ins of pathogenic relevance in chronic liver diseases.
3) Impact of the new direct-acting antivirals on carbo-
hydrate and lipid metabolism in patients with chronic
hepatitis C treated with these highly effective antiviral
drugs: Implications forthe cardiovascular morbidity and
mortality. It is well known that chronic HCV infection is
associated with insulin resistance and type 2 diabetes
mellitus together with alterations in hepatic lipid me-
abolism. The discovery of new direct-acting antiviral
agents has become a huge advance in the treatment of

HCV infection. Among them, sofosbuvir and other new
antivirals in combination with ribavirin has improved
considerably the sustained virological response of HCV
infection. However, little is known about their effects
on carbohydrate and lipid metabolic profiles in patients
freated with these new direct-acting agents and their
potential mechanistic acions. On that basis, we pro-
pose to determine the effects of sofosbuvir and other
direct-acting antivirals on HCV-induced metabolic
complications such as insulin resistance, hyperglyce-
mia and dyslipidemia. Moreover, the impact of therapy
with sofosbuvir and other related agents on metabolic
disturbances induced by the impairment of autophagic
flux in HCV infection will be analyzed. In summary, we
believe that our lines of investigation could shed light,
in the next future, on key aspects for the pathogenesis
and therapy of NAFLD and other chronic liver diseases
as well as for the noninvasive diagnosis of NASH.
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Neuropharmacology and
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Neurodegenerative disorders like Alzhei-
mer’s disease, Parkinson’s disease, amyotrophic la-
teral sclerosis and stroke represent an appalling cost,
bothin financial and human terms. Treatments for neu-
rodegenerative diseases are destined to become the
most significant health challenge for this generation. To
date, no therapeutic strategy has proven effective and
millions have been invested in therapeutic trials that
have failed. There is therefore an urgent and pressing
need to identify novel therapeutic strategies that might
protect or rescue vulnerable neurons in these dreadful
diseases. In this context, our main research lines are:

1. Identification of therapeutic targets fo develop new
drugs for neurodegeneration. We are particularly in-
terested in understanding how oxidative stress, neu-
roinflammation and changes in the autophagic flux
partficipate in neurodegeneration, in order to develop
pharmacological interventions to regulate these pa-
thological conditions.

2.Development of in vitro a in vivo preclinical models
that beftter mimic the human neurodegenerative di-
sease. Availability of preclinical models that better
represent the human disease will greatly improve
franslation of preclinical results to human disease.

3.Search of novel therapeutic strategies for neurode-
generation based on medicinal chemistry, combina-
fion therapy and drug repurposing. Since oxidative
stress, neuroinflammation and impairment of aufo-
phagy have been implicated in neurodegeneration,
impacting on several of these processes with mul-
fitarget compounds or combinatfion of drugs with
complementary mechanisms of action is sought, to
have better therapeutic profile than justimpacting on
a single target. For example, Nrf2 inducers combined
with scavenger effect, the inhibition of several en-
zymes related fo neurological disorders and agonist
of the nicotinic acetylcholine receptors are currently
being developed in our group.
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Acute brain injuries, such as stroke and
tfraumatic brain injury, account for 10% of deaths and
are the leading cause of disability worldwide (GBD 2013
Mortality and Causes of Death Collaborators, 2015). The
pathophysiology of acute brain injuries is complex and
multifactorial and, currently, it is difficult to treat phar-
macologically and represent an unmet need at clinical
level. In recent years, inflammatory processes (pro-
Javier Egeo Moiquez nounced in this type of pathologies) have become the

Head of group main agents that contribute to aggravate acute brain
injuries and, therefore, have become very promising
therapeutic targets. Our group focuses on studying the
role of inflammation and immunity in the pathogenesis
of these diseases. Specifically, we study the mecha-
nisms that control the activation of the innate immune
system and its application to the search for new thera-
peutic targets and new prognostic / diagnostic biomar-
kers in stroke, fraumatic brain injury and neurodegene-
rative diseases.

b4
1
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B 1. Study of the mechanisms that control
. fhe activation of the innate immune
B % system. Inflammasomes are mul-

g 5 ti-protein molecular platforms
involved in the activation of
caspase-1. After activation

of caspase-1, interleukins
pro-IL-1B and pro-IL-18 are
processed and released
to inifiate the inflam-
matory process. NLRP3
is the only NOD receptor
(NLR, NOD-like recep-
tors) that responds to
both  danger-associa-
ted molecular patterns
(DAMPS) and  patho-
gen-associated molecular
patterns (PAMPs). NLRP3
is activated in response to
a wide variety of infectious
stimuli or cellular stress caused
by different signs of sterile dan-
ger, such as high concentrations of
extracellular ATP, oxidative stress, and
B-amyloid aggregates. Our main work focu-

ses on studying the transduction of the signals that

activate inflammation and, specifically, the partici-
pation of mitochondria in this process.

2. Search for new therapeutic targets to treat acute
brain injuries.
The mechanisms studied in line 1 are validated in
“in vitro” and “in vivo” models of cerebral ischemia
(transient middle cerebral artery occlusion, tMCAO;
hemorrhagic stroke) and traumatic brain injury (clo-
sed head injury model).

3. Search for new diagnostic/prognostic biomarkers of
inflammatory origin. We study the potential role of
new biomarkers in samples of traumatic brain injury
and stroke patients (ischemic and hemorrhagic) pa-
fients and we try fo validate them using the models
described in line 2.
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BIOLOGY.

Valencia |, Lumpuy Castillo J, Magalhaes G, Sdnchez
Ferrer CF, Lorenzo 0, Peiré C. Mechanisms of endothe-
lial activation, hypercoagulation and thrombosis in
COVID-19: a link with diabetes mellitus. Cardiovasc
Diabetol. 23(1), 2024. PMID:38378550. D0I:10.1186/
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RESEARCH INTEREST

The aim of the research conducted by this
group is to increase pharmacogenetic, pharmacoki-
netic and pharmacodynamic knowledge of drugs in
order to predict patients’ response in terms of effecti-
veness and safety.

Our group has extensive experience in conducting
phase |, Il and llI clinical trials. We have a clinical trials
unit (UECHUP), with capacity for 18 subjects on the 7th
floor of the Hospital Universitario de La Princesa. The
clinical trials conducted include phase 1 clinical trials
(e.g. bioequivalence or first in human trials), and clini-
cal trials in patients to evaluate the effectiveness of
new drugs, in collaboration with various specialists at
the hospital and with primary care. Our group conducts
more than 20 clinical trials each year, and this number
is expected fo increase due to demand from the phar-
maceutical industry. Last year, several clinical frials on
the COVID-19 vaccine were conducted in our unif.

The group’s research focuses mainly on the phar-
macogenetics of several drugs prescribed for the
treatment of various diseases, so that eventually this
knowledge could help physicians to prescribe the best
treatment for each patient in a personalised way. In
2020, 311 patients benefited from pharmacogenetic
testing. We have also implemented pharmacogenetic
testing through OpenArray, using a customised chip
that can simultaneously analyse 120 SNPs located
in 43 different genes. This technology has enabled us
to significantly increase our portfolio of pharmacoge-
netic tests available to support physicians in prescri-
bing medicines. Seven funded projects were active in
2020. In addition to projects funded in previous years,
Francisco Abad Santos received new funding in 2020
(IC120/00131) to evaluate a pharmacogenetics-gui-
ded tframadol prescribing strategy. Another important
line of research focuses on therapeutic drug moni-
toring, mainly for antipsychotics and tyrosine kinase
inhibitors.

MAJOR GRANTS

Abad Santos, Francisco. PLATAFORMA [S-
Clll DE SOPORTE PARA LA INVESTIGACION CLINICA.
PT23/00060. INSTITUTO SALUD CARLOS 111.2024-

Abad Santos, Francisco. "Utilidad la farmacogenética
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Abad Santos, Francisco. PMP22/00139 - MEDICINA
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UNA PROPUESTA DE IMPLEMENTACION DE FARMACO-
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SALUD MENTAL Y CARDIOVASCULAR [BIOfRAM22]"
PMP22/00139. INSTITUTO SALUD CARLOS I11.2023-

Abad Santos, Francisco. "Desarrollo de un nuevo fdr-
maco para tratar el prurito psoridsico”. Proyectos en
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Torres Diaz, Cristina Virginia; Ovejero Benifo, Maria del
Carmen. CARACTERIZACION PROFUNDA DE LA ZONA
EPILEPTOGENA DE PACIENTES CON EPILEPSIA FAR-
MACORRESISTENTE: DESCIFRANDO EL PAPEL DE LAS
CELULAS TETRAPLOIDES NEURALES.PI20/01391. INS-
TITUTO SALUD CARLOS [11.2021-

Abad Santos, Francisco. Ensayo clinico aleatorizado
para evaluar la utilidad del genotipado de CYP2D6 para
mejorar la eficaciay la seguridad del tramadol en el fra-
tamiento del dolor postoperatorio agudo. ICI20/00131.
INSTITUTO SALUD CARLOS Ill. 2021-
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Lopez Saavedra J, Abad Santos F.
Cost-effectiveness of pharmacogenetic screening
in the management of major depressive disorder in
the Spanish Healthcare System. J. Affect. Disord.
365. 2024. PMID:39187185. IF:4,90. DO0I:10.1016/.
jad.2024.08.154. JOURNAL OF AFFECTIVE DISORDERS.
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iPHARMGx Study Grp. Phase IV adaptive randomised
clinical trials evaluating efficacy and cost-efficacy of
pre-emptive pharmacogenetic genotyping strategies
in the Spanish National Health System: iPHARMGx
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Master Protocol and PREVESTATGx nested clinical
trial. BMJ OPEN. 14. (11). 2024. PMID:39510769. IF:2,40.
D0I:10.1136/bmjopen-2024-089823. BMJ OPEN.
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valbos J. Evaluation of the role of metabolizing enzy-
mes and transporter variants in ezetimibe pharmaco-
kinetics. Front. Pharmacol. 15. 2024. PMID:39484171.
IF:4,40. D0I:10.3389/fphar.2024.1414059. Frontiers in
Pharmacology.
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Clin. Pharmacol. Ther. 116. (4). 2024. PMID:39135485.
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LOGY & THERAPEUTICS.
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Pharmacogenetics Implementation Consortium Gui-
deline for CYP2B6 Genotype and Methadone Therapy.
Clin. Pharmacol. Ther.116. (4):2024. PMID: 38863207.
IF: 6,30. DOI: 10.1002/cpt.3338.
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Reference Materials for DPYD A GeT-RM Collaborative
Project. J. Mol. Diagn. 26. (10). 2024. PMID:39032822.
IF:3,40. DO0I:10.1016/j.jmoldx.2024.06.004. JOURNAL
OF MOLECULAR DIAGNOSTICS.
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notype-informed phenotypes are related to variation
in ramipril exposure. Basic Clin. Pharmacol. Toxicol.
135. (3). 2024. PMID:39011815. IF:2,70. DOI:10.1111/
bcpt.14046. BASIC & CLINICAL PHARMACOLOGY & TO-
XICOLOGY.

Gonzdlez Iglesias, E, Abad Santos, F. Update on the
PriME-PGx initiative: evolution of pharmacoge-
netics in daily clinical practice. Pharmacogeno-
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10.1080/14622416.2024.2375188.

Ferguson M, Schwarz TF, Nufiez SA, Rodriguez Garcia
J, Mital M, Zala C, Schmitt B, Toursarkissian N, Mazarro
DO, Grosskopf J, Voors Pette C, Mehta H, Hailemariam
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RESEARCH INTEREST

Our team has been devoted to researching
the nosology of mental disorders, the epidemiology of
mental disorders in general population, the study of
the efficacy and efficiency of clinical interventions in
affective disorders and the assessment of the health
status, quality of life and well-being by means of analy-
sing large populations data.

On the one hand, in 2017 we have maintained some
projects and research lines: we have sustained our co-
llaboration with the WHO and have contributed to the
revision of the International Classification of Diseases
11th edition (ICD-11). Furthermore, we have intended to
contribute to the promotion of mental health not only
at a European level but also in Low and middle inco-
me countries (LAMICs) and focused in improvement of
health systems. We have participated in an internatio-
nal project (EMERALD project] funded by the EU aimed
to enhance mental health in LAMICs by means of im-
provement of all the systems related to health care.

Following H2020 strategic plan, we have consolida-
ted our research line on active aging and wellbeing.
We have been working in the project ATHLOS - Ageing
Trajectories of Health: Longitudinal Opportunities and
Synergies, and PATHWAYS - PArticipation To Healthy
Workplaces And inclusive Strategies in the Work Sector.
In addition, we have been conducting a multi-approach
study for the idenfification of the available interven-
tions for targeting psychosocial difficulties in major
depression (meta-analyses and expert consultation)
(MARATONE project).

Additionally, we have maintained our interest in the study
of the environmental and genetic risk factors for the de-
velopment of psychotic episodes (AGES-CM project).

On the other hand, we have been working on several
new research projects:

1) “Trajectories on mental health, physical health and
functioning: Third wave survey of a Spanish cohort
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of the adult population”, which is aimed to carry out
a third time point assessment to know trajectories
of health in ageing people as well as recruiting new
people to make generational comparisons.

2) “CIBERSAM cohorts about FEP cases and controls”,
which is aimed to create a common cohort from di-
fferent existing cohorts with first episode patients
and controls, and follow-up the common cohort at
5,10 and 15 years.

3) “Emotional fluctuation in daily life. Ecological analy-
sis of depressive symptomatology in the general po-
pulation” which is aimed to analyse the mood fluc-
tuations throughout the day in a general population
sample using mobile Apps.

4] “European Welfare Models and Mental Wellbeing in
Final Years of Life”, which is addressed to gather in-
formation on the components of wellbeing and wel-
fare in people older than 80 years.

5) “Peripheral oxidative stress and inflammatory mar-
kers in Major Depressive Disorder”, focuses on finding
biological markers in Major Depressive Disorder.

6) “Metabolic Dysfunctions associated with Pharma-
cological Treatment of Schizophrenia (TREATMENT)”
in which we evaluate how short-term antipsychotic
drug responses impact long-term metabolic control
to identify and validate biomarkers with clinically
predictive value for targeting drug induced metabo-
lic dysfunctions.

7) “Psychiatric Ratings using Intermediate Stratified
Markers (PRISM)", whose overall objective is to deve-
lop a quantitative biological approach to the unders-
tanding and classification of the endophenotypes
that contribute to neuropsychiatric diseases, tfo
accelerate the discovery and development of better
treatments for patients with Alzheimer and Schi-
zophrenia.

MAJOR GRANTS

Lépez Garcia, Maria Pilar. Estudio de los me-
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aleatorizado.P123/00549. INSTITUTO SALUD CARLOS
11.2024-

Ayuso Mateos, José Luis. "Envejecimiento y salud men-
tal en Espafia: quinta evaluacién de una cohorte pobla-
cional adulta”P122/00340. INSTITUTO SALUD CARLOS
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BAL MENTAL HEALTH.

Francia L, Mediavilla R, Choi LY, Ayuso Mateos JL, De
Giorgi R. Prevalence of Antidepressant Prescriptions
for Community-Dwelling Adults Diagnosed with De-
pressive Disorder in the UK: A Systematic Review.
Psychiatr. Q. 95. (4). 2024. PMID:39347894. IF:2,70.
D0I:10.1007/s11126-024-10093-8. PSYCHIATRIC QUAR-
TERLY.
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46. (4). 2024. PMID:39327858. IF:3,60. D0I:10.1093/
pubmed/fdae247. JOURNAL OF PUBLIC HEALTH.
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DO0I:10.1371/journal.pone.0301406. PloS one.
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DOI: 10.1016/j.heliyon.2024.e34571.
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RESEARCH INTEREST

Epilepsy, movement disorders and some
psychiatric pathologies are among the main targets for
functional neurosurgery. They share several properties
that make them interesting for our research line.

Drug-resistant epilepsy affects 20-30% of patients su-
ffering epilepsy worldwide. One of the most efficacious
tfreatments is surgery, including resective techniques
and neuromodulation in different forms. Presurgical
evaluation usually requires the use of very deep studies
(e.g. morphological and functional MRi) or invasive te-
chnigues (intracranial electrodes), which are also used
during treatment (electrocorticographic recordings
or extracellular recordings for Deep Brain Stimulation
-DBS). In the same way, several pathologies affecting
basal ganglia need different ancillary tests to charac-
terize the iliness (genetic, nuclear medicine, morpholo-
gical MRI) and fo carry out the treatment (DBS).

Altogether, this set of human illness offers a unique
opportunity fo study the underlying pathophysiological
processes. Understanding these processes is the first
step to its rational treatment

Our research line is integrated by clinical researchers
which are part of national reference units for the treat-
ment of refractory epilepsy and surgical treatment of
movement disorders. Therefore, our scientific interests
include all aspects around functional neurosurgery
and, especially, epilepsy and basal ganglia pathologies.

The topics we are working on include the following:

a) Identification of basal ganglia subnuclei by extra-
cellular recording.

b) Physiopathology of somatosensory thalamus, by
means of somatosensory evoked potenfials, elec-
trically elicited.

c) Connectivity in epilepsy. To do that, we are studying
diffusion tfensorimaging and fractional anisotropy,
as well as electrophisiological recordings acquired
by means of scalp or infracranial recordings.

d) Genetics and epi-genetics in epilepsy.

e) Quantified EEG (qEEG) to use as biomarker for di-
fferent pathologies. Among those fields specially
targeted by this technique are patients in Infensive
Care Units and neurological and psychiatric iliness.

f] Cortico-cortical connectivity, especially for lan-
guage function.
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Pastor Gémez, Jesus. RESPUESTA DIFE-
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LOS Ill. 2024-

Torres Diaz, Cristina Virginia; Ovejero Benito, Maria del
Carmen. CARACTERIZACION PROFUNDA DE LA ZONA
EPILEPTOGENA DE PACIENTES CON EPILEPSIA FAR-
MACORRESISTENTE: DESCIFRANDO EL PAPEL DE LAS
CELULAS TETRAPLOIDES NEURALES. PI20/01391.INS-
TITUTO SALUD CARLOS Ill. 2021-
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RESEARCH INTEREST

Stroke and Cerebrovascular Diseases

1. Predictive models in stroke for the search of
diagnostic and prognostic markers:
Application of machine learning techniques and
search for plasma and clinical scale biomarkers.

2. Acute phase treatments: Inferventional neuro-
radiology and emerging therapies.

Strategies to improve the selection of patient
candidates

3. Neuroprotection: Biomolecular markers of ischemia
and new therapeutic targets and strategies

4. Primary and secondary stroke prevention: Defection
of atrial fibrillation using a new

ECG monitoring device based on biomedical textiles
(wearables). Identification of risk profiles.

5. Population-based health services delivery / stroke
code system

6. Telemedicine

Movement Disorders
- Parkinson disease in young patients

- Parkinson disease. Follow-up and control helped by
new technologies

Cephaleas
+ Study of the response variables to bofulinum toxin
and anti- CGRP monoclonal antibodies.
+ Glutamate and headaches

- Non-invasive outpatient monitoring of biometric
and biophysical variables as a method for prediction
of migraine crises

Cognitive impairment and dementia

- Detection of early Alzheimer’'s disease and search
for new therapeutic targefts.
- Language disorders of neurodegenerative origin

« Management of behaviour alteration in the context
of patients with dementia

Multiple Sclerosis
- Outcome markers and new therapies

« Immunopathogenesis of multiple sclerosis and
monoclonal antibody therapies.

- Therapeutic compliance of first line disease-
modifying therapies in patients with multiple
sclerosis

Epilepsy

- Drug-refractory epilepsy

- Genetic alterations in refractory epilepsy

- Non-convulsive epileptic status

- Neuroimaging in the emergency epileptic patient
Neuromuscular diseases

- Immunopathogenesis of myasthenia gravis

MAJOR GRANTS

Reig Roselld, Gemma; Vivancos Mora, José
Aurelio. "Modelo de prediccién con técnicas de apren-
dizaje automdtico (Machine Learning) del prondstico y
de las complicaciones intrahospitalarias del ictus en
su fase aguda”.P122/01454. INSTITUTO SALUD CARLOS
I11.2023-

Gago Veiga, Ana Beatriz. PMP22/00158 - MEDICINA
PERSONALIZADA DE PRECISION: PREDIMIGRAINE:
Medicina de precision para prevenir la cronifica-
cion de la migrafia a través de la prediccion de las
crisis de dolor y de la respuesta al tfratamiento con
anticuerpos anti-CGRP utilizando estrategias mul-
ti-6micas.PMP22/00158. INSTITUTO SALUD CARLOS
1. 2023-

Ferndndez Alén, José Antonio. "Dispositivo implantable
para el fratamiento de tumores cerebrales median-
te campos eléctricos”. LINEAS ESTRATEGICAS 2022.
PLEC2022-009308. AGENCIA ESTATAL DE INVESTIGA-
CION. 2022-
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Vivancos Mora, José Aurelio. RD21/0006/0009 - JOSE
AURELIOVIVANCOS - RICORS - ICTUS.RD21/0006/0009.
INSTITUTO SALUD CARLOS 1ll. 2022-

Gonzdlez Martinez, Alicia. EXTRA-MIG: Andlisis multi-
modal de vesiculas extracelulares y resonancia mag-
nética cerebral como biomarcadores en migrafia.
Implicacién diagnéstica y terapéutica. P124/01085.
INSTITUTO SALUD CARLOS III.

Vivancos Mora, José Aurelio. RD24/0009/0032 - JOSE
VIVANCOS MORA- RICORS - ICTUS. RD24/0009/0032.
INSTITUTO SALUD CARLOS III.
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Fernandez Prieto A et al. Burden of incidental cerebral
aneurysms on lifestyle and quality of life: a survey of
patients in expectant management (the SPICE Study).
J. Neurolnterventional Surg. 2024. PMID:39567189.
DO0I:10.1136/jnis-2024-022459. IF:4,50. Journal of
Neurolnterventional Surgery.

Pérez Mato M, Dopico Lopez A, Akkoc Y, Lopez Amoedo S,
Correa Paz C, Candamo Lourido M, Iglesias Rey R, Lépez
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E, Pelaz B, Gozuacik D, El Yamani N, SenGupta T, Run-
dén Pran E, Vivancos J, Castellanos M et al. Preclinical
validation of human recombinant glutamate-oxaloa-
cetate transaminase for the treatment of acute is-
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chemic stroke. iScience. 27(11). 2024. PMID:39524351.
DO0I:10.1016/j.isci.2024.111108. IF:4,60. iScience.

Gonzalez Martinez A, Ray JC, Haghdoost F, Ashraf U,
Cerrahoglu Sirin T, Dantes MC, Gosalia H, Hwang H,
Kim JM, Lange KS, Jennysdotter Olofsgérd F, Caron-
na E, Pozo Rosich P, International Headache Aca-
demy of the International Headache Society (IHS-
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processes in primary headache disorders for diagno-
sis, underlying pathophysiology and treatment im-
plications. Cephalalgia. 44(11). 2024. PMID:39558611.

' DOI:19,1177/03331024241297652. IF:5,00. Cephalal-
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IF:2,90. Neurologia.

Tiu V, Duraes J, Di Lorenzo F, Vashchenko N, Gonzalez
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Veiga AB, Sdnchez NM, Gonzdlez Quintanilla V, Porta
Etessam J, Sierra Mencia A, Gonzalez Garcia N, Gon-
zdlez Osorio Y, Polanco Fernandez M, Recio Garcia
A, Nieto RB, Guerrero Peral AL. CandeSpartan Study:
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del Rincon CR, Gonzalez Martinez A, Quintas S, Garcia
Azorin D, Lazaro IF, Guerrero Peral AL, Osorio YG, San-
tos Lasaosa S, Oria CG, Rodriguez NS, Diez Fl, Ifiguez
AE, Luque SG, Huerta Villanueva M, Diaz SC, Mufioz
Vendrell A, Ros AL, Sdnchez Soblechero A, Juanes FV,
Kortazar Zubizarreta I, Echeverria A, Rodriguez Vico
J, Sénchez AJ, Garcia AG, Sdnchez Mateos NM, Belvis
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Prognostic and predictor markers
In autoimmune diseases

RESEARCH INTEREST

The main goal for our group is personalized
medicine in the field of autoimmune/inflammatory
rheumatic disorders (mainly rheumatoid arthritis,
spondyloarthritis including psoriatic arthritis, systemic
lupus erythematous, giant cell arteritis and scleroder-
ma). Our efforts are focused on providing new knowle-
dge about two unmet needs for rheumatologists: seve-
rity biomarkers and predictors of response to disease
modifying anti-rheumatic drugs, either synthetic or
biological.

To achieve these objectives, we are involved in different
strategies: a) To consolidate our collaborations both at
a local, national and international levels. Regarding the
first, we maintain our commitment with BiolMID collec-
tion in the 1IS-Princesa Biobank in close collaboration
with Dermatology and other Services. This collection
also allows fo maintain an intense collaborative effort
with groups of the Network of Inflammatory Diseases
(REI; RD24/0007), which belongs to the RICORS pro-
gram of the ISCIII. In addition, our early arthritis cohorts
(rheumatoid and psoriatic arthritis, as well as axial
spondyloarthritis) are also the basis of our own re-
search but also collaborations with other rheumatology
groups, but also other specialities in REI. Finally, we also
participate in the SPIDERR European project that focus
on developing tools able to identify those patients who
canreach the highest benefit of getting a fast access to
a personalized rheumatologic treatment; b) To incorpo-
rate gender and social determinants of health info bio-
marker research so that including intersectionality we
can understand better the clinical utility of biomarkers;
c) We are trying to foster patient engagement in our
research projects so we can get them closer to citizen
needs, including improvement of freatment adherence;
and d) o move from discovery of new biomarkers to the
validation of those previously described and deepen
into the study of their clinical utility, so we can imple-
ment them in our National Health Service.

As a result of the infense activity of the group, some of
its members have been called to participate in the ela-
boration of several documents establishing consensus
guidelines for the rational use of biological therapies
or imaging fechniques in which the establishment of
proper cost/benefit ratio is of great importance in the
current economic situation.

Despite it is five years since the COVID-19 outbreak,
our group confinues focused on two main research li-
nes: a) A very interesting line focused on genetic va-
riants in immunoregulatory molecules that can exp-
lain variability in the clinical response to SARS-CoV2
infection, that can be fransferred to other respiratory
viruses; and b) to develop strategies that can improve
response to COVID-19 vaccination in patients treated
with immune-modulatory drugs that usually presents a
decreased response fo vaccines. Currently, we are able
to apply the knowledge obtained during the COVID-19
vaccination fo other virological vaccines.

For the next years, our efforts will continue fo focus on
discovering and validating biomarkers that may allow
to more efficiently treat patients with immune media-
ted inflammatory disorders.

MAJOR GRANTS
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que contribuyen a opfimizar la ventana de oportuni-
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P121/00526. INSTITUTO SALUD CARLOS III. 2022-

Castafieda Sanz, Santos. Impacto de la suspension
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INSTITUTO SALUD CARLOS lil. 2022-
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GONZALEZ - RICORS - RED DE ENFERMEDADES INFLA-
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sion allowing Improved Decision making with Enhanced
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PMP22/00101. Eficacia, seguridad y coste-efectivi-
dad de un modelo predictivo de remisidn persistente
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co Garcia y Luis Rodriguez Rodriguez. IP local: Isidoro
Gonzdlez Alvaro.
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3,00. Journal of clinical medicine.
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Purpura): An Update on Treatment. J. Clin. Med. 13(21).
2024. PMID:39518760. DOI:10.3390/jcm13216621. IF:
3.00. Journal of clinical medicine.
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nica.

Lopez Maraver M, Serrano Combarro A, Atienza Mateo
B, del Val N, Casafont Sole |, Melero Gonzalez RB, Pérez
Linaza A, Gutiérrez JC, Mena Vdazquez N, Vegas Reven-
ga N, Dominguez Casas L, Martos JL, Ginés CAP, Mo-
rrondo CD, Albaladejo LP, Sanchez RL, Canabal MGM,
Brandy Garcia AM, Viejo PL, Bonilla G, Maiz Alonso O,
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RESEARCH INTEREST

The investigation activity of the Group af pre-
sent and for the following years is focused on:

1) Immune-mediated inflammatory diseases (IMID),
particularly including psoriasis, atopic dermatitis
and hidradenitis. The main lines of investigation are:
a) Immunoregulatory molecules as biomarkers pre-
dicting response to biological therapies and disea-

se severity in IMIDs. These are a group of diseases
that display inflammation as a major pathogenic
mechanism. Their long-term impact has been alle-
viated by the implementation of biological therapy.
Despite the growing knowledge on the etiopathoge-
nesis of these diseases and the marked improve-
ment in their management represented by biologic
therapy, markers of the severity of the disease or fo
predict whether patients will be refractory to treat-
ment are lacking. We are searching for new predic-
tive biomarkers of IMID severity and responsiveness
to biologics; b) Gene Expression Profile in patients
with IMIDs c) Epigenetic biomarkers as predictors of
therapeutic response to biologic drugs in psoriasis;
d) Immunoregulatory molecules and their thera-
peutic potential. We investigate the possible role of
GADDA45, ICOSL, TSP-1, and galectins in the immu-
nopathogenesis of psoriasis, and the possibility of
finding new therapeutic targets for the treatment
of this disease; e) Survival analysis of conventio-
nal systemic therapies and biologics in psoriasis; f)
Identification of Copy-Number Variants associated
with the risk of developing psoriasis and psoriatic
arthritis, using a genome-wide analysis approach;
g) Study of optimization strategies (dose reduction,
increase of the administration interval) in the treat-
ment of moderate-fo-severe psoriasis with systemic
agents: h) Regulation of CXCL12 and RAPTOR by no-
vel miRNAs and their role during the inflammatory
process in Psoriasis: i) Integrative study of systemic
inflammation in chronic inflammatory skin diseases
and its association with cardiovascular disease.

2) Eczematous dermatitis. Study on the prevalence of
allergens as responsible for allergic contact derma-
titis in the Spanish population

3) Connective Tissue Diseases. Determination of the
association of myositis-specific autoantibodies and
myositis-associated autoantibodies with clinically
amyopathic dermatomyositis.

4) Photobiology. Studies on epidemiology, clinical phe-
notypes, and photobiology of solar urticaria
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RESEARCH INTEREST

The Group's research lines are organized as
follows:

1. Inflammatory Bowel Disease (IBD)

1.1. Understanding the mechanisms underlying IBD,
based on systems biology and supported by omics
technologies

- Identification of new therapeutic targets in IBD.

- Identification of proteins (serum, extracellular
serum vesicles and urine) with potential as bio-
markers in IBD.

- Determination of immunoregulatory molecules as
predictors of IBD severity and prognosis.

- Characterization of biomarkers by proteomics af
diagnosis (PI16/01296, FI17/00143, P119/01034).

« Analysis of the metabolome in serum and urine
(P116/01296, FI17/00143, P119/01034).

- Metagenomic analysis of fecal microbiota
(P119/01034, CD19/00247).

« Analysis of the effect of immunomodulatory pep-
tides secreted by the gut microbiota on mucosal
dendritic cells in IBD.

- Transcripfomics from intestinal biopsies as markers.

1.2. Epidemiology in IBD
- Evaluation of the incidence of IBD in Spain
(PI16/01296, FI17/00143).
- International collaborative efforts to describe the

epidemiology of IBD and the costs derived from its
management.

1.3. Real world evidence studies to produce knowled-
ge about the effectiveness, safety and use of the-
rapeutic agents in IBD.

- International and national leadership on real world
evidence studies.

- International collaborations in real world evidence
studies.
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1.4. Strategies for patient selection and optimization
of treatment in patients with IBD.

- Switching to biosimilar drugs.

- Identification of biomarkers of response to treat-
ment with biological drugs and tofacitinib in IBD
using a multi-omic and cytometry approach
(P118/00622, intramural CIBEREHD project,
PI24/00159).

- Comparative study of the immunomodulatory
effect of the combination of biological drugs
in inflammatory bowel disease (COMBINE)
(P122/01069, CD23/00075, FI23/00071).

1.5. Strategies for advanced therapies cycling in IBD

- Discontinuation of anti-TNF drugs in IBD patients
(PI15/00560, P124/00141).

- Identification of predictive biomarkers of relapse
after discontfinuation of anti-TNF therapy in I1BD
patients.

- Coordination of international initiatives on treat-
ment cycling.

1.6. Safety of IBD treatments

- Safety during pregnancy and lactation (coordina-
tion of the national registry DUMBO (IC119/0083).

- Risk of thromboembolic events in patients treated
with JAK inhibitors (PI21/01086).

2. Helicobacter pylori infection

- Implementation Science and evaluation of clinical
practice: evidence-based recommendations on
real routfine practice.

- International coordination of the European Registry
on Helicobacter pylori management, a prospective
study of clinical practice including >80,000 patients
from 300 hospitals of 40 European countries.

- International coordination of the World Registry on
Helicobacter pylori management, including hun-
dreds of hospitals from the 5 continents.

« Primary Care: Surveys on practitioners, evaluation
of clinical registries and development of dissemi-
nation programs.

- Prevalence, transmission, resistance, and so-
cio-sanitary factors of infection.
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Although more than half of children and
adolescents diagnosed with cancer survive, neoplasias
remain the main cause of death from disease in these
patients. Those with metastasis at any time during their
evolution, who present genetic markers of poor prog-
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nosis, or recurrent/refractory tumors, have a very ne-
gative prognosis. Our research group is convinced that
translational research is the best strategy to provide
solutions to these patients.

The team is a multidisciplinary group, with proven expe-
rience in the diagnosis and tfreatment of childhood can-
cer, the development of research projects in advanced
therapies applied to refractory pediatric cancer, and
implementation of clinical trials in pediatric oncology.
In summary, it has know-how and previous expertise
that ensure the impact of newly developed Advanced
Therapies and individualized medicine to any child or
adolescent with cancer in Spain.

The group is focused on the following lines of research:

- Advanced Therapies: We have designed, preclinica-
lly tested (10.18632/oncotarget.27401) and clinically
franslated a new antitumor treatment strategy: Cely-
vir, mesenchymal stem cells (MSCs) carrying an on-
colyfic adenovirus. The first clinical experience was
a Compassionate Use Program authorized by the
Spanish Medicines Agency (10.1038/cgt.2010.4 and
10.1016/j.canlet.2015.11.036). We have also finished
the first academic clinical trial (NCT01844661; repor-
ted at 10.1016/j.ymthe.2020.01.019). This program
is testing currently a new version of the ATMP in 3 in-
dependent frials: EudraCT 2019-001154-26; EudraCT
2020-004838-37, and NCT05047276. We are exploring
other ATMP developments, mostly aufologous MSCs,
for pediatric diseases in Neurology (10.24966/SRDT-
2060/100030 and 2021-003607-17) and orthopedics
and traumatology (10.1007/s12094-017-1752-9).

- Childhood leukemias: The laboratory is one of the 2
reference laboratories of the Spanish Acute Leukemia
Group, which centralizes and coordinates laboratories
involved in the diagnosis and follow-up of children
with the disease. We studied the process of resistan-
ce, especially in the central nervous system and found
that the application of flow cytometry to CSF samples
detected a subgroup of patients at high risk of relapse
(10.1002/ajh.23407). In addition, the profile of chemo-
kine receptors expressed by leukemic blasts and their
signaling ability may have a role in relapses (10.1016/j.
bcmd.2015.07.001). More recently we have further
characterized anatomically and functionally leukemic
infiltration of the CNS (10.1002/path.5510; 10.1182/
blood.2021013506; 10.3324/haematol.2021.279383)
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and assessed mechanisms of childhood leukemoge-
nesis in collaboration with Dr. Isidro Sanchez (10.1038/
s41598-020-76206-y; 10.1158/0008-5472.CAN-21-
3386; 10.1016/j.trecan.2022.06.012).

The team is a multidisciplinary group, with proven ex-
perience in the diagnosis and treatment of childhood
cancer, and in developing research projects in advan-
ced therapies applied to refractory pediatric cancer,
and the development of clinical frials in pediatric on-
cology. It also has all the technical means and infras-
fructure, ensuring their implementation to the patients
who fries to deal with potential impact for all children
Advanced therapies and individualized medicine being
freated in any of the pediatric oncology units in Spain.

MAJOR GRANTS

Rubio San Simén, Alba. Combinacién se-
cuencial de AloCelyvir con TILs activados para el Neu-
roblastoma Avanzado (ACTIVE).ICI24/00081.INSTITU-
TO SALUD CARLOS III.

Gonzdlez Murillo, Africa. Estudio del perfil inmune y
franscripcional de los linfocitos infiltrantes de tumor
pedidtricos como Medicamento de Terapia Avanzada.
P123/00703.INSTITUTO SALUD CARLOS 111.2024-

Ramirez Orellana, Manuel. RD21/0017/0005 - MANUEL
RAMIREZ ORELLANA - RICORS - RED TERAPIAS AVAN-
ZADAS.RD21/0017/0005.INSTITUTO SALUD CARLOS
111.2022-2025.

Ramirez Orellana, Manuel; CANTARIN EXTREMERA,
VERONICA. Phase | trial to assess the safety and clini-
cal response of intra-arterial infusion of repeated do-
ses of autologous mesenchymal cells in children and
adolescents with autoimmune refractory epilepsies.
|C120/00120.INSTITUTO SALUD CARLOS 111.2021-

-
[F=/l@) PUBLICATIONS

Fiuza-Luces C, Valenzuela PL, Gdlvez BG,
Ramirez M, Lépez-Soto A, Simpson RJ, Lucia A. The
effect of physical exercise on anticancer immunity.
Nat Rev Immunol. 2024;24:282-293. DOI: 10.1038/
s41577-023-00943-0. Nature Reviews Immunology.

Iriondo J, Gdmez A, Zubicaray J, Garcia-Martinez J, Abad
L, Matesanz C, Giménez R, Galdn A, Sanz A, Sebastidn
E, Gonzdlez de Pablo J, de la Cruz A, Ramirez M, Sevilla
J. Optical Genome Mapping as a New Tool to Overco-
me Conventional Cytogenetics Limitations in Patients
with Bone Marrow Failure. Genes. 2024;15(5):559. DOI:
10.3390/genes15050559. Genes.

Bousquets-Mufioz P, Molina O, Varela |, Alvarez-Eguiluz
A, Ferndndez-Mateos J, Gémez A, Sénchez EG, Balbin
M, Ruano D, Ramirez-Orellana M, Puente XS, Menéndez

P, Velasco-Hernandez T. Backtracking NOML::ETV6
fusion to neonatal pathogenesis of 1(7;12)(q36;p13)
infant AML. Leukemia. 2024;38(8):1808-1812. DOI:
10.1038/s41375-024-02293-9. Leukemia.

Zubicaray J, Ivanova M, Iriondo J, Garcia Martinez J, Mu-
fioz-Viana R, Abad L, Garcia-Garcia L, Gonzdlez de Pablo
J, Gdlvez E, Sebastian E, Ramirez M, Madero L, Diaz MA,
Gonzdlez-Murillo A, Sevilla J. Role of the mesenchy-
mal stromal cells in bone marrow failure of Fanconi
Anemia patients. Front Cell Dev Biol. 2024;12:1286815.
DOI: 10.3389/fcell.2024.1286815. Frontiers in Cell and
Developmental Biology.

Jiménez-Reinoso A, Molero-Abraham M, Cirauqui C,
Blanco B, Garrido-Martin EM, Nehme-Alvarez D, Do-
minguez-Alonso C, Ramirez-Ferndndez A, Diez-Alon-
so L, Nufiez-Buiza A, Gonzdlez-Murillo A, Tobes R,
Pareja E, Ramirez-Orellana M, Rodriguez-Peralto JL,
Ferrer |, Zugazagoitia J, Paz-Ares L, Alvarez-Vallina
L. CD4+ tumor-infiltrating lymphocytes secreting
T cell-engagers induce regression of autologous
patient-derived non-small cell lung cancer xeno-
grafts. Oncoimmunology. 2024;13(1):2392897. DOI:
10.1080/2162402X.2024.2392897. Oncoimmunology.

Pujol Manresa A, Buendia Lépez S, Andién M, Herrero B,
Lassaletta A, Ramirez M, Ruano D, Hernédndez-Marqués
C, Varo A, de Rojas T, Cortés Herndndez M, Verdd-Amo-
rés J, Martin Prado S, Artigas A, Redondo E, Ruiz Pato J,
Herreros Lépez P, Sevilla J, Madero L, Moreno L, Bautis-
ta Sirvent F, Rubio-San-Simén A. Safety and outcome
of children, adolescents and young adults participa-
ting in phase I/l clinical oncology trials: a 9-year cen-
ter experience. Front Pediatr. 2024;12:1423484. DOI:
10.3389/fped.2024.142348. Frontiers in Pediatrics.

Plaza-Florido A, Gdlvez BG, Lépez JA, Santos-Lozano
A, Zazo S, Rincén-Castanedo C, Martin-Ruiz A, Lumbre-
ras J, Terron-Camero LC, Lopez-Soto A, Andrés-Ledn
E, Gonzdlez-Murillo A, Rojo F, Ramirez M, Lucia A, Fiu-
za-Luces C. Exercise and tumor proteome: Insights
from a neuroblastoma model. Physiol Genomics. 2024
Sep 23. DOI: 10.1152/physiolgenomics.00064.2024.
Physiological Genomics.

Rio P, Zubicaray J, Navarro S, Gdlvez E, Sdnchez-Domin-
guez R, Nicolefti E, Sebastidn E, Rothe M, Pujol R, Boglio-
lo M, John-Neek P, Bastone AL, Schambach A, Wang W,
Schmidt M, Larcher L, Segovia JC, Yafiez RM, Alberquilla
0, Diez B, Ferndndez-Garcia M, Garcia-Garcia L, Ramirez
M, Galy A, Lefrere F, Cavazzana M, Leblanc T, Garcia de
Andoin N, Lépez-Almaraz R, Catald A, Barquinero J, Rodri-
guez-Perales S, Rao G, Surrallés J, Soulier J, Diaz-de-He-
redia C, Schwartz JD, Sevilla J, Bueren JA; FANCOLEN-1
gene therapy investigators. Hoematopoietic gene the-
rapy of non-conditioned patients with Fanconi anae-
mia-A: results from open-label phase 1/2 (FANCOLEN-1)
and long-term clinical frials. Lancet. 2024. DOI: 10.1016/
S0140-6736(24)01880-4. The Lancet.
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Steegmann Olmedillas, Juan Luis
Vegas Villalmanzo, Blanca
Vicufia Andrés, Isabel

RESEARCH INTEREST

The Group of Advanced Therapies in Hema-
tology of the Research Institute at the Hospital de La
Princesa has the mission of promoting clinical, epide-
miological and translational research in hematologic
benign and malignant diseases along with the use of
peripheral blood and bone marrow cells as therapeuti-
cal source for therapies.

The scope of the group is broad, reflecting the variegate
nature of each member's interests, and spans from ge-
netic and molecular studies to the commitment in the
use of new drugs in blood disorders and advanced the-
rapeutical approaches including hematopoietic trans-
plantation and cellular therapies as CART cells.

The Group has a differential interest in the folllowing
areas:

- Study of the efficacy and safety of new drugs with new
mechanisms in hematologic malignancies and benign
blood disorders

- Advanced therapies with CART cells (Chimeric Antigen
Receptor-Lymphocytes) and other cellular therapies

+ Immunological, molecular and genetic studies in hema-
fologic malignancies.

« Analysis of new approaches to improve clinical results
of stem cell fransplantation including new source of do-
nors as haploidentical or unrelated donors and new stra-
fegies to prevent graft vs host disease.

- Analysis of infectious complications in immunocompro-
mised hematological patients

- Epidemiological studies of blood disorders mainly neo-
plasias: incidence, prevalence and mortality

- Analysis of hipercoagulability states and use of new an-
ticoagulants for prevention and therapy.

- New strategies in apheresis and fransfusion medicine

Dr Alegre Amor is the responsible of the Hematopoietic

Transplant and CART and Advanced Therapies Program

at La Princesa Hospital. Dr. Alegre and his Group has
focused his clinical research in all the indicated areas
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participating in the last 5 years in numerous clinical
frials in hematological neoplasias mainly Multiple Mye-
loma, Acute and Chronic Leukemias, Lymphomas and
Myelodisplasias with new drugs. In the next 5 years, the
targets are the continuation of theses translational stu-
dies and also to participate in competitive calls with in-
novative projects in all the mentioned areas which could
cover all the hematologic malignancies cared by our
group. Being a reference Center designed by the Ministry
of Healh for CART therapies and member of the Spanish
CERTERA Consortium Network we will develop clinical
CART | trials for hematological and non-hematological
disorder in our Hospital. Beside of this, other plans are
fo set studies of molecular genetics, immunotherapy,
epidemiology, pharmacology, comorbidity, long term
follow-up and quality of life of these complex diseases.

MAJOR GRANTS

Alegre Amor, Adridn.CONSORCIO ESTATAL
EN RED PARA EL DESARROLLO DE MEDICAMENTOS DE
TERAPIAS AVANZADAS (CERTERA).CERT22/00045.INS-
TITUTO SALUD CARLOS III.

Diseccion del papel de las distintas subpoblaciones
leucocitarias CCR7+ en la patogénesis de la leucemia
linfocitica crénica y la enfermedad injerto contra hués-
ped EXPEDIENTE- PI21/01803. Investigador principal:
Cecilia Mufioz Calleja

B=$ PUBLICATIONS

Medina Herrera A, Vazquez |, Cuenca |, Rosa
JM, Ariceta B, Jimenez C, Fernandez Mercado M, Larra-
yoz MJ, Gutierrez NC, Fernandez Guijarro M, Gonzalez
Calle V, Rodriguez Otero P, Oriol A, Rosifiol L, Alegre A,
Escalante F, De La Rubia J, Teruel Al, De Arriba F, Her-
nandez MT, Lopez Jimenez J, Ocio EM, Puig N, Paiva B,
Lahuerta JJ, Bladé J, San Miguel JF,
Mateos MV, Martinez Lopez J,
Calasanz MJ et al. The genomic

profiling of high-risk smoldering myeloma patients
treated with an intensive strategy unveils potential
markers of resistance and progression. Blood Cancer
J. 14(1), 2024. PMID:38684670. D0I:10.1038/s41408-
024-01053-3. IF:12,90. BLOOD CANCER JOURNAL.

Martinez Lopez J, de la Cruz J, Gil Manso R, Yuste VJ,
Aspa Cilleruelo JM, Escobar CE, Lopez Jimenez J, Duar-
te R, Yerovi CJ, Hernandez Rivas JA, Herraez R, Quiroz
Cervantes K, Bustelos Rodriguez R, Benavente C, Ba-
rranco PM, Oteiro MB, Alegre A, Perez Oteyza J, Ruiz E,
Marcheco Pupo EA, Cedillo A, Alvarez TD, Ramirez PG,
Trillo RA, Herrera P, Casado MLB, Barea AA, De Busta-
mante JMM, Ortiz J, Robles MC et al. COVID-19 Outco-
mes in Patients with Hematologic Malignancies in the
Era of COVID-19 Vaccination and the Omicron Variant.
Cancers. 16(2), 2024. PMID:38254867. D0I:10.3390/
cancers16020379. IF:4,50. CANCERS.

Rodriguez-LavalV, Lumbreras-Ferndndez B, Aguado-Bue-
no B, Gbmez-Ledn N. Imaging of Multiple Myeloma: Pre-
sent and Future. J. Clin. Med. 13(1), 2024. D0I:10.3390/
jcm13010264. JOURNAL OF CLINICAL MEDICINE.

Cieri N, Hookeri N, Stromhaug K, Li L, Keating J, Diaz
Fernandez P, de Soria VGG, Stevens J, Kfuri Rubens
R, Shao YR, Kooshesh KA, Powell K, Ji HL, Hernandez
GM, Abelin J, Klaeger S, Forman C, Clauser KR, Sarki-
zova S, Braun DA, Penter L, Kim HT, Lane WJ, Oliveira
G, Kean LS, Li SQ, Livak KJ, Carr SA, Keskin DB, Munoz.
Systematic identification of minor histocompatibi-
lity antigens predicts outcomes of allogeneic hema-
topoietic cell tfransplantation. Nat. Biotechnol. 2024.
PMID:39169264. D0I:10.1038/s41587-024-02348-3.
IF:33,10. NATURE BIOTECHNOLOGY.
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RESEARCH INTEREST

Chromosomal franslocations and gene mu-
tations are frequently associated with the aetiology of
hematological neoplasms. The JAK family of non-re-
ceptor tyrosine kinases comprises four members (JAKI,
JAK2, JAK3 and TYK2) which are involved in cytokine
signaling on hematopoietic cells. These enzymes play
a crucial role in the maintenance of normal haemato-
poiesis through the recruitment of downstream effec-
tors of cell proliferation and survival. It has been repor-
ted that 10% of high risk acute lymphoblastic leukaemia
(ALL) cases bear activated JAK2 mutations, and could
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, cellular and molecular
moniftoring in oncohematology

be candidates for therapeutic intervention with JAK2
inhibitors. ALL is the most common neoplasm deve-
loped in childhood, and although most cases respond
to treatment, up to 20% relapse, thus reducing survi-
val rates. Therefore, we analyzed high risk ALL-B sam-
ples using next generation sequencing to determine
the prevalence of JAK family receptor mutations in the
Spanish population. We found that mutations in TP53
and JAK2 are independent prognostic biomarkers in
B-cell ALL. Furthermore, we provide evidence of natu-
rally occurring catalytic loss-of-function TYK2 variants
in response to fype | IFN and reduced TYK2 expression
in B-ALL patients.

Furthermore, it has been reported that Tyk2 deficiency
in mice increases the susceptibility to develop Abel-
son-induced B lymphoid leukaemia/lymphoma linked
to diminished cytotoxic capacity of CD8+ T, NK and NKT
cells, due to decreased IFN-gamma production. Taken
together, these data suggest that TYK2 deficiency in
humans is clinically silent, but could predispose fo tu-
mour formation. Given the importance of maintaining
an accurate immunological response for appropriate
tumour surveillance, the role of cytokine receptors, JAK
proteins and their target genes is highly relevant.

Our group focuses on the role of TYK2 in infection and
neoplasia:

1) Studies of Tyk2-deficient mice led us to understand
the role of this protein and the IFN-I signalling
pathway in B cells. These investfigations have
revealed a novel interaction between TYK2 and
the Toll-like receptor 7 (TLR7), which is essential
for the correct establishment of splenic marginal
zone cells. These cells are crucial for detecting
circulating pathogens.

2) Determine the contribution of genotype and

expression of genes involved in the IFN-I signalling
pathway to the prediction of COVID-19 severity.
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MAJOR GRANTS

Ferndndez Ruiz, Elena. “Contribucién de la
variacién genética en la Tirosina quinasa 2 (TYK2) a la
infeccion y neoplasia”. P122/00428. INSTITUTO SALUD
CARLOS Ill-FEDER.2023-2025

Ferndndez Ruiz, Elena. RETAR-A-COVID-CM Reprogra-
macién de macréfagos como estrategia terapéutica
frente a COVID-19 severo. P2022/BMD-7274. COMUNI-
DAD DE MADRID-FEDER. 2023-2026

PUBLICATIONS

Bodega-Mayor |, Delgado Wicke P, Arrabal A,
Alegria Carrasco E, Nicolao Gémez A, Jaén Castafio M,
Espadas C, Dopazo A, Vdzquez de Luis E, Martin Gayo
E, Gaspar ML, de Andrés B, Ferndndez Ruiz E. Tyrosi-
ne kinase 2 modulates splenic B cells through type I
IFN and TLR7 signaling. Cell Mol Life Sci. 81, 2024:199.
D0I:10.1007/s00018-024-05234-y. CELL AND MOLE-
CULAR LIFE SCIENCES.

Delgado-Wicke P, Fernandez de Cérdoba-Ofiate S,
Roy-Vallejo E, Alegria-Carrasco E, Rodri-
guez-Serrano DA, Lamana A, Montes
N, Nicolao-Gémez A, Carrace-
do-Rodriguez R, Mar-
cos-Jimeénez A,

Diaz-Ferndndez P, Galvdn-Romdn JM, Rabes-Rodri-
guez L, Sanz-Alba M, Alvarez-Rodriguez J, Villa-Marti
A, Rodriguez-Franco C, Villapalos-Garcia G, Zubiaur
P, Abad-Santos F, de los Santos I, Gomariz RP, Gar-
cia-Vicufia R, Mufioz-Calleja C, Gonzdlez-Alvaro |, Fer-
ndndez-Ruiz E. Scientific Reports-Sci.Rep. Sci. Rep.
14, 2024:20728. DO0I:10.1038/s41598-024-71476-2.
SCIENTIFIC REPORTS.

Ormazabal-Vélez A, Galbete-Jiménez A, Sdnchez-Esca-
milla M, Marcos-Jiménez A, Ferndndez-Ruiz E, Salman-
ton-Garcia J, Bermudez Rodriguez A, Figuera Alvarez
A. Importance of measurable residual disease in the
outcome of adults with acute lymphoblastic leukemia
after allogeneic stem cell transplantation: Long fo-
llow-up analysis from a single transplant center. Med.
Clin. (Barc.). 2024. DOI:10.1016/j.medcli.2024.09.023.
MEDICINA CLINICA.
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RESEARCH INTEREST

1. Immune biomarkers of outcome in hematopoietic
fransplantation.

2. Immunotherapy of lymphoproliferative syndromes,
graft-versus-recipient disease and autoimmune
diseases with anti-CCR7 antibodies.

3. Immune biomarkers of pneumonia outcome.

MAJOR GRANTS

Mufioz Calleja, Cecilia. “Estudio de la utilidad
terapéutica de anticuerpos monoclonales frente a CCR7
y S100 en el fratamiento de la Esclerosis Multiple.” Pro-
yectos en colaboracién publico-privada 2021.CPP2021-
008532.AGENCIA ESTATAL DE INVESTIGACION.2022-

Mufioz Calleja, Cecilia. Diseccion del papel de las dis-
tintas subpoblaciones leucocitarias CCR7+ en la pato-
génesis de la leucemia linfocitica crénica y la enfer-
medad de injerto contra huésped: ufilidad diagnéstica
y terapéutica.PI21/01803.INSTITUTO SALUD CARLOS
11.2022-

[ @ PUBLICATIONS

Cieri N, Hookeri N, Stromhaug K, Li L, Keating
J, Diaz Fernandez P, de Soria VGG, Stevens J, Kfuri Ru-
bens R, Shao YR, Kooshesh KA, Powell K, Ji HL, Hernandez
GM, Abelin J, Klaeger S, Forman C, Clauser KR, Sarkizova
S, Braun DA, Penter L, Kim HT, Lane WJ, QOliveira G, Kean
LS, Li SQ, Livak KJ, Carr SA, Keskin DB, Munoz-Calleja C
et al. Systematic identification of minor histocompati-
bility antigens predicts outcomes of allogeneic hema-
topoietic cell transplantation. Nat. Biotechnol. 2024.
PMID:39169264. IF:33,10. DO0I:10.1038/s41587-024-
02348-3. NATURE BIOTECHNOLOGY.

Delgado-Wicke P, Ferndndez de Cérdoba-Ofiate S, Roy-Va-
llejo E, Alegria-Carrasco E, Rodriguez-Serrano DA, Lama-
na A, Montes N, Nicolao-Gémez A, Carracedo-Rodriguez
R, Marcos-Jiménez A, Diaz-Ferndndez P, Galvén-Romdn
JM, Rabes-Rodriguez L, Sanz-Alba M, Alvarez-Rodriguez
J, Villa-Marti A, Rodriguez-Franco C, Villapalos-Garcia
G, Zubiaur P, Abad-Santos F, de Los Santos I, Gomariz
RP, Garcia-Vicufia R, Mufioz-Calleja C, Gonzdlez-Alvaro
|, Ferndndez-Ruiz E; PREDINMUN-COVID Group. Genetic
variants regulating the immune response improve the
prediction of COVID-19 severity provided by clinical
variables. Sci. Rep. 14. (1). 2024:20728. D0I:10.1038/
s41598-024-71476-2. SCIENTIFIC REPORTS.

Alcdntara HA, Kourani O, Marcos Jiménez A, Martinez Nu-
nez P, Herranz Martin E, Fuentes P, Toribio ML, Mufioz Calle-
ja C, Iglesias T, Campanero MR. Glutathione overproduc-
tion mediates lymphoma initiating cells survival and has
a sex-dependent effect on lymphomagenesis. Cell Death
Dis. 15. (7). 2024. PMID:39068166. IF:8,10. D0I:10.1038/
s41419-024-06923-z. CELL DEATH AND DISEASE.

San Antonio E, Silvdn J, Sevilla Montero J, Gonzdlez Sdn-
chez E, Mufioz Callejas A, Sdnchez Abad |, Ramos Manza-
no A, Mufioz Calleja C, Gonzdlez Alvaro |, Tomero EG, Garcia
Pérez J, Garcia Vicufia R, Vicente Rabaneda EF, Castafieda
S, Urzainqui A. PSGL-1, ADAMS, and selectins as poten-
tial biomarkers in the diagnostic process of systemic lu-
pus erythematosus and systemic sclerosis: an observa-
tional study. Front. Immunol. 15. 2024. PMID:39100683.
IF:5,70. DO0I:10.3389/fimmu.2024.1403104. FRONTIERS
IN IMMUNOLOGY.

Tsukalov I, Sdnchez Cerrillo I, Rajas O, Avalos E, Iturri-
castillo G, Esparcia L, Buzén MJ, Genesca M, Scagnetti C,
Popova O, Martin Céfreces N, Calvet Mirabent M, Marcos
Jimenez A, Martinez Fleta P, Delgado Arévalo C, De los
Santos |, Mufioz Calleja C, Calzada MJ, Alvaro 1G, Pala-
cios Calvo J, Alfranca A, Ancochea J, Sdnchez Madrid F,
Martin Gayo E. NFkB and NLRP3/NLRC4 inflammasomes
regulate differentiation, activation and functional pro-
perties of monocytes in response to distinct SARS-CoV-2
proteins. Nat. Commun. 15. (1). 2024. PMID:38453949.
IF:14,70. DO0I:10.1038/s41467-024-46322-8. NATURE
COMMUNICATIONS.
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RESEARCH INTEREST

Intracoronary imaging is an area of infense
clinical research for our group. As previously described,
these fechniques provide unigue insights on the pa-
thophysiology of stent failure but also of vulnerable
coronary plagues (thin-cap fibroatheroma, plaque ero-
sion, calcified coronary nodules). New technological

New diagnostic and therapeutic
advances in cardiovascular diseases

advancements on optical coherence tomography (OCT)
and high-resolution intravascular ultrasound (IVUS) are
currently being evaluated by our group. Moreover, we
are developing different “translational” research initia-
tives with the group of Nanomaterials for Bio-imaging
from the Material Physics Department of the Universi-
dad Auténoma de Madrid, to develop bio-functionalized
particles (gold-NanoShells) to target specific molecu-
les on the arterial wall surface (molecular imaging).

Ourgroupis collaborating and developing several trans-
lational research initiatives with the Department of Im-
munology of our center and the CNIC (Centro Nacional
de Investigaciones Cardiovasculares). We are looking
for molecules promoting the expression of anti-inflam-
matory transcription factors involved in the develop-
ment of clinical and subclinical atherosclerosis. We are
also searching for novel circulating microRNAs invol-
ved in the development of acufe coronary syndromes
and myocarditis.

Members of the group working in the Intensive Care De-
partment are analyzing the pathophysiology and the-
rapeutic alternatives in patients with acute respiratory
distress. Likewise, research on optimal ventilation stra-
tegies in COVID-19 patients is currently ongoing.

Different research projects are also being promoted in
the area of cardiac surgery including protocols on ad-
vanced hemodynamic support.

Another area of major research interest for our group
is Spontaneous Coronary Artery Dissection (SCAD).
SCAD represents a rare yet increasingly recognized
cause of acute coronary syndrome. For the last 7
years our group has been leading (PI) the multicenter
prospective Spanish Registry on SCAD under the
auspices of the Spanish Society of Cardiology (SEC)
and the association of Interventional Cardiology of SEC.
All cases are reviewed in a centralized core-laboratory
and events at clinical follow-up are adjudicated by an
independent Clinical Events Committee. Currently 500
patients are included in this study, which represents
one of the largest registries of this condition worldwide.

In the same lines, in 2021 we were awarded by the
ECAM (Ensayo Clinico Aleatorizado Multicéntrico) grant
from the Spanish Society of Cardiology (SEC), the lar-
gest award ever granted by the SEC, to randomized cli-
nical trial. The BA-SCAD (Betablockers and Antiplatelet
agents in patients with Spontaneous Coronary Artery
Dissection) is a pragmatic, open-label, investigators’
promoted, randomized clinical frial, assessing the va-
lue of betablockers and antiplatelet drugs in this elusi-
ve clinical entity. A total of 60 Spanish University sites
are participating in this large randomized clinical frial.

MAJOR GRANTS

Alfonso Manterola, Fernando; Lépez Melgar,
Beatriz. "Ecografia 3D carotidea y femoral en pacientes
con cardiopatia isquémica precoz: caracterizacion y
busqueda de marcadores para pacientes y familiares.
Estudio CAFEECOR’PI.22/01414. INSTITUTO SALUD
CARLOS Ill. 2023-

Sudrez Sipmann, Fernando. [INTELLILUNG: INTELLI-
GENT LUNG SUPPORT FOR MECHANICALLY VENTILATED
PATIENTS IN THE INTENSIVE CARE UNIT.UE.INTELLI-
LUNG.101057434. EUROPEAN COMMISSION. 2022-

Rivero Crespo, Fernando; Alfonso Manterola, Fernando.
In vivo detection of activated coronary endothelium
using optical coherence tomography (OCT) combined
with functionalized optical contrast nanocomposites.
FIS.19/00565. INSTITUTO SALUD CARLOS IIl. 2020-

Alfonso Manterola, Fernando. SECURE: SECONDARY
PREVENTION OF CARDIOVASCULAR DISEASE IN THE
ELDERLY TRIAL.UE. SECURE.633765. EUROPEAN COM-
MISSION. 2017-

Rivero Crespo, Fernando. Diagndéstico molecular de
placa arterial vulnerable inflamatoria mediante to-
mografia de coherencia éptica combinada con nano-
compuestos funcionalizados. PI124/01535. INSTITUTO
SALUD CARLOS Il

Sudrez Sipmann, Fernando. Busqueda del mejor modo
de seleccion de un nivel individualizado de presion posi-
tiva final espiratoria en pacientes con insuficiencia res-
piratoria aguda en ventilacion mecdnica: Estudio PEEP
selector. P124/01726. INSTITUTO SALUD CARLOS Il

(SIS @ PUBLICATIONS

Alfonso, F, Gémez Lara, J, Rivero, F. Epi-
nephrine for Refractory No-Reflow During Percuta-
neous Coronary Interventions. Am. J. Cardiol. 235.
2025. PMID: 39209241. IF: 2,30. DOI: 10.1016/j.amj-
card.2024.08.023.
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Uribarri A, Vazirani R, Delia MA, Tomasino M, Ferndndez
Cordén C, Martin A, Blanco Ponce E, Salamanca J, Corbi
Pascual M, Vedia O, Duran Cambra A, Becerra Mufioz VM,
Lluch Requerey C, Raposeiras Roubin S, Guillén Marzo M,
Lopez Pais J, Pérez Castellanos A, Mayordomo PS, Marti-
nez Sellés M, Vila Sanjudn S, Rédenas Alesina E, Nufiez Gil
IJ, RETAKO Investigators. Impact of mechanical circula-
tory support on outcomes in Takotsubo syndrome com-
plicated by cardiogenic shock: Insights from the RE-
TAKO registry. Int. J. Cardiol. 419. 2025. PMID:39454688.
IF:3,20. DOI:10.1016/j.ijcard.2024.132681. INTERNATIO-
NAL JOURNAL OF CARDIOLOGY.

Marschall A, del Val D, Bastante T, Rivero F, Alfonso F.
A case report of late vessel occlusion presenting as
ST-segment elevation myocardial infarction after
drug-coating balloon treatment of in-stent restenosis.
Eur. Heart J.-Case Rep. 8. (12). 2024. PMID:39659455.
DO0I:10.1093/ehjcr/ytae619. European Heart Jour-
nal-Case Reports.

Tomasino M, Nufiez Gil IJ, Martinez Selles M, Vedia O,
Corbi Pascual M, Salamanca J, Blanco Ponce E, Cordén
CF, Almendro Delia M, Pérez Castellanos A, Martin Gar-
cia A, Vila Sanjudn S, Vazirani R, Duran Cambra A, Bece-
rra Mufioz VM, Guillén Marzo M, Uribarri A. Cardiogenic
Shock Complicating Takotsubo Syndrome: Sex-Re-
lated Differences. J. Am. Heart Assoc. 13. (23). 2024.
PMID:39611302. IF:5,00. D0I:10.1161/JAHA.124.036800.
Journal of the American Heart Association.

Elbadawi A, Haomed M, Gad M, Elseidy SA, Barghout M,
Jneid H, Mamas MA, Alfonso F, Elgendy IY. Immediate
Versus Staged Complete Revascularization for Pa-
tients With ST-Segment-Elevation Myocardial Infarc-
tion and Multivessel Disease: A Network Meta-Analysis
of Rundomized Trials. J. Am. Heart Assoc. 13. (21). 2024.
PMID:39470060. IF:5,00. D0I:10.1161/JAHA.124.035535.
Journal of the American Heart Association.

Garcia Guimar@ies M, Sabaté M, Cruz Gonzdlez |, Valero
E, Bastante T, Alfonso F, investigators of the Spanish
Registry on Spontaneous Coronary Arfery Dissection.
Cardiogenic Shock in Patients With Spontaneous
Coronary Artery Dissection. Am. J. Cardiol. 230.
2024. PMID:39182535. IF:2,30. DO0I:10.1016/j.amj-
card.2024.08.018. AMERICAN JOURNAL OF CARDIOLOGY.

del Val, D, Marschall, A, Bastante, T, Rivero, F, Cuesta,
J, Alfonso, F. Simultaneous Multiple Distinct Plaque
Erosions Within a Single Coronary Artery. JACC-Car-
diovasc. Interv.17. (20):2024. PMID: 39477648. IF: 11,70.
DOI: 10.1016/j.jcin.2024.09.009.

Martinez Avial Silva, M, Diez Villanueva, P, Alfonso, F.
Familial aortic aneurysm: a case presentation. Med.
Clin.163. (7):2024. PMID: 38926034. IF: 2,60. DOI:
10.1016/j.medcli.2024.03.029.




Advanced therapies and individualized medicine

Line 3.6 New diagnostic and therapeutic advances in cardiovascular diseases

HOSPITAL
UNIVERSITARIO

INSTITUTO DE
INVESTIGACION
SANITARIA

DE LAPRINCESA

Vera A, Cecconi A, Martinez Vives P, Lépez Melgar B, Olivera
MJ, Herndndez S, Rojas Gonzdlez A, Diez Villanueva P, Sa-
lamanca J, Caballero P, Jiménez Borreguero LJ, Alfonso
F. Usefulness of tissue tracking to differentiate tachy-
cardia-induced cardiomyopathy from dilated cardiom-
yopathy in patients admitted for heart failure. HEART
VESSELS. 2024. PMID:39375197. IF:1,40. DO0I:10.1007/
s00380-024-02471-w. HEART AND VESSELS.

Alfonso, F, Guimara, MG, Bastante, T. Specialized cli-
nics for patients with spontaneous coronary artery
dissection. IJC Heart Vasc.54. 2024. PMID: 39290801.
DOI: 10.1016/j.ijcha.2024.101504.

Alfonso, F, Cortese, B. Is intravascular ultrasound nee-
ded to optimize drug-coated balloon angioplasty re-
sults?. Eur. Heart J.45. (42):2024. PMID: 39319641. IF:
37,60. DOI: 10.1093/eurheartj/ehae621.

Almendro Delia M, Lépez Flores L, Uribarri A, Vedia O,
Blanco Ponce E, Lépez Flores MD, Rivas Garcia AP, Fer-
ndndez Cordén C, Sionis A, Martin Garcia AC, Vazirani
R, Corbi Pascual M, Salamanca J, Pérez Castellanos
A, Martinez M, Becerra VM, Aritza Conty D, Lépez Pais
J, Guillén Marzo M, Lluch Requerey C, Garcia Rubira
JC, Nufiez Gil IJ, RETAKO Investigators. Recovery of
Left Ventricular Function and Long-Term Outcomes
in Patients With Takotsubo. J. Am. Coll. Cardiol. 84.
(13). 2024. PMID:39293882. IF:21,70. DO0I:10.1016/j.
jacc.2024.05.075. JOURNAL OF THE AMERICAN COLLE-
GE OF CARDIOLOGY.

del Val D, Berta B, Roleder T, Malinowski K, Bastante T,
Hermanides RS, Wojakowski W, Fabris E, Cuesta J, De
Luca G, Rivero F, Alfonso F, Kedhi E. Increased inciden-
ce of adverse events in diabetes mellitus patients with
combined multiple vulnerable plaque features: new
insights from the COMBINE OCT-FFR trial. Eur. Heart
J.-Cardiovasc. Imaging. 26. (1). 2024. PMID:39138849.
IF:6,70. DO0I:10.1093/ehjci/jeae210. European Heart
Journal-Cardiovascular Imaging.

Landmesser U, Ali ZA, Maehara A, Matsumura M, Shlof-
mitz RA, Guagliumi G, Price MJ, Hill JM, Akasaka T, Prati
F, Bezerra HG, Wijns W, Leistner D, Canova P, Alfonso
F, Fabbiocchi F, Calligaris G, Oemrawsingh RM, Achen-
bach S, Trani C, Singh B, McGreevy RJ, McNutt RW, Ying
SW, Buccola J, Stone GW. Optical coherence tomogra-
phy predictors of clinical outcomes after stent im-
plantation: the ILUMIEN IV trial. Eur. Heart J. 45. (43).
2024. PMID:39196989. IF:37,60. D0I:10.1093/eurhear-
tj/ehae521. EUROPEAN HEART JOURNAL.

Collet C, Munhoz D, Mizukami T, Sonck J, Matsuo H,
Shinke T, Ando H, Ko B, Biscaglia S, Rivero F, Engstrom
T, Arslani K, Leone AM, van Nunen LX, Fearon WF, Chris-
fiansen EH, Fournier S, Desta L, Yong A, Adjed;j J, Esca-

ned J, Nakayama M, Eftekhari A, Zimmermann FM, Sakai
K, Storozhenko T, da Costa BR, Campo G, West NEJ, De
Potter T et al. Influence of Pathophysiologic Patterns
of Coronary Artery Disease on Immediate Percuta-
neous Coronary Intervention Outcomes. Circulation.
150. (8). 2024. PMID:38742491. IF:35,50. DOI:10.1161/
CIRCULATIONAHA.124.069450. Circulation.

Del Val, D, Alfonso, F, Kedhi, E, Behalf Of The Combine
Oct Ffr Trial Investigators,0. Reply: Identifying vulne-
rable coronary atherosclerotic plaques: from theory
to practice. Eurolntervention20. (16):2024. PMID:
39155762. IF: 7,60. DOI: 10.4244/EIJ-D-24-00594.

Ali ZA, Landmesser U, Maehara A, Shin D, Sakai K,
Matsumura M, Shlofmitz RA, Leistner D, Canova P, Al-
fonso F, Fabbiocchi F, Guagliumi G, Price MJ, Hill JM,
Akasaka T, Prati F, Bezerra HG, Wijns W, McGreevy RJ,
McNutt RW, Nie H, Phalakornkule K, Buccola J, Stone
GW, ILUMIEN IV Investigators. OCT-Guided vs Angiogra-
phy-Guided Coronary Stent Implantation in Complex
Lesions An ILUMIEN IV Substudy. J. Am. Coll. Cardiol.
84. (4). 2024. PMID:38759907. IF:21,70. D0I:10.1016/j.
jacc.2024.04.037. JOURNAL OF THE AMERICAN COLLE-
GE OF CARDIOLOGY.

Sedhom R, Hamed M, Elbadawi A, Mohsen A, Swamy P,
Athar A, Bharadwaj AS, Prasad V, Elgendy Y, Alfonso F.
Outcomes With Limus- vs PaclitaxelCoated Balloons
for Percutaneous Coronary Intervention Meta-Analy-
sis of Randomized Controlled Trials. JACC-Cardio-
vasc. Interv. 17. (13). 2024. PMID:38986653. IF:11,70.
DO0I:10.1016/j.jcin.2024.04.042. JACC-CARDIOVASCU-
LAR INTERVENTIONS.

Vazirani R, Rodriguez Gonzdlez M, Castellano Marti-
nez A, Andrés M, Uribarri A, Corbi Pascual M, Alfonso F,
Blanco Ponce E, Lluch Requerey C, Ferndndez Corddn
C, Almendro Delia M, Cruz OV, Nufiez Gil IJ, RETAKO In-
vestigators. Pediatric takotsubo cardiomyopathy: A
review and insights from a National Multicentric Re-
gistry. Heart Fail. Rev. 29. (4). 2024. PMID:38483658.
IF:4,50. DOI:10.1007/s10741-024-10394-x. HEART FAI-
LURE REVIEWS.

Vazirani R, Delia MA, Blanco Ponce E, Martin Garcia AC,
Ferndndez Corddn C, Uribarri A, Andrés M, Vedia O, Sio-
nis A, Corbi Pascual M, Salamanca J, Pérez Castellanos
A, Carmona JDM, Raposeiras Roubin S, Aritza Conty D,
Lopez Pais J, Guillén Marzo M, Lluch Requerey C, Es-
cudier JM, Martinez Sellés M, Nufiez Gil IJ, RETAKO In-
vestigators. Renal impairment and outcome in Takot-
subo syndrome: Insights from a national multicentric
cohort. Int. J. Cardiol. 405. 2024. PMID:38490270.
IF:3,20. DOI:10.1016/j.ijcard.2024.131971. INTERNATIO-
NAL JOURNAL OF CARDIOLOGY.

Giralt, JAS, Tusman, G, Wallin, M, Hallback, M, Lucendo
AP, Galindo, MS, Santamaria, BA, Calzada, EP, Garcia,
PG, Huerta, DR, Berlanga, AC, Suarez Sipmann, F. Cli-
nical validation of a capnodynamic method for me-
asuring end-expiratory lung volume in critically ill
patients (vol 28, 142, 2024). Crit. Care28. (1):2024. IF:
8,80. DOI: 10.1186/s13054-024-04984-2.

del Val D, Berta B, Roleder T, Malinowski K, Bastante T, Her-
manides RS, Wojakowski W, Fabris E, Cuesta J, De Luca G,
Rivero F, Alfonso F, Kedhi E. Vulnerable plaque features
and adverse events in patients with diabetes mellitus:
a post hoc analysis of the COMBINE OCT-FFR trial. Eu-

rolntervention. 20. (11). 2024. PMID:38840580. IF:7,60.
DO0I:10.4244/E|J-D-23-00628. EUROINTERVENTION.

Hamed M, Mohamed S, Mahmoud M, Kahan J, Mohsen A,
Rahman F, Kayani W, Alfonso F, Brilakis ES, Elgendy 1Y,
Mamas MA, Elbadawi A. Intravascular Imaging-Guided
Versus Coronary Angiography-Guided Complex PCI: A
Meta-analysis of Randomized Controlled Trials. Car-
diol. Ther. 13. (2). 2024. PMID:38630393. D0I:10.1007/
s40119-024-00364-7. Cardiology And Therapy.

Garcia Guimar@es M, Bastante T, Del Val D, Fernandez
Rodriguez D, Guiberteau Diaz T, Salamanca J, Rivero
F, Alfonso F. Angiographic patterns in spontaneous
coronary artery dissection: novel diagnostic insi-
ghts. Expert Rev. Cardiovasc. Ther. 22. (4-5). 2024.
PMID:38683109. D0I:10.1080/14779072.2024.234910
3. Expert review of cardiovascular therapy.

Frances BS, Sans Rosell6 J, Brugaletta S, Cerrato E,
Alfonso F, Gonzalo N, Amat Santos IJ, Ferndndez Pe-
regrina E, Calderén AT, Varghese JJ, Garg M, Garcia
HM. Impact of age on the outcomes of Takotsubo sy-
ndrome. Cardiovasc. Revascularization Med. 61. 2024.
PMID:37949720. DO0I:10.1016/j.carrev.2023.10.018.
CARDIOVASCULAR REVASCULARIZATION MEDICINE.

Camblor Blasco A, Nufiez Gil IJ, Cambra AD, Almen-
dro Delia M, Rédenas Alesina E, Ferdandez Cordon C,
Vedia 0, Corbi Pascual M, Blanco Ponce E, Raposeiras
Roubin S, Marzo MG, Flecha ASG, Acufia JMG, Salaman-
ca J, Escudier Villa JM, Martin Garcia AC, Tomasino M,
Vazirani R, Perez Castellanos A, Uribarri A. Prognostic
Utility of Society for Cardiovascular Angiography and
Interventions Shock Stage Approach for Classifying
Cardiogenic Shock Severity in Takotsubo Syndrome. J.
Am. Heart Assoc. 13. (6). 2024. PMID:38471832. IF:5,00.
DOI:10.1161/JAHA.123.032951. Journal of the Ameri-
can Heart Association.

Liu K, Meng F, Nappi F, Alfonso F, Wang SX, Zheng
S. Zhang HB. Transcatheter aortic valve replace-
ment in the treatment of bicuspid aortic stenosis
with “down-size” interventional valves: procedural
and mid-term follow-up. J. Thorac. Dis. 16. (1). 2024.
PMID:38410558. IF:2,10. DO0I:10.21037/jtd-23-1885.
JOURNAL OF THORACIC DISEASE.

Ariza Solé A, Bermeo JA, Formiga F, Bueno H, Mifiana G,

Alegre 0, Marti D, Martinez Sellés M, Dominguez Pérez L,
Diez Villanueva P, Barrabés JA, Marin F, Villa A, Sanmar-
tin M, Llibre C, Sionis A, Carol A, Garcia Blas S, Gallardo
MJM, Elizaga J, Gémez Bldzquez |, Alfonso F, Del Blan-
co BG, Nufiez J, Sanchis J. Routine invasive strategy
and frailty burden in non-ST-segment elevation acu-
te myocardial infarction. J. Geriatr. Cardiol. 21. (10).
2024. PMID:39619358. IF:1,80. DO0I:10.26599/1671-
5411.2024.10.005. Journal of Geriatric Cardiology.




Area

Advanced therapies and individualized medicine

Line 3.6 New diagnostic and therapeutic advances in cardiovascular diseases

HOSPITAL
UNIVERSITARIO

INSTITUTO DE
INVESTIGACION
SANITARIA

DE LAPRINCESA

Luis Jesus Jiménez Borregue
Head of group

?' - GROUP MEMBERS

Cecconi Duca, Alberto

De Benavides, Maria del Carmen
Lluna Nevot, Isabel

Lopez Melgar, Beatriz

Martin Lara, Alicia

Moron Merchante, Ignacio
Olivera Serrano, Maria José
Ortega Rabbione, Guillermo José
Pérez Romero, Miriam

Quiros, Bernaldo de

Santos Martin, Blanca

RESEARCH INTEREST

Our research work is developed in cardiovas-
cular diagnostics technologies for clinical research, in
coordination with physicists and basic scientists at La
Princesa Hospital.

We are carrying out a research line in collaboration with
physicist scientists at La Princesa Hospital focusing in
machine learning of big data for the prediction of heart
disease, based on an in-deep analysis of more than
250.000 ECGs raw data.

Another line of clinical research focuses on the cha-
racterization of the heart phenotype in patients with
hypertrophic cardiomyopathy and its association with
prognosis, by identifying new targets in cardiovascular
imaging technology.
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RESEARCH INTEREST

Cardiovascular diseases (CVD) are the main
cause of mortality in developed countries. Their preva-
lence and incidence are increasing decade after deca-
de. There is a great array of new cardiovascular drugs
that target dyslipidaemia, arterial or venous thrombosis
and diabetes, which can modify the natural history of
these diseases.

In addition, age is also an important determinant of
arterial and venous oufcomes. However, research in
usual clinical practice reveals a disproportionately low
use of cardiovascular medications in elderly patients,
who could otherwise benefit from their use, while, on the
other hand, there is probably an excessive use of these
medications in patients with cognitive impairment and/
or short life expectancy. Altogether, there is not enough
information about cardiovascular therapies in very
elderly patients with multiple comorbidities/diseases,
nor in other special populations (such as individuals
with Down syndrome).

Against this background, the main research lines of our
group are as follows:

- To evaluate and treat high cardiovascular risk patients
and/or special populations (like elderly patients).

- To better treat patients with dyslipidemia and /or
those with familial hypercholesterolemia.

- To better understand the mechanisms underlying
heart failure and its decompensations

- To manage and prevent venous thromboembolic
events

- To comprehend the underlying mechanisms of hu-
man cardiovascular protection models in adults with
Down syndrome
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RESEARCH INTEREST

Ourresearch work is developed in cardiovas-
cular diagnostics technologies for clinical research, in
coordination with physicists and basic scientists at La
Princesa Hospital.

We are carrying out a research line in collaboration with
physicist scientists at La Princesa Hospital focusing in
machine learning of big data for the prediction of heart
disease, based on an in-deep analysis of more than
250.000 ECGs raw data.

Another line of clinical research focuses on the cha-
racterization of the heart phenotype in patients with
hypertrophic cardiomyopathy and its association with
prognosis, by identifying new fargets in cardiovascular
imaging technology.
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RESEARCH INTEREST

Our group has been working on the study
of HIV infection for more than 20 years. We have par-
ficipated in several clinical frials and infernational re-
search projects. Currently, we continue working in the
Research Network on AIDS (CoRIS) collecting data for
epidemiological studies from HIV-infected patients who
come to our clinic for the first time, and periodically
sending blood samples to the Biobank Network of AIDS,

Infectious pathologies

for virological and immunological studies. This project
will keep going for years, and we will also continue co-
llecting the data necessary for these studies.

We are also involved in clinical trials of new drugs and
new therapeutic strategies for HIV, including the com-
bination of two drugs Dolutegravir and lamivudine for
naive and experienced patients, and the new matura-
tion inhibitor in a very early phase. These trials began in
2019 and will last two years.

We expect to start a new clinical trial this year with a
therapeutic vaccine for early freated HIV patients.

In addition, another field of interest, in which we have
more than ten years of experience, is HIV / HCV co-in-
fection. This aspect of HIV infection is currently having
a major projection, due o the appearance of new drugs
to treat hepatitis C, i.e direct antiviral agents. The-
se drugs have revolutionized treatment achieving the
greatest effectiveness until now (more than 95%) with
few side effects. We are collaborating with the HEPA-
VIR cohort of co-infected patients, along with various
centres in the Spanish territory, where we have freated
more than 600 patients so far. The study of new drugs
in real life is very imporftant because it can reveal side
effects not seen before in clinical trials.

In this sense, and also in a multicentre group, we are
studying the impact of sustained viral response in car-
diovascular risk and inflammation markers, as well as
its impact in appearance of liver cancer and cancer
survival.
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RESEARCH INTEREST

MicroRNAs (miRNAs) are a family of endo-
genous, small, noncoding RNA molecules that mo-
dulate physiological and pathological processes by
post-transcriptional inhibition of gene expression.
Recent studies have also begun to reveal that altered
miRNA expression profiles may be associated with pa-
thological processes within the lung and lead to the
development of various pulmonary diseases, ranging
from inflammatory diseases to lung cancers. Also miR-
NAs are pivotal to both adaptive and innate immunity,
with regulatory effects on cell differentiation and im-
munological function.

miRNAs and community acquired pneumonia:

Community acquired pneumonia (CAP) is an infectious
disease with high prevalence and great morbimortality
rate. Numerous strategies have been studied fo
improve the prediction of CAP prognosis, and thus
help in decision-making for the management of these
patients. Regarding CAP pathophysiology, miRNAs can
influence the development and function of immune
cells by blocking the franslation of key proteins such
as transcription factors or intermediate molecules
in cell receptor signalling cascades. In addition,
some miRNAs have been identified as key players in
modulating the immune response to severe bacterial
infection, by controlling neutrophil activation and
recruitment and the chemotactic signal that initiates
the inflammatory process. Moreover, several studies
have established the utility of circulating miRNAs in the
diagnosis of sepsis and in various specific infections
(e.g. HIV, viral hepatitis or tuberculosis). However, there
is limited scientific literature on the usefulness of these
molecules as prognosis markers in CAP.

We aim fo explore the role of different miRNAs in CAP
and their role in the regulation of the inflammatory res-
ponse in CAP patients.

miRNAs and Lung cancer:

The search for a biomarker that enables optimizing the
early diagnosis of lung cancer is a pending challenge.
The adequate management of a potentially malignant
solitary pulmonary nodule in early stages is especia-
lly important in fragile and elderly patients. It is also
important to use non-aggressive techniques to obtain
good quality samples of deep breath. Exhaled breath
condensate (EBC) is a simple, non-aggressive techni-
que that provides a biological sample where different
markers can be determined.

Recent promising studies have analysed miRNA profi-
les in EBC as potential biomarkers for early diagnosis
in lung cancer patients. We will focus our efforts on
establishing the utility of miRNA determination in EBC
samples as a first step in the building process of a mo-
lecular signature for EBC in lung cancer patients.
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RESEARCH INTEREST

A great interest in the role of human micro-
biome in health and disease exists due to the accessi-
bility of high throughput sequencing methods. Several
studies indicate that the human microbiome may con-
tribute fo the regulation of multiple neuro-chemical and
neuro-metabolic pathways through a complex series of
highly interactive and symbiotic host-microbiome sig-
naling systems that mechanistically interconnect the
gastrointestinal tract, skin, liver, and other organs with
the central nervous system. Several studies suggest
that the sfomach contains an unexpected diversity of
microorganisms but their relationship with Helicobac-
ter pylori, and with other human diseases is not well
established.

H. pylori infects 50% of the population worldwide and
colonizes the gastric mucosa causing many gastroin-

testinal diseases such as severe gastritis, peptic ulcer
disease, gastric cancer and gastric mucosa-associa-
ted lymphoid tissue (MALT) lymphoma. It is identified
as a Group | carcinogen by the International Agency for
Research on Cancer of the World Health Organization.
Several treatment regimens have been used to eradi-
cate this microorganism. Resistance to antibiotics is
considered the main cause of freatment failure.

Since the beginning of SARS-CoV-2 (Severe Acute Res-
piratory Syndrome Coronavirus-2) pandemic, a large
quantity of studies has been performed fo develop and
validate real-time PCR (RT-PCR) techniques capable
of providing an accurate diagnosis in respiratory sam-
ples. However, SARS-CoV-2 has also been defected in
other types of samples such as blood. Assessment of
commercial RT-PCR techniques in serum and plasma
samples has been one of the aims of our group, which
has provided satisfactory results. We performed a mul-
tidisciplinary study to assess detection of SARS-CoV-2
viremia as a marker to identify patients who are at risk
of developing severe COVID-19 and mortality.

The detection of antimicrobial resistance in various cli-
nically important bacteria, with participation in national
and international studies, has been a field of interest
over the years, with the application of new molecular
methods for resistance detection.

This group includes members of the Microbiology De-
partment with interest in diagnosis and freatment of
several infectious diseases caused by pathogens such
as fungi, Mycobacterium spp or CMV, as well as in infec-
fions in cystic fibrosis patients. Different members of
the group have increasing participation in various hos-
pital working groups such as the sepsis code, the PROA
program, and different committees.

The main lines of research are: (1) Study of the human
microbiome in different areas of the body (gastric, eso-
phageal, respiratory or intestinal) and its relationship
with H. pylori infection and other human diseases with
potential therapeutic applications. (2) Detection of an-
timicrobial resistance in various clinically important
bacteria (including H. pylori, among others) through
nafional and international studies, and application of
molecular methods. (3) Study of the in vitro activity of
wine phenolic compounds against H. pylori. (4) Deter-
mination of the role of Non-Tuberculous Mycobacteria
on the development of several diseases. (5) Detection
of SARS-CoV-2 viremia as a marker to identify patients
who are at risk of developing severe COVID-19 and mor-
tality.
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RESEARCH INTEREST

Our line of clinical research is focused on
the development of innovative cancer therapies. We
have contributed to the clinical evaluation of neoadju-
vant Pertuzumab, currently the standard of therapy in
HER2+ breast cancer, or Nerafinib in advanced HER2+
breast cancer. We have evaluated in phase | and phase
Il frials novel drugs such as Nintedanib or Dovitinib, and
monoclonal antibodies such as Durvalumab. We have
developed medical and surgical protocols for lung,
breast and pancreatic cancers.

Our line of translational research is focused on the
discovery of biomarkers for assessing the effects of
anticancer immunotherapy and biomarkers of cancer,
including an immunophenotype profile in patients with
advanced cancer and the rare double amplification of
FGFR-1 and CCDN1in breast cancer. By using a systems
biology approach, we are clustering breast cancer into
subtypes defined by biologic features that constitute
therapeutic targets.
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Almudena Zapatero Labor
Head of group

.~ GROUP MEMBERS

Adrados de Llano, Maria Magdalena
Casado Jiménez, Margarita

Castro Tejero, Pablo

Chamorro Serrano, Pablo

Cruz Conde, José Alfonso
Herndndez Gonzdlez, David

Martin de Vidales Cervantes,
Maria del Carmen

Murillo Gonzdlez, Maria Teresa
Roch Gonzdlez, Maria
Talaya Alarcon, Maria Sol

RESEARCH INTEREST

This group is focused on four research lines:

1) Identification of clinical and Biological Markers as
risk and predictive factors in Prostate Cancer.

a. Cooperative projects with Fundacién Centro

Nacional de Investigaciones Oncoldgicas (CNIO)
to determine the prognostic value of expression
of molecular markers in patients with high-
risk localized prostate cancer (REf CaPr-HLP-
RT-01/ PI1197) and metastatic cancer (PROCURE
platform).

. We have just completed a project in collaboration
with  HU Santfiago de Compostela and HU

12 de Octubre, Madrid, about the prognostic
and predictive role of CTCs in high-risk non-
metastatic prostate cancer (CaPr-RTCTC-01/
Pl 197). Results presented in abstract form in
IJROBP 2019. Manuscript in preparation.

. IRONMAN-ES: “Estudioprospectivo observacional

de pardmetros clinicos y biomarcadores en
cdncer de préstata avanzado en hospitales de
Espafia”; in colaboration with CNIO (co-sponsor).

. Collection of biological markers within the EORTC

research project platform 1822 E2-RADIatE-
OligoCare: A pragmatic observational cohort
study to evaluate radical radiotherapy for oligo-
metastatic cancer patients.

2) Advances in Prostate Cancer Treatment:
a. A phase Il clinical ftrial to determine the

optimum duration of androgen deprivation
alongside high-dose radiotherapy in localized
intermediate and high-risk PCa patients (“Phase
Il Trial comparing Long-Term Versus Short-
Term Androgen Deprivation Combined With
High-Dose Radiotherapy For Localized Prostate
Cancer: GICOR Profocol DART01/05". EudraCT
2005-000417-36  ClinicalTrials.gov, number
NCT02175212). 5-year data reported in Lancet
Oncol 2015 and In J Radiat Oncol Biol Phys 2016.
Substudy analysis of prognostic and predictive
value of Testosterone nadir is ongoing.

. Collaboration with the ICECaP Working Group,

a multidisciplinary team of academic cancer
researchers from the Dana-Farber Cancer
Institute-Harvard Medical School:

- “Intermediate Clinical Endpoints In Cancer Of
The Prostate (ICECaP) Initiative”, a Meta-analy-
sis. Published in JCO 2017.

- “"Event-Free Survival, a PSA-Based Composite
Endpoint, is Not a Surrogate for Overall Survival
in Localized Prostate Cancer”. Sent to publica-
fion.

. Participation in 6 Randomized Phase Il clinical

trials in several freatment and disease scenarios:
localized-high risk prostate cancer, prostate
cancer without metastasis with biochemical
failure after radical treatment, in MO castration
resistfant prostate cancer and in metastatic
prostate cancer (MDV3100-14, MDV3100-13,
JNJ-56021927, TALAPRO-2 (C3441021) EORTC
1333 and EORTC 1531).

STAGE: Recruitment completed.

3) High Technology and Innovation:

a) Over the last 10 years we have actively worked

in Infensity Modulated Radiation Treatment -
Image Guided Radiotherapy (IMRT-IGRT) versus
three-dimensional con-formal radiotherapy
(3DCRT): comparative results on patients treated
in a single instfitfution, which demonstrate
the significant reduction in acute and late
genitourinary and rectal foxicity in patients with
prostate cancer treated with IMRT-IGRT. The
results have been presented in international
meetings and reported in indexed journals.

. Implementation of the new technology VMAT

(Volumetric Modulated Arc Therapy] and
Stereotactic Body Radiation Therapy for the
treatment of localized and oligometastatic PCa

- Design and implementation of a Phase Il cli-
nical trial: Dose Intensification With a Fo-
cal Boost to Dominant Intraprostatic Lesion
Using Volumetric Modulated Arc Therapy /
Image Guided Radiotherapy in Patients With
Localized Prostate Cancer,
Protocol ID: CaP-VMAT-
DIL.  ClinicalTrials.
gov Identifier:
NCT03030625.
Active recruit-
ment.

- Participation
in a Phase |l
clinical trial:
Tratamiento
de las Oligo-me-
tdstasis de Cancer
de Prostata Mediante
SBRT- Cddigo SBRT-SG 05.
NCT02192788

- Participation in a Phase Il clinical frial
EC/2018/0130PEACE V/STORM: A randomized
phase Il trial for the Salvage Treatment of Oli-
goRecurrent nodal prostate cancer Metastases
(STORM]).PROMOTOR: Ghent University. GICOR

4) Multi-Institutional Data Base Register in PCa:

National Register of Prostate Cancer Treated
with Radiotherapy (RECAP)

EORTC research project 1822 E*-RADIGtE -
OligoCare: A pragmatic observational cohort

study fo evaluate radical radiotherapy for oligo-
metastatic cancer patients. Activation phase

5) BLADDER CANCER- BLADDER SPARING PROGRAM
a. Our team is one of the most active and

successfully experienced groups in the
conservative treatment of invasive bladder
cancer. We continue to study the optimal
sequence of freatment concerning tumor control,
bladder preservation, quality of life and efficient
delivery. The results have been presented in
international meetings and reported in indexed
journals.

. Collaboration- inclusion in clinical trial of Radio.
Immunotherapy in this context. “Eficacia del
atezolizumab con radioterapia concomitante
en pacientes con cdncer de vejiga musculo-
invasivo.  "Code: ~ SOGUG-2017-A-IEC(VEJ)-
4EudraCT: 2018-004348-47
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1. Prosthetic joint infection
2. Long-term results in fotal hip arthroplasty

3. Hip fracture
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