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This year 2023 has been a one of transition, after 14 years holding the scientific Since July 2023, a new project seeks fo adapf
the Institute structure to the new challenges

of our regional health service (SERMAS] and to
the need for a leadership transition in most of
the groups that constitute the Institute.

direction of La Princesa Health Research Institute (1IS-Princesa), in July 2023,
Professor Francisco Sanchez Madrid handed over the baton to myself.

This situation represents a great honour for me, but also an enormous
responsibility, since under Paco’s scientific direction, this Institute has brought so In terms of scientific production, the pan-
demic caused an increase in the number of
publications due to the need of the scientific
community fo increase its knowledge about
the biology of SARS-CoV2, the immune sys-
tem'’s response to the virus, and how fo mana-
ge COVID-19. Four years later, in 2023, things
have gone back to normal and the number of
annual publications in IIS Princesa has retur-
ned to the baseline of around 400 articles.
Although, the overall accumulated impact
factor has decreased compared to the three
previous years, the relative impact per article
improved to 6.7. All in all, we have returned to
the pre-pandemic number of publications, but
now our researchers are able to publish in be-
tter journals.

much prestige and visibility to its research centres as well as to its researchers.

This improvement in the quality of our publi-
catfions is supported by 28% of publications in
D1 and 69% in QL, clearly higher than in 2022.
In addifion, more than 50% of the publications
were led by lIS-IP researchers, which shows

Emarganty

Hospital Universitario
de La Princesa

B comunidad de Madrid

Isidoro Gonzdlez Alvaro
Scientific Director

that the scientific leadership of the members
of our Institute is being consolidated. Fur-
thermore, following the strategy stablished in
2022, we have achieved that 63% of our arti-
cles were published in Open Access format.

After the success in the 2022 Investigo calls
of SEPE and CAM, in 2023 we limited the appli-
cation for new human resources grants, obtai-
ning 9 new collaborators.

The number of contracts signed for clinical
studies this year has been 118, of which 83
correspond to clinical trials and 35 to obser-
vational studies.

Regarding academic output, 21 doctoral the-
ses have been defended, 4 of them with a Eu-
ropean mention.

Finally, I would like o highlight that the impact
that the pandemic has given to collaboration
between clinical and basic researchers has
contfinued in 2023. This close inferaction con-
fributes to developing new ideas and research
hypotheses with the aim of offering the best
service to citizens and quality training for fu-
ture generations. My hope for the next 4 years
is that the “Princess Spirit”", as we call this clo-
se cohesion and interaction between the di-
fferent lines of research, will continue.
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The Health Research Institute of the University Hospi-
tal La Princesa was constituted on December 15, 2009
under an agreement signed by the Madrid Health Servi-
ce - representing the University Hospitals La Princesa,
Santa Cristina, and the children’s Hospital Nifio Jesus
- the Autonomous University of Madrid, the Biomedi-
cal Research Foundation of the University Hospital La
Princesa and the Agency “Pedro Lain Entralgo” of the
Community of Madrid for Training, Research and Heal-
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th Studies. Almost a year later, after an audit from the
Institute of Health Carlos IlI, it got the Accreditation as a
Health Research Institute.

In 2013 the activity of the Agency of Training, Research
and Health Studies of the Community of Madrid “Pedro
Lain Entralgo” was finished, and its functions were as-
sumed by the Ministry of Health of the Community of
Madrid, in particular by its the General Directorate of Re-
search, Training and Documentation.

UA'M
Universidad Auténoma
de Madrid

. FI B FUNDACIONDE
INVESTIGACION BIOMEDICA

hospital universitario la princesa
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GOVERNING COUNCIL

CHAIRMAN

Laura Gutiérrez Barreno
Deputy Minister of Health Assistance, Comunidad de
Madrid

VICE-CHAIRMAN

Daniel Jaque Garcia
Chancelor of Universidad Auténoma de Madrid

MEMBERS

Julio Ancochea Bermidez
Head of Respiratory Department, Hospital Universitario La
Princesa

Gustavo Casero Balboa
Management and general services Director, Hospital
Universitario La Princesa

Guillermo Ceial Pérez
General Director, Hospital Universitario Santa Cristina

José Julidn Diaz Melguizo
General Director, Hospital Universitario La Princesa

Julio Zarco Rodriguez
General Director, Hospital Infantil Universitario Nifio
Jesus

EXECUTIVE COMMITTEE

Maria Rosario Azcutia Gomez

Manager of Atencién Primaria, Servicio Madrilefio de Salud
Maria Luz de los Mdrtires Almingol

Director of Research, Training and Documentation,
Consejeria de Sanidad de la Comunidad de Madrid

Cristina Murga Montesinos
Centro de Biologia Molecular Severo Ochoa, Madrid

Federico Plaza Piinol

Director of Government Affairs, Roche Farma Espafia
Cecilia Salvador Gonzdlez

Asociacion Espafiola de Portadores de Vdlvulas Cardiacas
y Anticoagulados

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

Alberto José Sebastidn Palomino
Management, Hospital Universitario La Princesa

Maria Mercedes Vinuesa Sebastidn
Quality Coordinator, La Princesa University Hospital.

SECRETARY

Rosario Ortiz de Urbina Barba
Director of Fundacidn de Investigacién Biomédica Hospital
Universitario La Princesa

INTERNAL SCIENTIFIC COMMITTEE
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CHAIRMAN

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

MEMBERS

Fernando Alfonso Manterola
Cardiology Deparment, Hospital Universitario La Princesa

Javier Aspa Marco
Respiratory Department, Hospital Universitario La
Princesa

José Luis Ayuso Mateos
Psychiatry Department, Hospital Universitario La Princesa

Maria José Calzada Garcia
Professor, Universidad Auténoma de Madrid

Maria Chaparro Sanchez
Gastroenterology Department, Hospital Universitario La
Princesa

Julie Ann Chowen King
Research Unit, Hospital Infantil Universitario Nifio Jesus

Ramén Colomer Bosch
Medical Oncology Department, Hospital Universitario La
Princesa

Rodrigo Jiménez Saiz
Inmunology Department, Fundacién para la Investigacion
Biomédica Hospital U. de La Princesa

Rebeca Martinez Herndndez
Endocrinology Department, Hospital Universitario La
Princesa

Cecilia Muioz Calleja
Inmunology Department, Hospital U. La Princesa

Antonio Martinez Ruiz
Fundacién para la Investigacién Biomédica Hospital U. de
La Princesa

Petronila Penela Mdrquez
Universidad Auténoma de Madrid

SECRETARY

Maria Chaparro Sdanchez
Gastroenterology Department, Hospital Universitario La
Princesa

ETHICS COMMITTEES FOR INVESTIGATION WITH MEDICINAL PRODUCTS

CHAIRMAN

José Julidn Diaz Melguizo
General Director, Hospital Universitario La Princesa

MEMBERS

Manuela Garcia Lopez
Universidad Auténoma de Madrid

Maria Elena Martin Pérez
General and Gastrointestinal Surgery, Hospital
Universitario de La Princesa

Juan José Muiioz Gonzdlez
Director of Continuity of Care, Hospital Universitario Santa
Cristina

EXTERNAL SCIENTIFIC COMMITTEE

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

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

Rosario Ortiz de Urbina Barba
Director of Fundacién de Investigacion Biomédica Hospital
Universitario La Princesa

SCIENTIFIC DIRECTOR
Isidoro Gonzdlez Alvaro

CHAIRMAN

Xose Ramon Garcia Bustelo
Chairman, Professor Centro de Investigacion del Cdncer,
CSIC, Salamanca

MEMBERS

Andrés Alcover Santos
Professor Instituto Pasteur

Isabel Farifia Gomez
Professor Universidad de Valencia

José Lopez Barneo

Professor Universidad de Sevilla. Director of Instituto de
Investigacién Biomédica, Sevilla

Miguel Lopez-Botet Arbona

Professor Universidad Pompeu Fabra. Scientific Director
IMIM, Barcelona.

Purificacion Muiioz Cdnoves

Professor Universida Pompeu Fabra

Guadalupe Sabio Buzo

Associate Professor Centro Nacional de Investigaciones
Cardiovasculares Carlos Il

CHAIRMAN

Francisco Abad Santos
Clinical Pharmacology Department, Hospital Universitario
La Princesa

VICE-CHAIRMAN

Enrique Alday Mufoz
Anesthesiology Department, Hospital Universitario La
Princesa

MEMBERS

Angel Carlos Abanades Cuenca
Patient representative

Rosa Maria Alvarez Lopez
Gynecology and Obstetrics Department, Hospital
Universitario Santa Cristina.

Carmen del Arco Galdn
Emergency Department, Hospital U. La Princesa

Angela de la Hoz Rodriguez
Emergency Department, Hospital U. La Princesa

Sara Cardenal Rodriguez
Clinical Trials Department, FIB, Hospital Universitario La
Princesa

Andrés Lopez Romero
Family and Community Medicine, Primary Care

Javier Loscertales Pueyo
Hematology Department, La Princesa University Hospital

Gina Paola Mejia Abril
Clinical Pharmacology Department, Hospital Universitario
La Princesa

Eva Maria Nicolds Carrillo
Patient representative

Pablo Montalvo Rebuelta
Lawyer, ASJUSA

Maria Dolores Ochoa Mazarro
Clinical Pharmacology Department, Hospital Universitario
La Princesa

Ruben Eduardo Pacios Blanco
Radiodiagnosis Departmet, Hospital Universitario La
Princesa

Carolina Pozuelo Gonzdlez
Pharmacy Department, Primary Care

Amelia Rodriguez Nogueiras
Nurse, Hospital Universitario La Princesa

Eduardo Sdanchez Sdanchez
Internal Medicine Department, Hospital Universitario La
Princesa

Miguel Antonio Sampedro Nuiez
Endocrinology Department, Hospital Universitario La
Princesa

José Maria Serra Lopez-Matencio
Pharmacy Department, Hospital Universitario La Princesa

TECHNICAL SECRETARY

Mara Ortega Gomez
Biobank, Hospital Universitario La Princesa

ADMINISTRATIVE SECRETARY

Raquel Moguer Gonzdlez
Angel Nufiez Pagdn
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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 frials, private invoicing, donations, or other income.

FOUNDATION FOR BIOMEDICAL RESEARCH (FIBHLPR)

DIRECTOR LEGAL

Rosario Ortiz de Urbina Barba Maria Jests Bono Sahuquillo Competitive grants Donations and agreements Clinical trials and training
HUMAN RESOURCES DEPARTMENT Verdnica Grela Golpe 4.972.982,00 1.644.536,00 5.219.826,00

Maria Mar Martin Cuena RESEARCH MANAGEMENT DEPARTMENT

Silvia Duque Sdnz Beatriz Ovejero Alvarez
PROJECTS MANAGEMENT DEPARTMENT Cora Llanos Manzanero

Maria del Carmen Barrio Fuentes SECRETARY

Jesus Santamaria Pérez Ana Aroca Martinez

Maria Joanne Dumanlag Reyes WARD STAFF
ACCOUNTING DEPARTMENT José Corrochano de la Cruz

Jorge Gomez Juan
CLINICALTRIALS MANAGEMENT
DEPARTMENT

Sara Cardenal Rodriguez

Alberto Sebastidn Martinez-Caba -

Marta Pérez Diaz

Finally, a graph is shown with the overhead income according to its origin and use.
Overhead income according to its origin:
Clinical trials Grants Private invoicing Total
1.251.325 252.531 77.665 1.581.522

The following table shows information about the expenses and income of the Foundation, followed by the Situation

Balance:
2023 2022
Income 11.837.345 9.032.684
Expenses 11.814.603 9.016.873
ACTIVE ASSETS PASSIVE ASSETS
Non-current active assest Net Worth
Intangible fixed assets 60.590 Own funds 2.474.517
Material fixed assets 868.776 Non-refundable grants 796.776
Current active assets Non-current passive assest
Debtors and Client to collect 1.713.234 Long term debts 0
Financial short term investments 0 Current active assets Use of overhead income:
Cash 24.913.962 Short term provisions 9.545.591
- Personnel - Research (Platforms + Research programs) 76,7 %
Total Active Assets 27.556.563 Refundable grants 14.209.331
Creditors to pay 530.346 Products and services - Equipment - Repairs 23,3 %

Total Passive Assets 27.556.563

1
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Scientific

Platforms

PLATFORM SUPPORT

BIOBANK

The main mission of Biobank is focused on the deve-
lopment of collections of quality biological samples
for the use by the scientific community. Its main tas-
ks are: foster the setting of new collections, provide
the scientific community access fo biological samples
and associated data, guarantee the rights of patients
donating samples, and advice fo investigators about
the use and handling of biological samples.

SCIENTIFIC COORDINATOR

Mara Ortega Gomez

SCIENTIFIC COMMITTEE

Javier Aspa Marco
Scientific Management Support Unit, Hospital
Universitario La Princesa

Ramon Colomer Bosch
Medical Oncology Department

Isidoro Gonzdlez Alvaro
Rheumatology Department

José A. Jiménez Heffernan
Pathology Department

Carlos Manuel Olivier Gomez
Urology Department

TECHNICAL STAFF
Violeta Casas Ramén
Marina Invernén Monedero

METHODOLOGICAL UNIT

It aims fo provide to IP research teams support for the
development and implementation of research projects
in order fo increase the excellence of the scientific acti-
vity of lIS-Princesa.

COORDINATOR
Francisco Javier Aspa Marco

TECHNICAL STAFF
Nuria Montes Casado

MEDICAL WRITER

Manuel Gomez Gutiérrez

SCIENTIFIC MANAGEMENT
SUPPORT UNIT

The Scientific Management Support Unit of IIS-Princess
has as main objective the organization, planning and
coordination of all structures of support for the scien-
tific environment and the researchers of the Institute,
under the supervision of the Scientific Director of the
Institute.

COORDINATOR

Francisco Javier Aspa Marco

“WHITE” ROOM

The “white” room located in the Nifio Jesus Hospital, is a
facility specialized to work with minimal or absent levels
of contamination that meets the requirements 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

FLOW CYTOMETRY UNIT

FOREWORD IP T nnual Report o
Scientific Activity 2023

HIGH DEFINITION VIDEOMICROSCOPY

The Flow Cytometry Unit is located in the Department of
Immunology and Molecular Biology, University Hospital
of La Princesa and has recently joined the Network of
Laboratories of Public Research Organizations (RED-
LAB) of the Community of Madrid.

The unit provides instrumentation and technical assis-
tance fo the researchers to perform both immunophe-
notype analysis and cell sorting based on fluorescence
parameters.

COORDINATOR
Cecilia Munoz Calleja

GENOMIC UNIT

The Genomics Unit is responsible for the development
and implementation of technologies for molecular bio-
logy and genomics, equipment maintenance, and pro-
vision of technical advice on various technologies to
research groups. It uses different fechnologies as spec-
trophotometry, automated extraction of nucleic acids,
RNA integrity determination, conventional PCR and RT-
PCR, real fime PCR and RT-PCR, software for search and
integration of experimental data and, recently, massive
sequencing.

TECHNICAL DIRECTOR
Fernando Carrasco Ramiro

ELECTRONIC MICROSCOPE SERVICE

The Electron Microscopy Service of UAM provides te-
chnical assistance and scientific support fo research
groups interested in using electron microscopy techni-
ques for ultrastructural analysis of biological samples
and immunodetection of antigens. It has a tfransmission
electron microscope and the material needed for sam-
ple preparation.

TECHNICAL DIRECTOR
Maria Teresa Rejas Marco

PROTEOMIC UNIT

Proteomics service's objectives are to provide the re-
search groups with support and scientific and technical
advice in the identification and characterization of pro-
teins by mass spectrometry (MS) techniques.

COORDINATOR
Ana Isabel Marina Ramirez

The Institute Videomicroscopy Service provides the in-
frastructure and scientific expertise needed for studies
of fluorescence, confocal and evanescent wave micro-
sopy, with special emphasis on the observation of dyna-
mic processes in living cell.

COORDINATOR
Noa B. Martin Cofreces

TECHNICIAN
Francisca Molina Jiménez

ANIMAL FACILITY

The Veterinary Office of the Universidad Auténoma de
Madrid offers its services to our Institute. It is a service
whose purpose is fo maintain, produce and confrol ani-
mals for experimental research.

DIRECTOR
David Muiioz Valverde

DATA ANALYSIS UNIT

The Data Analysis Unit (DAU) has the objective of su-
pporting the research groups of the Institute. The main
objective of the DAU is to implement and develop nu-
merical algorithms for the analysis and visualization of
biomedical data. The UAD collaborates actively with the
groups that need this expertise, and provides advice on
specific issues in everything related to the analysis of
data. If also carries out training activities related to data
analysis tools

COORDINATOR
Guillermo J. Ortega Rabbione

13
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UNITS

BIOLOGICALAND TARGETED
THERAPIES UNIT

Targeted biological and synthetic therapies (TBST) are
the result of the great parallel advances in the knowle-
dge of the pathogenesis of various chronic inflam-
matory and autoimmune diseases and biotechnology.
Their discovery and development constitute one of the
most relevant changes that have occurred in in va-
rious medical fields over the last two decades. Their
incorporation into the therapeutic armamentarium
has been a crucial milestone in the history of many
immune-mediated inflammatory diseases, not only in
terms of the availability of drugs with new mechanis-
ms of action, but also due to the development of stra-
tegies that improve outcomes and efficient use of all
drugs. Their great effectiveness determines that there
is a growing number of patients who require access
to these treatments, while security requires constant
and meticulous risk management. Taking this into ac-
count as well as their high cost, increasing the rigor
in the selection and follow-up of patients who need
them, including cost-effectiveness criteria, is consi-
dered essential. This multidisciplinary Unit, which was
granted a qualification of good practice by the Spanish
National Health System in 2016, coordinates the best
use of these high-cost therapies based on criteria of
scientific rigour, safety and efficiency. Along with sus-
tainability, the Unit promotes research and innovation
to improve knowledge and optimal use of these drugs.
Thus, during the year 2022, projects to understand and
measure the patient experience (PREMS) during the
COVID19 pandemic, and Home delivery strategies have
been carried out; an economic evaluation project for
TBST has also begun in the most complex patients. Ad-
ditionally, a doctoral thesis is being carried out on the
real-life use of Jak kinase inhibitors, and we contfinue
to increase the collection of biological samples of the
BIOIMID project, which studies prognostic biomarkers
and therapeutic response o the most recently incor-
porated drugs.

COORDINATOR
Alberto Morell Baladrén
Hospital Pharmacy Department
MULTIDISCIPLINAR TEAM

Maria Chaparro Sanchez
Gastroenterology Department

Esteban Daudén Tello
Dermatology Department

Rosario Garcia de Vicuiia
Rheumatology Department

Maria del Mar Llamas Velasco
Dermatology Department

Virginia Meca Lallana
Neurology Department

Rosario Ortiz de Urbina Barba
Fundacién para la Investigacion Biomédica Hospital
Universitario La Princesa

Francisco Javier Pérez Gishert
Gastroenterology Department

Esther Ramirez Herraiz
Hospital Pharmacy Department

Gloria Maria Torralbo Caballero
Hospital Medical Direction

CLINICALTRIALS UNIT

The Clinical Trials Unit was created with the primary
objective of promoting clinical research as well as pro-
viding support to researchers. Clinical frials or obser-
vational studies promoted and/or led by researchers
are considered independent 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
Paola Camargo Mamani
Antia Gomez Ferndndez
Diana Maria Campodonico

PHYSICIANS
Samuel Alejandro Jiménez Guardiola
Tamara Michelle Moreno Silva

QUALITY ASSURANCE
Jaime Pérez Calvo

LAB TECHNICIAN
Alejandro de Miguel Cdceres

NURSE
Carmen Mendez-Benegassi Cid
Raquel Saiz Martinez
Tamara de La Torre Muiioz

STUDY COORDINATORS
Marina Aldama Martin
Carmen Candau Ramos

CLINICALTRIAL ASSISTANT
Irene Romdn Martinez

Rebeca Manzanares Lopez

INNOVATION UNIT

The Innovation Unit of the Hospital de La Princesa was
born with the foundation of the Research Institute, and
is responsible, with the existing resources, to analyze

COMMITTEES

..
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new technological trends and their implementation at
the Institute.

The Innovation Unit of the Health Research Institute
Hospital Universitario de La Princesa was consolidated
when it joined the Platform for Innovation in Medical
and Health Technologies (ITEMAS), getting access to
the funding of the 2013 call for grants from the Strate-
gic Action in Health, from Institute of Health Carlos Ill.

COORDINATOR

Eduardo Pacios Blanco
Radiodiagnosis Unit, Hospital Universitario La Princesa

Sonia Sobrino Pacheco
Fundacién de Investigacién Biomédica Hospital
Universitario La Princesa

QUALITY COMMITTEE

To achieve objective results of excellence and get a
confinuous improvement, the Quality Commission not
only elaborates, but also continuously monitors the
implementation of quality procedures established in
our Institute.

COORDINATOR

Maria Mercedes Vinuesa Sebastidn
Quality Coordinator, La Princesa University Hospital.

QUALITY COMMITTEE

Arantzazu Alfranca Gonzdlez
Immunology Department

Francisco Javier Aspa Marco
Scientific Management Support Unit

Ramon Colomer Bosch
Medical Oncology Department

Mara Ortega Gomez
Biobank

SECRETARY

Technical secretary, IS Princesa, Instituto de
Investigacion Biomédica Hospital U. La Princesa.

EDUCATION COMMITTEE

One of the priorities setf by the IIS-Princesa is the pro-
motion and development of training programs for pro-
fessionals who are part of the Centre, with a focus on
training for translational research to improve the com-
petitiveness of institutions and the qualifications of
the personnel that integrates them.

In this sense, all entities that are part of the Health

Research Institute Hospital Universitario de La Prin-
cesa have an established training and teaching track,
and have a wide training offer at all levels (training of
undergraduate, graduate, and Continuing Specialized
Health).

COORDINATOR

Fernando Ramasco Rueda
Continuous Training Coordinator

EDUCATION COMMITTEE

Francisco Javier Aspa Marco
Scientific Management Support Unit, Hospital
Universitario La Princesa

15

Elena Ferndndez Ruiz
Molecular Biology Department

Alicia Gonzdlez Martinez
Neurology Department

Elena Martin Pérez
Head of studies Resident Doctor

José Luis Muiioz de Nova
General and Gastrointestinal Surgery

Jestus Miguel Novalbos Reina
Clinical pharmacology department

Mara Ortega Gomez
Biobank

Pablo Rodriguez Camero
Radiodiagnosis department

Manuel Romdn Martinez
Clinical pharmacology department

SECRETARY

Technical secretary, IIS Princesa, Instituto de
Investigacién Biomédica Hospital U. La Princesa.
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HUMAN RESOURCES COMMITTEE

COORDINATOR

Maria del Mar Martin Cuena
Human Resources Department

HUMAN RESOURCES COMMITTEE

Sara Cardenal Rodriguez
Clinical Trial Department

Maria Chaparro Sdnchez
Gastroenterology Department

Sergio Luquero Bueno
Clinical Trial Unit

Noa Beatriz Martin Cofreces
Inmunology Department

Maria del Rosario Ortiz de Urbina Barba
Director Fundacién para la Investigacion Biomédica
Hospital Universitario de La Princsea

Nuria Romero Laorden
Medical Oncology Department

SECRETARY

Technical secretary, IS Princesa, Instituto de
Investigacion Biomédica Hospital U. La Princesa.

COMMUNICATION COMMITTE

COMMITTEE FOR EQUAL
OPPORTUNITIES AND DIVERSITY
MANAGEMENT

Sara Cardenal Rodriguez
Clinical Trial Department

Maria Chaparro Sanchez
Gastroenterology Department

Elena Espaiiol Pueyo
Communication Cabinet

Sergio Luquero Bueno
Clinical Trial Unit

Noa Beatriz Martin Cofreces
Inmunology Department

Maria del Mar Martin Cuena
Human Resources Department

Maria del Rosario Ortiz de Urbina Barba
Director Fundacion para la Investigacion Biomédica
Hospital Universitario de La Princsea

Maria Pilar Prieto Alaguero
Nursing Department

Nuria Romero Laorden
Medical Oncology Department

SECRETARY

Technical secretary, IIS Princesa, Instituto de
Investigacion Biomédica Hospital U. La Princesa.

The Committee for Equal Opportunities acts as the
main body responsible for promoting and coordinating
the Institute’'s gender equality policies.

COORDINATOR

Maria del Mar Martin Cuena
Human Resources Department

Sara Cardenal Rodriguez
Clinical Trial Department

Maria Chaparro Sdanchez
Gastroenterology Department,

Sergio Luquero Bueno
Clinical Trial Unit

Noa Beatriz Martin Cofreces
Inmunology Department

Maria del Mar Martin Cuena
Human Resources Department

Maria del Rosario Ortiz de Urbina Barba
Director Fundacién para la Investigacién Biomédica
Hospital Universitario de La Princsea

Nuria Romero Laorden
Medical Oncology Department

SECRETARY

Technical secretary, IS Princesa, Instituto de
Investigacién Biomédica Hospital U. La Princesa.

OPEN SCIENCE COMMITTEE

The Open Science Commiftee will act as the main
body responsible for promoting and coordinating Open
Science policies within the framework of the IIS Prin-
cesa.

Maria Chaparro Sdanchez
Gastroenterology Department,

Noa Beatriz Martin Cofreces
Inmunology Department

Enrique Martin Gayo
Inmunology Department

Rosa Ana Muiioz Codoceo
Gastroenterology Department

Pablo Rodriguez Camero
Radiodiagnosis department

Nuria Romero Laorden
Medical Oncology Department

Pablo Zubiaur Precioso
Clinical pharmacology department

SECRETARY

Technical secretary, IS Princesa, Instituto de
Investigacion Biomédica Hospital U. La Princesa.
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Areal Cellular and molecular etiopathogenic
mechanisms in inflammatory and

autoimmune diseases

COORDINATOR
Francisco Sanchez Madrid

DEPUTY DIRECTOR
Julie Ann Chowen King

GENERAL OBJECTIVES

1. Unravel the molecular and cellular mechanisms
that control crucial biological processes in inflam-
matory / autoimmune based diseases.

2. ldentify molecular entities and cellular processes
that can be used as targets for the action of new
drugs for inflammatory / autoimmune based di-
Seases.

3. Implement advanced experimental techniques
and new animal models of disease that will allow
improving basic studies to analyse pathophysio-
logical mechanisms, and perform pre-clinical stu-
dies.

4. Promote translational research by fostering inte-
ractions between basic and clinical groups.

Five most relevant publications of the area:

Grupo 1 - Francisco Sdanchez Madrid

Calzada-Fraile D, Iborra S, Ramirez-Huesca M, Jorge
|, Dotta E, Herndndez-Garcia E, Martin-Céfreces N,
Nistal-Villan E, Veiga E, Vdzquez J, Pasqual G, San-
chez-Madrid F. Immune synapse formation promotes
lipid peroxidation and MHC-I upregulation in licensed
dendritic cells for efficient priming of CD8+ T cells.
Nat Commun. 25;14(1):6772. 2023. PMID: 37880206.
IF:14,7. doi: 10.1038/s41467-023-42480-3.

Grupo 1 - Noa B. Martin-Cofreces

Rojas-Gémez A, Dosil SG, Chichén FJ, Ferndndez-Ga-
llego N, Ferrarini A, Calvo E, Calzada-Fraile D, Reque-
na S, 0tén J, Serrano A, Tarifa R, Arroyo M, Sorrentino
A, Pereiro E, Vdzquez J, Valpuesta JM, Sdnchez-Ma-
drid F, Martin-Cofreces NB. Chaperonin CCT controls
extracellular vesicle production and cell metabo-
lism through kinesin dynamics. J Extracell Vesicles.
12(6):e12333. 2023. PMID: 37328936. IF: 15,5. doi:
10.1002/jev2.12333.
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Grupo 24 - Pedro Majano Rodriguez
Molina-Jiménez F, Ugalde-Trivifio L, Arias-Gonzdlez
L, Relafio-Rupérez C, Casabona S, Pérez-Ferndndez
MT, Martin-Dominguez V, Ferndndez-Pacheco J, La-
serna-Mendieta EJ, Mufioz-Herndndez P, Arias-Arias
A, Cano A, Mufioz J, Lucendo AJ, Santander C, Majano
P. Proteomic analysis of the esophageal epithelium
reveals key features of eosinophilic esophagitis pa-
thophysiology. Allergy. 78(10):2732-2744. 2023. PMID:
37287363. IF: 12,6. doi: 10.1111/all.15779.

Grupo 1 - Enrique Martin Gayo /

Grupo 36 - Santos Castaieda Sanz
Sdnchez-Cerrillo |, Calzada-Fraile D, Triguero-Marti-
nez A, Calvet-Mirabent M, Popova O, Delgado-Arévalo
C, Valdivia-Mazeyra M, Ramirez-Huesca M, de Luis EV,
Benguria A, Acefia-Gonzalo T, Moreno-Vellisca R, de
Llano MA, de la Fuente H, Tsukalov I, Delgado-Wicke P,
Ferndndez-Ruiz E, Roy-Vallejo E, Tejedor-Lézaro R, Ra-
miro A, Iborra S, Sdnchez-Madrid F, Dopazo A, Alvaro IG,
Castafieda S, Martin-Gayo E. MICa/b-dependent acti-
vation of natural killer cells by CD64+ inflammatory
type 2 dendritic cells contributes to autoimmunity.
EMBO J. 1;42(23):e113714. 2023. PMID: 37916875. IF:
9,4. doi: 10.15252/embj.2023113714.

Grupo 18 - Miguel Angel Iiiguez Pefia

Bago A, Cayuela ML, Gil A, Calvo E, Vazquez J, Quei-
ro A, Schopfer FJ, Radi R, Serrador JM, fiiguez MA.
Nitro-oleic acid regulates T cell activation throu-
gh post-translational modification of calcineurin.
Proc Natl Acad Sci U S A. 24;120(4):2208924120.
2023. PMID: 36652486. IF: 9,4. doi: 10.1073/
pnas.2208924120

Linel Intercellular communication in
the inflammatory response

Group 1 Francisco Sdanchez Madrid
Group 3 Maria Yaiez Mo

Group 56 Ana Carmen Urzainqui Mayayo

Line2 Cellular and molecular
responses to hypoxia

Group 9 Julidn Aragonés Lopez
Group 7 Antonio Martinez Ruiz

Group 8 Maria Josefa Calzada Garcia

Line 3 Animal models of
inflammatory diseases and
intercellular signalling

Group 11 Federico Mayor Menéndez
Group 12 Manuel Fresno Escudero
Group 13 Petronila Penela Mdarquez
Group 17 Cristina Murga Montesinos

Group 18 Miguel Angel lfiiguez Pefia

Line5 Cellular mechanisms and
molecular determinants of
allergybased diseases

Group 20 Carlos Blanco Guerra

Group 15 Maria Dolores Ibdfiez Sandin

Line 6 Inflammatory processes in
nephrological diseases.

Group 21 Guillermina Barril Cuadrado

Line 7 Inflammatory mechanismsin
pulmonary diseases

Group 22 Julio Ancochea Bermidez

Line 8 Inflammatory response in
hepatic diseases

Group 24 Pedro Lorenzo Majano Rodriguez

Group 23 Luisa Consuelo Garcia Buey

Line 9 Mechanisms and mediators of
endocrine diseases

Group 25 Monica Marazuela Azpiroz

Line 10 Children’s development
(obesity and growth)

Group 26 Jestus Argente Oliver

Line 11 Metabolic syndrome and
vascular risk

Group 5 Carmelo Garcia Monzon

COORDINATOR
José Luis Ayuso Mateos

DEPUTY DIRECTOR
Maria Dolores Ochoa Mazarro

GENERAL OBJECTIVES

1. Design, synthesis and characterization of new
compounds with potential neuroprotective effect
on neurodegenative diseases and stroke.

2. Search for biomarkers for early diagnosis, study of
progression and response fo freatment in these di-
seases.

3. Drug characterization in preclinical studies in ani-
mal models and in clinical trials in humans

4. Expand the knowledge about affective disorders in
the population, studying risk factors, clinical evo-
lution and response to freatment, in order fo impro-
ve the mental health of the population.

Five most relevant publications of the area:

Grupo 32 - Francisco Abad Santos /

Grupo 35 - José A. Vivancos Mora
Herndndez-Jiménez M, Abad-Santos F, Cotgreave |,
Gallego J, Jilma B, Flores A, Jovin TG, Vivancos J, Her-
ndndez-Pérez M, Molina CA, Montaner J, Casariego J,
Dalsgaard M, Liebeskind DS, Cobo E, Castellanos M,
Portela PC, Masjudn J, Moniche F, Tembl JI, Tercefio
Izaga M, Arenillas JF, Callejas P, Olivot JM, Calviere
L, Henon H, Mazighi M, Pifieiro D, Pugliese M, Gonzd-
lez VM, Moro MA, Garcia-Tornel A, Lizasoain I, Ribo M.
Safety and Efficacy of ApTOLL in Patients With Is-
chemic Stroke Undergoing Endovascular Treatment:
A Phase 1/2 Randomized Clinical Trial. JAMA Neurol.
1;80(8):779-788. 2023. PMID: 37338893. IF: 20,4. doi:
10.1001/jamaneurol.2023.1660.

Grupo 16 - Manuela Garcia Lopez
Crisman E, Duarte P, Dauden E, Cuadrado A, Rodri-
guez-Franco Ml, Lépez MG, Leon R. KEAP1-NRF2 pro-
tein-protein interaction inhibitors: Design, pharma-
cological properties and therapeutic potential. Med
Res Rev. 43(1):237-287. 2023. PMID: 36086898. IF:
10,9. doi: 10.1002/med.21925.

Grupo 33 - José Luis Ayuso Mateos
Javier-David Lopez-Morinigo, Hilario Blasco-Fonte-
cilla, Philippe Courtet, José-Luis Ayuso-Mateos. In-
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Area 2 Translafional neuroscience

vestigating the relationship between cross-national
suicide rates and COVID-19 first and second waves
spread across the world: An exploratory study. Span
J Psychiatry Ment Health. 16(2):95-101. 2023. PMID:
35251385. IF: 5,2. doi: 10.1016/j.rpsm.2022.02.002.

Grupo 35 - Alicia Gonzdlez Martinez
Gonzdlez-Martinez A, Bose G, Lokhande H, Saxena S,
Healy BC, Polgar-Turcsanyi M, Weiner HL, Chitnis T. Ear-
ly miR-320b and miR-25-3p miRNA levels correlate
with multiple sclerosis severity at 10 years: a cohort
study. J Neuroinflammation. 1;20(1):136. 2023. PMID:
37264432. IF: 9,3. doi: 10.1186/s12974-023-02816-8.

Grupo 41 - Francisco J. Egea Maiquez

Damiano Rocchi, Juan F Gonzdlez, Olmo Martin-Cd-
mara, Maria Grazia Perrone, Morena Miciaccia, Anfonio
Scilimati, Celine Decouty-Pérez, Esther Parada, Javier
Egea, J Carlos Menéndez. m-Terphenylamines, Acting
as Selective COX-1 Inhibitors, Block Microglia Inflam-
matory Response and Exert Neuroprotective Activity.
Molecules. 13;28(14):5374. 2023. IF: 4.2. doi: 10.3390/
molecules28145374.

Linel Neuropharmacology and
neuroprotection

Group 16 Manuela Garcia Lopez

Group 41 Javier Egea Maiquez

Line 3 Clinical pharmacology and
pharmacogenetics

Group 32 Francisco Abad Santos

Line 4 Diagnostic and therapeutic
advances in affective
disorders

Group 33 José Luis Ayuso Mateos

Line 5 Neurosurgery of epilepsy

Group 34 Jests Pastor Gomez

Line 6 Cerebrovascular diseases

Group 35 José Aurelio Vivancos Mora
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COORDINATOR
Maria Chaparro Sdanchez

DEPUTY DIRECTOR
Isidoro Gonzdlez Alvaro

GENERAL OBJECTIVES

1. Identification of biomarkers that allow predicting
the prognosis and / or response to treatment in in-
flammatory, infectious or tumor diseases.

2. Optfimization of biological therapies by idenftifying
biomarkers predictive of therapy response.

3. Identification of new drugs and / or therapeutic
targets.

4. Search for new treatments and improvement in the
efficacy and safety of treatments and in the ma-
nagement of their effects on the quality of life of
patients.

Five most relevant publications of the area:

Grupo 38 - Javier Pérez Gisbert

Burgos-Santamaria D, Nyssen OP, Gasbarrini A, Vaira
D, Pérez-Aisa A, Rodrigo L, Pellicano R, Keco-Huerga
A, Paboén-Carrasco M, Castro-Ferndndez M, Boltin D,
Barrio J, Phull P, Kupcinskas J, Jonaitis L, Ortiz-Polo |,
Tepes B, Lucendo AJ, Huguet JM, Areia M, Jurecic NB,
Denkovski M, Bujanda L, Ramos-San Romdn J, Cua-
drado-Lavin A, Gdmez-Camarero J, Jiménez Moreno
MA, Lanas A, Martinez-Dominguez SJ, Alfaro E, Mar-
cos-Pinto R, Milivojevic V, Rokkas T, Leja M, Smith S,
Tonki¢ A, Buzds GM, Doulberis M, Venerito M, Lerang
F, Bordin DS, Lamy V, Capelle LG, Marlicz W, Dobru D,
Gridnyev 0O, Puig I, Mégraud F, O'Morain C, Gisbert JP;
Hp-EuReg Investigators. Empirical rescue treatment
of Helicobacter pylori infection in third and sub-
sequent lines: 8-year experience in 2144 patients
from the European Registry on H. pylori manage-
ment (Hp-EuReg). Gut. 72 (6): 1054-1072. 2023. PMID:
36591610. IF: 23. doi: 10.1136/gutjnl-2022-328232.

Grupo 40 - Ramadn Colomer Bosch
Colomer R, Miranda J, Romero-Laorden N, Hornedo
J, Gonzdlez-Cortijo L, Mouron S, Bueno MJ, Mondéjar
R, Quintela-Fandino M. Usefulness and real-world
outcomes of next generation sequencing testing in
patients with cancer: an observational study on the
impact of selection based on clinical judgement. ECIi-

Area 3 Advanced therapies and
individualized medicine

nicalMedicine. 1;60:102029. 2023. PMID: 37304496.
IF: 9,6. doi: 10.1016/j.eclinm.2023.102029.

Grupo 44 - Rafael de la Camara Llanza

Greco R, Snowden JA, Knelange NS, Tridello G, Caccia-
tore C, Xhaard A, Ciceri F, Collin M, Ferra C, De Becker
A, Badoglio M, Averbuch D, Alexander T, Ljungman P, De
la Camara R; European Society for Blood and Marrow
Transplantation (EBMT) COVID19 Task Force, Autoim-
mune Diseases Working Party (ADWP) and Infectious
Diseases Working Party (IDWP). Outcome of SARS-
CoV2 infection in hematopoietic stem cell trans-
plant recipients for autoimmune diseases. J Autoim-
mun. 136:103024. 2023. PMID: 37001437. IF: 7,9. doi:
10.1016/j.,jaut.2023.103024.

Grupo 58 - Ferndndo Alfonso Manterola

Alfonso F, Ferndndez-Pérez C, Del Prado N, Gar-
cia-Guimaraes M, Bernal JL, Bastante T, Del Val D,
Rosillo N, Elola J. Primary Percutaneous Coronary
Intervention in Patients With Spontaneous Coronary
Artery Dissection vs Coronary Artery Disease. JACC
Cardiovasc Interv. 14;16(15):1860-1869. 2023. PMID:
37587593. IF: 11,7. doi: 10.1016/j.jcin.2023.05.044.
PMID: 37587593.

Grupo 38 - Maria Chaparro Sanchez

Chaparro M, Acosta D, Rodriguez C, Mesonero F, Vicufia
M, Barreiro-de Acosta M, Ferndndez-Clotet A, Herndn-
dez Martinez A, Arroyo M, Vera |, Ruiz-Cerulla A, Sicilia
B, Cabello Tapia MJ, Mufioz Villafranca C, Castro-Po-
ceiro J, Martinez Cadilla J, Sierra-Ausin M, Vdzquez
Mordn JM, Vicente Lidén R, Bermejo F, Royo V, Calafat
M, Gonzdlez-Mufioza C, Leo Carnerero E, Manceiiido
Marcos N, Torrealba L, Alonso-Galdn H, Benitez JM, Ber
Nieto Y, Diz-Lois Palomares MT, Garcia MJ, Mufioz JF,
Armesto Gonzdlez EM, Calvet X, Herndndez-Camba A,
Madrigal Dominguez RE, Menchén L, Pérez Calle JL,
Piqueras M, Duefias Sadornil C, Botella B, Martinez-Pé-
rez TJ, Ramos L, Rodriguez-Grau MC, San Miguel E,
Ferndndez Forcelledo JL, Fradejas Salazar PM, Gar-
cia-Sepulcre M, Gutiérrez A, Llad J, Sesé Abizanda E,
Boscd-Watts M, lyo E, Keco-Huerga A, Martinez Bonil C,
Pefia Gonzdlez E, Pérez-Galindo P, Varela P, Gisbert JP;
To-ReWard Study Group. Real-World Evidence of To-
facinitib in Ulcerative Colitis: Short-Term and Long-
Term Effectiveness and Safety. Am J Gastroenterol.
1;118(7):1237-1247. 2023. PMID: 36716287. IF: 8. doi:
10.14309/0jg.0000000000002145.

Linel Prognostic and predictor
markers in autoimmune
diseases
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Line 6 New diagnostic and
therapeutic advances in
cardiovascular diseases

Group 36 Isidoro Gonzdlez Alvaro

Group 37 Esteban Daudén Tello

Line 2 Esophagogastrointestinal
inflammatory diseases

Group 38 Javier Pérez Gishert

Line 3 Progenitors and cell therapy

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

Group 49 Blanca Novella Arribas

Line 7 New therapies in infectious
pathologies

Group 39 Luis Madero Lopez

Line 4 Advanced therapies in
oncohematology

Group 44 Juan Luis Steegmann Olmedillas

Line 5 Biological, cellular and
molecular monitoring in
oncohematology

Group 50 /gnacio de los Santos Gil
Group 51 Javier Aspa Marco

Group 52 Teresa Alarcon Cavero

Line 8 Individualized medicine in
solid fumors

Group 45 Elena Ferndndez Ruiz

Group 46 Cecilia Muioz Calleja

Group 40 Ramadn Colomer Bosch

Group 53 Almudena Zapatero Laborda

Group Asociado 3 José Cordero Ampuero
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PUBLICATIONS

GLOBAL ANALYSIS

Following the trend started in 2021, the number of publications in 2023 experienced a decrease compared to 2022.
Obviously, the pandemic caused an outstanding influence in the number of articles published by the scientific com-
munity all over the world. Our Institute was deeply involved in the scientific effort to improve the knowledge and,
therefore, the management of COVID-19. This effort led o a striking increase in publications during 2020. As shown
in the graph below, then the number of publications gradually decreased reaching the prepandemic levels in 2023. .

Number of publications per year. Historical evolution from 2012 to 2023

Publications:
Mean o % %
ol Foctar | impaet | 01 %QL g | Imemotional | 0Pen | | gogrship
Publications 387 2584,6 6,67 28,16 69 12,14 32,82 63,82 54,79
Articles 319 20376 6,39 26,96 69,60 10,34 31,97 65,20 52,35
Editorial 27 289,3 10,71 55,66 70,37 29,63 29,62 40,74 81,48
Review 41 2577 6,28 19,51 6341 14,63 41,46 68,29 56,09

Communication: ELENA ESPANOL
Number of news published in printed press: 6

New Projects:
New Research projects in 2023: 18

News in other audiovisual media
(TV / Radio): 33

New Human Resources grants in 2023: 9

Clinical Trials: . -
. . . . Number of news in specialised and
Ongoing Clinical Trials during the year non-specialised digital media: 133
2023:509

Number of Research Bulletin

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

Clinical Trial agreements signed in 2023: 118

Patents:
Number of patents applications: 2

Theses: N
Number of theses defended: 21 [ "o C‘O"

Number of theses with European mention: 4

Factor«/m 999{63
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Due to the decrease in the number of publications, the cumulative impact factor (IF) has also decreased compared to
the pandemic years (2020-2022). Compared to 2022, the cumulative IF in 2023 seems to have decreased dramati-
cally. However, the reason is that most journals had a transient increase in the IF due to the excessive number of CO-
VID-19-related publications in 2020 and 2021 worldwide. In 2023, the IF assigned by the Journal Citation Reports has
returned to normal values. The historical evolution of the cumulative IF at the IIS Princesa is shown in the graph below.

Cumulative impact factor per year. Historical evolution from 2012 to 2023
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Despite the decrease in the number of publications and the cumulative impact factor, the average impact factor of
publications has remained proportionally stable and high. If, for the reasons mentioned in the previous paragraph, we
exclude the year 2022, as shown in the graph below, 2023 maintains the trend of increasing average IF per article,
suggesting that the quality of our researchers’ publications is continuously increasing.

Mean impact factor per article and year. Historical evolution from 2012 to 2023

. 8.8

2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023

The proportional distribution of publications by quartiles confirms the improvement in the quality of the scientific pro-
duction of our researchers. Almost 70% of all articles were published in journals ranked at Q1, and, remarkably, 28% of
them were published in journals classified in the first decil.

Mean impact factor per article and year. Historical evolution from 2012 to 2023
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The analysis of scientific production by areas reveals that areas 1 and 2 have been those in which the number of
publications has clearly decreased. Area 3 maintained the number of publications and the cumulative impact factor
compared to 2022. The average impact factor per area was slightly higher than in year 2021 in areas 1 and 3, but lower
than in 2022 by the reasons menfioned above.
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Below is the historical evolution of the number of publications and the cumulative impact factor for each of the areas
of the Institute:

inflammatory and autoimmune diseases
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SCIENTIFIC PRODUCTION JouRNAL PUBLICATIONS | FACTOR I
JOURNAL OF THE EUROPEAN ACADEMY OF DERMATOLOGY 4 9,2 36,8
A detailed list of the journals in which IIS articles have been published is shown below. The journals are sorted from AND VENEREOLOGY
highest to lowest by the number of publications and includes the journal quartile and its impact factor. SPANISH JOURNAL OF PSYCHIATRY AND MENTAL HEALTH 1 5,2 5.2
JOURNAL OF CLINICAL IMMUNOLOGY 1 9,1 9,1
JOURNAL NUMBEROF | IMPACT CUMULATIVE CLINICAL IMMUNOLOGY 1 8,6 86
EUROPEAN JOURNAL OF CANCER 3 8,4 25,2
NEW ENGLAND JOURNAL OF MEDICINE 1 158,5 158,5 EUROPEAN UROLOGY ONCOLOGY ! 82 82
LANCET RESPIRATORY MEDICINE 1 76,2 76,2 JOURNAL OF CROHNS & COLITIS 9 2 7
LANCET ONCOLOGY ! S11 oLl ARCHIVOS DE BRONCONEUMOLOGIA 3 8 24
JOURNAL OF CLINICAL ONCOLOGY 2 45.3 306 CELLULAR AND MOLECULAR LIFE SCIENCES 1 8
EUROPEAN HEART JOURNAL 6 39,3 2358 EUROPEAN JOURNAL OF INTERNAL MEDICINE 1 8
INTENSIVE CARE MEDICINE ! 38,9 389 WORLD JOURNAL OF EMERGENCY SURGERY 1 8
LANCET GASTROENTEROLOGY & HEPATOLOGY 1 35,7 35,7 VACCINES ! 78 78
NATURE GENETICS 1 30,8 30,8 EMBO REPORTS ) 77 77
JAMA NEUROLOGY ! 29 29 ALIMENTARY PHARMACOLOGY & THERAPEUTICS 3 76 22,8
JAMA ONCOLOGY 2 28.4 °6,8 BIOMEDICINE & PHARMACOTHERAPY 3 75 22,5
ANNALS OF THE RHEUMATIC DISEASES 1 27,4 27,4 FREE RADICAL BIOLOGY AND MEDICINE ) — 74
LANCET HAEMATOLOGY 2 247 494 JOURNAL OF HEADACHE AND PAIN 1 74 74
GuT ! i 245 FRONTIERS IN IMMUNOLOGY 7 73 511
EUROPEAN RESPIRATORY JOURNAL 5 24,3 1215 JOURNAL OF PATHOLOGY ) 73 73
JOURNAL OF THE AMERICAN COLLEGE OF CARDIOLOGY 2 24 48 JOURNAL OF INVESTIGATIONAL ALLERGOLOGY AND c 72 36
EUROPEAN UROLOGY 1 23,4 234 CLINICAL IMMUNOLOGY
NATURE COMMUNICATIONS 1 16,6 16,6 ANTIOXIDANTS 3 21
JOURNAL OF EXTRACELLULAR VESICLES 1 16 16 OSTEOARTHRITIS AND CARTILAGE 1 7
INTERNATIONAL JOURNAL OF SURGERY 1 15,3 15,3 BIODRUGS 1 6,8 6.8
ECLINICALMEDICINE 2 15,1 30,2 TRANSLATIONAL PSYCHIATRY 1 6.8 6.8
CELL REPORTS MEDICINE 1 14,3 14,3 CLINICAL PHARMACOLOGY § THERAPEUTICS 1 6.7 67
CLINICAL MICROBIOLOGY AND INFECTION 3 14,2 42,6 JOURNAL OF INFECTION AND PUBLIC HEALTH 1 6.7 67
AUTOIMMUNITY REVIEWS 1 13,6 13,6 JOURNAL OF AFFECTIVE DISORDERS 2 6,6 13,2
HEPATOLOGY 1 135 135 HEMASPHERE 1 6,6 6.6
MEDICINAL RESEARCH REVIEWS 1 13,3 13,3 AMERICAN JOURNAL OF RESPIRATORY CELL AND 1 6.4 6.4
JOURNAL OF AUTOIMMUNITY 1 12,8 12,8 MOLECULAR BIOLOGY
JOURNAL OF MEDICAL VIROLOGY 1 12,7 12,7 CLINICAL NUTRITION 1 = 6.3
ALLERGY 1 12.4 124 JOURNAL OF CEREBRAL BLOOD FLOW AND METABOLISM 1 6.3 6.3
DRUGS 1 1.5 15 EUROINTERVENTION 4 6,2 24,8
EMBO JOURNAL 1 1.4 114 EUROPEAN HEART JOURNAL-CARDIOVASCULAR IMAGING 3 6,2 186
LEUKEMIA 1 1.4 114 NEPHROLOGY DIALYSIS TRANSPLANTATION 2 6.1 12,2
JACC-CARDIOVASCULAR INTERVENTIONS 2 11,3 226 CHINESE MEDICAL JOURNAL 1 6,1 6.1
BIOMARKER RESEARCH 1 1 11 REVISTA ESPANOLA DE CARDIOLOGIA 3 5,9 177
PROCEEDINGS OF THE NATIONAL ACADEMY OF SCIENCES 1 11,1 11,1 NUTRIENTS 1 29 59
OF THE UNITED STATES OF AMERICA ISCIENCE 1 5,8 58
JOURNAL FOR IMMUNOTHERAPY OF CANCER 1 10,9 10,9 FRONTIERS IN CELLULAR AND INFECTION MICROBIOLOGY 1 5,7 57
AMERICAN JOURNAL OF GASTROENTEROLOGY 2 9,8 19,6 INTERNATIONAL JOURNAL OF MOLECULAR SCIENCES 9 5,6 50,4
SCIENCE OF THE TOTAL ENVIRONMENT 1 9,8 9,8 CIRCULATION-CARDIOVASCULAR INTERVENTIONS 1 5,6 56
JOURNAL OF CLINICAL MICROBIOLOGY 2 9,4 18,8 FRONTIERS IN PHARMACOLOGY 1 5,6 56
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T | R o
PROGRESS IN NEURO-PSYCHOPHARMACOLOGY & 1 5,6 56
BIOLOGICAL PSYCHIATRY

EMERGENCIAS 5 55 275
RHEUMATOLOGY 3 5,5 16,5
CONTACT DERMATITIS 1 55 5,5
EUROPEAN JOURNAL OF CLINICAL INVESTIGATION 1 5,5 55
FRONTIERS IN CELL AND DEVELOPMENTAL BIOLOGY 1 55 55
PHARMACEUTICS 3 54 16,2
JOURNAL OF ENDOCRINOLOGICAL INVESTIGATION 2 54 10,8
BJPSYCH OPEN 1 5,4 54
JOURNAL OF THE AMERICAN HEART ASSOCIATION 1 54 54
CURRENT NEUROPHARMACOLOGY 1 53 53
CANCERS 6 5,2 31,2
JOURNAL OF PARKINSONS DISEASE 3 5,2 15,6
DERMATITIS 1 5,2 52
FRONTIERS IN ENDOCRINOLOGY 1 52 52
JOURNAL OF ANTIMICROBIAL CHEMOTHERAPY 1 5,2 5.2
MOLECULAR NEUROBIOLOGY 1 51 51
SEMINARS IN ARTHRITIS AND RHEUMATISM 4 5 20
FRONTIERS IN NUTRITION 3 5 15
NEUROPATHOLOGY AND APPLIED NEUROBIOLOGY 1 5 5
INFLAMMATORY BOWEL DISEASES 2 4,9 9.8
ANTIMICROBIAL AGENTS AND CHEMOTHERAPY 1 4,9 4,9
CEPHALALGIA 1 4,9 4,9
BONE MARROW TRANSPLANTATION 7 4,8 33,6
AMERICAN HEART JOURNAL 1 4,8 4,8
ANTIBIOTICS-BASEL 1 4,8 4,8
IRBM 1 4,8 4,8
SLEEP MEDICINE 1 4,8 4,8
BIOMEDICINES 5 4,7 23,5
VIRUSES-BASEL 2 4,7 9,4
FRONTIERS IN PSYCHIATRY 1 4,7 4,7
JOURNAL OF EPIDEMIOLOGY 1 4,7 4,7
CLINICAL KIDNEY JOURNAL 4 4,6 18,4
ERJ OPEN RESEARCH 1 4,6 4,6
EXPERT OPINION ON BIOLOGICAL THERAPY 1 4,6 4,6
MOLECULES 1 4,6 4,6
SCIENTIFIC REPORTS 1 4,6 4,6
DIGESTIVE AND LIVER DISEASE 2 4,5 9
BMC PUBLIC HEALTH 1 4,5 4,5
HUMAN RESOURCES FOR HEALTH 1 4,5 4,5
BMC PSYCHIATRY 1 4,4 4,4
EXPERT REVIEW OF CLINICAL IMMUNOLOGY 1 4,4 4,4
EXPERT REVIEW OF CLINICAL PHARMACOLOGY 1 4,4 4,4

A | g S
PANMINERVA MEDICA 1 4,3 4,3
RESPIRATORY MEDICINE 1 4,3 4,3
JOINT BONE SPINE 1 4,2 4,2
BMJ OPEN RESPIRATORY RESEARCH 3 4,1 123
BONE 1 4,1 41
EUROPEAN HEART JOURNAL-ACUTE CARDIOVASCULAR 1 4,1 41
CARE

NEUROENDOCRINOLOGY 1 4,1 41
CANCER MEDICINE 1 4 4
INTERNATIONAL JOURNAL OF GERIATRIC PSYCHIATRY 1 4 4
JOURNAL OF PAIN 1 4
JOURNAL OF CLINICAL MEDICINE 8 3,9 31,2
MEDICINA CLINICA 2 3,9 78
CTS-CLINICAL AND TRANSLATIONAL SCIENCE 1 3,9 3.9
EXPERT REVIEW OF RESPIRATORY MEDICINE 1 3,9 3.9
FRONTIERS IN MEDICINE 1 3,9 3.9
NEUROLOGIA 1 3,9 3.9
ADVANCES IN THERAPY 2 3,8 76
CLINICAL AND EXPERIMENTAL RHEUMATOLOGY 7 3,7 25,9
ENDOCRINE 2 3,7 74
KIDNEY DISEASES 1 3,7 3,7
MICROBIOLOGY SPECTRUM 1 3,7 3,7
PLOS ONE 1 3,7 3,7
FRONTIERS IN CARDIOVASCULAR MEDICINE 3 3,6 10,8
ACTA DERMATO-VENEREOLOGICA 1 3,6 3,6
AMERICAN JOURNAL OF EMERGENCY MEDICINE 1 3,6 3,6
EUROPEAN JOURNAL OF PEDIATRICS 1 3,6 3,6
JOURNAL OF PERSONALIZED MEDICINE 4 3,508 14,032
INTERNATIONAL JOURNAL OF CARDIOLOGY 3 3,5 10,5
CLINICAL & TRANSLATIONAL ONCOLOGY 2 3.4 6.8
DERMATOLOGY AND THERAPY 2 3.4 6.8
FRONTIERS IN NEUROLOGY 2 3.4 6.8
BRAIN SCIENCES 1 3,3 3.3
CURRENT OPINION IN PULMONARY MEDICINE 1 3,3 3.3
HEMATOLOGICAL ONCOLOGY 1 3,3 3.3
JOURNAL OF RENAL NUTRITION 1 3,2 3,2
PARKINSONS DISEASE 1 3,2 3.2
BRAIN AND BEHAVIOR 1 31 3.1
CLINICAL AND TRANSLATIONAL RADIATION ONCOLOGY 1 31 31
EUROPEAN JOURNAL OF HAEMATOLOGY 1 31 3.1
JOURNAL OF CLINICAL NEUROLOGY 1 31 31
THROMBOSIS JOURNAL 1 31 31
NEFROLOGIA 4 3,084 12,336
MEDICINA INTENSIVA 1 3 3
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AstRor | it oo PATENTS
REVISTA CLINICA ESPANOLA 2 29 5,8 Innovation improves the quality of life of the citizens, through the improvement of the healthcare and it is used for
BMJ OPEN 1 2,9 29 the launching of new products and services. In this sense, IS Princesa is actively committed to Innovation and the
ENDOCRINE CONNECTIONS 1 2.9 29 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..

AMERICAN JOURNAL OF CARDIOLOGY 1 2,8 2,8
ALLERGY ASTHMA AND CLINICAL IMMUNOLOGY 1 2,7 2,7 NATIONAL PATENT APPLICATIONS Title: Dispositivo de inmovilizacion personalizada para
DISASTER MEDICINE AND PUBLIC HEALTH PREPAREDNESS 1 2,7 2,7 Title: Dispositivo de implante para tratamiento de pa- radioterapia.
REVIEWS IN CARDIOVASCULAR MEDICINE 1 2,7 2,7 fologias mediante campos eléctricos. Number: P202330774.
CURRENT ONCOLOGY 1 2,6 26 Number: P202331078. Date of application: 14/09/2023.
PAIN PRACTICE 1 2,6 2.6 Date of application: 22/12/2023. Owners: Fundacién de Investigacién Hospital Univer-
UPDATES IN SURGERY 1 26 26 Owners: Universidad Politécnica de Madrid (60.0%), sitario de La Princesa (55%), Asociacién “HullProject”
NEUROSCIENCE LETTERS ! e 25 Inventors: Miguel Jiménez Carrizosa, Ricardo Gil quierdo ;?odriguez, David Herndndez, Gonzdlez,
RESP CARE 1 2,5 2.5 Simoes, Maria Regina Ramos Hortal. Pablo Castro Tejero.
CARDIOVASCULAR DIAGNOSIS AND THERAPY 2 2,4 48
DERMATOLOGIC SURGERY 1 2,4 24
JOURNAL OF APPLIED RESEARCH IN INTELLECTUAL 1 2,4 2,4
DISABILITIES COMPETITIVE PROJECTS
JOURNAL OF NEUROIMAGING 1 2,4 2,4
PREHOSPITAL EMERGENCY CARE 1 2,4 2,4 Grants
CURRENT MEDICAL RESEARCH AND OPINION 1 2,3 2,3 FUNDING INSTITUTION CALL CALLS GRANTED
BMC CARDIOVASCULAR DISORDERS 1 2,1 21 Proyectos de [+D+l en Salud (PI]
INTERNATIONAL JOURNAL OF CARDIOVASCULAR IMAGING 1 21 2,1 Instituto de Salud Carlos 111 Proyectos de investigacién de medicina personalizada 2
REVISTA ESPANOLA DE ENFERMEDADES DIGESTIVAS 4 2 de precisién (IMPACT)
AUSTRALASIAN JOURNAL OF DERMATOLOGY 1 2 2 Agencia Estatal de Investigacion Proyectos Lineas Estratégicas (PLEC) 1
GASTROENTEROLOGIAY HEPATOLOGIA 2 19 3,8 EU4Health Proyectos de Investigacion 2
REVISTA ESPANOLA DE QUIMIOTERAPIA 2 19 3.8 Fundacién Caixa Impulse Proyecto de Investigacion 1
BMC SPORTS SCIENCE MEDICINE AND REHABILITATION 1 19 18 Fundacion Eugenio Rodriguez Pacual  Programa de investigacion 1
CARDIOLOGY 1 19 19 Fundacion Alfonso X el Sabio Proyecto de investigacion 1
CIRUGIA ESPANOLA 1 19 L9 Fundacion Lovexair Beca “Respirar es Vida”. Proyecto de investigacién 1
ENDOCRINOLOGIA DIABETES Y NUTRICION 1 19 19
JOURNAL OF NEUROSURGICAL SCIENCES 1 19 19
CORONARY ARTERY DISEASE 2 18 3,6
JOURNAL OF INTEGRATIVE NEUROSCIENCE 2 18 36 Research staff fully or partially funded through competitive calls in 2023
FRONTIERS IN SURGERY 1 18 18
INTERNATIONAL UROGYNECOLOGY JOURNAL 1 18 18 FUNDING INSTITUTION CALL — CALLS GRANTED
JOURNAL OF CUTANEOUS PATHOLOGY 2 17 3.4 Agencia Estatal de Investigacion gggg:gfezredocmmles para la formacion !
NEUROREPORT ! L7 17 Contratos predoctorales de formacién en invesfigacion 3
JOURNAL OF CARDIAC SURGERY 1 1,6 16 en salud (PFIS)
MEDICINE 1 16 1.6 Ayudas Sara Borrell 2
HEART AND VESSELS 1 L5 L5 Instituto de Salud Carlos 111 Juan Rodés 2
CYTOPATHOLOGY 4 1,3 52 Rio Hortega 1
REVISTA DE NEUROLOGIA 3 1.2 36 Contratos para la intensificacion de la actividad 1
AMERICAN JOURNAL OF DERMATOPATHOLOGY 1 11 11 investigadora en el SNS
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DEFENDED DOCTORAL THESES
Caracteristicas diferenciales de la Ancochea Bermiidez, Julio/ 18/09/2023

The thesis represents a systematic and exhaustive research work on a subject, which is considered a crucial step in Enfermedad Pulmonar Obstructiva Crénicaen  Soriano, Joan B
the training of new generations of researchers. During 2023, a fotal of 21 theses have been defended by member of Tamara la mujer.
the IIS. Four of them was a European thesis.

Doctoral Candidate Title Director/s Defense date

Alonso Pérez,

Impacto de la pandemia por el virus Girén Moreno, Rosa / 23/06/2023
Martinez Vergara, SARS-CoV-2 sobre el nimero y gravedad Martinez Gracia, Miguel
THESES Adridn de agudizaciones en pacientes con Angel
bronquiectasias no debidas a fibrosis quistica,
Doctoral Candidate Title Director/s Defense date Garcia Prietfo Las isoformas de Akt y TLR5 en la funcion Fresno Escudero, Manuel 10/06/2023
Mufioz Aceituno.  Busdueda de biomarcadores Daudén Tello, Estevan/ 04/10/2023 Teresa de la barrera infestinal y la enfermedad
Ester " farmacogenéticos para el uso de farmacos  Ovejero Benito, Maria inflamatoria infestinal.
bioldgicos en la psoriasis moderada a grave Carmen Torres Gérica, Role of galectin-1in adipose tissue Fresno Escudero, Manuel 22/09/2023
Bazire Batiz Seguimiento de la inmunoterapia sublingual  Blanco Guerra, Carlos / 17/07/2023 Patricia development and adipocyte metfabolism.
.. . con alérgenos mediante herramientas Villasenor Solis, Aima
Raphaélle .
émicas
EUROPEAN THESES

Ortiz del Castillo, The role of GRK2 in orienting cell division and  Penela Mdrquez, Petronila 09/03/2023

Belén cell cycle decision-making fo proliferation Doctoral Candidate Title Director/s Defense date
Gonzélez Clinicul' neu.roimoging and serum biomarkers Sfinchez Madrid, Frqnciscc?/ 15/02/2023 Albitre Sanz, Redes sefializadoras de GRK2 en el desarrollo  Penela Marquez, Petronila /  12/15/2023
Martinez. Alicia fo predlcT.dlseose course gnd freatment Vivancos Mora, José Aurelio Angela de la gldndula mamaria y el cdncer de mama  Mayor Menéndez, Federico
’ response in neurological diseases - T
. ND523, a novel NRF2 inducer through KEAP1  Garcia Lopez, Manuela 15/12/2023
Variabilidad farmacocinética de los nuevos Sobrado, Ménica / 12/04/2023 Del Sastre Lopez, . . = o eatment of Alzheimer's
De Toledo Heras, fdrmacos anticrisis levetiracetam y Ovejero, Carmen / Eric and c]ge—r,elo‘red diseases
Maria eslicarbazepina en una unidad de cirugia de la  Lagares, Alfonso . > I T
epilepsia ) Disefio, sm’resmyevaluaqop furmogqloglco GGI:CIO Lop‘ez, Manuela / 05/05/2023
Mayo Mariscal de de nuevos fdrmacos multidiana inhibidores Leon Martinez, Rafael
Topografia de la isquemia en TC multimodal Vivancos Mora, José 18/10/2023 Gante, Paloma de GSK3B e inductores de Nrf2 para el
como posible factor predictor de evolucion Aurelio / tratamiento de la enfermedad del Alzheimer
Aguirre, Clara en pacientes con ictus isquémico agudo Ximénez-Carrillo Rico, - . ; ;
de circulacién anterior tratados mediante A Torres Gérica, Role of galectin-1in gdlpose fissue . Fresno Escudero, Manuel 22/09/2023
trombectomia mecdnica Patricia development and adipocyte metabolism
Prevalencia y Gravedad de la Enfermedad Garcia Buey, Luisa / 26/05/2023
Marinero Hepdtica Crénica en los Pacientes con Giron Moreno, Rosa Maria
Martinez-Lazaro  Fibrosis Quistica en edad adulta en un
Hospital terciario
Estudio de la interaccion del eje PSGL-1/ Urzainqui Mayayo, Ana / 09/10/2023
Muioz Callejas,  selectina P en la regulacion de la muerte Castafieda Sanz, Santos
Antonio celular de los neutréfilos y monocitos en los CLINICAL TRIALS
pacientes con lupus eritematoso sistémico Clinical Trials represent an indication of being at the forefront of R+D in the health sector. They provide a benefit fo
Frecuencia y efectividad de la intensificacion  Pérez Gisbert, Francisco 13/03/2023 society based on the most innovative treatments and the most advanced techniques, with special aim of improving
Guberna Blanco,  del tratamiento anti-TNF en la enfermedad Javier / the health and well-being of citizens. During 2023, 118 new agreements have been signed for clinical trials led by 11S
Laura inflamatoria intestinal: revisién sistemdticay ~ Nyssen Pérez, Olga members.
metaandlisis
Garcia Donday, Seguridad de los tratamientos para Ia Pérez Gisbert, Francisco 18/12/2023 Gullén Of'es'ro, Alejflndra. “quluucién de Icf se?uridud de de la Camara de' Llflnzo, Javier. “Andlisis retrospectivo
. v enfermedad inflamatoria intestinal durante el Javier / Edoxaban en pacientes ancianos con criterios de fra- del uso en la practica real de cefiderocol para el trata-
Maria embarazo (Registro DUMBO) Chaparro Sdnchez, Maria gilidad.” Antonio Domingo Pose Reino. EDO-FRAG-001. miento de infecciones por gramnegativos como parte
L Las isoformas de Akty TLR5 en la funcion Fresno Esvudero, Manuel ~ 10/06/2023 Romero Laorden, Nuria. “Estudio observacional del del programa de acceso precoz (estudio PERSEUS).”
Garcia Prieto, de la barrera intestinal y la enfermedad tratamiento con inhibidores de PARP en paci Shionogi S.L.U. 2020-266-4.
Teresa . ra | . pacientes con
inflamatoria intestinal cdncer de ovario avanzado y/o metastdsico dentro de Llamas Velasco, Mar. “Estudio obsrevacional retros-
El papel de la Galectina 1 en la patogenia de Gonzdlez Alvaro, Isidoro / 10/03/2023 practica clinica habitual.” Rodrigo Sdnchez-Bayona. pectivo para evaluar los datos en entorno real sobre
TriguFro las Enfermedodes Inflamatorias Mgdiodus 5 Lamana Dominguez, Amalia Loscertales Pueyo, Javier. “Un ensayo abierto de fase el uso d:a mogamu!izur.nub en E‘spuﬁu y Portugul para
Martinez, Ana por Mecanismos Inmunes y su posible funcion la/b de escalada de dosis seguido de expansién de la do- el'trutmlento de Micosis Fungoide(MF) y Sindrome de
como biomarcador sis sobre la seguridad y tolerabilidad de CAP-100, un an- Sézary (SS) (MIBERIC).” Kyowa Kirin Farmaceuticals.
Cambios en la tendencia en la prevalenciaen  Ancochea Bermudez, Julio / 27/06/2023 MIBERIC.

Garcia Castillo,
Elena

la Enfermedad Pulmonar Obstructiva Crénica
en Espafia en 1997, 2007y 2017.

Soriano, Joan B

ticuerpo humanizado contra el receptor 7 de la quimioci-
na C-C, administrado como monoterapia en sujetos con
leucemia linfocitica crénica r/r.” Catapult. CAP-100-1.

Pérez Gisbert, Javier. “Ensayo de fase lla, aleatorizado,
doble ciego y comparado con placebo para evaluar la
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seguridad, la eficacia, la farmacocinética y la farma-
codindmica de Bl 706321 administrado por via oral
durante 12 semanas en pacientes con enfermedad
de Crohn (EC) que reciben tratamiento de induccion
con ustekinumab.” Boehringer Ingelheim International
GmbH . 1425-0003..

Ochoa Mazarro, Dolores. “Estudio de cohortes no alea-
torizado, abierto e internacional para describir la se-
guridad de las participantes que recibieron o la vacu-
na para inmunizacién materna RSVPreF3 (cualquier
dosis) o el placebo (grupo control) en los estudios RSV
MAT anteriores (RSV MAT-001, RSV MAT-004, RSV MAT-
010, RSV MAT-011, RSV MAT-009, RSV MAT-012 y RSV
MAT-039), durante cualquier embarazo posterior a la
vacunacion con la vacuna RSVPreF3 o el placebo.” Gla-
xoSmithKline Biologicals S.A.. 219510 (RSV-MATO015).

Loscertales Pueyo, Javier. “Estudio MACRO. Estu-
dio retrospectivo observacional del tratamiento de
la Macroglobulinemia de Waldenstrom con Ibrutinib
en la prdctica clinica habitual en Espafia.” Janssen.
54179060WAL4004.

Ochoa Mazarro, Dolores. “ENSAYO CLINICO ALEATO-
RIZADO DE BIOEQUIVALENCIA DE SACUBITRILO/VAL-
SARTAN 97 MG/103 MG COMPRIMIDOS RECUBIERTOS
CON PELICULA, TRAS SU ADMINISTRACION ORAL EN
DOSIS UNICA A VOLUNTARIOS SANOS EN AYUNAS CON
DISENO CRUZADO REPLICADO.” Laboratorios Normon.
N-SACVAL-22-275.

de Argila Ferndndez-Durdn, Diego . “Estudio de fase I,
multicéntrico y abierto: monitorizacion ambulatoria
de la presion arterial en pacientes adultos con urtica-
ria cronica espontdnea inadecuadamente controlada
con antihistaminicos H1 y tratados con remibrutinib
hasta 12 semanas.” NOVARTIS FARMACEUTICA S.A .
CLOUOB4A2305.

Alegre Amor, Adridn. “ESTUDIO EN FASE lil, ABIERTO,
DE 2 GRUPOS, MULTICENTRICO Y ALEATORIZADO PARA
EVALUAR LAEFICACIAY LA SEGURIDAD DE ELRANATA-
MAB (PF-06863135) + DARATUMUMAB + LENALIDO-
MIDA EN COMPARACION CON DARATUMUMAB + LENA-
LIDOMIDA + DEXAMETASONA EN PARTICIPANTES CON
MIELOMA MULTIPLE DE DIAGNOSTICO RECIENTE NO
APTOS PARATRASPLANTE.” Pfizer Inc. C1071006.

Keough Delgado, Elena. “Preservacion del volumen
pulmonar durante la extubacion. Ensayo clinico mul-
ticéntrico prospectivo, controlado y aleatorizado.” Dr.
Carlos Subira. NCT055260053.

Trillo Senin, Santiago. “Continuacion del tratamiento
anticoagulante en la fase aguda del infarto cerebral car-
dioembdlico .” FIB HOSPITAL LA PAZ. RRBAPI-2020-01.

Trillo Senin, Santiago. "Ensayo fase 111 multicéntrico,
internacional, aleatorizado, controlado con placebo,
doble ciego, de grupos paralelos y determinado por

eventos, del inhibidor oral del FXla -Asundexian (BAY
2433334), para la prevencion de ictus isquémicos en
pacientes de ambos sexos mayores de edad, tras un
ictus isquémico no cardioembdlico agudo o AIT de alto
riesgo.” Bayer. BAY 2433334/20604.

Alegre Amor, Adridn. “Primer estudio Fase 1 en seres
humanos de aumento escalonado de la dosis de am-
pliacién del BMF-219, un inhibidor oral covalente de
la menina, en pacientes adultos con leucemia aguda
(LA), linfoma difuso de células B grandes (LBDCG),
mieloma miiltiple (MM) y leucemia linfocitica crénica
(LLC)/linfoma linfocitico pequefio (LLP).” Biomea Fu-
sion Inc.. COVALENT-101.

Rivero Crespo, Fernando. “Tratamiento de placas vul-
nerables funcionalmente no significativas en pacien-
tes con infarto de miocardio con elevacion del STy
enfermedad multivaso. (Estudio VULNERABLE).” Fun-
dacion Epic. EPIC28.

Ramirez Herraiz, Esther. “ADHERENCE: Estudio obser-
vacional para evaluar la adherencia a TREMFYA® (guse-
Ikumab) en la prdctica clinica en pacientes con psoria-
sis moderada a grave.” Janssen. CNT01959PS04024.

Ciudad Safiudo, Marianela. “Estudio de fase 3, multi-
céntrico, prospectivo, aleatorizado, con enmascara-
miento doble, en el que se comparan dos tratamientos
para la candidemia y/o la candidiasis invasiva: una
equinocandina por via intravenosa, seguida de ibrexa-
fungerp por via oral, frente al tratamiento con una
equinocandina por via intravenosa, seguida de fluco-
nazol por via oral (MARIO).” SCYNEXIS. SCY-078-302.

Garcia de Vicufia, Rosario. “Estudio observacional mul-
ticéntrico sobre la eficacia (en la afectacion axial) y
seguridad del tratamiento con ustekinumab, guselku-
mab y risankizumab en pacientes con artritis psoridsi-
ca axial y/o mixta en prdctica clinica habitual en Es-
paiia: APXIS 12-23.” RAQUEL ALMODOVAR. APXIS12-23.

Rubin de Célix Vargas, Cristina. “Infeccion por Clostri-
dioides difficile en pacientes con Enfermedad Inflama-
toria Intestinal bajo tratamiento con Vedolizumab y en
tratamiento con anti-TNF: riesgo comparado y evolu-
cion de la enfermedad.” CONSORCI MAR PARC DE SALUT.

Alfonso Manterola, Fernando. “Estrategia intervencio-
nista para las lesiones no culpables con criterios de
vulnerabilidad mayores identificados mediante tomo-
grafia de coherencia éptica en pacientes con sindro-
me coronario agudo.” Fondazione Centfro Lotta contro
Infarto. INTERCLIMA.

Pérez Abanades, Maria. “Andlisis de utilizacion de cé-
lulas madre mesenquimales para el tratamiento de
complicaciones post-alotrasplante de progenitores
hematopéyicos en hospitales espafioles.” Sociedad
Espafiola de Farmacia Hospitalaria. FEF-MSC-2022-01.

Lopez Manzanares, Lydia. “Estudio de fase Ilb, multi-

céntrico, aleatorizado, doble ciego y controlado con
placebo para determinar la eficacia y la seguridad de
BlIB122 en participantes con enfermedad de Parkin-
son.” Biogen. 283PD201.

Llamas Velasco. Mar. “Estudio de fase 3 aleatorizado,
controlado con placebo y doble ciego de 24 semanas
de duracion para evaluar la eficacia, seguridad y to-
lerabilidad de rocatinlimab (AMG 451) en monotera-
pia en sujetos adultos con dermatitis atépica (DA)
de moderada a grave (ROCKET-Ignite).” Amgen Inc..
20210142.

Ochoa Mazarro, Dolores. “ENSAYO CLiNICO CRUZADO,
ALEATORIZADO DE BIOEQUIVALENCIA DE APIXABAN 5
MG COMPRIMIDOS RECUBIERTOS CON PELiCULA, TRAS
SU ADMINISTRACION ORAL EN DOSIS UNICA A VOLUN-
TARIOS SANOS EN AYUNAS.” Laboratorios Normon.
N-API-23-276.

Ramos Garcia, Tania. “Estudio observacional prospec-
tivo para evaluar la seguridad de “Modigoid®” y “Modi-
goid Plus®” en pacientes mono o polialérgicos con rini-
tis/rinoconjuntivitis alérgica, con o sin asma asociada.”
ROXALL Medicina Espafia S.A. ROX-ALTCUPA1-2022.

Garcia Fraile, Lucio. “Estudio Fase 1/11, observador cie-
go, aleatorizado, controlado con placebo y multinacio-
nal para evaluar la seguridad y eficacia de lavacuna en
investigacion de GSK frente a Neisseria gonorrhoeae
GMMA (NgG) cuando se administra en adultos sanos de
18 a 50 aiios de edad.” GlaxoSmithKline Biologicals SA.
216156.

Arranz Canales, Elena.”Memoria para el estudio de
esplenomegalia y pacientes esplenectomizados no
filiados en poblacion adulta.” Fundacion Espaiiola de
Hematologia y Hemoterapia”. PREDIGA2.

Vieira Campos, Alba. “Estudio de fase 3, aleatorizado,
doble ciego, controlado con placebo, de prevencion de
las recaidas, para evaluar la seguridad y la eficacia
de KarXT para el tratamiento de la psicosis asociada
a la demencia de Alzheimer.” Karuna Therapeutics Inc.
KAR-031.

Sudrez Ferndndez, Carmen. “Ensayo fase Il multicén-
trico, internacional, aleatorizado, controlado con un
comparador activo, doble ciego, con doble simulacion
y 2 grupos paralelos, para comparar la eficacia y la
seguridad del inhibidor oral de FXla asundexian (BAY
2433334) con apixaban para la prevencion del ictus o
embolia sistémica en participantes masculinos y fe-
meninos de 18 afios 0 mds con fibrilacion auricular y
riesgo de ictus.” Bayer. BAY 2433334/19767.

Lépez Manzanares, Lydia. “Estudio adaptativo en fase
Il con doble enmascaramiento, aleatorizado, contro-
lado con placebo y multicéntrico para evaluar la se-
guridad, tolerabilidad, inmunogenicidad y los efectos
farmacodindmicos de ACI-7104.056 en pacientes en

fases incipientes de la enfermedad de Parkinson.” AC
Immune S.A . ACI-7104-PD-2103.

Aguado Bueno, Beatriz. “Andlisis retrospectivo del uso
en la prdactica real de cefiderocol para el tratamiento
de infecciones por gramnegativos como parte del pro-
grama de acceso precoz (estudio PERSEUS).” Shionogi
S.L.U. 2020-266-4.

Gomez Garcia de Soria, Valle. “Estudio de fase 2/3,
multicéntrico, aleatorizado, de optimizacion de do-
sis (Parte 1), a doble ciego (Parte II) para comparar la
eficacia y la seguridad de azacitidina oral (Aza-Oral,
ONUREG®) mds el mejor tratamiento de soporte (MTS)
frente a placebo mds MTS en participantes con sindro-
mes mielodispldsicos (SMD) de riesgo bajo o interme-
dio segun el IPSS-R.” Celgene. CA055-026.

Muro Garcia, Inés. “Experiencia a largo plazo con trata-
mientos en perfusion continua de apomorfina subcu-
tdnea y levodopa intestinal en una unidad de trastor-
nos del movimiento.” INVESTIGACION INDEPENDIENTE.

Garcia Buey, Luisa. “TRANSFORM: ENSAYO CLiNICO DE
FASE IIB/I1l, ADAPTATIVO, DOBLE CIEGO, ALEATORIZA-
DO, CONTROLADO CON PLACEBO DE 52 SEMANAS DE
DURACION DE SETANAXIB CON UNA FASE DE EXTEN-
SION DE 52 SEMANAS EN PACIENTES CON COLANGITIS
BILIAR PRIMARIAY RIGIDEZ HEPATICA ELEVADA.” Calli-
ditas Therapeutics. GSNO00350.

Lopez Manzanares, Lydia. “ELEGANCE-Un estudio ob-
servacional sobre la eficacia y seguridad a largo plazo
del gel intestinal de Levodopa-Entacapona-Carbidopa
(Lecigon®) en el cuidado rutinario de pacientes con
enfermedad de Parkinson avanzada.” Britannia Phar-
maceuticals Ltd. ELEGANCE.

Gago Veiga, Ana. “Estudio en fase IV, aleatorizado, do-
ble ciego, controlado con placebo, para evaluar la efi-
cacia y tolerabilidad de rimegepant para la prevencion
de la migraiia en adultos con antecedentes de respues-
ta inadecuada a medicamentos preventivos orales.”
Biohaven Pharmaceuticals, Inc. US . BHV3000-407.

Ochoa Mazarro, Dolores. “Ensayo clinico cruzado, alea-
torizado de bioequivalencia de silodosina 8 mg cap-
sulas blandas versus silodosina 8 mg capsulas duras,
tras su administracion oral en dosis Unica a volunta-
rios sanos en presencia de alimentos.” Anapharm. UE-
CHUP-SIL/22-5.

Alegre Amor, Adridn. “Estudio de fase | de ANV419 en
monoterapia y ANV419 en combinaciéon con daratumu-
mab o lenalidomida mds dexametasona en dosis bajas
en pacientes con mieloma multiple recidivante o resis-
tente.” Anaveon AG . ANV418.

Chicharro Manso, Pablo. “Tratamiento de tralokinumab
en pacientes de dermatitits atopica en practica clinica
REA.” Araceli Sdnchez Gilo/ Enrique Gmez De La Fuen-
te (FJD).
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Rosell Alayza, Alejandra. “ESTUDIO SOBRE EL IMPACTO
EN EL PRONOSTICO Y LA CALIDAD DE VIDA DEL DIAG-
NOSTICO ANATOMOPATOLOGICO CENTRALIZADO DE
SARCOMAS DE PARTES BLANDAS EN EL ESTADO ESPA-
NOL.” VHIR. IMPERASGEIS (61).

Santander Vaquero, Cecilio.”ESTUDIO DE FASE 2, ALEA-
TORIZADO, DOBLE CIEGO Y CONTROLADO CON PLA-
CEBO, PARA EVALUAR LA EFICACIA Y SEGURIDAD DE
BARZOLVOLIMAB (CDX-0159) EN ADULTOS CON ESO-
FAGITIS EOSINOFILICA ACTIVA (EL ESTUDIO “EvolvE”).”
Celldex Therapeutics, Inc. CDX0159-08.

Ochoa Mazarro, Dolores. “Ensayo clinico cruzado, alea-
torizado de bioequivalencia de apixaban 5 mg compri-
midos recubiertos con pelicula, tras su administracion
oral en dosis Gnica a voluntarios sanos en ayunas.” La-
boratorios Alter. UECHUP-API/23-1.

Sudrez Ferndndez, Carmen. “Efecto del tratamiento
con iPCSK9 sobre los niveles de lipoproteina (a).” Uni-
dad de Coloproctologia.

Sudrez de la Rica, Alejandro. “Impacto en los resulta-
dos clinicos y en el Coste-Efectividad del Programa de
Monitorizacion Terapéutica de Antimicrobianos en Pa-
cientes Criticos.” Santiago Grau Cerrato.

Barril Cuadrado, Guillermina. “La hemodidlisis con li-
quido de didlisis a 300 ml/minuto es adecuada y eco-
légica. Estudio de coste eficacia.” Dra. Guillermina Ba-
rril Cuadrado.

Romero Laorden, Nuria. “ESTUDIO OBSERVACIONAL
RETROSPECTIVO PARA EVALUAR LA EFECTIVIDAD Y LA
SEGURIDAD DELTRATAMIENTO EN PRIMERA LINEA CON
ATEZOLIZUMAB EN CANCER UROTELIAL LOCALMENTE
AVANZADO O METASTASICO EN LA PRACTICA CLiNICA
HABITUAL: ESTUDIO Imflame.” Roche. ML44076.

Alegre Amor, Adridn. “Uso de farmacos estimuladores
de la eritropoyesis (FEE) en pacientes que recibenqui-
mioterapia mielosupresora en Europa y Reino Unido.”
Amgen Limited. 20190404.

Ochoa Mazarro, Dolores. “ENSAYO CLINICO ALEATO-
RIZADO DE BIOEQUIVALENCIA DE SACUBITRILO/VAL-
SARTAN 49 mg/51 mg COMPRIMIDOS RECUBIERTOS
CON PELICULA, TRAS SU ADMINISTRACION ORAL EN
DOSIS UNICA A VOLUNTARIOS SANOS EN AYUNAS CON
DISENO CRUZADO REPLICADO.” Laboratorios Normon.
N-SACVAL-23-278.

Vieira Campos, Alba. “Estudio de fase 3, multicéntri-
co, aleatorizado, doble ciego y controlado con place-
bo para evaluar la eficacia y la seguridad de ALOO1 en
pacientes con riesgo o con demencia frontotemporal
causada por mutaciones heterocigotas en el gen de la
progranulina.” Alector LLC . ALOO1-3.

Gutiérrez Liarte, Angela. “Comparacion de fidaxomici-
na en posologia convencional frente a fidaxomicina en

posologia extendida en pulsos en pacientes con alto
riesgo de recurrencia de infeccion por C.difficile. Es-
tudio multicéntrico mediante andlisis de propension.”
Javier Cobo Reinoso. Servicio Enfermedades Infeccio-
sas, Hospital Ramén y Cajal, Madrid. .

Ochoa Mazarro, Dolores. “ENSAYO CLiNICO CRUZADO Y
ALEATORIZADO DE BIOEQUIVALENCIA DE EZETIMIBA/
ATORVASTATINA 10 mg /80 mg COMPRIMIDOS VERSUS
EZETIMIBA/ATORVASTATINA 10 mg /80 mg COMPRI-
MIDOS RECUBIERTOS CON PELiCULA, TRAS SU ADMI-
NISTRACION ORAL EN DOSIS UNICA A VOLUNTARIOS
SANOS EN AYUNAS.” Laboratorios Normon. N-EZEA-
T0-23-277.

Ochoa Mazarro, Dolores. "Ensayo clinico cruzado y
aleatorizado de bioequivalencia de hidroclorotiazida
25 mg comprimidos, tras su administracion oral en do-
sis Unica a voluntarios sanos en ayunas.” Laboratorios
Normon. N-HID-23-279.

Valenzuela, Claudia. “Estudio de fase 3, aleatorizado,
doble ciego, controlado con placebo para evaluar la
eficacia y seguridad de efzofitimod intravenoso en
pacientes con sarcoidosis pulmonar.” aTyr Pharma Inc.
D1701-VrV-101.

Alegre Amor, Adridn. “Estudio en fase Ib de REGN5458
(anticuerpo biespecifico anti-CD3 y anti-BCMA) en
combinacion con otros tratamientos antineopldsicos
para pacientes con mieloma multiple recidivante o re-
sistente al tratamiento”. Regeneron Pharmaceuticals
Inc. R5458-0NC.
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Alegre Amor, Adridn. “Estudio clinico traslacional en
fase Il multicéntrico, abierto, aleatorizado, controla-
do, en canasta y pragmatico para determinar la efi-
cacia y seguridad de la plitidepsina en comparacion
con el control en pacientes adultos inmunodeprimidos
con COVID-19 sintfomdtica que necesitan asistencia
hospitalaria (NEREIDA).” PharmaMar, S.A. NEREIDA AV-
APL-B-002-22.

Ochoa Mazarro, Dolores. "Ensayo clinico cruzado,
aleatorizado de bioequivalencia de linagliptina 5 mg
comprimidos recubiertos con pelicula, tras su admi-
nistracion oral en dosis tGnica a voluntarios sanos en
ayunas.” Laboratorios Alter, S.A. UECHUP-LIN/23-3.

Ochoa Mazarro, Dolores. “Ensayo clinico cruzado, alea-
torizado de bioequivalencia de apixaban 5 mg cap-
sulas vs apixaban 5 mg comprimidos recubiertos con
pelicula, tras su administracion oral en dosis Unica a
voluntarios sanos en ayunas.” Laboratorios Alter, S.A.
UECHUP-API/23-2.

Casals Seoane, Fernando. “Efecto de fluidoterapia
mediante suero fisiolégico frente a solucion de Ringer
lactato en pacientes con pancreatitis, estudio abier-
to multicéntrico aleatorizado (estudio WATERLAND).”
D. Enrique de Madaria. WATERLAND.

Romero Laorden, Nuria. “Avelumab en el tratamiento
del cdancer urotelial en el mundo real - El estudio no
intervencional AVENUE.” ARES Trading S.A. MS100070-
0114 (AVENUE).

Meca Lallana, Virgina. “Estudio observacional multi-
céntrico para describir la persistencia en pacientes

con Esclerosis Miiltiple Recurrente-Remitente con ac-
tividad baja a moderada sin tratamiento previo, que
han iniciado tratamiento con 0zanimod (Zeposia®) en
la prdctica clinica en Espaiia (estudio APPREZIATE).”
Bristol-Myers Squibb, S.A.U . IM047-066.

Sudrez Sippman, Fernando. “Papel del éxido nitrico in-
halado en la funcién ventricular derecha y la mecdnica
vascular pulmonar tras la cirugia cardiaca.” Fernando
Sudrez Sppman. RONIN-CCV.

Delgado Jimenez, Yolanda. “Estudio en fase 111, doble
ciego, aleatorizado, controlado con placebo, de la efi-
cacia y la seguridad del povorcitinib (INCB054707) en
participantes con hidradenitis supurativa entre mode-
rada y grave.” Incyte Corporation. INCB 54707-302.

Loscertales Pueyo, Javier. “Estudio de cohortes no in-
tervencionista en pacientes con leucemia linfocitica
crénica no tratados previamente o intolerantes a in-
hibidores BTK de primera generacion para describir el
uso de acalabrutinib en primera linea y sus resultados
en vida real en Espaiia: estudio PICAROS.” AstraZeneca
Farmacéutica Spain . D8221R00003.

Garcia Buey, Luisa. “Estudio Fase Ill, multicéntrico,
aleatorizado y doble ciego para evaluar la eficacia y
seguridad de la administracion de bepirovirsen en pa-
cientes con Hepatitis B cronica HBeAg negativos y en
tratamiento con andlogos de nucleds(t)idos (B-Well
2).” GLAXOSMITHKLINE, S.A . 219288.

Zapatero Laborda, Alimudena. “START-MET HS Prostate
Cancer: SbrT & Androgen Receptor Therapy METastatic
HSPC.” Instituto de investigacion en Oncologia radiote-
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rdpica FEOR - Fundacién Espafiola de Oncologia Radio-
terdpica. NCT05209243.

Gago Veiga, Ana. “Estudio observacional, prospectivo,
longitudinal y multinacional para describir la carga de
la enfermedad y los patrones de tratamiento en pa-
cientes con migrafia (CAPTURE).” AbbVie Spain, S.L.U..
H23-468.

Valenzuela, Claudia. “Estudio de fase 3, multinacional,
aleatorizado, doble ciego y controlado con placebo de
la eficacia y la seguridad de treprostinil inhalado en su-
jetos con fibrosis pulmonar idopdtica (TETON-2).” Uni-
ted Therapeutics Corporation . RIN-PF-303 (TEATON 2).

Santander Vaquero, Cecilio. “Ensayo clinico aleatoriza-
do, multicéntrico, comparativo entre el lactitol y lactu-
losa como sustratos en el test de aire espirado para el
diagndstico de sobrecrecimiento bacteriano.” Verdnica
Martin Dominguez. SIBO_SUBSTRAT.

Gomez Garcia de Soria, Valle. “Estudio fase 1/2a, abier-
to de escalado de dosis y cohorte de expansion de
ca-4948 (irak4i) administrado por via oral en mono-
terapia en pacientes con leucemia mielégena aguda o
sindrome mielodispldsico y en combinacion con azaci-
tidina o venetoclax.” Curius. Inc. CA4948-101.

de Argila Ferndndez-Durdn, Diego. “Estudio de exten-
sion multicéntrico, abierto y doble ciego, controlado
con placebo con retirada aleatorizada, seguido de
ciclos de tratamiento abierto de larga duracion para
evaluar la eficacia, seguridad y tolerabilidad de remi-
brutinib (LOUO64) en pacientes adultos con urticaria
cronica espontdnea que hayan completado los estu-
dios anteriores de fase Ill de remibrutinib.” NOVARTIS
FARMACEUTICA S.A.. CLOUO64A2303B.

Ochoa Mazarro, Dolores. “ENSAYO CLiNICO ALEATORI-
ZADO DE BIOEQUIVALENCIA DE EZETIMIBA/ATORVAS-
TATINA 10 mg /80 mg COMPRIMIDOS VERSUS EZETI-
MIBA/ATORVASTATINA 10 mg /80 mg COMPRIMIDOS
RECUBIERTOS CON PELICULA, TRAS SU ADMINISTRA-
CION ORAL EN DOSIS UNICA A VOLUNTARIOS SANOS EN
AYUNAS CON DISENO CRUZADO REPLICADO.” LABORA-
TORIOS NORMON, S.A. N-EZEAT0-23-280.

Ochoa Mazarro, Dolores. “ENSAYO CLiNICO ALEATORI-
ZADO DE BIOEQUIVALENCIA DE EZETIMIBA/ATORVAS-
TATINA 10 mg /40 mg COMPRIMIDOS VERSUS EZETI-
MIBA/ATORVASTATINA 10 mg /40 mg COMPRIMIDOS
RECUBIERTOS CON PELICULA, TRAS SU ADMINISTRA-
CION ORAL EN DOSIS UNICA A VOLUNTARIOS SANOS EN
AYUNAS CON DISENO CRUZADO REPLICADO.” LABORA-
TORIOS NORMON, S.A. N-EZEAT0-23-283.

Alegre Amor, Adridn. “Estudio de fase 3, abiertoy aleato-
rizado de monoterapia perioperatoria con dostarlimab
frente al tfratamiento estdndar en participantes con co-
lon resecable no tratado T4NO o en estadio 11l dMMR/
MSI-H resecable.” GLAXOSMITHKLINE, S.A . 219606.

Garcia de Vicufia, Rosario y Chicharro Manso, Pablo.
“Generacion de cohortes y caracterizaciéon multi 6mi-
ca del Sindrome de Sjogren y luDermati ti s Atépica
(Proyecto SSAD).” IMIDomics y VHIR Colabora la ue-
chup. Proyecto SSAD.

Ochoa Mazarro, Dolores. “Ensayo clinico cruzado, alea-
torizado de bioequivalencia de montelukast 10 mg
capsulas vs montelukast 10 mg comprimidos recu-
biertos con pelicula, tras su administracion oral en do-
sis Unica a voluntarios sanos en ayunas.” Laboratorios
Alter, S.A. UECHUP-MON/23-4.

Loscertales Pueyo, Javier. “Estudio en fase Ill, abierto
y aleatorizado de pirtobrutinib de duracion determina-
da (LOX0-305) con venetoclax mas rituximab frente a
venetoclax mas rituximab en pacientes con leucemia
linfocitica crénica o linfoma linfocitico de células pe-
queiias (BRUIN CLL-322) previamente tratados.” Loxo
Oncology . LOX0-BTK-20022.

Aguilera, Maria. “Estudio retrospectivo y prospectivo
multicéntrico que evalia la eficacia y seguridad de ca-
botegravir y rilpivirina como tratamiento long acting
en vida real tras su implementacion en Espaiia. Cohor-
te RELATIVITY.” Luis Buzdn Martin (Hospital Universita-
rio de Burgos). Cohorte RELATIVITY.

Giron Moreno, Rosa. “ESTUDIO RETROSPECTIVO Y
PROSPECTIVO MULTICENTRICO QUE EVALUA LA EFI-
CACIA YSEGURIDAD DE CABOTEGRAVIR y RILPIVIRINA
COMO TRATAMIENTO LONG ACTING EN VIDA REAL TRAS
SUIMPLEMENTACION EN ESPANA. Cohorte RELATIVI-
TY.” SEPAR. REPAIR.

Real de Asua, Diego. “Ensayo de fase %, doble ciego,
aleatorizado, controlado por placebo, de 4 semanas en
participantes adultos jovenes con sindrome de Down
para evaluar la seguridad, tolerabilidad, exposicién
plasmadtica e indicaciones preliminares de actividad
farmacodindmica de AEF0217. En participantes adul-
tos jovenes con sindrome de Down para evaluar la se-
guridad, tolerabilidad, exposicion plasmdtica e indica-
ciones preliminares de actividad farmacodindamica de
AEF0217.” AELIS FARMA Inc,. AEF0217-102.

Lydia Lopez Manzanares. “Estudio de 17 semanas de
fase 2, aleatorizado, doble ciego, controlado con pla-
cebo, de dosis flexible, de grupos paralelos y multicén-
trico para evaluar la eficacia y seguridad de suvecalta-
mida en el tfratamiento del temblor residual moderado
o severo en participantes con enfermedad de Parkin-
son.” Jazz Pharmaceuticals, Inc. JZP385-202.

Loscertales Pueyo, Javier. “Registro espaiiol de pa-
cientes con leucemia linfdtica crénica.” Grupo Espafiol
de Leucemia Linfocitica Crénica (GELLC). ReGLLC.

Miguel Sdnchez Torres, José. “Estudio ambispectivo, no
intervencionista, de cohortes multiples para evaluar el
manejo del tratamiento con osimertinib en pacientes

con cdncer de pulmon no microcitico con mutaciones
EGFR en condiciones reales en Espaiia.” AstraZeneca
Farmacéutica Spain, S.A. D5162R00034.

Albarez, Ana. “Coste-efectividad de inhibidores de
puntos de control inmunitario en cdncer de pulmén no
microcitico.” Alberto Morell Baladrén. MOR-ICI-001.

Alday Mufioz, Enrique. “Pain AND Opioids a.er Surgery.”
University of Aberdeen. PANDOS.

Lopez Manzanares, Lydia. “Estudio de extension abier-
to de JM-010 en pacientes con enfermedad de Parkin-
son con disquinesia.” Contera Pharma. JM-010CS-0L.

Alfonso Manterola, Fernando. “PLAN DE INVESTI-
GACION DE SEGUIMIENTO POSCOMERCIALIZACION
(PMCF) PARA EVALUAR LA SEGURIDAD Y EFECTIVIDAD
DEL DISPOSITIVO LIBERADOR DE PACLITAXEL SE-
QUENT PLEASE NEO EN PACIENTES CON ENFERMEDAD
ARTERIAL CORONARIA.” Fundacién EPIC. rEpic06-SE-
QUENT EXTENDED.

Diez Villanueva, Pablo. “Uso clinico y seguridad de Ve-
riciguat (agonista oral de la guanilato ciclasa) en la
prdctica clinica real. Estudio observacional con medi-
camentos prospectivo.” SOCIEDAD ESPANOLA DE CAR-
DIOLOGIA. NA.

Alegre Amor, Adrian. “GEM2LMENOS65. ENSAYO DE
FASE Ill EN PACIENTES CON MMND CANDIDATOS A
TASPE PARA COMPARAR VRD EXTENDIDO HASTA 18 CI-
CLOS MAS INTERVENCION TEMPRANA DE RESCATE VS.
ISATUXIMAB-VRD VS. ISATUXIMAB-V-IBERDOMIDA-D.”
Fundacion PETHEMA. GEM21.

Goémez Garcia de Soria, Valle. “Estudio abierto de fase
llib para evaluar la eficacia y la seguridad de luspa-
tercept (BMS-986346/ACE-536) iniciado a la dosis
maxima aprobada en sindromes mielodispldsicos de
bajo riesgo (SMD-BR) con una categoria de riesgo muy
baja, baja o intermedia segtin el sistema pronéstico in-
ternacional revisado (IPSS-R) y que requieren transfu-
siones de eritrocitos (MAXILUS).” Bristol-Myers Squibb.
CA056-1060.

Cisneros Serrano, Carolina. “Estudio en fase Ill, de 52
semanas, aleatorizado, doble ciego, controlado con
placebo, de grupos paralelos con una extension abier-
ta sobre la eficacia y seguridad de BLU-5937 en parti-
cipantes adultos con tos cronica refractaria, incluida
tos crénica inexplicada (CALM-1).” Bellus Health, Inc.
BUS-P3-01 (CALM-1).

Llamas Velasco, Mar. “Estudio en fase lll, multicéntri-
co, aleatorizado, doble ciego, controlado con placebo
y controlado con el comparador activo deucravaci-
tinib para evaluar la eficacia y la seguridad de JNJ-
77242113 para el tratamiento de pacientes con psoria-
sis en placas de moderada a grave.” JANSSEN-CILAG
INTERNATIONAL N.V. . 77242113PS03002.

Moldenhauer Diaz, Fernando. “Ensayo en fase 1b/2,
multicéntrico, adaptativo, con doble enmascaramien-
to, aleatorizado y controlado con placebo para evaluar
la seguridad, la tolerabilidad, lainmunogenicidad y los
efectos farmacodindmicos de la ACI-24.060 en suje-
tos con enfermedad de Alzheimer en fase prodrémica
y en adultos con sindrome de Down.” AC Immune. ACI-
24-AD-DS2102.

Ancochea Bermudez, Julio. “ESTUDIO DE FASE Iil,
ALEATORIZADO, DOBLE CIEGO, CONTROLADO CON PLA-
CEBO Y MULTICENTRICO PARA EVALUAR LA EFICACIAY
LA SEGURIDAD DE ASTEGOLIMAB EN PACIENTES CON
ENFERMEDAD PULMONAR OBSTRUCTIVA CRONICA” F.
Hoffmann-La Roche Ltd. GB44332.

Valero Martinez, Cristina. “USO DE IXEKIZUMAB COMO
TRATAMIENTO PARA LA ESPONDILOARTRITIS AXIAL
EN LA PRACTICA CLINICA EN ESPANA” Lilly, S.A.U. LIL-
IXE-2023-01.

Pérez Gisbert, Javier. “Estudio de fase 3, aleatorizado,
controlado con placebo, de grupos paralelos y multi-
céntrico, para evaluar la eficacia y la seguridad del
guselkumab en participantes con enfermedad de Cro-
hn perianal fistulizante.” Janssen Pharmaceutica NV.
CNT01959CRD3005.

Chicharro Manso, Pablo. “"Bisqueda de marcadores ge-
néticos predictores de respuesta a terapias bioldgicas
y pequeiias moléculas en el tratamiento de la derma-
titis atépica.” Fundacion clinica dermatoldgica. GENDA
PRIME.

Alday Mufioz, Enrique. “Validez del dispositivo SEPTI-
LOOP para el diagndstico precoz de las complicacio-
nes infecciosas postoperatorias tras cirugia abdomi-
nal.” Enrique Alday. SEPTI-SURG-2023.

Llamas Velasco. Mar. “Estudio multicéntrico, prospec-
tivo, observacional para medir los beneficios de tildra-
kizumab en la consecucion de objetivos terapéuticos
en pacientes con psoriasis en placas moderada o gra-
ve y respuesta inadecuada a tratamientos con farma-
cos bioldgicos previos en la prdactica clinica en Espa-
fia.” Almirall, S.A.. DMMITIL23//ALM-TIL-2023-01.

Isabel Ballesteros, Ana. “Deteccion de ctDNA y ca-
racterizacion de subpoblaciones inmunes circu-
lantes en pacientes con CMTN Tratadas con quimio
(inmuno) terapia (neo)adyuvante.” MIGUEL Martin.
GOM-HGUGM-2022-04 (ISCIII P122/01346).

Cannata Ortiz, Jimena. “Estudio de fase 3, aleatoriza-
do, abierto y multicéntrico de zanubrutinib (BGB-3111)
mds anticuerpos anti-CD20 frente a lenalidomida mas
rituximab en pacientes con linfoma folicular o de la
zona marginal recidivante/resistente.” BeiGene Swit-
zerland GmbH. BGB-3111-308.

Ramons, Carmen. “Estudio Pivotal del sistema de as-
piracion RapidPulse™ como abordaje de primera linea
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para pacientes con ictus isquémico agudo debido a
oclusiones de gran vaso («Estudio Pivotal RapidPul-
se»).” RapidPulse, Inc. CIP-0002.

Caniego Monreal, José Luis. “Estudio Pivotal del siste-
ma de aspiracion RapidPulse™ como abordaje de pri-
mera linea para pacientes con ictus isquémico agudo
debido a oclusiones de gran vaso («Estudio Pivotal Ra-
pidPulse»).” RapidPulse, Inc . CIP-0002.

Lopez Manzanares, Lydia. “Andlisis descriptivo sobre el
uso de LECIgon en pacientes con enfermedad de PAR-
Kinson en Espaiia.” Dr. Diego Santos Garcia (Complejo
Hospitalario Universitario de A Corufia). .

Celeste Marcos, Maria. “Evaluacion del grado de cum-
plimiento de criterios de remision en pacientes en tra-
tamiento con bioldgicos: estudio en vida real.” Grupo
Emergente de asma. REMIREAL.

Ferndndez Alén, José Antonio. “INVESTIGACION CLiNI-
CA MULTICENTRICA PARA EVALUAR LA SEGURIDAD Y
LA EFICACIA DE DISC CARE PARA EVITAR LA RECIDIVA
DE HERNIA DISCAL LUMBAR. ACE 2.” Neos Surgery S.L.
NEO-RA1-2023-01.

Alegre Amor, Adrian. “ESTUDIO EN FASE Ill, ALEATORI-
ZADO Y SIN ENMASCARAMIENTO DE LINVOSELTAMAB
(REGN5458; ANTICUERPO BIESPECIFICO ANTI-BCMA Y
ANTI-CD3) COMPARADO CON LA COMBINACION DE ELO-
TUZUMAB, POMALIDOMIDA Y DEXAMETASONA (EPD)
EN PACIENTES CON MIELOMA MULTIPLE RECIDIVANTE
0 RESISTENTE AL TRATAMIENTO (LINKER-MM3).” Re-
generon Pharmaceuticals, Inc.. R5458-0NC-2245 .

Martinez Calleja, David. “VOLUMEN ESPLENICO COMO
BIOMARCADOR DE DANO HEPATICO TRAS QUIMIOTE-
RAPIA EN METASTASIS HEPATICAS DE CANCER COLO-
RRECTAL.” Alejandra Garcia Botella. BioVes.

Ballesteros Garcia, Ana Isabel. “Estudio multicéntrico,
aleatorizado y abierto en el que se compara la efica-
cia y la seguridad de la combinacion de lasofoxifeno y
abemaciclib con la combinacion de fulvestrant y abe-
maciclib para el tratamiento de mujeres pre y posme-
nopdusicas y de hombres con cdncer de mama ER+/
HER2- localmente avanzado o metastdsico con una
mutacion ESR1L.” SERMONIX PHARMACEUTICALS. SMX
22-002.

Ochoa Mazarro, Dolores. “Ensayo clinico cruzado, alea-
torizado de biodisponibilidad comparada de minoxidil
1 mg oral, tras su administracién en dosis tnica y mul-
tiple a voluntarios sanos en ayunas.” INDUSTRIAL FAR-
MACEUTICA CANTABRIA, S.A. . P23112a.

Lopez Manzanares, Lydia. “Un ensayo de fase 3, mul-
ticéntrico, de retiro aleatorizado y extension a largo
plazo de ampreloxetina para el tratamiento de la hi-

potension ortostdtica neurogénica sintomdtica en
participantes con atrofia multisistémica.” Theravance
Biopharma Ireland Limited. 197.

Lopez Manzanares, Lydia. “Estudio de fase Ill, aleato-
rizado, con doble ocultacion y controlado con placebo
para evaluar la eficacia, la seguridad y la tolerabilidad
de valbenazina para el tratamiento de la discinesia
causada por pardlisis cerebral.” Neurocrine Bioscien-
ces, Inc. NBI-98854-DCP3018.

de los Santos Gil, Ignacio. “Estudio adaptativo, alea-
torizado, doble ciego (abierto para el promotor), con-
trolado con placebo para investigar el efecto antiviral,
la seguridad, la tolerabilidad y la farmacocinética de
VH3739937 en adultos con VIH-1 que no hayan recibi-
do tratamiento previo.” Laboratorios ViiV Healthcare,
S.L. 212580.

Lopez Manzanares, Lydia. “Estudio en fase Il, aleatori-
zado, doble ciego y controlado con placebo para eva-
luar la eficacia, la seguridad, la tolerabilidad, la far-
macodindmica y la farmacocinética de BIA 28-6156
en pacientes con enfermedad de Parkinson y una va-
riante patogénica en el gen de la glucocerebrosidasa
(GBA1).” BIAL R&D Investments S.A . BIA 28-6156-201.

Sdnchez Torres, José Miguel. “Estudio de fase Ib/II,
multicéntrico, abierto, para evaluar la seguridad/tole-
rabilidad, la farmacocinética y la eficacia de GFH925
en combinacion con cetuximab en pacientes con
CPNM con mutacion KRAS G12C en estadio avanzado
no tratado previamente.” Zhejiang GenFleet Therapeu-
fics Co., Ltd.. GFH925X0201.

Ochoa Mazarro, Dolores. “Ensayo clinico replicado,
cruzado y aleatorizado, de dos secuencias y cuatro
periodos para comparar la biodisponibilidad de dos
formulaciones de mesalazina comprimidos (1500 mg
y 3 x 500 mg), tras la administracién de dosis tnica
a voluntarios sanos en ayunas.” FAES Farma. CLEU-
0321/FAST.

Gémez Garcia de Soria, Valle. “Estudio fase Il aleato-
rizado, doble ciego y controlado con placebo de tami-
baroteno mas azacitidina en comparacion con place-
bo mds azacitidina, en pacientes adultos con reciente
diagnostico seleccionados para sindrome mielodis-
plasico de alto riesgo y positivos para RARA.” Syros
Pharmaceuticals, Inc.. SY-1425-301.

Ochoa Mazarro, Dolores. “Ensayo clinico aleatorizado
de biodisponibilidad relativa de amilmetacresol, alco-
hol diclorobencilico, lidocaina y vitamina ¢ pastillas
para chupar, tras su administracion oral en dosis uni-
ca a voluntarios sanos en ayunas con disefio cruzado.”
GEISER PHARMA S.L. G23-00.

BOOKS

Toribio V, Yafiez-M6 M. Two Complementary Strategies
to Quantitate Extracellular Vesicle Uptake Using Bio-
luminescence and Non-Lipidic Dyes. Methods Mol Biol.
2023;2668:133-144. doi: 10.1007/978-1-0716-3203-
1_11.2023.

Ibdfiez Sandin y Escudero Diez. Alergologia en la infan-
cia y adolescencia. Springer Healthcare Communica-
fions. ISBN: 978-84-09-48029-6. 1-1272. 2023.

M. Dolores Paloma Ibdfiez Sandin. Inmunoterapia con
alimentos. La enfermedad alérgica en el nifio. Springer
Healthcare Communications. Alergologia en la infancia
y adolescencia. ISBN: 978-84-09-48029-6. pp 49-60.
2023.

Carmelo Escudero Diez. Inmunoterapia con alimentos.
En Springer Healthcare Communications. Alergologia
en la infancia y adolescencia. ISBN: 978-84-09-48029-
6.669-684. 2023.

Pablo Rodriguez del Rio, Raphaélle Bazire, Nandinee
Patel, Montserrat Ferndndez Rivas. Clinical outcome
measures in food allergy treatment. Reference Modu-
le in Food Science. DOI: 10.1016/B978-0-323-96018-
2.00117-6. 2023.

Barranco Jiménez R, De Frutos Moreno C. Alergia a
antibiéticos, antiinflamatorios no esteroideos, anes-
tésicos generales y locales y contrastes radioldgicos.
Guia Prdctica de Alergologia” 179-190. ISBN Papel.:
9788490524862. ISBN Ebook: 9788490524886. 2023.

JP Gisbert, S Garcia. Errores frecuentes en el manejo de
las formas graves de la enfermedad inflamatoria intes-
final. En: Urgencias y Emergencias en Gastroenterologia
y Hepatologia. Editores: M Montoro, JC Garcia-Pagdn.
Asociacion Espafiola de Gastroenterologia. 377-388.
ISBN 978-84-09-51813-5. 2023.

M Chaparro, JP Gisbert. Enfermedad inflamatoria intes-
final y embarazo. Manual prdctico, 8° edicidn. Editores: J
Hinojosa, P Nos. 2023. 227-240. ISBN: 9788417844264.
2023.

JP Gisbert, M Chaparro. Fdrmacos bioldgicos anti-TNF
y biosimilares. Manual prdctico, 8° edicion. Editores: J
Hinojosa, P Nos. 65-82. 2023.

Marianela Ciudad y Carmen Sdez. Manual GENCI de neu-
rologia critica. Capitulo 7, Infecciones del SNC. 2023.
ISBN: 978-84-124320-8-4. 2023.

José Maria Galvdn Romdn. Bioética en Medicina Inter-
na. Capitulo 19. Etica en la relacién con la industria far-
macéutica. SEMI. 240-254. ISBN 978-84-09-46286-5.
2023.




FOREWORD IP - nnual Report o
Z0) | scientific Activity 2023

° ° TITLE DATE SPEAKER
CURSO DE PROVEEDOR DE SOPORTE 3/10/2023  5/10/2023  Dr. Mariano Aguilar Mulet
CARDIOVASCULAR AVANZADO (SVCA/ACLS)
DE LAAHA
N N M Competencias en Ecografia Clinica para Atencién  09/10/2023 n.d. Juan Mariano Aguilar Mulet
O n | S S e I | I | n O T | O n Primaria: Edicién VIII Fernando Alfageme Jiménez
José Ignacio Alonso Gonzadlez
Sonia Gonzdlez Del Val
Ifigo Guerra Molina
Ana Maria Martinez Molina
The concept of communicating science in journals or scientific congresses is deeply rooted in the field of scientific jz\r/?:r?/?]rf;:g:;:;
research, but scientists are becoming increasingly more aware of the need to disseminate science among citizens, . :
) ) ) Andres Von Wernitz Teleki
which partly finance research with their taxes. : — —
Simulacion en el manejo de la via aérea 7° 10/10/2023 27/11/2023  Noemi Diaz Velasco
Communication of biomedical research allows the population to know and understand biomedical advances with Ed (2023) Jesus Manuel Nieves Alonso
application or possible application in human health, making the citizen more knowledgeable about the diseases that Diana Parrado
affect society. Fernando Ramasco Rueda
The IIS Princesa uses two main tools to carry out this task: the web (www.iis-princesa.org) and the newsletter “Impact EI;“_:] Rojo 30‘_1f'9“ez
Factor”. The Institute website www.iis-princesa.org, renewed in 2016 to adapt to the new trends of users, presents the . e
most important news about its members, as well as information about courses, congresses, job offers or detailed Cédigo Sepsis Princesa (EDICION 09) 17/10/2023 ~ 02/12/2023 Marta Chicot Llano
information of research groups. In addition, the website offers other services, such as the research calls alert service, Natalia PQSCU(" Gomez
which provides up to date information to subscribers about public and private, national or international calls. Alberto Pizarro Portillo
The Impact Factor newsletter, published by the IIS Princesa since 2011, both in paper and electronic formats, shows Cenirt‘)'de c?mp?ienclus en Ecografia Clinica para  19/10/2023  20/10/2023  Dr. Andrés von Wernitz Teleki
. N Atencion Primaria
the most outstanding scientific advances, the most relevant news and the successes of our researchers.
o ) ) ) o ) ) ) ) Curso Soporte Vital Avanzado 21/10/2023 21/10/2023 Dr. Fernando Rumasco Rueda
These activities are reinforced with the active participation of the IIS Princesa in the Science Week of the Community — — — = :
of Madrid which offers enfertaining, interesting and important talks about the latest scientific research, in a format Cflrso’d? A"u"sl"s 551_“d'51'°° en Investigacion 18/10/2023 ~ 23/11/2023  Diia. Nuria Montes Casado
accessible fo the public Biomédica con “R” Nivel Avanzado 26/10/2023
' 31/10/2023
XX CURSO DE FORMACION MIR DE HEMATOLOGIA 22/11/2023 22/11/2023 Dr. Adridn Alegre Amor
Curso Ecografia 23/11/2023 23/11/2023  Dr. Andrés von Wernitz Teleki

COURSES

TITLE DATE SPEAKER

Curso SVCA/ACLS de la AHA 7/02/2023  9/02/2023  Dr. Mariano Aguilar Mulet
Curso SVCA/ACLS de la AHA 7/03/2023  9/03/2023  Dr. Mariano Aguilar Mulet
Curso Soporte Vital Avanzado ERC SEDAR 10/03/2023 11/03/2023 Dr. Mariano Aguilar Mulet
Centro de Competencias en Ecografia Clinica para  23/03/2024 24/03/2024 Dr. Andrés von Wernitz Teleki
Atencion Primaria
Andlisis estadistico en investigacién biomédica 27/03/2023 27/04/2023 Dr. Isidoro Gonzdlez Alvaro
con Stata 14.0. Nivel bdsico.
Curso de ecografia 16/05/2023 17/05/2023  Dr. Mariano Aguilar Mulet
Centro de Competencias en Ecografia Clinica para  23/05/2023 23/05/2023 Dr. Andrés von Wernitz Teleki
Medicina de Familia
Curso R1 proteccién radiologica bdsica para 30/05/2023 30/05/2023 Dda. Paula Garcia Castafidn
residentes
Curso de Andlisis Estadistico en Investigacion 23/05/2023 06/06/2023 Dia. Nurio Montes Casado
Biomédica con "R" Nivel Bdsico 30/05/2023 13/06/2023

20/06/2023

27/06/2023

28/06/2023
Curso de Cefaleas para residentes 29/09/2023 30/09/2023 Dra. A. Gonzdlez Martinez
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WORKSHOPS

SEMINARS

DATE TITLE SPEAKER DATE TITLE SPEAKER
17 ene Taller para pacientes Embarazo y lactancia en esclerosis Dra. Clara Aguirre Herndndez 26 ene CCR6 and CCR9 expression define a population of SARS-CoV-2- Laura Esparcia Pinedo
multiple specific TReg with pathogenic potential
21 mar Reciente diagndstico de esclerosis multiple Dra. Virginia Meca Lallana 2 feb Involvement of Tyrosine Kinase 2 (TYK2) in splenic B cell function  Dra. Elena Ferndndez Ruiz
23 may Taller para pacientes con reciente diagndstico de esclerosis Dra. Virginia Meca Lallana 9 feb Novel insights in the BTK and MyD88 crosstalk in B cell Dra. Yolanda Carrasco
multiple dynamics and lymphomas
20 jun Taller para pacientes Deterioro cognitivo en Esclerosis Miltiple  Ana Gesteira 16 feb Biomarcadores asociados a asma grave y poliposis nasosinusal Maria Isabel Delgado Dolset
27 jun Taller para pacientes Dolor en Esclerosis Multiple Dra. Clara Aguirre Herndndez 23 feb El papel de la Galectina-1 en la patogenia de las Enfermedades  Ana Triguero
11jul Taller para pacientes Sintomas invisibles de la Esclerosis Diia. Beatriz del Rio Mufioz Inflamatorias Mediadas por Mecanismos Inmunesy su posible
- funcion como biomarcador
Multiple
9 mar RAPTOR como diana de un microRNA novel Dra. Hortensia de la Fuente
16 mar New insights info the role of LAT1 amino acid transporter as a Dra. Danay Cebridn
regulator of immune cells and inflammation
23 mar Los sistemas del insulin-like growth factor (IGF) central y Dr. Santiago Guerra
periférico en la respuesta metabdlica a los cambios dietéticos
S ESS I 0 N S 30 mar Differential expression of ligands for checkpoint receptor in Marta Calvet
myeloid cells from people living with HIV: regulation during
DATE TITLE SPEAKER chronic inflammation and lymphoid tissue distribution
3feb Jornada Nefrologia - "Por qué no en fu casa” Dra. Guillermina Barril 20 abr Prediccién de la respuesta a tratamientos anti-CGRP en Dra. Alicia Gonzdlez Martinez
8 mar El ejercicio fisico y sus beneficios en la Esclerosis Mdltiple Dra. M. José Arriaza migrafia utilizando estrategias de machine-learning: nueva
R h ient fal
11 mar Jornada del Dolor Dra. Concepcion Pérez err(.lmle.n aen cetaleas : -
21 mar World Down Syndrome Day DiDicgo RealldelAsta 27 abr Im.pllcacmn'de Ias)p.rofelnos morfogenéticas dseas en la Patricia Marafién Barnusell
fisiopatologia hepdtica
20y 21 abril | Jornados de Actualizacion de Medicina Inferna pr. José M Galvan Roman 4 may Papel del transportador de aminodcidos SLC7A5 en escenarios  Dr. Julian Aragonés
26 may V MADRID DEB SYMPOSIUM Dr. Fernando Alfonso Manterola biolégicos no tumorales
29 may Conoce la migrafia: Una vision actual Dra. Ana Gago 18 may Efectos moleculares del humo del tabaco sobre la arteria Onofre Munar
8jun Jornada Proyecto ICOP Dr. Diego Real de Astia pulmonar, su relacion con la Enfermedad Pulmonar Obstructiva
— . p . . réni ibles dianas terapéuti
28 sep VI Reunion Madrilefia de Coloproctologia Dr. J. Garcia Septiem Cronicay sus posibles dianas fe ope.u ICOS. : —
5oct VI Jornada de Puertas Abiertas del Servicio de Reumatologia Dra. Rosario Garcia de Vicuiia 25 may GWC fo unravel n.ew molecular candidates involved in VictorToribio Serrano
. R Extracellular Vesicles uptake
para médicos de Atencion primaria
. : — -~ . | Padill
6 oct VISIONARIOS: Innovacion y futuro en enfermedades Dr. Ancochea ljun Regulacién d!'3'|0 fun(3|c_)n de la quinasa Lck por las fosfatasas ~ Carlos Carrasco Padilla
. . de regeneracion hepdtica
respiratorias - - : .
26 oct Il Jornada Cientifica de la Direccion de Enfermeria Dir Enfermeria 8 jun Serum profiles of PSGL-L ADAMS8 and selectins as dlognpsf|c Dra. Esther Santoantonio
markers for Systemic lupus erythematosus and Systemic
2 nov Neurorrestauracion: estimulacion cerebral profunda para los Dr. Cristina V. Torres Diaz sclerosis: an observational study
frastornos psiquidtricos refractarios 15 jun End-Binding 1 regulates the metabolic fate of CD4+ T Alvaro G6mez Morén
7 nov VIl JORNADA NETS, Dia mundial de los tumores Dr. Elena Martin Pérez lymphoblast and Jurkat T cells and the organization of the
21 nov Jornada de Humanizacién Dir. Enfermeria mitochondrial network
25y26 XVIII Simposio NERC Dra. Guillermina Barril 7sep Identification of Novel Innate, Immunometabolic and Marta Calvet Maribent
noviembre Inflammatory Modulators Improving Dendritic Cell-based
. - Preventive Vaccine and Immunotherapy to Boost Cytotoxic
27 nov V Jornada de Neurogastroenterologia Dr. Cecilio Santander CD8+ T Cells Against HIV-1
30 nov Il Jornoldo Fie Cooperacion Internacional y Colaboracion Dra. Esperanza Mata 12 sep CCT como modulador de la produccion de vesiculas Kmelio Rojos Eomez
Humanitaria AEC, SEDAR, SECOT . . . .
extracelulares y del metabolismo de linfocitos T a través de las
18 dic Jornada para pacientes Esclerosis Dra. Virginia Meca Lallana dindmicas de kinesina
17 ene Taller para pacientes Embarazo y lactancia en esclerosis Dra. Clara Aguirre Herndndez 21sep MicroRNAs as immunotherapeutic agents: from basics to Dra. Lola Ferndndez Messina
multiple clinics
17 ene Taller para pacientes Embarazo y lactancia en esclerosis Dra. Clara Aguirre Herndndez 28 sep Primary cilia in pituitary neuroendocrine tumours: A potential ~ Dra. Rebeca Martinez Herndndez

multiple

biomarker of tumour behaviour
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DATE

SPEAKER

2023

5 oct Estudio de la interaccién del eje PSGL-1/Selectina P en la
regulacion de la muerte celular de los neutrdfilos y monocitos
en los pacientes con lupus eritematoso sistémico

Antonio Muioz Callejas

26 oct Desarrollo de una nueva inmunoterapia para cdncer colorrectal  Dra. Marta Joén Castaio
metastdsico

2 nov Unraveling the molecular landscape in autoimmune thyroid Pablo Sacristdn y Nuria Sdnchez
diseases at spatial transcriptomics resolution de la Blanca

23 nov Caracterizacion de la respuesta inmunifaria adaptativa Laura Esparcia Pinedo
generada tras la vacunacion frente al virus SARS-CoV-2 en
sujetos sanos y poblaciones de riesgo

30 nov Microbial metabolism of food allergens in IgE responses Elisa Sdnchez Martinez

14 dic Préxima generacion de inmunoterapias contra el cdncer Dr. Esteban Veiga

basadas en linfocitos instruidos con bacterias

CONTINUING EDUCATION LA PRINCESA

Soporte Vital Inmediato para Residentes 2023

22/05/2023

n.d.

Juan Mariano Aguilar Mulet
Fernando Ramasco Rueda
Raquel Caminero Garcia
Marta Cafio Hortoneda
Lydia Chao Ricoy

Teresa Coco Carrascal
Elvira Contreras Murillo
Maria Cruzate Aparicio
Ana del Rey Ubago

Noemi Diaz Velasco
Verdnica Espiga Prieto
Luis Anibal Gomez Arredondo
Beatriz Gonzdlez Chesa
Sonia Gonzdlez Del Val
Javier Martin Ruiz

Ana Maria Martinez Molina
Ménica Negro Rua

Diana Parrado

Luis Picazo Garcia

Maria Isabel Puca Briones
Bdarbara Retana Ferndndez
Elena Rojo Rodriguez

Curso de Traumatologia para nuevos residentes -
2023

22/05/2023

n.d.

Juan Mariano Aguilar Mulet
Fernando Ramasco Rueda
Rafael Carbonell

Cirugia para nuevos Residentes - 2023

22/05/2023

n.d.

Juan Mariano Aguilar Mulet
Fernando Ramasco Rueda
Ifigo Garcia Sanz

ELECTROCARDIOGRAFIA - 2023

22/05/2023

n.d.

Juan Mariano Aguilar Mulet
Fernando Ramasco Rueda
Amparo Benedicto Buendia

Curso de interpretacion bdsica de radiologia simple
-2023

22/05/2023

n.d.

Juan Mariano Aguilar Mulet
Fernando Ramasco Rueda

Metodologia en investigacion Hospital
Universitario de la Princesa

22/05/2023

28/06/2023

Maria Apelldniz Ruiz
Administrador del Campus
Apoyo Docente

Victor Fanjul

Alicia Gonzdlez Martinez
Mariana Herndndez Gonzdlez
Fernando Ramasco Rueda
Miguel Antonio Sampredro
Nuria Sdnchez de la Blanca Carrero
Ancor Sanz Garcia

Mejora de la atencion a las personas mayores en el
Servicio de Urgencias. Hospital Amable

26/06/2023

30/06/2023

Curso Avanzado en eLearning: Creacion de
Minivideos Docentes - 5° Edicion

01/09/2023

30/09/2023

Elena Ferndndez Martinez
Fernando Ramasco Rueda

eLearning en Sanidad - 6° Edicion

01/09/2023

10/11/2023

Elena Ferndndez Martinez
Fernando Ramasco Rueda

TITLE DATE SPEAKER

Competencias en Ecografia Clinica para Atenciéon  13/02/2023 24/02/2023

Primaria: Edicién VII

Codigo Sepsis Princesa (EDICION 08) 17/04/2023 29/05/2023 Dr. Fernando Ramasco Rueda

Curso de Soporte Vital Bdsico para personal 26/04/2023 12/05/2023

sanitario 1° Edicion 2023

CURSO SOBRE RETOS EN ANTIBIOTERAPIA EN EL 27/04/2023 30/05/2023 David Arribas Méndez

PACIENTE CRITICO - 3° Edicion. Mayo 2023 Sonia Expdsito Carazo
Elena Ferndndez Martinez
Carlos Figueroa Yusta
Esther Garcia Villabona
Rafael Gonzdlez de Castro
Julia Hernando Santos
Emilio Maseda Garrido
Rosa Méndez Herndndez
Mar Orts Rodriguez
Diana Parrado
Sheila Santidrian
Maria Semiglia
Alejandro Sudrez de La Rica
Gonzalo Tamayo Medel
Carmen Vallejo Lantero
Nelly Zurita Cruz

Centro de Competencias en Ecografia Clinica para  12/05/2023 24/06/2023 Andres Von Wernitz Teleki

Medicina de Familia: Curso de Formacion Inicial

Edicion |

Curso de Soporte Vital Avanzado para personal 22/05/2023 30/06/2023

sanitario 2023

Curso de Bienvenida a los nuevos Residentes 2023 22/05/2023 n.d. Juan Mariano Aguilar Mulet
Fernando Ramasco Rueda
Ignacio Redondo Pascual

Curso de Historia Clinica Electrénica - 2023 22/05/2023 n.d. Juan Mariano Aguilar Mulet

Fernando Ramasco Rueda

Lectura critica de articulos para residentes -
Edicion |

11/09/2023

24/09/2023

Maria Apelldniz Ruiz

Alicia Gonzdlez Martinez
Jesus Novalbos Reina
Fernando Ramasco Rueda
Miguel Antonio Sampedro
Nuria Sanchez de la Blanca Carrero
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TITLE

DATE

SPEAKER

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

25/09/2023 15/11/2023

Laura Cafal Sainz

Elena Espiritu Jiménez
Raquel Ferndndez Leal

Maria Mercedes Garcia Franco
Sonia Guinaldo Martin

David Jiménez Jiménez
Maria José Lopez

Yolanda Lépez Gonzdlez

Celia Martin Almazdn

Rosa Méndez Herndndez

Mar Puente Cepeda

Begoiia Quicios Dorado
Fernando Ramasco Rueda
Maria Jesus Rodriguez Alonso
Maria Dolores Rodriguez
Huerta

Maria José Rubio Pérez

Laura Torrent

Cristina Yepes Temifio

Beatriz Yuste Lozano

TITLE

INSTITUTO DE
INVESTIGACION
SANITARIA
HOSPITAL
UNVERSTARIO

D LAPRINGESA

nnual Report o
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LY Fg
DATE

SPEAKER

Como presentar un proyecto de investigacion a un
CEIm

23/10/2023 31/10/2023

Francisco Abad

José Luis Muiioz de Nova
Mara Ortega

Fernando Ramasco Rueda

Ecografia Clinica en Pacientes Con Patologia
Aguda: Formacion Inicial

25/10/2023 25/10/2023

Juan Mariano Aguilar Mulet
Sonia Gonzdlez Del Val
Ifigo Guerra Molina

Ana Maria Martinez Molina
Fernando Ramasco Rueda
Jorge Sorando Ortin

Javier Val De Santos
Andres Von Wernitz Teleki

Soporte Mecdnico Cardiopulmonar

02/10/2023 31/10/2023

Bea Abad Santamaria

Rio Jorge Aguilar Torres
Begofia Bernal Gallego
Nieves de Antonio

Pablo Diez Villanueva
Carlos Figueroa Yusta

Judit Iglesias Franco

Maria José Lopez

Manuel Emilio Monguio Santin
Nuria Oliva lllescas

Mar Orts Rodriguez
Guillermo Reyes Copa
Fernando Rivero

Emilia Rosas Carvajal

Jorge Salamanca Viloria
Marta Sanchez Galindo
Juan Antonio Sdnchez Giralt
Fernando Sudrez Sipmann
Tania Tineo Drove

Olinda Gladys Tupac Yupanqui
Lopez

Pablo Villamayor Tirado

Neurorestauracion: estimulacion cerebral
profunda para los trastornos psiquidtricos
refractarios

02/11/2023 02/11/2023

Ménica Lara Almunia

Marta Navas Garcia

Rodrigo Rodriguez Rodriguez
Luis Mariano Rojas Medina
Alejandra Roldan
Purificacion Salgado Serrano
Cristina Torres Diaz

Gloria Villalba

Codigo Sepsis Princesa para Residentes
(Edicion1)

06/11/2023 03/12/2023

Marta Chicot Llano

Ifiigo Garcia Sanz

Rosa Méndez Herndndez
Sara Navarro Ausere
Natalia Pascual Gémez
Alberto Pizarro Portillo
Fernando Ramasco Rueda
Maria José Rubio Pérez
Carmen Sdez Bejar

Maria del Pilar Sanz Martin
Maria Semiglia

Andres Von Wernitz Teleki
Nelly Zurita Cruz

Introduccion a la metodologia de la ensefianza en
ciencias de la salud - 1° edicién

02/10/2023 16/10/2023

Beatriz Gal Iglesias
Damidn Garcia Olmo
Joaquin Garcia-Estai Lopez
Héctor Guadalajara Labajo
Montiel Jiménez Fuertes
Jesus Millan Nufes-Cortes
Antonio Planas

Alfredo Prieto Martin
Fernando Ramasco Rueda
Ricardo Rigual

Roger Ruiz Moral

Introduccion a la metodologia de la ensefianza en
ciencias de la salud - 2° edicion

30/11/2023 13/11/2023

Beatriz Gal Iglesias
Damidn Garcia Olmo
Joaquin Garcia-Estai Lopez
Héctor Guadalajara Labajo
Montiel Jiménez Fuertes
Jesus Millan Nuifies-Cortes
Antonio Planas

Alfredo Prieto Martin
Fernando Ramasco Rueda
Ricardo Rigual

Roger Ruiz Moral

Tutoria profesional en Sanidad - Edicion |

23/10/2023 23/11/2023

Maria Isabel Gonzdlez Anglada
Jorge Mendoza
Jiménez-Ridruejo

Fernando Ramasco Rueda
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GENERAL SESSIONS

DATE TITLE SPEAKER

20 ene Sesion General - 20 de enero de 2023 - Servicio de Medicina Servicio de Medicina Preventiva
Preventiva

27 ene Sesion General - 27 de enero de 2023 - Servicio de Cardiologia  Servicio de Cardiologia

3feb Sesién General - 3 de febrero de 2023 - Comité de Etica Comité de Etica
SaludMadrid - Cédigo Ictus
SaludMadrid - Cédigo Infarto

10 feb Sesion General - 10 de febrero de 2023 - Servicio de Servicio de Traumatologia
Traumatologia

24 feb Sesion General - 24 de febrero de 2023 - Servicio de Medicina  Servicio de Medicina Nuclear
Nuclear

3 mar Sesion General - 3 de marzo de 2023 - Servicio de Prevencién  Servicio de Prevencion de
de Riesgos Laborales Riesgos Laborales

10 mar Sesion General - 10 de marzo de 2023 - Servicio de Neumologia  Servicio de Neumologia

17 mar Sesion General - 17 de marzo de 2023 - Servicio de Servicio de Farmacologia
Farmacologia Clinica Clinica

24 mar Sesion General - 24 de marzo de 2023 - Servicio de Servicio de Oftalmologia
Oftalmologia

31 mar Sesion General - 31 de marzo de 2023 - Servicio de Oncologia  Servicio de Oncologia médica
médica

14 abr Sesion General - 14 de abril de 2023 - Servicio de Alergologia  Servicio de Alergologia

21 abr Sesion General - 21 de abril de 2023 - Servicio de Farmacia Servicio de Farmacia

5 may Sesién General - 05 de mayo de 2023 - Servicio de Nefrologia  Servicio de Nefrologia

12 may Sesion General - 12 de mayo de 2023 - Servicio de Oncologia  Servicio de Oncologia
Radioterdpica Radioterdpica

19 may Sesion General - 19 de mayo de 2023 - Servicio de Servicio de Neurofisiologia
Neurofisiologia

25 may Sesién General - 25 de mayo de 2023 - Servicio de Servicio de Reumatologia
Reumatologia

2jun Sesion General - 2 de junio de 2023 - Servicio de Admision, Servicio de Admisidn, Archivoy
Archivo y Documentacién Clinica Documentacion Clinica

9jun Sesion General - 9 de junio de 2023 - Servicio de Medicina Servicio de Medicina Intensiva
Intensiva

16 jun Sesidn General - 16 de junio de 2023 - Servicio de Neurologia  Servicio de Neurologio

23 jun Sesion General - 23 de junio de 2023 - Cirugia General y del Cirugia General y del Aparato
Aparato Digestivo Digestivo

30jun Sesién General - 30 de junio de 2023 - Cirugia Dermatolégica  Cirugia Dermaotolégica

20 oct Sesion General - 20 de octubre de 2023 - Medicina interna Medicina interna

27 oct Sesion General - 27 de octubre de 2023 - Servicio de Aparato Servicio de Aparato Digestivo
Digestivo

3 nov Sesion General - 3 de noviembre de 2023 - Servicio de Servicio de Inmunologia
Inmunologia

17 nov Sesion General - 17 de noviembre de 2023 - Servicio de Servicio de Endocrinologia
Endocrinologia

1dic Sesion General - 1 de diciembre de 2023 - Servicio de Servicio de Angiologia y Cirugia
Angiologia y Cirugia Vascular Vascular

15 dic Sesion General - 15 de diciembre de 2023 - Servicio de Servicio de Hematologia

Hematologia
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Areal Cellular and molecular etiopathogenic mechanisms
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in inflammatory and autoimmune diseases

Intercellular communication

In the Inflammatory response

[
l Francisco Sanchez Madrid
Head of laboratory

P GROUP MEMBERS

Francisco Sdnchez Madrid

Alicia Vara Vega

Danay Cibridn Vera

Noa Beatriz Martin Cofreces
Maria Angeles Vallejo Rodriguez
Sara Garcia Dosil

Silvia Requena Galindo

Nieves Ferndandez-Gallego Anaya
Diego Calzada Fraile

&ﬁ RESEARCH INTEREST

Activation of the adaptive immune response requi-
res the formation of intimate contacts between anfi-
gen-bearing cells (e.g. dendritic cells, DC) and T lym-
phocytes. These contacts ('immune synapses’) act as
hubs that fransmit activating signals from the DC to
the T cell, driving its differentiation and proliferation.
However, information also fravels in reverse, from the T
cell to the DC. Reverse transmission depends of recep-
tor-dependent adhesive contacts, soluble factors, and
vesicles, e.g. exosomes. Exosomes are small extracellu-
lar vesicles biosynthesized from multi-vesicular bodies
(MVB]) and released towards the DC through MVB fusion
with the plasma membrane. This group aims to deter-
mine the extent, nature and function of the informa-
tion transferred from T cells towards 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 fransporters
for specific metabolites, captured by the DC during the

lidefonso Sdnchez Cerrillo
Amelia Rojas Gomez

Enrique Martin Gayo
Arantzazu Alfranca Gonzdlez
Lola Ferndandez Messina
Alvaro Gomez Moron

Marta Lozano Prieto

Paula Vera Tomé

Camila Scagnetti Zambrano

establishment and maintenance of synapfic contacts.
The regulation of anti-viral and anti-bacterial genes
determining the ability of DCs to respond to these cha-
llenges will define their Alert State. We are assessing the
role of epigenetic changes at a DNA level in function of
post-synaptic DCs, alone and in combination with me-
tabolic changes and post-translational modifications to
specific proteins, for example, Ubiquitin-like modifiers
such as ISGylation. Cell viability, 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 metabolism and important T cell im-
munoregulatory molecules will be analyzed in the con-
text of the immune response associated to atheroscle-
rosis and skin-inflammatory diseases in animal models
to identify the molecular basis of these autoimmune
diseases. These studies will open new avenues for vac-
cination strategies and novel therapies fo freat autoim-
mune-related diseases.

P i MAJOR GRANTS

Sdnchez Madrid, Francisco. La sinapsis inmune como
mecanismo educativo de linfocitos y células innatas
para la regulacion de procesos infecciosos e inflama-
torios (ISEDINF). PID2020-120412RB-100. Agencia Es-
tatal De Investigacion.

Sdnchez Madrid, Francisco. Consorcio CIBER: Molecular
and cellular mechanisms of inflammation, and tissue-
response to hypoxia in atherosclerosis: Role of oxLDL
receptors TH17, Immunoregulatory miRNA and HIF sys-
tem ID: CB16/11/00272 Entity where project took pla-
ce: CIBER Enfermedades Cardiovasculares (CIBERCV)
Name principal investigator (PI, Co-Pl....): Sdnchez-Ma-
drid F; Ferndndez-Avilés F. Instituto Salud Carlos Il

Sdnchez Madrid, Francisco. “Reposicionamiento de
compuestos citotéxicos de organismos marinos para
inmunoterapia intratumoral (RECYTSEA). Lineas Estra-
tégicas 2022. PLEC2022-009298. Agencia Estatal De
Investigacion.

Sdnchez Madrid, Francisco. Transferencia de exoso-
mas de células inmunes para para potenciar la inmu-
nidad. PDC2021-121797-100. Agencia Estatal De Inves-
figacion.

Sdnchez-Madrid, Francisco. “Explorando la biodiversi-
dad marina en busqueda de TERapias INMUNo-onco-
I6gicas innovadoras (TERINMUN)”. CCP2021-008385.
Ministerio de Ciencia e Innovacion.

Sdnchez Madrid, Francisco. RESolution of inflammation
after myocardial injury through Targeting novel regula-
TORy moleculEs. (RESTORE). Colaboracion: Fernando
Alfonso Manterola. Instituto Salud Carlos IlI.

Sdnchez Madrid, Francisco. Infraestructuras Cientifi-
co técnicas 2021: Microscopio 6ptico de fluorescencia
para la observacion de muestras gruesas y tejidos: Me-
soscopia. IFEQ/00085. Instituto Salud Carlos IlI

Sdnchez Madrid, Francisco. Ayuda plataforma de dina-
mizacién e innovacién. Ayuda pt/innovacion. Instituto
Salud Carlos IlI.

Sdnchez Madrid, Francisco. HR17-00016: Readying
immune cells prior to disease-inducing encounters.
(READY). Convocatoria CaixaResearch. Fundacion La
Caixa.

Sdnchez Madrid, Francisco. Dynamic T cell centro-
somal protein network confrols exosome-mediated
anti-pathogen activity in dendritic cells: FOSTER Inte-
ractome. XX Convocatoria Ciencias de la Salud y la Ma-
teria. Fundacién Ramén Areces.

Martin Cofreces, Noa Beatriz. Proteostasis como regu-
lador del citoesqueleto de tubuling, la distribucién de
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orgdnulos y del metabolismo de linfocitos T CD4 a lo
largo de la vida// Proteostasis as a regulator of tubulin
cytoskeleton dynamics, organelle distribution and me-
tabolic fate for CD4 T cell fitness across the lifespan.
PID2022-1418950B-100. Agencia Estatal de Investiga-
cion.

Martin Cofreces, Noa Beatriz. INTEGRAMUNECM -
$2022/BMD7209 - Sistemas celulares y moleculares
integrados en fisiopatologia inmune inflamatoria. Co-
munidad de Madrid

Alfranca Gonzdlez, Arantzazu. Evaluacién del papel
de CCL21 en la respuesta al tfratamiento con anticuer-
pos anti-PD-1 en cdncer de pulmdn no microcitico.
FIS.22/01542. Instituto Salud Carlos Il

Alfranca Gonzdlez, Arantzazu. Treg-less: Abordando la
Homeostasis mediada por CCR7 de células T regula-
doras para Romper la tolerancia inmunolégica en Tu-
mores solidos. Lineas Estratégicas 2022. PLEC2022-
009312. Agencia Estatal De Investigacion.

Cibridn Vera, Danay; Llamas Velasco, Maria del Mar.
Proteinas transportadoras de amino dcidos como nue-
vas dianas terapéuticas en las enfermedades inflama-
torias de la piel. FIS.22/01842. Instituto Salud Carlos lIl.

Enrique Martin Gayo. CB21/13/00107-CIBERINFECC
Enfermedades Infecciosas. Ignacio de los Santos. Ins-
tituto Salud Carlos Il

Enrique Martin Gayo. HR20-00218. CaixaResearch. En-
hancing Tissue-Specific Immune Microenvironments
for the Cure of HIV. 01/01/2021-31/12/2024. LaCaixa
Foundation

ITEK® PuBLICATIONS

Calzada Fraile Diego, Iborra Salvador, Ramirez Huesca
Marta, Jorge Inmaculada, Dotta Enrico, Hernandez Gar-
cia Elena, Martin Cofreces Noa, Nistal Villan Estanislao,
Veiga Esteban, Vazquez Jesus, Pasqual Giulia, Sanchez
Madrid Francisco. Immune synapse formation pro-
motes lipid peroxidation and MHC-I upregulation in
licensed dendritic cells for efficient priming of CD8+ T
cells. Nat Commun. 14(1). 2023. IF: 16,60. D0I:10.1038/
s41467-023-42480-3.

Rojas Gémez A, Dosil SG, Chichon FJ, Ferndndez Ga-
llego N, Ferrarini A, Calvo E, Calzada Fraile D, Requena
S, Oton J, Serrano A, Tarifa R, Arroyo M, Sorrentino A,
Pereiro E, Vazquez J, Valpuesta JM, Sanchez Madrid F,
Martin Cofreces NB. Chaperonin CCT controls extrace-
llular vesicle production and cell metabolism throu-
gh kinesin dynamics. J Extracell Ves. 12(6). 2023.
PMID:37328936. IF: 16,00. DOI: 10.1002/jev2.12333.



K -

rea 1 Cellular and molecular efiopathogenic mechanisms

Sanchez Cerrillo lldefonso, Calzada Fraile Diego, Trigue-
ro Martinez Ana, Calvet Mirabent Marta, Popova 0lga,
Delgado Arevalo Cristina, Valdivia Mazeyra Mariel, Ra-
mirez Huesca Marta, de Luis Enrique Vazquez, Benguria
Alberto, Acena Gonzalo Teresa, Moreno Vellisca Roberto,
de Llano Magdalena Adrados, de la Fuente Hortensia,
Tsukalov llya, Delgado Wicke Pablo, Ferndndez Ruiz
Elena, Roy Vallejo Emilia, Tejedor Lazaro Reyes, Ramiro
Almudena, Iborra Salvador, Sanchez Madrid Francisco,
Dopazo Ana, Alvaro Isidoro Gonzdlez, Castaneda Santos,
Martin Gayo Enrique. MICa/b-dependent activation of
natural killer cells by CD64+inflammatory type 2 den-
dritic cells contributes to autoimmunity. EMBO J. 42.
(23). 2023. IF: 11,40. DOI:10.15252/embj.2023113714.

Esparcia-Pinedo L, Yarci-Carrién A, Mateo-Jiménez G,
Ropero N, Gémez-Cabafias L, Lancho-Sdnchez A, Al-
mendro-Vdzquez P, Martin-Gayo E, Paz-Artal E, San-
chez-Madrid F, Moldenhauer F, Gutiérrez-Cobos A, Real
de Asua D, Alfranca A. Development of an Effective
Immune Response in Adults With Down Syndrome
After Severe Acute Respiratory Syndrome Corona-
virus 2 (SARS-CoV-2) Vaccination. Clin Infect Dis.
76(3):e155-e162. 2023. PMID: 35869848 IF: 9,60. DOI:
10.1093/cid/ciac590.

Esparcia Pinedo Laura, Lancho Sanchez Angel, Tsukalov
llya, Pacheco Maria |, Martinez Fleta Pedro, Pérez Mies
Belen, Palacios Calvo José, Sanchez Madrid Francisco,
Martin Gayo Enrique, Alfranca Arantzazu. T regulatory
lymphocytes specific for SARS-CoV-2 display increa-
sed functional plasticity. Clin Immunol. 256. 2023. IF:
8,60. D01:10.1016/j.clim.2023.109806.

Rodriguez Galan Ana, Dosil Sara G, Hrckova Anna, Fer-
ndndez Messina Lola, Feketova Zuzana, Pokorna Julie,
Ferndndez Delgado Irene, Camafeita Emilio, Gdmez
Manuel José, Ramirez Huesca Marta, Gutiérrez Vazquez
Cristina, Sanchez Cabo Fafima, Vazquez Jesus, Vana-
cova Stepanka, Sanchez Madrid Francisco. ISG20L2: an
RNA nuclease regulating T cell activation. Cell Mol Life
Sci. 80(9). 2023. IF: 8,00. D0I:10.1007/s00018-023-
04925-2

Calzada-Fraile Diego, Sdnchez-Madrid Francisco Re-
programming dendritic cells through the immuno-
logical synapse: A two-way street. Eur J Immunol.
53(11):e2350393. 2023. DOI: 10.1002/eji.202350393.
PMID: 37598303

Yarci-Carrién A, Esparcia-Pinedo L, Mateo-Jiménez G,
Alfranca A, Real de Asta D, Gutiérrez-Cobos A. Effect
of a SARS-CoV-2 hooster vaccine dose on the immu-
ne response of adults with Down syndrome. J Infect.
86(2):154-225. 2023. PMID: 36417985., IF: 6,07. DOI:
10.1016/}.jinf.2022.11.014..

Laguillo-Gémez A, Calvo E, Martin-Céfreces N, Loza-
no-Prieto M, Sdnchez-Madrid F, Vdzquez J. ReCom: A

in inflammatory and autoimmune diseases

semi-supervised approach to ultra-tolerant database
search for improved identification of modified pepti-
des. J Proteomics. 287:104968. 2023 PMID: 37463622
IF: 4,40 DOI: 10.1016/j.jprot.2023.104968.

Astorga Gamaza Antonio, Perea David, Sanchez Gaona
Nerea, Calvet Mirabent Marta, Gallego Cortes Ana, Grau
Exposito Judith, Sanchez Cerrillo lldefonso, Rey Joan,
Castellvi Josep, Curran Adrian, Burgos Joaquin, Navarro
Jordi, Suanzes Paula, Falco Vicenc, Genesca Meritxell,
Martin Gayo Enrique, Buzon Maria J. KLRG1 expression
on natural killer cells is associated with HIV persisten-
ce, and its targeting promotes the reduction of the vi-
ral reservoir. Cell Rep Med. 4(10). 2023. IF: 14,30. DOI:
10.1016/j.xcrm.2023.101202

Esparcia Pinedo, Laura; Romero Laorden, Nuria; Alfran-
ca, Arantzazu. Tertiary lymphoid structures and B lym-
phocytes: a promising therapeutic strategy to fight
cancer. Front Immunol. 14. 2023. IF: 7,30. DOI: 10.3389/
fimmu.2023.1231315.

Valero,C; Vicente Rabaneda, EF; Quiroga Colinag, P; Gar-
cia Vicung,R; Alfranca,A; Castaneda,S. Comment on:
Anti-NOR90 antibody associated with paraneoplastic
systemic sclerosis. Clin Exp Rheumatol. 41(8). 2023.
PMID: 36826797. IF: 3,70. doi: 10.55563/clinexprheu-
matol/30kfg2.

Gomez Moron A, Requena S, Pertusa C, Lozano Prieto M,
Calzada Fraile D, Scagnetti C, Sanchez Garcia |, Calero
Garcia AA, Izquierdo M, Martin Cofreces NB. End-bin-
ding protein 1 regulates the metabolic fate of CD4(+)
T lymphoblasts and Jurkat T cells and the organiza-
tion of the mitochondrial network. Front Immunol.
14. 2023. PMID: 37520527. IF: 7,30. D0I:10.3389/fim-
mu.2023.1197289.

Garcia Ferreras R, Osuna Pérez J, Ramirez Santiago G,
Mendez Pérez A, Acosta Moreno AM, del Campo L, Go-
mez Sanchez MJ, Iborra M, Herrero Ferndndez B, Gonza-
lez Granado JM, Sanchez Madrid F, Carrasco YR, Boya P,
Martinez Martin N, Veiga E. Bacteria-instructed B cells
cross-prime naive CD8(+) T cells triggering effective
cytotoxic responses. EMBO Rep. 24(7). 2023. PMID:
37184882. IF: 7,70. DOI:10.15252/embr.202256131

Luis GC, Acosta EA, De La Fuente H, Balanza CV, Correas
MA, Romero Laorden N, Alfranca A, Gdmez CO. A Com-
prehensive Analysis of Inmune Response in Patients
with Non-Muscle-Invasive Bladder Cancer. Cancers.
15(5). 2023. PMID:36900156. IF: 5,20. D0I:10.3390/
cancers15051364.

Jiménez-Ferndndez Maria de la Fuente H, Martin P, Ci-
brian D, Sdnchez-Madrid F. Unraveling CD69 signaling
pathways, ligands and laterally associated molecules.
EXCLI J. 22:334-351. 2023. PMID: 37223078 IF: 4,07.
doi: 10.17179/excli2022-5751.
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Intercellular communication in the inflammatory response

Maria Ydfhez M6

Head of laboratory
©
906,53 GROUP MEMBERS
Maria Yaiez Mo Miguel Palma Cobo
Soraya Lopez Martin Beatriz Benayas Lopez
Fernando Gutiérrez del Burgo Victor Toribio Serrano

&ﬁ RESEARCH INTEREST

Our group is focused on the role of tetraspanin-enriched
membrane nanodomains in extracellular vesicles (EVs).
We pursue both biotechnological applications for EV
detfection, isolation or characterization as well as fun-
damental knowledge on tetraspanin involvement in the

P ﬁ MAJOR GRANTS

Yafiez Mo, Maria. validacidn clinica de un sistema para
detectar translocaciones de alk en vesiculas extrace-
lulares en plasma. DTS21/00134. Instituto de Salud
Carlos Ill.

Yafiez M6, Maria. Microdominios de membrana, exo-
somas, virus y vacunas. Proyectos [+D. PID2020-
119627GB-100. Generacién de Conocimiento. Agencia
Estatal de Investigacion.

Yafiez M6, Maria. Vacunas basadas en exosomas mi-
meéticos. PDC2021-121052-100. Ministerio de Ciencia e
Innovacion.

Yafiez Mo, Maria. Desarrollo de nuevas agarosas para el
aislamiento de subpoblaciones especificas de vesicu-
las extracelulares de fluidos bioldgicos. Agarose Beads
Technologies; Comunidad de Madrid.

molecular mechanisms of EV biogenesis, cargo selection
and uptake. Our latest data suggest that tetraspanins fi-
nely regulate the dynamics of endosomal compartments
and their interrelation with autophagy and mitophagy pa-
thways. Thus, tetraspanins emerge as potent regulators
of the metabolic fitness of the cell, with novel therapeutic
implications in the fight against cancer.

PUBLICATIONS

Benayas B, Morales J, Gori A, Strada A, Gagni P, Frige-
rio R, Egea C, Armisén P, Cretich M, Ydfiez-M6 M. Proof
of concept of using a membrane-sensing peptide for
sEVs affinity-based isolation. Front Bioeng Biote-
chnol. 2023. PMID: 37636002. IF: 4,3. doi: 10.3389/
fbioe.2023.1238898.

Benayas B, Morales J, Egea C, Armisén P, Yafiez-Mé
M. Optimization of extracellular vesicle isolation
and their separation from lipoproteins by size exclu-
sion chromatography. J Extracell Biol. 2023. PMID:
38939075. IF: doi: 10.1002/jex2.100.

Lopez-Guerrero JA; Valés-Gomez M; Borrds FE; Falcon
Pérez JM; Vicent MJ; Yafiez-M6 M. Standardising the
preanalytical reporting of biospecimens to impro-
ve reproducibility in extracellular vesicle research
- A GEIVEX study. J Ex Bio. 2023. 2-6. https://doi.
0rg/10.1002/jex2.76

Yafiez-M6 M, Siljander PR. Editorial- Insights of
extracellular vesicles in cell biology. Eur J Cell
Biol. 2023. PMID: 37330395. IF: 4,5. doi: 10.1016/j.
ejch.2023.151327.
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Ana Carmen Urzaingui Mayayo
Head of laboratory

29I GROUP MEMBERS

Ana Carmen Urzainqui Mayayo
Alejandra Isabel Ramos Manzano
Inés Sdanchez Abad

;@ RESEARCH INTEREST

P-Selectin Glycoprotein Ligand-1 (PSGL-1) is a leuko-
cyte receptor that interacts with P-, E-, and L-Selec-
tins and is responsible for the initial steps of leukocyte
extravasation to inflammation sites. Our laboratory
has demonstrated that PSGL-1 acts as an immunore-
gulatory receptor that participates in the generation of
regulatory T cells (Treg) and contributes to the main-
tenance of peripheral tolerance in mice. Additionally,
our group discovered that ADAM8 associates with and
cleaves PSGL-1 (Dominguez-Luis et al., Eur J Immunol
2011). Importantly, we found that PSGL-1 knock-out
(K0) mice develop a progressive autoimmune disease
similar to systemic sclerosis (SSc) (Pérez-Frias et al.,
Arthritis and Rheumatol 2014)

Moreover, we observed that the absence of P-Selec-
fin, the main PSGL-1 ligand, causes an aufoimmune
syndrome similar fo human systemic lupus erythe-
matosus (SLE), characterized by the generation of an-

ti-dsDNA autoantibodies, immune complex deposits in

skin and kidney, and hypersensitivity to UV light, which
are characteristics of SLE (Gonzdlez-Tajuelo et al., Sci
Reports 2017). Interestingly, we have recently repor-
ted that aged PSGL-1 KO females develop pulmonary
arterial hypertension (PAH), the most severe form of
connective fissue-related autoimmune diseases. This
condition is associated with increased levels of Angio-
tensin Il and endothelial dysfunction, along with low
production of NO (Gonzdlez-Tajuelo et al., Arthritis and
Rheumatol. 2019).

Maria Esther San Antonio Sanchez
Antonio Muiioz Callejas

Remarkably, clinical studies with patients indicate
that PSGL-1 and P-Selectin expression are altered in
both diseases. SSc patients exhibit reduced PSGL-1
expression in B cells and increased expression in mo-
nocytes, dendritic cells, and T cells. Additionally, our
data show a correlation between high PSGL-1 expres-
sion and the presence of interstitial lung disease (ILD)
in SSc patients, with over 75% of circulating pDCs ex-
pressing ADAM8 associated with SSc presence (Silvdn
J et al., J Invest Dermatol, 2018). Lupus patients pre-
sent reduced expression of P-Selectin in skin vessels
and reduced expression of PSGL-1 in neutrophils and
monocytes, which is associated with disease activity.

Our recent data indicate that specific ratios of ADAM8
and L-sel serum levels indicate the presence of SLE,
and specific ratios of ADAM8 serum levels and percen-
tage of neutrophils expressing ADAM8 can distinguish
SLE from SSc (San Antonio E et al., Frontiers Immunol,
2024, in press). Given all these findings, our main goal
is to study the molecular and cellular alterations that
underlie the pathology of SSc and SLE

Main Research Lines:
Studies with patient samples:

- Characterization of idiopathic ILD, SSc-ILD and SLE-
ILD and expression of PSGL-1 and its ligands in lung
and blood cells, serum, and BAL supernatant

1S58 o/ MAJOR GRANTS

Urzainqui Mayayo, Ana Carmen. Estudio de la relevan-
cia de la interaccién PSGL-1/P-selectina en la proteos-
tasis celular y generacion de NETS y su posible impli-
cacién en la patogénesis de esclerodermia y lupus.
FIS.20/01690. Instituto de Salud Carlos Il.

- Analysis of the expression of PSGL-1 and its ligands
in circulating cells and serum of PAH patients (idio-
pathic or associated with SSc)

- Study of the signaling pathways elicited by PS-
GL-1/P-Selectin interaction in monocytes and neu-
trophils of healthy donors, SSc patients, and SLE
patients, and its relevance to cell proteostasis

Studies with PSGL-1 and P-selectin KO mice:

- Characterization of ILD developed by PSGL-1 and
P-Selectin KO mice and sftudy of PSGL-1 signaling
pathways and cell proteostasis in different lung im-
mune cell subsets.

PUBLICATIONS

HEL

Mufioz-Callejas A, Gonzdlez-Sdnchez E, Silvdn J, San
Anfonio E, Gonzdlez-Tajuelo R, Ramos-Manzano A, Sdan-
chez-Abad I, Gonzdlez-Alvaro |, Garcia-Pérez J, Tomero
EG, de Vicufia RG, Vicente-Rabaneda EF, Castafieda
S, Urzainqui A. Low P-Selectin Glycoprotein Ligand-1
Expression in Neutrophils Associates with Disease
Activity and Deregulated NET Formation in Syste-
mic Lupus Erythematosus. Int J Mol Sci. 2023. PMID:
37047117. IF: 5,6. doi: 10.3390/ijms24076144.
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An insufficient oxygen supply (hypoxia) is a hallmark of
numerous life-threatening pathologies with unmet me-
dical needs such as solid tumor growth, chronic obs-
tructive pulmonary disease (COPD), ischemic diseases
and fumor growth. Cells are equipped with oxygen-sen-
sing systems to mount a programmed response when
oxygen becomes limited. Hypoxia-inducible factors
(HIF1, HIF2 and HIF3) are central regulators of this ce-
llular response to oxygen fluctuations.

Our research interest is focused on the role of the HIF
oxygen sensing pathways in cancer, pulmonary disea-
se and metabolic disease. In particular, we are mainly
interested in cellular metabolic reprogramming, which
is one the central biological functions executed by the
HIF factors. 1) HIF factors and renal cell carcinoma:
the HIF factors are induced in hypoxic areas in the in-
ner core of the solid tumors but in clear cell renal cell
carcinoma (ccRCC) - which loss Vhl (the main repressor
of HIFs in normoxia) - show constitutive HIF expression
irrespectively of the oxygen levels of the tumor. In these
tumors HIF1 shows its cell autonomous anti-proliferati-
ve capability, whereas HIF2 acts as an oncoprotein. We

Florinda del Coral Meléndez Rodriguez

are interested in the metabolic rewiring executed by HI-
Fla and HIF2a responsable of this contrasting proper-
fies of both HIF isforms, a topic in which we have publi-
shed the following studies (Elorza et al. 2012 Molecular
Cell; Meléndez Rodriguez et al. 2019 Cell Reports; Urru-
tia et al. 2024 Cell Reports) 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 illness 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 respon-
se in the lung and systemically. Surprisingly, despite
the fact that lung tissue - bronchial epithelium - Along
this line, we have reinitiated a research line focused
on the role of HIF in bronquial epitelial cells biology, a
topic in which we have published the following study
(Torrés-Capelli et al. Scietific Reports 2016). 3) In line
with our interest in the role of HIF oxygen sensing pa-
thways in cellular adaptation fo hypoxia through the

mitochondrial reprogramming and metabolic disease,
we already unveiled the role of HIF1 in obesity (Soro et
al. Cell Reports 2016). Along this line, NDUFA4L2 is a
target gene of hypoxia-inducible factors (HIF) that has
the ability to decrease overall mitochondrial oxygen

1S9 af' MAJOR GRANTS

Aragonés Lépez, Julidn. “Role of the HIF2 oxygen-sen-
sing pathway in liver pathophysiology through the
regulation of amino acid metabolism.” PID2022-
1384810B-100. Agencia Estatal de Investigacion.

Aragonés Lopez, Julian; Calzada Garcia, M. Josefa.
“Identificacion de Mecanismos, Biomarcadores e In-
tervenciones en comorbilidad en Enfermedades Respi-
ratorias Hipoxémicas mediante abordajes preclinicos,
clinicos y computacionales.” P2022/BMD-7224. Comu-
nidad Auténoma de Madrid.

PUBLICATIONS

Gémez R, Viera A, Moreno Marmol T, Berenguer |, Gua-
jardo Grence A, Toth A, Parra MT, Suja JA. Kinase PLK1
regulates the disassembly of the lateral elements and
the assembly of the inner centromere during the dia-
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consumption through the inhibition of mitochondrial
complex | and some members of the group are actively
working on the role NDUFA4L2 in vivo, a topic in which
Dr. Urutia alrerady published the following study (Me-
sa-Ciller et al. Scietific Reports 2016).

kinesis/metaphase | transition in male mouse meio-
sis. Front. Cell. Dev. Biol. 10. 2023. PMID:36733339.
IF:5,50. D0I:10.3389/fcell.2022.1069946.

Valle-Noguera A, Sancho-Temifio L, Castillo-Gonzd-
lez R, Villa-Gémez C, Gdmez-Sdnchez MJ, Ochoa-Ra-
mos A, Yague-Ferndndez P, Soler Palacios B, Zorita V,
Raposo-Ponce B, Gonzdlez-Granado JM, Aragonés J,
Cruz-Adalia A. IL-18-induced HIF-1a in ILC3s amelio-
rates the inflammation of C.rodentium-induced coli-
tis. Cell Rep. 2023. PMID: 380196502023. IF: 7,5. doi:
10.1016/j.celrep.2023.113508

Bouthelier A, Ferndndez-Arroyo L, Mesa-Ciller C, Cibrian
D, Martin-Cofreces NB, Castillo-Gonzdlez R, Calero M,
Herrdez-Aguilar D, Guajardo-Grence A, Pacheco AM,
Marcos-Jiménez A, Quiroga B, Morado M, Monroy F,
Mufioz-Calleja C, Sdnchez-Madrid F, Urrutia AA, Ara-
gonés J. Erythroid SLC7A5/SLC3A2 amino acid ca-
rrier controls red blood cell size and maturation. iS-
cience.2023. PMID: 36582828. IF: 4,6. doi: 10.1016/].
isci.2022.105739.
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Our research line studies redox signalling and oxida-
tive stress in hypoxia and ischemic events (especially
stroke), and in inflammation, with a main focus on the
actions of the mitochondrial sodium/calcium exchan-
ger NCLX.

While searching the source of redox signals in the res-
ponse to acute hypoxia we have discovered the key role
of mitochondrial Na+ import by NCLX in controlling the
activity and superoxide production of the mitochondrial
electron transport chain.

We now study the role of NCLX in oxidative damage
in ischemia-reperfusion injury (IRI), applying specific
NCLX inhibitors (developed in the 1IS-IP) and genetic
deletion in cell culture and animal models of stroke. A

158 ,4{ MAJOR GRANTS

Martinez Ruiz, Antonio. El intercambiador mitocondrial
de sodio/calcio NCLX como diana farmacoldgica en ic-
fus isquémico. PDC2022-133246-100. Agencia Estatal
de Investigacion.

Martinez Ruiz, Antonio. Aplicabilidad terapéutica de
intervenciones moleculares para reducir el dafio oxi-
dativo en reperfusion fras ictus e infarto de miocardio.
BA21/00028. Instituto Salud Carlos Il

Iciar Polo Ferndndez
Javier Prieto Martinez
Susana Delgado Martin
Carmen Choya Foces.

specific project studies the role of NCLX in ferroptosis, a
novel type of cell death related with oxidative stress in
IRI. We envision to advance the knowledge of the mole-
cular mechanisms as well as to try innovative approa-
ches to diminish stroke damage.

As NCLX is also a lithium transporter, we are studying
the mitochondrial effects of lithium that may depend
on NCLX activity, and their consequences in mitochon-
drial and cellular functions.

We also study the role of NCLX and the importance of
redox signalling mediated by specific cysteine residues
in the regulation of the NLRP3 inflammasome.

In an international collaboration, we also study the role
of protein sulfhydration, an oxidative modification of
cysteines with sulfhydric acid (H2S), in neurogenesis in
Down syndrome.

Martinez Ruiz, Antonio. Andlisis del papel del transpor-
tador mitocondrial de Na+/Ca2+/Li+ NCLX y especies
reactivas de oxigeno en ictus e inflamacién // Dissec-
ting the role of mitochondrial Na+/Ca2+/Li+ exchanger
NCLX and reactive oxygen species in stroke and inflam-
mation. PID2021-1246880B-100. Agencia Estatal de In-
vestigacion.

Choya Foces, Carmen. Dafio oxidativo en isquemia/re-
perfusion: papel del intercambiador mitocondrial de so-
dio/calcio (NCLX) y dianas de oxidacién. EST21/00570.
Ministerio de Educacién y Ciencia.
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Hypoxia plays critical roles in the pathobiology of many
diseases, these including cancer and chronic lung di-
sease, with a high prevalence and morbidity. Unders-
tanding how cells sense and respond to changes in
oxygen availability and the physiologic or pathologic
consequences in the context of chronic diseases will
have a positive impact in the diagnosis and treatment
of these pathologies.

Currently, our main line of research is focused on stud-
ying the involvement of hypoxia and tobacco smoke in
chronic and inflammatory lung diseases and some of
the comorbidities, in particular pulmonary hyperten-
sion.

These pathologies are rapidly progressive pulmonary

15 ,af MAJOR GRANTS

Calzada Garcia, Maria Josefa. Abordaje de los mecanis-
mos moleculares asociados a la comorbilidad vascu-
lar en la enfermedad respiratoria obstructiva croénica.
Fundacién Eugenio Rodriguez Pascual.

Leila Pérez Sanchez
Héctor Milian Goicoechea

vascular diseases with a multifactorial etiopatho-
genesis that result in loss of pulmonary function and
emphysema, right-sided heart failure and ultimately
death. However, the underlying cellular and molecular
mechanisms are largely unknown. Our previous results
demonstrate that cigarette smoke has direct effects on
pulmonary vascular tone homeostasis and contribute
to pulmonary arterial dysfunction. This is in part due to
altered activity of the voltage-dependent K+ channel,
an exacerbated production of reactive oxygen species
and a diminished antioxidant response which promotes
a switch in the sGCs redox state.

Our current studies aim to delve deeper into the mo-
lecular pathways involved in the vascular impairment
induced by cigarette smoke exposure and their confri-
bution to calcium signaling and cellular contractile ma-
chinery in pulmonary arteries and bronchi.
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An integrated knowledge of the complex functioning of
cellular signalling networks and of their alterations or
maladaptive rewiring in pathological conditions is key
forunderstanding the molecular basis of disease and for
the design of targeted therapeutic strategies. Regula-
tory nodes or hubs within these signalling networks are
particularly relevant since these proteins display a com-
plex inferactome and thus integrate 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 receptor kinase 2 (GRK2) hub
in the onset or progression of prevalent diseases and
the molecular mechanisms involved. GRK2 is a versati-
le 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 interac-
ting with signalling networks related to the hallmarks of

Irene Garcia Higuera
Inmaculada Navarro Lérida
Alejandro Asensio Lopez
Catalina Ribas Nuiez

cancer in a tumour 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 obesity and insulin resistance-related contexts,
which are frequent clinical co-morbidities, pointing to
this protein as a potentially relevant “synergic” thera-
peutic 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
microenvironment 2] GRK2 in epidermal homeostasis
and in keratinocyte-immune cells crosstalk and po-
tential pathological implications in skin inflammatory
diseases and in squamous cell carcinomas. 3) GRK2 in
obesity and insulin resistance-related contexts: parti-
cipation of GRK2 in determining the pro-inflammatory
profile of macrophages and impact of myeloid GRK2
in inter-organ crosstalk in cardiometabolic disease. 4)
Explore the functional implications of the Galphaq in-
teractome on autophagy and nutrient sensing and on
oxidative stress processes and its impact on endothelial
cell function and cardiovascular disease.

159 a{ MAJOR GRANTS

Ribas Nufiez, Catalina. “Redes de sefializacion de Gaq
en la homeostasis y comunicacion celular: repercusion
en disfuncién endotelial e inflamacién”FIS.22/00966.
Instituto Salud Carlos Ill.

Marolda, V.; Penelq, P.; Smit, M.; Mayor Menéndez, F. On-
cogenic GPCR network of excellence and fraining - ON-
CORNET 2.0. GA 860229. Comisién Europea.

Marolda, V.; Asensio Lépez, A.; Murga Montesinos, C.;
Mayor Menéndez, F. Redes de sefializacion de GRK2 y
mecanismos moleculares de procesos patoldgicos.
PID2020-117218RB-100. Agencia Estatal de Investiga-
cion.

Mayor Menéndez, Federico. Sistemas celulares y mole-
culares integrados en fisiopatologia inmune-inflama-
toria. P2022/BMD-7209. Comunidad de Madrid.
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guria Alberto, Acena Gonzalo Teresa, Moreno Vellisca
Roberto, de Llano Magdalena Adrados, de la Fuente
Hortensia, Tsukalov llya, Delgado Wicke Pablo, Fer-
ndndez Ruiz Elena, Roy Vallejo Emilia, Tejedor Ldzaro
Reyes, Ramiro Almudena, Iborra Salvador, Sanchez
Madrid Francisco, Dopazo Ana, Alvaro Isidoro Gon-
zdlez, Castafieda Santos, Martin Gayo Enrique. MI-
Ca/b-dependent activation of natural killer cells by
CD64+inflammatory type 2 dendritic cells contribu-
tes to autoimmunity. EMBO J. 42. (23). 2023. IF:11,40.
D01:10.15252/emb;j.2023113714.

PortillaY, Mulens-Arias V, Daviu N, Paradela A, Pérez-Ya-
gle S, Barber DF. Interaction of Iron Oxide Nanopar-
ticles with Macrophages Is Influenced Distinctly by
“Self” and “Non-Self” Biological Identities. ACS Appl
Mater Interfaces. 2023 Aug 2;15(30):35906-35926. IF:
8,3. doi: 10.1021/acsami.3c05555.
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des, we are studying how the parasite enters, infects, and escapes
destruction by myeloid cells, defining Slamfl (CD150) as a new T.
cruzi receptor. Circulating miRNAs are also excellent biomar-

kers of Chagas’ disease progression, and transcriptomics,
proteomics, and metabolomics studies are in progress
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We are analyzing the involvement of Pathogen recogni-
tion receptors (TLRs or galectin) in the immune system
and inflammatory pathologies such as obesity, can-
cer, and sepsis. We have found that galectin-1 (Gal-1)
deficiency abolished diet-induced obesity and insu-
lin resistance in mice. Gal-1 is needed fo differentiate
preadipocytes by regulation of the key proadipogenic
transcription factor PPAR-y and in the differentiation
of brown adipocytes. We studied the immune evasion
through TLR4 by atypical LPS from a2-proteobacte-
ria. On the other hand, TCFL5 is a member of the bHLH
transcription factor family with multiple isoforms in
humans and mice. Complete deletion of the isoforms
drastically reduces the tumor properties of colon can-
cer cells. Interestingly, the two major isoforms (TCFL5
and CHA) showed reciprocal regulation and different
functions in the cell, with CHA exercising a protumoral
effect. TCFL5 / CHA expression is essential for NFKB2
activity regulating the expression of anti-apoptotic ge-
nes such as BCL2 and controlling the expression 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-acu-

Patricia Torres Gérica
Francisco Callejas Herndndez
Javier Galdn Martinez

Maria del Carmen Maza Moreno
Natalia Cuesta Rubio

Nuria Gironés Pujol

te lymphoblastic leukemia and normal hematopoiesis.
The expression of TCFL5 and CHA was associated with
greater severity in lymphoma and myeloma samples
from patients. Last but not least, using Tcfl5 deficient
mice, we found that TCFL5 is involved in the formation
of germinal centers and in the stage of differentiation
of pro-B fo pre-B cells, two processes that are not only
characterized by a high proliferation rate but are also
MYC dependent. The lack of TCFL5 caused a radical de-
crease in the levels of the most important molecules in
BCR signaling, 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 ex-
pressed in early mouse embryonic development during
the preimplantation period and plays a role in the di-
fferentiation of embryonic cells to germline precursors
by conftrolling the expression of genes important in this
differentiation.

In the infection by the protozoan parasite T. cruzi we
are working on the impact of T. cruzi genetic variabi-
lity on the clinical outcome and immunopathology
of Chagas’ disease and drug susceptibility. All are in-
tended for improved understanding and prevention of
Chagas’ disease. We have identified different immune
responses, which depend on the infecting strain. Besi-

in macrophages and metabolomics in serum from

Chagasic patients, in collaboration with different
hospitals, to identify new therapeutic targets and
prognosis markers, respectively.

Finally, we tested different approaches to fight
infections in collaboration with other research
groups. For T. cruzi infection we studied the
contribution of Sec22b to cross-presentation.
For SARS-CoV-2 infection, we tested the an-
ti-viral effect of senolytics, and bacterial dex-
fran sulfate in the k18-hACE2 mice experimen-
tal model. Moreover, we studied antibodies in
the serum of COVID-19 patients after repeated
vaccination, and in children. We plan to contfinue
with these collaborative projects.

PUBLICATIONS
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S, Fresno M, Girones N, Alloatti A. Sec22b-dependent
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nol. 3;14:1105237. 2023. PMID: 36936972. IF: 5,7. doi:
10.3389/fimmu.2023.1105237.
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Breast canceris a heterogeneous disease at both
the molecular and histopathological levels, lea-
ding to varied clinical outcomes that complicate
the identification and development of targeted
therapies. Different molecular alterations under-
lie the onset and progression of this disease by
progressively weakening the cellular processes
that maintain genome stability and homeostasis.

breast cancer, key proteins that impact ge-
ymic instability and tumor cell heterogeneity
include ATM kinase, BRCAL ligase, and the tumor

runscrip‘rion factor p53. Notably, in
@" 'éI\'( 80% of ductal breast carcinomas,
s /ﬂsfra‘ned by the activation or amplifi-
of th lignse Mdm2. However, therapies
targeting these molecules have not yet proven
N atisfactory. Additionally, adaptive mechanisms
volving the dynamic rewiring of cell signaling
etworks through posttransiational modifica-

\ - .
] 2 iring also contributes to the emergence of re-
~ © sistance across all breast cancer subtypes, ac-
mpanied by increased genomic instability and

metabolic reprogramming of tumors. This complexity
underscores the need for a deeper understanding of
signal transduction plasticity in breast cancer develo-
pment and progression.

Our group has identified G protein-coupled receptor ki-
nase 2 (GRK2) as a critical signalling node that is upre-
gulated in breast cancer (BC), promoting growth and
survival. Our laboratory is investigating the interplay
of this kinase with ligases such as Mdmz2, examining
its role in cell-autonomous malignant tfransformation
and the communication of tumor cells with the tumour
micro-environment. Our results indicate that GRK2 and
these ligases modulate each other differently in normal
epithelial cells compared fo tumour cells, responding
distinctively to signals that activate adrenergic recep-

P ﬁ MAJOR GRANTS
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tors and other G-protein coupled receptors (GPCR) or
growth factor tyrosine kinase receptors (RTK).

We aim to understand the impact of modified proteins
resulting from the regulatory feedback between GRK2
and Mdmz2 in various cellular processes such as cell
cycle control and cell division, differentiation, energy
metabolism, and senescence, which are crucial for
maintaining normal cell behaviour. Additionally, we are
exploring the connection of these molecules with hor-
monal (adrenergic, estrogenic) and metabolic stress by
analysing their impact on proteins related to genomic
stability as BRCAL. Furthermore, we are studying their
unforeseen influence on stromal remodeling proces-
ses, such as tumor angiogenesis, which collectively
contribute to fumor dissemination.

PUBLICATIONS

Angela Albitre, Clara Reglero, Teresa Gonzdlez-Mufioz,
Petronila Penela. The stress connection in cancer: the
adrenergic fuelling of breast tumors. Current Opinion
in Physiology. Volume 36. 2023. ISSN 2468-8673. IF:
2,5. doi: 10.1016/j.cophys.2023.100720.
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Cellurar responses to nutrients and to changes in me-
tabolism are increasingly being regarded as key mo-
dulators of immunity and inflammatory processes. In
particular, it is well established that nutritional stress
can mount a sterile inflammatory response called me-
taflammation that affects different tissues and is both
low grade and chronic. Obesity and metabolic dysregu-
lation, and, in particular, metaflammation underlies an
increased risk fo different pathologies.

An important point of control of intracellular signaling
routes in response to metabolic, stress and inflam-
matory signals is the node of the G protein-coupled re-
ceptor kinase 2 (GRK2), that emerges as a pivotal con-
trol point in the onset and/or progression of prevalent
cardiovascular, metabolic and inflammatory diseases.

Consequently, our research efforts are focused on the
following lines:

1. Analysis of the phenotypical differences in the
response of mice with decreased or increased
levels of GRK2 towards several types of metabolic
challenges under physiological and pathological
conditions. We are unveiling whether the response
of relevant tissues to these challenges varies with
GRK2 dosage. Also whether the levels of GRK2

1S58 a/ MAJOR GRANTS

Murga Montesino, Cristina. Integrated GRK2 signa-
ling networks and molecular mechanisms of disease.
PID2020-117218RB-100. Ministerio de Ciencia, Innova-
cién y Universidades. 2021-2024.

Maria del Carmen Vida Rueda

itself may allow for a better adaptation of each
fissue to different nutrient stress situations or
even serve as biomarkers of disease. Our latest
research describes the influence of GRK2 on
the influence of perivascular adipose tissue on
vascular dysfunction in mice fed a high fat diet, on
the control of pancreatic insulin secretion and on
glucagon-induced hepatic glucose production.

. We are also studying how changes in the levels

of GRK2 protein in neutrophils, macrophages and
other cells of the immune system may contribute
to the control of insulin sensitivity and metabolic
homeostasis in animal models of disease. We have
published how myeloid GRK2 affects whole body
responses to nutrient stress such as glycaemic
control and hepatic inflammation. We are currently
investigating how the levels and activity of GRK2 can
shape the different populations of immune system
cells that infiltrate adipose fissue after feeding
mice with high fat high fructose diets. We are posing
parficular emphasis on the study of myeloid cell
phenotypic landscape using OMIC techniques. We
are also assessing the influence of GRK2 on diet-
induced egression of myeloid cells and precursors
from the bone marrow towards the circulation and
the molecular mechanisms implicated.
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Fatty acid modification results in the production of
bioactive lipids as oxo or nitro fatty acids, agents that
can modulate the activation, differentiation and func-
tion of different cell types, as those involved in the in-
flammatory process and the immune response. Their
actions take place through their ability fo covalently
modify transcriptional regulatory proteins and enzy-
mes and to activate various nuclear and membrane re-
ceptors, finally modifying protein function 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 par-
ficular class of electrophilic compounds named cyclo-
pentenones (CyPGs), which play an important role in
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Serrano Peird M., Ifiguez Pefia, Miguel A. Acciones
del oxido nitrico y los nitros dcidos grasos en la re-
gulacion de la funcion de los linfocitos T. PID2022-
1401550B-100. Agencia Estatal de Investigacion.
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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 0A-NO2). These compounds
are a novel class of endogenous, electrophilic media-
tors that can also exert adaptive anti-inflammatory sig-
nalling 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.

PUBLICATIONS

Bago A, Cayuela ML, Gil A, Calvo E, Vazquez J, Queiro
A, Schopfer FJ, Radi R, Serrador JM, ifiiguez MA. Ni-
tro-oleic acid regulates T cell activation through
post-translational modification of calcineurin. Proc.
Natl. Acad. Sci. U. S. A. 120. (4). 2023. PMID:36652486.
IF:11,10. DOI:10.1073/pnas.2208924120.
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Allergic diseases are increasing worldwide, related to
a complex inferaction between genetic and environ-
mental factors, and reaching prevalence rates higher
than 30%. Among them, respiratory allergy, including
bronchial asthma and rhinoconjunctivitis, is a re-
search priority target for most health organizations.
Nowadays, allergen specific immunotherapy is the
only way to modify the natural course of allergic respi-
ratory diseases. Meanwhile, food & drug allergies are
alsorising problems, due to both the potential severity
of reactions and to their great impact on patient qua-
lity of life. In this context, our group has the following
main research lines, in collaboration with the allergy
research network ARADyAL (ISCIII RD16/0006):

- Searching for biomarkers of allergy severity: multi-
centric BIOGRIAL study led by Dr. Barber from San
Pablo CEU University and funded by ISCIII, including

Alvaro Daschner

Maria Consolacion de Frutos Moreno
Tania Maria Ramos Garcia

Ana Maria Valls Sanchez

Francisco Félix Vega de la Osada
Celia Lopez Sanz

patients with respiratory- food- and drug-allergies,
is now ongoing.

- Immunotherapy for respiratory allergy: a 2-yr place-

bo conftrolled clinical trial has been finished, chec-
king immunological changes induced by grass-po-
llenimmunotherapy on respiratory allergy, a doctoral
thesis is in the writing phase.

- Astudy on severe bronchial asthma treated with bio-

logical drugs, cooperating with San Pablo CEU uni-
versity, is ongoing.

- Cross-reactivity between Cupressus arizonica and

Cryptomeria japonica has been checked in collabo-
ration with ALK-Abello.

- A study on adverse reactions to iodinated- and ga-

dolinium-contrasts led by Dr. Vega is ongoing, in
which tolerance to alternative contrasts is assessed
by means of a protocol of fast challenge tests at full
dose. First results have been already published and

a doctoral thesis will soon be presented.

- We have participated in a research project (Retos In-
vestigacion: Proyectos |+D+i 2017, MINECO) with Dra.
Cuadrado from INIA (National Food Research Institu-
te), focused on nut allergy. Both DNA- and immuno-
logical- biosensors will be developed.

- Possible cross-reactivity between peanut and the
new food called miracle berry has been checked in
collaboration with the biotechnology Dept. of Madrid
Polytechnic University.

- Flaxseed allergy has been characterized in collabo-
ration with Madrid Complutense University.

- Dra. Mugica and Dra. Ramos are collaborating with
the Spanish Allergy Society in the Allergodata study,
recording patients treated with biological drugs.

- Dr. Daschner continues with its productive research
lines on Anisakis allergy, which made it possible, in
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Jiménez Saiz, Rodrigo. “Estudio integrativo de la in-
flamacion aguda y crdénica en enfermedad alérgi-
ca y su asociacion con dislipemia y aterosclerosis”.
FIS.22/00236. Instituto de Salud Carlos Il

Jiménez Saiz, Rodrigo. CONTRATO DE INVESTIGADOR
EN EL SISTEMA NACIONAL DE SALUD “MIGUEL SERVET
TIPO I”. CON.CP20-00043. Instituto de Salud Carlos IIl.
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Zsolt, Schoepke, Nicole, Metz, Martin, Asero, Riccardo,
Ferrer, Marta, Gimenez Arnau, Ana, Gratftan, Clive E
H, Jakaob, Thilo, Konstantinou, George N, Raap, Ulrike,
Staubach, Petra, Zhang, Ke, Bindslev Jensen, Carsten,
Daschner, Alvaro, Kinaciyan, Tamar, Makris, Michael,
Marrouche, Nadine, SchmidGrendelmeier, Peter, Suss-
man, Gordon, Toubi, Elias, Maurer, Marcus, Altrichter,
Sabine. In chronic spontaneous urticaria soluble Fce-
Rl is elevated and linked to atopy and chronic induci-
ble urticaria. Clin. Transl. Allergy13. (7):2023. IF: 4, 40.
DOI:10.1002/clt2.12272.

Ruiz de Azcdrate, PH, Lopez Sanz, C, Lopez Raigada, A,
Vega, F, Jiménez Saiz, R, Blanco, C. Meglumine gado-
terate induces immunoglobulin-independent human
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a collaborative study with the ISCIII, to perform an
epidemiological analysis of Hospitalizations due
to Anisakiasis and establish a new estimate of na-
tionwide allergy cases. He continues to work in the
field of Evolutionary Medicine with a multidiscipli-
nary approach and in collaboration with the National
Museum of Natural Sciences.

- The incorporation of Dr. Rodrigo Jiménez-Saiz two

years ago has enhanced the group’s capabilities. His
interest is to understand immunological principles
of Th2 immunity in the context of allergic disease,
partficularly as it pertains to acute allergic reactions
(anaphylaxis) and its modulation by the microbiota,
the mast cell-neuron axis during allergen immuno-
therapy and the impact of allergic disease on the
development of atherosclerosis. (hitps:/www.jime-
nezsaizlab.com/).

mast cell activation via MRGPRX2. Allergy Eur. J. Aller-
gy Clin. Immunol.78. (12):2023. PMID: 37548384. IF: 12,
40. DOI: 10.1111/all.15847.

Pyclik MJ, Jiménez-Saiz R, Leung ASY, Eigenmann P.
Editorial comment on “The alternative bile acid pa-
thway can predict food allergy persistence in ear-
ly childhood”. Pediatr Allergy Immunol. 2023. PMID:
37877846. IF: 4, 40. doi: 10.1111/pai.14036.

Lépez-Sanz C, Jiménez-Saiz R, Nufiez-Borque E. Map-
ping the way to strengthening epithelial barriers: Neu-
ronal circuits in mucus regulation. Allergy. 2023 PMID:
37151124. IF: 12, 40. doi: 10.1111/all.15760.

Feleszko W, Okarska-Napierata M, Buddingh EP, Bloom-
field M, Sediva A, Bautista-Rodriguez C, Brough HA,
Eigenmann PA, Eiwegger T, Eljaszewicz A, Eyerich S,
Gémez-Casado C, Fraisse A, Janda J, Jiménez-Saiz
R, Kallinich T, Krohn IK, Mortz CG, Riggioni C, Sastre
J, Sokolowska M, Strzelczyk Z, Untersmayr E, Tram-
per-Stranders G; Immunology Section and Working
Group Infections of the EAACI. Pathogenesis, immuno-
logy, and immune-targeted management of the mul-
tisystem inflammatory syndrome in children (MIS-C)
or pediatric inflammatory multisystem syndrome
(PIMS): EAACI Position Paper. Pediatr Allergy Im-
munol. 2023. PMID: 36705045. IF: 4, 40. doi: 10.1111/
pai.13900.

Bartha I, Ramos T, Pineda F, Vega F, Belver MT, Blan-
co C. Selective Allergy to Wedge Sole (Dicologlossa
cuneata) due to B-Parvalbumin. J Investig Allergol
Clin Immunol. 2023. PMID: 35332874. doi: 10.18176/
jiaci.0809.
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Study of biomarkers for allergic prediction in new-bor-
ns (BIOPAL): In the present study we will identify bio-
markers, by -omic tools, related to the development of
atopic dermatitis; allergic asthma (or its equivalent in
newborns, recurrent wheezing); and food allergy (both
IgE-mediated or non-lgE-mediated). We will describe
the qualitative and quantitative differences of gut mi-
crobiota in allergic versus control individuals by geno-
mic techniques. We intent fo validate the metabolites
observed with the panel of severity biomarkers that we
already have obtained in previous projects and corre-
late this data with gut microbiota profiles, identified by
-omic tools.

Evaluation of the efficacy and safety of the combined
treatment of anti-IgE antibodies and low-dose oral
immunotherapy in children with persistent and severe
allergy to cow’s milk protein in order to optimize treat-
ment related oufcomes. Several evaluations will be
carried out including changes in reactivity thresholds,
immunological parameters, dietary and quality of life
changes evolution, as well as a novel assessment of
patients’ experience in the “Day Hospital”.

Safety and Efficacy Study of Viaskin Peanut in Pea-
nut-allergic Children 4-7 Years of Age: VITESSE study:
this is an international sponsored study exploring the

Pablo Rodriguez del Rio
Silvia Sanchez Garcia

safety and efficacy of epicutaneous peanut immuno-
therapy in schoolers.

Harmonization of clinical outcomes of efficacy in
Food AIT trials. Food immunotherapy is currently the
only aetiological treatment of food allergy, and despite
the extensive research carried out in the last decade,
there are still some gaps to fill in such as understan-
ding the clinical outcomes that should be used in the
field. This project aims at reviewing currently used clini-
cal outcomes of efficacy in Food immunotherapy frials
and proposing the most suitable to be used in the future
research.

Peanut allergy oral immunotherapy studies. We have
conducted several trials to investigate the short- and
long-term efficacy and safety of oral immunotherapy
with peanut (recently marketed as Palforzia). These
trials have ended in 2023

In a clinical frial, CQGE031G12301, and its open lable
follow-up study, CQGEO31G12303B, we are investiga-
ting the clinical efficacy and safety of ligelizumab, and
optimized monoclonal antibody against IgE, as mono-
therapy in peanut allergy.

Efficacy and Safety Study of Tezepelumab, a monoclo-
nal antibody against the TSLP, in 5 to < 12 Year Old Chil-
dren With Severe Uncontrolled Asthma. We are current-
ly recruiting patients for this multicenter international
Phase lll clinical trial.
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\7 PUBLICATIONS

Sdnchez-Garcia S, Soto-Retes L, Chiner E, Cisneros
C; Working Group. Remote visits for severe asthma
patients after the COVID-19 pandemic: how to ad-
dress the challenge? Rev Clin Esp (Barc). 2023. PMID:
36736728. IF: 2,3. doi: 10.1016/j.rceng.2023.01.004.

Bartha |, Rodriguez Del Rio P. Clinical outcomes of effi-
cacy in food allergen immunotherapy trials. Curr Opin
Allergy Clin Immunol. 1;23(3):239-245. 2023. PMID:
37185829.1F: 3.doi:10.1097/AC1.0000000000000905.

Bartha I, Rodriguez Del Rio P. Clinical outcomes of effi-
cacy in food allergen immunotherapy trials. Curr Opin
Allergy Clin Immunol. 1;23(3):239-245. 2023. PMID:
37185829.IF: 3. doi: 10.1097/AC1.0000000000000905.

Anagnostou A, Rodriguez Del Rio P. Food Immuno-

the-rapy: Dissecting Current Guidelines and Navi-
gating the Gray Zone. J Allergy Clin Immunol Pract.
11(10):3040-3046. 2023. IF: 11,4. PMID: 37391019. doi:
10.1016/}.jaip.2023.06.038.

Nufiez-Borque E, Ferndndez-Bravo S, Rodriguez Del Rio
P, Palacio-Garcia L, Di Giannatale A, Di Paolo V, Galardi
A, Colletti M, Pascucci L, Tome-Amat J, Cuesta-Herranz
J, Ibafiez-Sandin MD, Laguna JJ, Benito-Martin A, Es-
teban V. Novel mediator in anaphylaxis: decreased le-
vels of miR-375-3p in serum and within extracellular
vesicles of patients. Front Immunol. 30;14:1209874.
2023. PMID: 37965316. IF: 57. doi: 10.3389/fim-
mu.2023.1209874.

Bartha |, Rodriguez Del Rio P. Clinical outcomes of effi-
cacy in food allergen immunotherapy trials. Curr Opin
Allergy Clin Immunol. 1;23(3):239-245. 2023. PMID:
37185829. IF: 3. doi: 10.1097/AC1.0000000000000905.
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Peritoneal Dialysis (PD): Our main line of work is focu-
sed on the study of the mechanisms involved in the da-
mage induced by PD on the peritoneal membrane. Also,
we studied the influence of several drugs (Paricalcitol,
Tamoxifen, Roxiglitazona) in preventing and repairing
damage to the peritoneal membrane. In the next years
we will try to clarify which are the mechanisms respon-
sible for the hyalinizing vascular disease, the role of al-
ternatively activated macrophages in the progression of
peritoneal damage and we will analyze the morpholo-
gical and immunohistochemical findings in peritoneal
biopsies from patients treated with conventional or bio-
compatible liquids. An ongoing project aims to design a
microchip for early noninvasive diagnosis of mesothe-
lial fo mesenchymal transition in peritoneal membra-
ne using the peritoneal effluent. Preliminary data have
shown that peritoneal dialysis, in animals subjected to a
cerebral ischemic damage, is able fo decrease the cere-
bral domage induced by high glutamate levels. In colla-
boration with the Neurology Service we are conducting a
clinical trial in patients 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 importan-

Martin Giovanni Giorgi Gonzdlez
Isabel Herrdez Jiménez

Pablo Ruano Sudrez

Laura Salanova Villanueva
Maria Carmen Sdnchez Gonzdlez

ce of exercise in proper nutrition and survival of patients
with advanced chronic kidney disease and the effect of
physical training. We have studied the introduction of
new scores for nufritional assessment of renal patients
and we intend to study the balance of myocytokines and
its relation fo 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 re-
nal disease. We have designed a clinical frial, which is
already funded, to analyze the behavior of FGF23 and
PTH fragments in patients with chronic kidney disease
on peritoneal dialysis program freated 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 trials, that they improve the
prognosis of patients with polycystosis. We are trying fo
determine the mechanisms that significantly affect the
progression of these patfients towards renal failure, and
implement measures to prevent this progression.

1S9 4f MAJOR GRANTS

Bajo Rubio, Maria Auxiliadora. Redes de Investigacion
(RICORS). RD21/0005/0018. Instituto de Salud Carlos III.
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Quiroga Borja, Ortiz Alberto, Diez Javier. Selective
glomerular hypofiltration syndrome. Nephrol. Dial.
Transplant. 39. (1). 2023. PMID:37407284. IF:6,10.
D0I:10.1093/ndt/gfad145.

Ruperto Mar, Barril Guillermina. Clinical Significance of
Nutritional Status, Inflammation, and Body Composi-
tion in Elderly Hemodialysis Patients-A Case-Control
Study. NUTRIENTS. 15. (24). 2023. PMID:38140295.
IF:5,90. D0I:10.3390/nu15245036.

Cases, Aleix, de Sequera, Patricia, Quiroga, Borja, Pu-
chades, Maria Jesus, Martin Rodriguez, Leyre, Gorriz,
José Luis, Portoles, José, Representacion Anemia
SEN, Grp. Reticulocyte hemoglobin content and iron
therapy in chronic kidney disease: Response of the
Anemia group of the Spanish Society of Nephrology.
Nefrologia43. (5):2023. IF: 3,08. DOI: 10.1016/j.ne-
fro0.2021.06.011.

Alonso Fabiola, de Francisco Angel L M Martin, Aunon
Pilar, Garcia Carro Clara, Garcia Patricia, Gutiérrez
Eduardo, Macia Manuel, Quintana Luis F, Quiroga Borja,
Soler Maria José, Torregrosa Isidro, Onconefrologia Soc
Espanola Grp. Adverse renal effects of check-point
inhibitors (ICI) in cancer patients: Recommendations
of the Onco-nephrology Working Group of the Spani-
sh Society of Nephrology. Nefrologia. 43. (5). 2023.
IF:3,08. D0I:10.1016/j.nefro.2022.12.004.

Bellafronte,NT,Barril,G,de Oliveira,EP. Improving body
composition and functional capacity in chronic kid-
ney disease patients. Front. Nutr.l0. 2023. PMID:
37575328. IF: 5,00. DOI: 10.3389/fnut.2023.1223975.

Quiroga,B, Diez,J. Estimation of glomerular filtration
rate in cardiorenal patients: a step forward. Clin.
Kidney J.16. (7):2023. PMID: 37398687. IF: 4,60. DOI:
10.1093/ckj/sfad083.

Portoles J, Salazar MLS, Pena OG, Dominguez SG, Ri-
vera MV, Espada JC, Garcia AH, Vila MAM, Huete MJE,
Barrios HS, Paraiso V, de Gante LM, MA, Mijaylova AG,
Pajares EP, Fosalba NA, Espinel L, Molina FT, San-
chez SP, Diaz MO, Cases A, Quiroga B. Opportunities
to improve the management of anemia in peritoneal
dialysis patients: lessons from a national study in
routine clinical practice. Clin. Kidney J. 16. (12). 2023.
PMID:38046036. IF:4,60. D0I:10.1093/ckj/sfad152.
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Cabrera Cardenas Alicia, Salanova Villanueva Laura,
Sanchez Horrillo Ana, Munoz Ramos Patricia, Ruano
Pablo, Quiroga Borja. Diastolic dysfunction is an inde-
pendent predictor for cardiovascular events after an
acute kidney injury. Nefrologia. 43. (2). 2023. IF:3,08.
DO0I:10.1016/j.nefro.2021.11.001.

Ortiz Alberto, Quiroga Borja, Diez Javier, Escalada San
Martin Francisco Javier, Ramirez Leblic, Pérez Maraver
Manuel, Martinez Berganza Asensio M Lourdes, Arranz
Arija José Angel, Alvarez Ossorio Ferndndez José Luis,
Cordoba Raul, Brotons Munto Franscisco, Cancelo Hi-
dalgo Maria Jesus, Carles Reverter Joan, Plasencia
Rodriguez Chamaida, Carretera Gémez Juana, Guijarro
Carlos, Freijo Guerrero M del Mar, de Sequera Patricia.
The Spanish Scientific Societies before the ESC 2021
guidelines on vascular disease prevention: Generali-
zing the measurement of albuminuria to identify vas-
cular risk and prevent vascular disease. Nefrologia.
43.(2). 2023. IF:3,08.

Alvarez Garcia G, Pérez AN, Alaguero MPP, Garrote CP,
Testillano AD, Caballero MAM, Ruperto M, Blazquez CG,
Barril G. Comorbidity and nutritional status in adult
with advanced chronic kidney disease influence the
decision-making choice of renal replacement the-
rapy modality: A retrospective 5-year study. Front.
Nutr. 10. 2023. PMID:36875858. IF:5,00. D0I:10.3389/
fnut.2023.1105573.

Hevilla F, Padial M, Blanca M, Barril G, Jiménez Salcedo
T, Ramirez Ortiz M, Nogueira A, Gentile A, Garcia Esco-
bar E, Romero Zerbo SY, Olveira G. Effect on nutritional
status and biomarkers of inflammation and oxidation
of an oral nutritional supplement (with or without
probiotics) in malnourished hemodialysis patients.
A multicenter randomized clinical trial “Renacare
Trial”. Front. Nutr. 10. 2023. PMID:36819685. IF:5,00.
D0I:10.3389/fnut.2023.1107869.

Ortiz A, Portoles J, Pino MD, Barea J, Lopez M, de Seque-
ra P, Quiroga B, Echarri R, Velasco MP, Diaz R, Marques
GG, Pérez PS, Torregrosa V, Rodriguez M, SAVANA Res
Grp, SENEFRO Working BD-SHPTGrp. Clinical charac-
teristics and management of patients with secondary
hyperparathyroidism undergoing hemodialysis: a
feasibility analysis of electronic health records using
Natural Language Processing. Kidney Dis. 9. (3). 2023.
PMID:37497203. IF:3,70. D0I:10.1159/000528784.

Sanchez Gonzdlez, Carmen, Calvo, José A Herrero. Re-
ply to the letter to editor regarding? Nonvalvular atrial
fibrillation in patients undergoing chronic hemodialy-
sis, should we anticoagulate??. Nefrologia43. (1):2023.
IF: 3,08. DOI: 10.1016/j.nefro.2022.05.007.
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Inflammation and reparative process in lung diseases.
Chronic obstructive pulmonary disease (COPD). Ap-
nea-Hypopnea Syndrome. Asthma. Idiopathic pulmo-
nary fibrosis (IPF). Non-cystic fibrosis Bronchiectasis
and Bronchiectasis related fo cystic fibrosis. Immu-
nopathogeny. Molecular diagnosis. Cellular diagnosis.
New therapeutic approaches. New care models. CO-
VID-19 and Post-COVID-19.

Pulmonary diseases are an important social and heal-
thcare issue, related fo their high prevalence and as-
sociated morbimortality. In recent years, our group has
worked on different topics related to lung diseases, as it
is reflected in our publications from studies carried out
in collaboration with other research groups.

General objectives:
1. Promote research on lung diseases.

Claudia Valenzuela

Maria Patricia Pérez Gonzdlez
Pilar Rubio Bueno

Rosa Mar Gomez Punter

Joan Bautista Soriano Ortiz
Carolina Victoria Cisneros Serrano
Rosa Maria Giron Moreno
Enrique Domingo Zamora Garcia
Elena Avalos Pérez-Urria

Maria Rodrigo Garcia

Adridn Peldez Laderas

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 ConSEPOC-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 di-
seases (COPD, asthma, idiopathic 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 persis-
tent COVID, as 10-16% of patients still have symptoms

one year after overcoming acute COVID. For this reason,
our feam has also been interested in studying the long-
term sequelae of persistent COVID.

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

Plan of actions for 2020-2022

- Further develop, maintain and strengthen the re-
search group on chronic respiratory conditions at
the Health Research Institute Princesa (IP).

- Complete the M-BREATH study (COPD Monitoring

PUBLICATIONS

{;
Knott Torcal Carolina, Sebastidn Valles Fernando, Mo-
reno Rosa Maria Giron, Martin Adan José Carlos, Jimé-
nez Diaz Jessica, Marazuela Monica, de la Blanca Nu-
ria Sanchez, Ferndndez Contreras Raul, Arranz Martin
Alfonso. A prospective study to assess the impact of
a novel CFTR therapy combination on body composi-
tion in patients with cystic fibrosis with F508del mu-
tation. Clin Nutr. 42. (12). 2023. IF:6,30. D0I:10.1016/j.
¢lnu.2023.10.015.

e

Gerli Alberto G, Soriano Joan B, Alicandro Gianfranco,
Salvagno Michele, Taccone Fabio, Centanni Stefa-
no, La Vecchia Carlo. ChatGPT: unlocking the poten-
tial of Artifical Intelligence in COVID-19 monitoring
and prediction. Panminerva Medica. 65. (4). 2023.
PMID:37535043. IF:4,30. D0I:10.23736/S0031-
0808.23.04853-X.

Almonacid-Sdnchez C, Cosio BG, Trisdn-Alonso A, Ca-
llejas-Gonzdlez FJ, Cisneros C, Martinez-Moragén E,
Plaza Moral V, Vera E, Soto-Campos JG, Martinez-Ri-
vera C, Alcazar-Navarrete B, Urrutia Landa I, Gar-
cia-Rivero JL, Padilla Galo A, Alvarez-Gutiérrez F, Ra-
mos-Gonzdlez J, Carretero-Gracia JA, Liuch |, Puente
L, Andujar-Espinosa R, Pérez-de-Llano L. Therapeutic
Goals and Treatable Traits: Long-Term Trends in a
Severe Asthma Population. Arch. Bronconeumol.59.
(12):2023. PMID: 37865605. IF: 8,00. DOI: 10.1016/].
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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-
frate. 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 expres-
sion of genes and proteins in esophageal biopsies of
adult patients with EoE, induced after being treated as
recommended in European clinical practice guidelines,
and compared with healthy subjects. Changes in the
expression of mRNA (mRNAseq), proteins (proteomic)
and in the secreted proteins (multiplexed Elisa) will be
measured, and lymphocyte populations in both esopha-
geal tissue and peripheral blood of EoE patients will be
characterized (flow cytometry). Data obtained by these
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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 candidate markers re-
lated to the presence of the disease, its inflammatory
activity and fibrotic changes, as well as predicting res-
ponse to freatment. As a final aim, we will try fo 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
counftries. Key mechanisms of disease include abnor-
maloesophagogastric junction structure and function,
and impaired oesophageal clearance. Recent stu-
dies have challenged the traditional notion that reflux
esophagitis develops only when esophageal surface
epithelial cells are exposed to chemical injury from
refluxed acid. In this line, we wanted to characterize
lymphocyte populations in both esophageal fissue 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 inflam-
matory activity.
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Martin Dominguez V, Ferndndez Pacheco J, Laserna
Mendieta EJ, Munoz Hernandez P, Arias A, Cano A, Mu-
noz J, Lucendo AJ, Santander C, Majano P. Proteomic
analysis of the esophageal epithelium reveals key
features of eosinophilic esophagitis pathophysiolo-
gy. Allergy Eur. J. Allergy Clin. Immunol. 78. (10). 2023.
PMID:37287363. IF:12,40. DOI:10.1111/all.15779.

Quirce S, Cosio BG, Espana A, Blanco R, Mullol J, San-
tander C, del Pozo V. Management of eosinophil-as-
sociated inflammatory diseases: the importance of
a multidisciplinary approach. Front. Immunol. 14.
2023. PMID:37266434. IF:7,30. DO0I:10.3389/fim-
mu.2023.1192284.

Laserna Mendieta EJ, Salvador Martin S, Arias A, Lo-
pez Cauce B, Marin Jiménez I, Menchen LA, Marin
Rubio L, Rodriguez J Ontanon, Lopez Ferndndez LA,
Lucendo AJ. Single nucleotide polymorphisms in
ADAM17, IL23R and SLCO1C1 genes protect against
infliximab failure in adults with Crohn?s disease. Bio-
med. Pharmacother. 159. 2023. IF:7,50. D0I:10.1016/].
biopha.2023.114225.

Grueso Navarro, E, Navarro, P, Laserna Mendieta, EJ, Lu-
cendo, AJ, Arias Gonzdlez, L. Blood-Based Biomarkers
for Eosinophilic Esophagitis and Concomitant Atopic
Diseases: A Look into the Potential of Extracellular Ve-
sicles. Int. J. Mol. Sci.24. (4):2023. PMID: 3683508L1. IF:
5,60. D0I: 10.3390/ijms24043669.

Sacristan Gémez P, Serrano Somavilla A, Castro Espa-
das L, Carrero NSD, Sampedro Nunez M, Munoz Nova
JL, Molina-Jiménez F, Rosell A, Marazuela M, Martinez
Hernandez R. Evaluation of Epithelial-Mesenchymal
Transition Markers in Autoimmune Thyroid Diseases.
Int. J. Mol. Sci. 24. (4). 2023. PMID:36834770. IF:5,60.
D0I:10.3390/ijms24043359.

Martin, V, Malagelada, C, Santander, C. Small intes-
tinal bacterial overgrowth. A position paper of ASE-
NEM-SEPD. Rev. Esp. Enferm. Dig.115. (12):2023. IF:
2,00. DOI: 10.17235/reed.2023.10027/2023.

Casabona-Frances S, de Leon-Ruiz A, Garcia-Sanz
A, Ortega-Rabbione GJ, Majano P, Ferndndez-Pérez,
MT, Lucendo AJ, Santander C. Esophageal biome-
chanics assessed by impedance planimetry (Endo-
FLIP™) in healthy subjects and in patients with eo-
sinophilic esophagitis. Normality values. Rev. Esp.
Enferm. Dig. 115. (12). 2023. IF:2,00. DOI:10.17235/
reed.2023.9560/2023.
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Inflammatory response in hepatic diseases

Luisa Consuelo Garcia Buey
Head of laboratory
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Consuelo Garcia Buey
Felipe de la Morena Lopez
Yolanda Real Martinez

&q RESEARCH INTEREST

During the last years our research group has been parti-
cularly focused on identifying non-invasive prognostic
biomarkers of chronic liver disease (CLD) progression 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
treatments are no longer effective. Therefore, new tools
that improve the diagnosis and treatment of HCC pa-
tients 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 properfies and notable
immunosuppressive nature, might prevent proper im-

Leticia Gonzdlez Moreno
Jorge Mendoza Jiménez-Ridruejo
Maria Caldas Alvarez

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 significance of certain ge-
netic variants of HDACs and other angiogenic factors,
receptors and mediators, in relation to fibrosis progres-
sion.

Therapeutic options and diagnostic procedures in he-
patology have quickly advanced during the last decade,
in particular, the management of viral hepatitis. Hepa-
titis C has become a curable disease with a sustained
99% response using direct-acting antiviral therapeutic
regimens. 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 evaluation of non alcoholic fatty liver
disease.

- Chronic cholestatic liver disease: Primary Sclerosing
Cholangitis and Primary Biliary Cholangitis.
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PUBLICATIONS

Gutiérrez-Rojas L, de la Gandara Martin JJ, Garcia Buey
L, Uriz Otano JI, Mena A, Roncero C. Patients with se-
vere mental illness and hepatitis C virus infection be-
nefit from new pangenotypic direct-acting antivirals:
Results of a literature review. Gastroenterol Hepatol.
2023. PMID: 35718017. FI: 2,2. doi: 10.1016/j.gastro-
hep.2022.06.001.

in inflammatory and autoimmune diseases

Mateos-Mufioz B, Buti M, Vazquez IF, Conde MH, Ber-
nal-Monterde V, Diaz-Fontenla F, Morillas RM, Gar-
cia-Buey L, et al. Tenofovir Disoproxil Fumarate Redu-
ces the Severity of COVID-19 in Patients with Chronic
Hepatitis B. Dig Dis Sci. 2023. PMID: 36737575. If: 3,48.
doi: 10.1007/s10620-022-07817-w. ISSN: 01632116,
15732568.

Martinez Benito B, Gonzdlez Pintor V, Del Campo Del Val
L, Garcia-Buey L. Complete tumor response after con-
comitant treatment with lenvatinib and radioemboli-
zation with Ytrio-90 of advanced stage hepatocarci-
noma. Gastroenterol Hepatol. 2023. PMID: 37742831.
IF: 2,2. doi: 10.1016/j.gastrohep.2023.09.005.

Marinero Martinez-Ldzaro A, Girdn Moreno RM, Casals
Seoane F, Cano-Valderrama O, Garcia-Buey L. Cystic
fibrosis with liver involvement in adults has a benign
course. Results from a tertiary referral centre cohort.
Rev Esp Enferm Dig. 2023. PMID: 36353964. IF: 2,389.
ISSN: 1130-0108.

Pardilla Moraleda FJ, Serrano Pardo R, Del Campo Del
Val L, Garcia-Buey L. An unusual cause of fulminant
hepatic failure: Metastatic infiltration by infiltrating
ductal carcinoma of the breast. Gastroenterol Hepa-
tol. 2023. PMID: 36464081. IF: 2,2. doi: 10.1016/j.gas-
trohep.2022.11.007.

Rojo, E, Miranda, P, Herranz, R, La Morena, F. Hereditary
gist syndrome secondary to germline mutation in kit.
Gastroenterol. Hepatol. 2023. PMID: 36634869. IF: 2,2.
DOI: 10.1016/j.gastrohep.2022.12.011.
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Monica Marazuela Azpiroz
Alicia Justel Enriquez
Sara Jiménez Blanco
José Luis Muiioz de Nova
Pablo Sacristdn Gomez

&ﬁ RESEARCH INTEREST

Our current and future work involves different research
fields in endocrine diseases. In the last years we have
discovered that patients with AITD present altered
populations of regulatory T cells (Treg), augmented
Thl7 cells, a reduced number of Trl regulatory 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 mellitus
(J Endocrinol Invest. 2024 Jan 6. doi: 10.1007/s40618-
023-02250-w).

The group’s leaders also participated as principal inves-
figatorsin a collaborative project with the departments
of Immunology, Rheumatology and Dermatology of
Hospital la Princesa in the study of immunoregulatory
molecules and miRNAs in different immune-mediated
inflammatory diseases (IMID). We have investigated
new predictive biomarkers (immuno-regulatory mole-
cules) of IMID severity and responsiveness to biological

Nuria Sdnchez de la Blanca Carrero
Rebeca Martinez Herndndez

Miguel Antonio Sampedro Niiez
Andrés Pérez Casas

Ana Serrano Somavilla

therapies in different IMIDs including rheumatoid ar-
thritis, psoriasis, inflammatory bowel disease and AITD
(BIOIMID Project-PIE13/00041, Journal of Autoimmu-
nity 111 (2020) 102472). In these projects, we have de-
veloped 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 induction of Th17 cells
(J Clin Endocrinol Metab. 2015 Dec;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 integrating 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 (EBioMedicine. 2019
Dec;50:329-342). Furthermore, we have discovered
the importance of the role of HDACS in the altered
function of the immune regulatory mechanisms ob-
served in these patients (J Clin Endocrinol Metab. 2021
Oct 21;106(11):3213-3227). The group also has a strong
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collaborative record with specialists of thyroid disor-
dersincluding Drs. Mercedes Robledo (Centro Nacional
de Investigaciones Oncoldgicas (CNIQ)), Pilar Santiste-
ban and Susana Alemany (Instituto de Investigaciones
Biomédicas 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 Metab. 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). In regard of the
coronavirus pandemic we have documented 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 Hos-
pital Ramon y Cajal (P. Valderrabano). This consortium
provides the translational implementation of the ba-
sic 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 autoimmune disease
that often 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 Herndan-
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 o
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
neuroendocrine tumours. In line with this research,
we have found that PD-1 expression is detected in a
small but significant proportion of gastroenteropan-
creatic neuroendocrine tumors (GEP-NETs) and that
the presence of this receptor is significantly associa-
ted to increased malignancy (Scientific Reports (2018)
8:17812). Furthermore, we have confirmed that mecha-
nisms that increase nutrient uptake, such as the ami-

Areal Cellular and molecular etiopathogenic mechanisms
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noacid transporters LAT-1 and GLUT-1, are increased in
GEP-NETs, which might be related to their proliferation
and metastatic 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-densi-
ty muscle and increase in low-density muscle during
follow-up are independently associated with an in-
crease in mortality (Cancers 2022, 14.5189.10.3390/
cancersl4215189), also concluding that nutritional
management during the follow-up should be manda-
tory 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
Adenomas (REMAH] with 1,400 registered patients.
This strategy allows for comparative and relational
analysis between the molecular profile of the diffe-
rent types of adenoma and the clinical phenotype of
patients, which may provide a better understanding of
the condition and potentially help in treatment selec-
tion. Regarding this research line, we also closely par-
ficipated 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-
tors with extensive experience in acromegaly including
our group in Madrid, Dra. Susan Webb from Barcelona
(Institut de Recerca de I'Hospital Sant Pau), Dr. Igna-
cio Bernabeu and Dra Clara Alvarez from Santiago de
Compostela (Health Research Institute of Santiago de
Compostela,]), Dr. Antonio Picd from Alicante (Heal-
th and Biomedical Research Institute of Alicante), Dr.
Elias Delgado from Asturias (Health Research Institute
of the Principality of Asturias), Dr. G. Serra from Ba-
learic Islands [ Son Espases University Hospital) and
Dr. Cristina Lamas from Albacete (Albacete University
Hospital Complex). In this project, we collaborate with
the Bioinformatic department (Dra.Fdtima Sdnchez
Cabo) of the National Center for Cardiovascular Re-
search (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 consortium aims to develop new tools fo pro-
vide personalized 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 fo-
llow-up of patients with pituitary tumours.

Moreover, our group has recently discovered a novel
diagnostic marker for aggressive fumour behavior

prediction in pituitary fumours. A European patent
has been requested for this biomarker as a method
for diagnosis and prognosis (EP22382079): “In vitro
method for the diagnosis and/or prognosis of pituitary
neuroendocrine tumours”. Inventors: Rebeca Martinez
Herndndez and Mdénica Marazuela (main inventors),
Ana Serrano, Miguel Sampedro, Ancor Sanz. Registra-
tion date: 31/01/2022. Rights holder entity: Universi-
dad Auténoma de Madrid / Instituto Investigacion La
Princesa.

The fourth line focuses in the assessment of big data
analysis on the settlement of diabetic and nutritional
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Martinez Herndndez, Rebeca. Método in vitro para el
diagndstico y prognosis de tumores neuroendocrinos
hipofisarios. PPR.FIPSE 2022 4033-22. Fundacion
para la innovacion y la prospectiva en la salud en Es-
pafia (FIPSE).

Marazuela Azpiroz, Ménica; Martinez Herndndez, Rebe-
ca.” Arquitectura molecular en enfermedades autoin-
munes tiroideas mediante transcriptémica espacial”.
FIS.22/01404. Instituto de Salud Carlos IlI.

Marazuela Azpiroz, Ménica. Plataforma de Imagen de
Super-Resolucién Espacial y Temporal (ISRET): tecno-
logia STED y multifotén combinada con microscopia de
fluorescencia confocal avanzada. IFCS22/00014. Ins-
fituto de Salud Carlos Ill.

Marazuela Azpiroz, Ménica; Robledo, Mercedes; Al-Sha-
hrour, Fatima; Valderrabano, Pablo. Estudio de la hete-
rogeneidad celular, molecular y del entorno inmunolo-
gico en las patologias tiroideas: cdncer y enfermedad
autoinmune. Acronym: iTIRONET-CM. P2022/BMD-
7379. Comunidad de Madrid.

Martinez Herndndez, Rebeca. El cilio primario en ade-
nomas hipofisarios y su asociacién con agresividad.
IPI/2022/N5. SENDIMAD.

Marazuela Azpiroz, Ménica; Puig, Manel. ACROMICS: ne-
xt-generation precision medicine in the diagnosis and
treatment of Acromegaly. PMP22/00021. Instituto de
Salud Carlos Il1.

‘7 PUBLICATIONS

Sebastidn Valles Fernando, Martinez Alfonso Julia,
Martin José Alfonso Arranz, Jiménez Diaz Jessica, Al-
day Inigo Hernando, Navas Moreno Victor, Joya Teresa
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diseases. In this context, several biocinformatics pro-
jects in our laboratory analyses big data sets of the
electronic health registries including the assessment
of radiologic images. Recently, we have published
some articles (BMC Med. 2024, PMID: 38273326; En-
docr 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 Socie-
ty of diabetes on 2024.

Armenta, Garcia Maria del Mar Fandino, Gémez Gisela
Liz Roman, Lobarinas Luis Eduardo Lander, de Icaya
Purificacion Martinez, Sampedro Nunez Miguel An-
tonio, Martinez Vizacaino Vicente, Marazuela Monica.
Scans per day as predictors of optimal glycemic con-
trol in people with type 1 diabetes mellitus using flash
glucose monitoring: what number of scans per day
should raise a red flag?. ACTA DIABETOL. 61. (3). 2024.
IF:3,80. D0I:10.1007/s00592-023-02204-x.

Knott Torcal Carolina, Sebastian Valles Fernando, Mo-
reno Rosa Maria Giron, Martin Adan José Carlos, Jimé-
nez Diaz Jessica, Marazuela Monica, de la Blanca Nu-
ria Sanchez, Ferndndez Contreras Raul, Arranz Martin
Alfonso. A prospective study to assess the impact of
a novel CFTR therapy combination on body composi-
tion in patients with cystic fibrosis with F508del mu-
tation. Clin Nutr. 42. (12). 2023. IF:6,30. D0I:10.1016/j.
clnu.2023.10.015.

Parra Ramirez Paola, Martin Rojas Marcos Patricia, Paja
Fano Miguel, Gonzdlez Boillos Marga, Peris Begona Pla,
Pascual Corrales Eider, Garcia Cano Ana Maria, Ruiz
Sanchez Jorge Gabriel, Vicente Delgado Almudenag,
Goémez Hoyos Emilia, Ferreira Rui, Garcia Sanz Inigo,
Recasens Sala Monica, Barahona San Millan Rebeca,
Picon Cesar Maria José, Diaz Guardiola Patricia, Perdo-
mo Carolina M, Manjon Miguelez Laura, Garcia Centeno
Rogelio, Percovich Juan Carlos, Rebollo Roman Angel,
Gracia Gimeno Paola, Robles Lazaro Cristina, Morales
Ruiz Manuel, Calatayud Maria, Furio Collao Simone
Andree, Meneses Diego, Sampedro Nunez Miguel An-
tonio, Escudero Quesada Veronica, Mena Ribas Elena
et al. Is adrenal venous sampling always necessary
to differentiate between unilateral and bilateral pri-
mary aldosteronism? Lesson from the SPAIN-ALDO
register. Endocrine. 2023. PMID:38008883. IF:3,70.
D0I:10.1007/s12020-023-03609-y.

Sebastidn Valles, Fernando, Munoz Nova, José Luis,
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Vargas, Marcos Lahera. Foreign body reactions to
oxidized cellulose in the follow-up of thyroid cancer.
Med. Clin.161. (7):2023. IF: 3,90. DOI: 10.1016/j.med-
cli.2023.05.0089.

Moreno Victor Navas, Sebastian Valles Fernando,
Sampedro Nunez Miguel, Vargas Marcos Lahera, Ma-
razuela Monica, Martin José Alfonso Arranz. Patient
satisfaction in three advanced hybrid closed-loop
systems at 6 months of treatment in adults with type
1 diabetes mellitus: a follow-up study. Endocrinol.
Diabetes Nutr. 70. (8). 2023. IF:1,90. D0I:10.1016/j.en-
dien.2023.06.004.

in inflammatory and autoimmune diseases

Rubio Herrera Miguel A, Mera Carreiro Sara, Sanchez
Pernaute Andres, Ramos Levi Ana M. Impact of Treat-
ment with GLP1 Receptor Agonists, Liraglutide 3.0 mg
and Semaglutide 1.0 mg, While on a Waiting List for
Bariatric Surgery. Biomedicines. 11. (10). 2023. IF:4,70.
D0I:10.3390/biomedicines11102785.

Araujo Castro, Marta, Marazuela, Monica, Puig Domin-
go, Manel, Biagetti, Befina. Prolactin and Growth Hor-
mone Signaling and Interlink Focused on the Mam-
mosomatotroph Paradigm: A Comprehensive Review
of the Literature. Int. J. Mol. Sci.24. (18):2023. IF: 5,60.
DOI: 10.3390/ijms241814002.

Araujo Castro Marta, Fano Miguel Paja, Peris Be-
gona Pla, Boillos Marga Gonzdlez, Pascual
Corrales Eider, Garcia Cano Ana Maria,
Ramirez Paola Parra, Rojas Marcos
Patricia Martin, Ruiz Sanchez Jorge
Gabriel, Vicente Almudena, Gémez
Hoyos Emilia, Ferreira Rui, Sanz Inigo
Garcia, Recasens Monica, San Milldn
Rebeca Barahona, Cesar Maria José
Picon et al. Autonomous cortisol
secretion in patients with primary
aldosteronism: prevalence and im-
plications on cardiometabolic pro-
file and on surgical outcomes. En-
docr. Connect. 12. (9). 2023. IF:2,90.
DOI:10.1530/EC-23-0043.

Moreno Llorente P, Pascua Sole M,
Garcia Barrasa A, Munoz Nova JL.
Indocyanine green (ICG) angiogra-
phy-guided thyroidectomy: descrip-
tion of surgical technique. Front. Surg.
10. 2023. PMID:37529659. IF:1,80.
DO0I:10.3389/fsurg.2023.1217764

Gomez Ramirez, Joaquin, Luengo, Patri-
cia, Mercader, Enrique, Quintana, Aitor, de
Nova, José L Munoz, Febrero, Beatriz, Ruz
Caracuel, Ignacio, Rodriguez, José M. Des-
moplastic reaction in medullary thyroid
carcinoma predicts presence of lymph
node metastasis. Br. J. Surg.110. (8):2023.
IF: 9,60. DOI: 10.1093/bjs/znad172.

Ramos Levi AM, Rubio Herrera MA, Matia
Martin P, Pérez Ferre N, Marcuello C, San-
chez Pernaute A, Torres Garcia AJ, Calle
Pascual AL. Mixed Meal Tolerance Test Ver-
sus Continuous Glucose Monitoring for an
Effective Diagnosis of Persistent Post-Ba-
riatric Hypoglycemia. J. Clin. Med. 12. (13).
2023. PMID:37445330. IF:3,90. DO0I:10.3390/
jecm12134295.

Araujo Castro M, Fano MP, Boillos MG, Pascual Corrales
E, Cano AMG, Ramirez PP, Rojas Marcos PM, Delgado AV,
Casteras A, Puig A, Sanz IG, Guardiola PD, Lazaro CR,
Nunez MAS, Guerrero Vazquez R, Tous MD, Alevras TM,
Rodrigo ST, Hanzu FA. Diagnostic Accuracy of Adre-
nal lodine-131 6-Beta-lodomethyl-19-Norcholesterol
Scintigraphy for the Subtyping of Primary Aldoste-
ronism. Biomedicines. 11. (7). 2023. PMID:37509573.
IF:4,70. D0OI:10.3390/biomedicines11071934.

Sebastidn Valles F, Martin JAA, Giron RM, Knott Torcal C,
Sampedro Nunez MA, Martin Adan JC, Jiménez Diaz J,
Marazuela M. Continuous Glucose Monitoring as an Ad-
ditional Tool in Early Cystic Fibrosis-Related Diabetes
Monitoring and in Evaluation of Short-Term Sitagliptin
Response. Biomedicines. 11. (6). 2023. PMID:37371849.
IF:4,70. D0OI:10.3390/biomedicines11061754.

Aguilera, A Matias, Munoz, E Alday, de Nova, J L Munoz,
Roca, A Planas. Ventilatory inequality in the operating
room. Gender differences in intraoperative mechani-
cal ventilation guidelines. Rev. Esp. Anestesiol. Rea-
nim.70. (6):2023. DOI: 10.1016/j.redar.2022.08.001.

Moreno Llorente P, Garcia Gonzdlez G, Pascua Sole M,
Garcia Barrasa A, Videla S, Munoz Nova JL, GuiArte
Study Grp. Indocyanine green angiography-guided
thyroidectomy versus conventional thyroidectomy for
preserving parathyroid function: study protocol for a
randomized single-blind controlled trial. Front. Endo-
crinol. 14. 2023. PMID:37223015. IF:5,20. DOI:10.3389/
fendo.2023.1193900.

Araujo Castro M, Ojeda CM, Sanz IG, Calatayud M, Han-
zu F, Mora M, Vicente A, Carrera CB, Novoa PD, Garcia
MDL, Lamas C, Manjon Miguelez L, Tous MD, de Vera PR,
Milldn RBS, Recasens M, Ferndndez Ladreda MT, Valdes
N, Gimeno PG, Lazaro CR, Michalopoulou T, Ramirez PP,
Marazuela M, Escola CA, Centeno RG. Genetic Study in
Pheochromocytoma: Is It Possible to Stratify the Risk
of Hereditary Pheochromocytoma?. NEUROENDO-
CRINOLOGY. 113. (B). 2023. PMID:36693324.
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Aﬁ RESEARCH INTEREST

How the genetic make-up of an individual interacts
with the early maternal/neonatal and postnatal en-
vironments to culminate in obesity and its secondary
complications, is being studied with both clinical and
basic approaches. Genetic studies are performed to
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 be-
ing further investigated, as well as the interaction ge-
notype/phenotype and ethnic influences. Metabolomic
studies are underway fo better understand the proces-
ses involved 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 prepubertally and this will be further explored.
We have recently identified a new monogenic cause of

Sandra Canelles Ortiz

Julie Ann Chowen King

Laura Maria Frago Ferndndez
Gabriel Angel Martos Moreno
Jesus Pozo Romdn
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pathological human growth that courses with skeletal
abnormalities. The underlying cause is due to affecta-
tion of the insulin-like growth factor (IGF) system and
this new syndrome 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 aftention focused on the
differential responses of males and females. Studies
analyzing the effect of increased central leptin levels
on insulin signaling in the CNS and adipose tfissue de-
monstrate a relationship between insulin resistance,
hypothalamic inflammation and energy homeostasis.
Hypothalamic glial cells are a main focus of investiga-
fion for their newly recognized role in metabolic con-
trol. We have shown them to respond to weight gain
and metabolic hormones such as leptin. Current inte-
restincludes analysis of glial responses to specific nu-
frients and how this could influence the metabolic out-

come to weight gain. The implications of weight gain
and abnormal circulating levels of leptin and insulin
have also been implicated in increased susceptibility
to neurodegenerative diseases, with this susceptibili-
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ty being different between males and females. Future
studies are planned to determine the role of astrocytes
in mediating the protective and/or detrimental respon-
ses to high fat diet intake on neurodegeneration.
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Nonalcoholic fatty liver disease (NAFLD) is an increa-
singly common chronic liver disease around the world
with a diverse histopathological spectrum ranging
from simple steatosis without significant inflam-
mation to steatohepatitis (NASH) with varying stages
of fibrosis and, ultimately, cirrhosis and hepatocellular
carcinoma. It is well known that NAFLD occurs more
frequently in obese and diabetics, being currently con-
sidered as the hepatic manifestation of the metabolic
syndrome. Although the molecular mechanisms invol-
ved in the pathogenesis of NAFLD and progression to
NASH remain incompletely defined, most investiga-
tions 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 trans-
plantation 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.

Angela Lucia Pefialoza Gonzdlez
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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 fo 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 to be used for noninvasive diag-
nosis of NASH. We have shown that genetic variants
of SLC2A1 are associated with NAFLD and that circu-
lating levels of soluble CD36 is an independent factor
associated with advanced steatosis in NAFLD but not in
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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 for the cardiovascular morbidity
and mortality.

It is well known that chronic HCV infection is associa-
ted with insulin resistance and type 2 diabetes mellitus
together with alterations in hepatic lipid metabolism.
The discovery of new direct-acting antiviral agents has
become a huge advance in the tfreatment of HCV infec-
tion. Among them, sofosbuvir and other new antivirals
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in combination with ribavirin has improved considera-
bly the sustained virological response of HCV infection.
However, little is known about their effects on carbo-
hydrate and lipid metabolic profiles in patients treated
with these new direct-acting agents and their potential
mechanistic acions. On that basis, we propose to deter-
mine the effects of sofosbuvir and other direct-acting
antivirals on HCV-induced metabolic complications
such as insulin resistance, hyperglycemia and dyslipi-
demia. 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 thera-
py of NAFLD and other chronic liver diseases as well as
for the noninvasive diagnosis of NASH.
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Neurodegenerative disorders like Alzheimer’s disease,
Parkinson’s disease, amyotrophic lateral sclerosis and
stroke represent an appalling cost, both in financial
and human terms. Treatments for neurodegenerative
diseases are destined to become the most significant
health challenge for this generation. To date, no thera-
peutic strategy has proven effective and millions have
been invested in therapeutic trials that have failed.
There is therefore an urgent and pressing need to iden-
tify 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 to develop new
drugs for neurodegeneration. We are particularly
interested in understanding how oxidative stress,
neuroinflammation and changes in the autophagic
flux participate in neurodegeneration, in order to
develop pharmacological interventions to regulate
these pathological conditions.
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2. Development of in vitro a in vivo preclinical models
that better mimic the human neurodegenerative
disease. Availability of preclinical models that
better represent the human disease will greatly
improve translation of preclinical results to human
disease.

3. Search of novel therapeutic strategies for
neurodegeneration based on medicinal chemistry,
combination therapy and drug repurposing.
Since oxidative stress, neuroinflammation and
impairment of autophagy have been implicated
in neurodegeneration, impacting on several of
these processes with multitarget compounds
or combinafion of drugs with complementary
mechanisms of action is sought, to have better
therapeutic profile than just impacting on a single
target. For example, Nrf2 inducers combined with
scavenger effect, the inhibition of several enzymes
related to neurological disorders and agonist of
the nicotinic acetylcholine receptors are currently
being developed in our group.
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gﬁ RESEARCH INTEREST

Acute brain injuries, such as stroke and fraumatic bra-
in injury, account for 10% of deaths and are the leading
cause of disability worldwide (GBD 2013 Mortality and
Causes of Death Collaborators, 2015). The pathophysio-
logy of acute brain injuries is complex and multifactorial
and, currently, it is difficult fo freat pharmacologically
and represent an unmet need at clinical level. In recent
years, inflammatory processes (pronounced in this type
of pathologies) have become the main agents that con-
tribute 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 mechanisms that control the
activation of the innate immune system and its appli-
cation to the search for new therapeutic targets and
new prognostic / diagnostic biomarkers in stroke, trau-
matic brain injury and neurodegenerative diseases.

1. Study of the mechanisms that control the acti-
vation of the innate immune system.
Inflammasomes are multi-protein molecular plat-
forms involved in the activation of caspase-1. After
activation of caspase-1, interleukins pro-IL-18 and
pro-IL-18 are processed and released to initiate
the inflammatory process. NLRP3 is the only NOD
receptor (NLR, NOD-like receptors) that responds
to both danger-associated molecular patterns
(DAMPS]) and pathogen-associated molecular pat-
terns (PAMPs). NLRP3 is activated in response to
wide variety of infectious stimuli or cellular stress
caused by different signs of sterile danger, such as
high concentrations of extracellular ATP, oxidative

Inés Valencia Ferndndez
Céline Decouty Pérez

stress, and B-amyloid aggregates. Our main work
focuses on studying the transduction of the signals
that activate inflammation and, specifically, the
participation of mitochondria in this process.

. 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, tMCAQ
model) and traumatic brain injury (closed head in-
jury model).

. Search for new diagnostic/prognostic biomarkers

of inflammatory origin.

We study the potential role of new biomarkers in
samples of traumatic brain injury patients and we fry
tovalidate them using the models described in line 2.

158 af MAJOR GRANTS
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Egea Mdiquez, Francisco Javier. “La proteina amiloide
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de Salud Carlos Ill.
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Rocchi D, Gonzdlez JF, Martin Camara O, Perrone MG, Mi-
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28.(14). 2023. PMID:37513247. IF:4,60. D0I:10.3390/mo-
lecules28145374.

Ramos,E,Egea,J,Lopez Munoz,F.Gil Martin,E,Romero,A.
Therapeutic Potential of Melatonin Counteracting Che-
motherapy-Induced Toxicity in Breast Cancer Patients:
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A Systematic Review. Pharmaceuticsl5. (6):2023.
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drado A, Casas Al, Romero A, Egea J. Redox Regulation
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pathic Pain in Mice. J Pain. 24(1):68-83. 2023. PMID:
36087908. IF: 4. doi: 10.1016/j.jpain.2022.07.014.

Mesa-Ciller C, Turiel G, Guajardo-Grence A, Lopez-Ro-
driguez AB, Egea J, De Bock K, Aragonés J, Urrutia AA.
Unique expression of the atypical mitochondrial su-
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activity in response to hypoxia. J Cereb Blood Flow
Metab. 43(1):44-58. 2023. PMID: 35929074. IF: 4,9. doi:
10.1177/0271678X221118236.
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gﬁ RESEARCH INTEREST

The aim of the research conducted by this group is fo
increase pharmacogenetic, pharmacokinetic and phar-
macodynamic knowledge of drugs in order to predict
patients’ response in terms of effectiveness and safety.

Our group has extensive experience in conducting pha-
se |, Il and Il 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 clini-
cal trials conducted include phase 1 clinical trials (e.g.
bioequivalence or first in human trials), and clinical
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 18 clinical trials each year, and this number

Marcos Navares Gomez
Samuel Martin Vilchez
Manuel Romdn Martinez
Irene Romadn Martinez
Maria del Carmen Ovejero Benito
Patricia Sanchez Jiménez
Houwaida Abbes

Paula Vizcaino Rodriguez
Ana Casajus Rey

Diana Maria Campododnico
Eva Bernardos Gonzdlez

is expected to increase due to demand from the phar-
maceutical industry. Last years, several clinical trials
on the vaccines were conducted in our unit.

The group’s research focuses mainly on the pharmaco-
genetics of several drugs prescribed for the tfreatment
of various diseases, so that eventually this knowledge
could help physicians to prescribe the best tfreatment
for each patient in a personalised way. This research
is focused on several therapeutic areas such as: pain,
cardiovascular diseases, neuropsychiatry, gastroente-
rology, endocrinology and dermatology. In 2023, 613
patients benefited from pharmacogenetic testing.

We have also implemented pharmacogenetic testing
through OpenArray using a customised chip that can
simultaneously analyse 180 SNPs located in 63 diffe-
renf genes.

This technology has enabled us to significantly increa-
se our portfolio of available pharmacogenetic tests to
support physicians in prescribing medicines. Another
important line of research focuses on therapeutic drug
monitoring, mainly for antipsychotfics and tyrosine

15 af MAJOR GRANTS

Abad Santos, Francisco. ERA4TB: European Regimen
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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 de Salud Carlos IlI.

Abad  Santos, Francisco. Medicina  Gendmica.
IMP/00009. IMPaCT. Instituto de Salud Carlos IlI.

Abad Santos, Francisco. Medicina personalizada de
precision: “evaluacion de una propuesta de implemen-
tacién de farmacogenética en el sistema nacional de
salud para salud mental y cardiovascular [BIOfRAM22]".
PMP22/00139. Instituto de Salud Carlos Il

Abad Santos, Francisco. Utilidad la farmacogenética
para mejorar la prescripcion de estatinas en atencion
primaria y especializada. PI22/01647. Instituto de Sa-
lud Carlos Il

Zubiaur Precioso, Pablo. Proyecto iPHARMGx: Estu-
dio colaborativo nacional para evaluar la efectividad
y eficiencia de la implementaciéon de biomarcadores
farmacogenéticos mediante una estrategia de genoti-
pado anticipado en el SNS. Instituto de Salud Carlos Il

Zubiaur Precioso, Pablo. Utilidad de la farmacogenética
para mejorar la prescripcion de estatinas en atencion
primaria y especializada: percepciones y formacion de
médicos prescriptores. PI22/01655. Instituto de Salud
Carlos Il

Abad Santos, Francisco. Plataforma ISCIIl de soporte
para la investigacion clinica. PT23/00060. Instituto de
Salud Carlos Il

fy PUBLICATIONS

Munoz Aceituno E, Butron Bris B, Ovejero Benito MC,
Sahuquillo Torralba A, Baniandres Rodriguez O, Herrera
Acosta E, Rivera Diaz R, Ferran M, Sanchez Carazo JL,
Riera Monroig J, Pujol Montcusi J, Vidal D, de la Cueva
P, Garcia Bustinduy M, Ruiz Villaverde R, Ballesca F, Lla-
mas Velasco M, Navares M, Palomar Moreno |, Sanchez
Garcia I, Garcia Martinez J, Novalbos J, Zubiaur P, Abad

s nnual Report o
Fécien’riﬁc Activity 2023

kinase inhibitors. Ten funded projects were active in
2023. In addition to projects funded in previous years,
Francisco Abad Santos was awarded with 1 new grants
in 2023.
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;@ RESEARCH INTEREST

Our team has been devoted to researching the nosolo-
gy of mental disorders, the epidemiology of mental di-
sorders in general population, the study of the efficacy
and efficiency of clinical interventions in affective di-
sorders and the assessment of the health status, qua-
lity of life and well-being by means of analysing large
population’s 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

Alba Vieira Campos

Yolanda Sdnchez Carro

Ana Izquierdo Zarzo
Montserrat Alcaiiz Rodriguez
Maria Elena Ezquiaga Terrazas
Itziar Leal Leturia

Herminio Martinez Cano
Roberto Mediavilla Torres
losune Torio Palmero

Maria Cabello Salmeron

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 inferven-
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 development 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
of the adult population”, which is aimed fo 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
different 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

158 af MAJOR GRANTS
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ROBERTO MEDIAVILLA TORRES - TUTOR: José LUIS AYU-
S0 MATEOS. CD22/00061. Instituto de Salud Carlos Ill.

Ayuso Mateos, José Luis. “Envejecimiento y salud mental
en Espafia: quinta evaluacién de una cohorte poblacio-
nal adulta”, FIS.22/00340. Instituto de Salud Carlos IlI.
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Kas Martien J H, Jongs Niels, Mennes Maarten, Penninx
Brenda W J H, Arango Celso, van der Wee Nic, Winfer
van Rossum Inge, Ayuso Mateos José Luis, Bilderbeck
Amy C, I'Hostis Philippe, Beckmann Christian F, Daw-
son Gerard R, Sommer Bernd, Marston Hugh M. Digital
behavioural signatures reveal trans-diagnostic clus-
ters of Schizophrenia and Alzheimer’'s disease pa-
tients. Eur. Neuropsychopharmacol. 78. 2024. IF:5,60.
DOI: 10.1016/j.euroneuro.2023.09.010.

Villarejo Galende Alberto, Garcia Arcelay Elena, Pinol
Ripoll Gerard, del Olmo Rodriguez Antonio, Vinuela
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analysis of depressive symptomatology in the
general population” which is aimed to analyse the
mood fluctuations 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
information on the components of wellbeing and
welfare in people older than 80 years.

5) “Peripheral oxidative stress and inflammatory
markers 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-ferm metabolic
control fo identfify and validate biomarkers with
clinically predictive value for targeting drug induced
metabolic dysfunctions.

7) “Psychiatric Ratings using Intermediate Stratified
Markers (PRISM)’, whose overall objective is
fo develop a quantitative biological approach
fo the understanding and classification of the
endophenotypesthat contribute fo neuropsychiatric
diseases, to accelerate the discovery and
development of better treatments for patients with
Alzheimer and Schizophrenia.

Felix, Boada Merce, Franco Macias Emilio, de la Pena
Almudena Ibanez, Riverol Mario, Puig Pijoan Albert, Abi-
zanda Soler Pedro, Arroyo Rafael, Baquero Toledo Mi-
quel, Feria Vilar Inmaculada, Balasa Mircea, Berbel An-
gel, Rodriguez Eloy, Vieira Campos Alba, Garcia Ribas
Guillermo, Rodrigo Herrero Silvia, Lleo Alberto, Maurino
Jorge. Medical help-seeking intentions among pa-
tients with early Alzheimer’s disease. Front. Psychia-
try. 14. 2023. PMID: 38173708. IF: 4,70. DOI:10.3389/
fpsyt.2023.1290002.

Melchior Maria, Figueiredo Natasha, Roversi Aurelig,
Dubanchet Alexandre, Bui Eric, Vadell Martinez Julian,
Barbui Corrado, Purgato Marianna, Ayuso Mateos José
Luis, Mediavilla Roberto, Mcdaid David, Park A-La, Pe-
fri Romao Papoula, Kalisch Raffael, Nicaise Pablo, Lo-
rant Vincent, Sijbrandij Marit, Witteveen Anke B, Bryant
Richard, Felez Mireia, Underhill James, Pollice Giulia,
Tortelli Andrea. Addressing mental health problems
among persons without stable housing in the context
of the COVID-19 pandemic: study protocol for a ran-
domised trial. RESPOND - France. BMC Public Health.
23. (1). 2023. PMID: 37978577. IF: 4,50. DOI: 10.1186/
s12889-023-17238-7.
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Gabarrell Pascuet A, Varga TV, Moneta MV, Ayuso Ma-
teos JL, Lara E, Olaya B, Haro JM, Domenech Abella J.
What factors explain the changes in major depressive
disorder symptoms by age group during the COVID-19
pandemic? A longitudinal study. J. Affective Disord.
328. 2023. PMID: 36806591. IF: 6,60. D0I:10.1016/j.
jad.2023.02.042.

Bertolini, F, Witteveen, AB, Young, S, Cuijpers, P, Ayuso
Mateos, JL, Barbui, C, Cabello, M, Cadorin, C, Downes,
N, Franzoi, D, Gasior, ME, Gray, B, John, A, Melchior,
M, van Ommeren, M, Palantza, C, Purgato, M, van der
Waerden, J, Wang, SY, Sijbrandij, M. Risk of SARS-CoV-2
infection, severe COVID-19 illness and COVID-19 mor-
tality in people with pre-existing mental disorders: an
umbrella review. BMC Psychiatry23. (1):2023. PMID:
36941591. IF: 4,40. DOI: 10.1186/s12888-023-04641-y.

Liu DJ, Meyer D, Fennessy B, Feng C, Cheng E, Johnson
JS, Park YJ, Rieder MK, Ascaolillo S, de Pins A, Dobbyn
A, Lebovitch D, Moya E, Nguyen TH, Wilkins L, Hassan
A, Aghanwa HS, Burdick KE, Buxbaum JD, Domenici E,

Frangou S, Hartmann AM, Laurent Levinson C, Malhotra
D, Pato CN, Pato MT, Ressler K, Roussos P, Rujescu D,
Arango C et al. Schizophrenia risk conferred by rare
protein-truncating variants is conserved across di-
verse human populations. Nature Genet. 55. (3). 2023.
PMID: 36914870. IF: 30,80. DOI: 10.1038/s41588-023-
01305-1.

Romero Ferreiro V, Garcia Gutiérrez A, Torio I, Mari Beffa
P, Rodriguez Gémez P, Peridfiez JA, Moreno EM, Rome-
ro C, Alvarez Mon MA, Rodriguez Jiménez R. Cognitive
versus emotional modulation within a Stroop para-
digm in patients with schizophrenia. Bjpsych Open.
9. (1). 2023. PMID: 36651079. IF: 5,40. D0I:10.1192/
bjo.2022.614.

Izquierdo A, Dolz Castellar B, Miret M, Olaya B, Haro JM,
Ayuso Mateos JL, Lara E. Sex differences in the symp-
tom network structure of depression: Findings from a
nationwide sample of the Spanish adult population. J.
Affective Disord. 340. 2023. PMID: 37591351. IF: 6,60.
D0I:10.1016/j.jad.2023.08.081.
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Neurosurgery of epilepsy
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Jesus Pastor Gomez
Head of laboratory

Jestus Pastor Gomez
Esmeralda Rocio Martin
Cecilia Luque Cdrdenas
Pilar Martin Plasencia
Fernando Carvajal Molina
Miguel Pintor Zamora
Marta Navas Garcia

gﬁ 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-
chniques (intracranial electrodes), which are also used
during treatment (electrocorticographic recordings
or extracellular recordings for Deep Brain Stimulation
-DBS). In the sume way, several pathologies affecting
basal ganglia need different ancillary tests to charac-
terize the illness (genetic, nuclear medicine, morpho-
logical MRI) and to carry out the treatment (DBS).

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

Cristina Virginia Torres Diaz
Lorena Carolina Vega Zelaya
Eva de Dios Tomds

Eduardo Garcia Navarrete
Maria Luisa Meilan Paz
Paloma Pulido Rivas

Rybel Wix Ramos

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 potentials, elec-
trically elicited.

c) Connectivity in epilepsy. To do that, we are studying
diffusion tensor imaging and fractional anisotropy,
as well as electrophisiological recordings acquired
by means of scalp or intracranial 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 Intensive
Care Units and neurological and psychiatric illness.

f) Cortico-cortical connectivity, especially for langua-
ge function.
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Torres Diaz, Cristina Virginia; Ovejero Benito, Maria del
Carmen. CARACTERIZACION PROFUNDA DE LA ZONA
EPILEPTOGENA DE PACIENTES CON EPILEPSIA FARMA-
CORRESISTENTE: DESCIFRANDO EL PAPEL DE LAS CE-
LULAS TETRAPLOIDES NEURALES. FIS.20/01391. Insti-
tuto de Salud Carlos lII.
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Lopez Vinas Laura, Roy Vallejo Emilia, Rocio Martin
Esmeralda, de la Rosa Santiago Elena, Zamora Garcia
Enrique, Galvan Roman José Maria, Wix Ramos Rybel.
Diagnostic Assessment of Respiratory and Hemody-
namic Changes Related to Prone Position in COVID-19
Patients. DISASTER MED PUBLIC. 17. 2023. IF: 2,70.
D01:10.1017/dmp.2023.152.

Iborra A, Villanueva M, Barrett SL, Vega Zelaya L. The
role of ultrasound-guided perineural injection of the
tibial nerve with a sub-anesthetic dosage of lidocai-
ne for the diagnosis of tarsal tunnel syndrome. Front.
Neurol.14.2023. PMID:37139063. IF:3,40. D0I:10.3389/
fneur.2023.1135379.

Sdnchez Jiménez P, Elizalde Horcada M, Sanz Garcia
A, Granero Cremades |, de Toledo M, Pulido P, Navas
M, Gago Veiga AB, Alonso Guirado L, Alonso Cerezo MC,

Nava Cedefio D, Abad Santos F, Torres Diaz CV, Ovejero
Benito MC. DNA Methylation Description of Hippocam-
pus, Cortex, Amygdala, and Blood of Drug-Resistant
Temporal Lobe Epilepsy. Mol. Neurobiol. 60. (4). 2023.
PMID:36602701. IF:5,10. DOI:10.1007/s12035-022-
03180-z.

Pérez Sanchez JR, Martinez Alvarez R, Moreno NEM, Diaz
CT, Rey G, Parees I, Del Barrio AA, Alvarez Linera J, Kur-
tis MM. Gamma Knife((R)) stereotactic radiosurgery
as a treatment for essential and parkinsonian tremor:
long-term experience. Neurologia. 38. (3). 2023. PMID:
32917436. IF:3,90. DOI: 10.1016/.nr.2020.05.014.

Pastor J, Vega Zelaya L, Canabal A. Pilot Study: The Di-
fferential Response to Classical and Heavy Metal Mu-
sic in Intensive Care Unit Patients under Sedo-Analge-
sia. J. Integr. Neurosci. 22. (2). 2023. PMID: 36992596.
IF:1,80. D0I:10.31083/j.,jin2202030.

Pastor J, Vega Zelaya L. Normative Structure of
Resting-State EEG in Bipolar Derivations for Dai-
ly Clinical Practice: A Pilot Study. Brain Sci. 13. (2).
2023. PMID:36831710. IF:3,30. DO0I:10.3390/brains-
cil3020167.

Vega Zelaya L, Pulido P, Sola RG, Pastor J. Infraopera-
tive Cortico-Cortical Evoked Potentials for Monitoring
Language Function during Brain Tumor Resection in
Anesthetized Patients. J. Integr. Neurosci. 22. (1). 2023.
PMID:36722245. IF:1,80. D0I:10.31083/}.jin2201017.
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Cerebrovascular diseases
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José Aurelio Vivancos Mora
Head of laboratory

José Aurelio Vivancos Mora

Alicia Gonzdlez Martinez

José Antonio Ferndndez Alén
Clara Aguirre Herndndez

Carmen Ramos Martin

Beatriz Gonzdlez Garcia

Santiago Trillo Senin

Gustavo Enrique Zapata Wainberg
Ardnzazu Vdzquez Doce

Maria de Toledo Heras

A G0 RESEARCH INTEREST

Stroke and Cerebrovascular Diseases

- Predictive models in stroke for the search of diag-
nostic and prognostic markers:

« Application of machine learning techniques and
search for plasma and clinical scale biomarkers.

- Acute phase freatments: Interventional neuroradio-
logy and emerging therapies. Strategies fo improve
the selection of patient candidates.

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

- Primary and secondary stroke prevention: Detection
of atrial fibrillation using a new ECG monitoring devi-
ce based on biomedical textiles (wearables). Identi-
fication of risk profiles.

- Population-based health services delivery / stroke
code system Telemedicine

Ana Beatriz Gago Veiga
Alvaro Ximenez-Carrillo Rico
Teresa Carreras Rodriguez
Monica Sobrado Sanz

Lydia Lopez Manzanares
Virginia Meca Lallana
Florentino Nombela Merchdn
Gemma Reig Rosello

Noemi Mora Pérez

Headaches

- Study of the response variables to botulinum toxin
and anti- CGRP therapies

- Glutamate and headaches

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

Neuromuscular diseases:
- Immunopathogenesis of myasthenia gravis
Multiple Sclerosis
- Outcome markers and new therapies

- Immunopathogenesis of multiple sclerosis and mo-
noclonal antibody therapies.

- Therapeutic compliance of first line disease-modif-
ying therapies in patients with multiple sclerosis.
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Cognitive impairment and dementia

- Detection of early Alzheimer’s disease and search
for new therapeutic targets

- Language disorders of neurodegenerative origin

- Management of behavior alteration in the context of
patients with dementia

Movement Disorders
- Parkinson disease in young patients

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

159.4{ MAJOR GRANTS

Gago Veiga, Ana Beatriz. MEDICINA PERSONALIZADA
DE PRECISION: PREDIMIGRAINE: Medicina de precisién
para prevenir la cronificacién de la migrafia a fravés
de la prediccién de las crisis de dolor y de la respuesta
al tratamiento con anticuerpos anti-CGRP utilizando
estrategias multi-6micas. PMP22/00158. Instituto de
Salud Carlos Ill.

Ferndndez Alén, José Antonio. “Dispositivo implantable
para el tratamiento de tumores cerebrales mediante
campos eléctricos”. PLEC2022-009308. Lineas Estra-
tégicas 2022. Agencia Estatal de Investigacion.

Vivancos Mora, José Aurelio. RD21/0006/0009 - José
AURELIOVIVANCOS - RICORS - ICTUS.RD21/0006/0009.
Instituto de Salud Carlos Ill.

Reig Rosell6, Gemma; Vivancos Mora, José Aurelio.
“Modelo de prediccion con técnicas de aprendizaje
automdtico (Machine Learning) del prondstico y de las
complicaciones intrahospitalarias del ictus en su fase
aguda.”. FIS.22/01454. Instituto de Salud Carlos IIl.
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Santos Garcia Diego, Fonticoba Teresa de Deus, Barto-
lome Carlos Cores, Painceiras Maria J Feal, Diaz lago
Garcia, Alvarado Maria Cristina iniguez, Paz José Ma-
nuel, Jesus Silvia, Cosgaya Marina, Caldentey Juan
Garcia, Caballol Nuria, Legarda Ines, Vara Jorge Her-
nandez, Cabo Iria, Manzanares Lydia Lopez, Aramburu
Isabel Gonzdlez, Rivera Maria A Avila, Mayordomo Victor
Goémez, Nogueira Victor, Garcia Soto Julio Dotor, Borrue
Carmen, Vila Berta Solano, Sauco Maria Alvarez, Vela
Lydia, Escalante Sonia, Cubo Esther, Mendoza Zeben-
zui, Castrillo Juan C Martinez, Alonso Pilar Sanchez, Lo-

Epilepsy
- Adult-onset temporal lobe epilepsy
- Drug-refractory epilepsy
- Genetic alterations in refractory epilepsy
- Non-convulsive epilepfic status
- Neuroimaging in the emergency epileptic patient

Translational Biomarker Research in Neurological
Disorders
- Idenfification, multimodal analysis and validation
of clinical, neuroimaging and serum biomarkers fo
predict disease course and treatment response in
neurological disorders
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disease according to the MNCD classification correla-
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Puente V, Garcia Sotos JD, Borrue C, Vila BS, Sauco MA,
Vela L, Escalante S, Cubo E, Padilla FC, Castrillo JCM
et al. Staging Parkinson’s Disease According to the
MNCD (Motor/Non-motor/Cognition/ Dependency)
Classification Correlates with Disease Severity and
Quality of Life. J. Parkinsons Dis. 13. (3). 2023. PMID:
36911948. IF: 5,20. DOI: 10.3233/JPD-225073.

Gonzdlez-Martinez A, Patel R, Healy BC, Lokhande H,

Paul A, Saxena S, Polgar-Turcsanyi M, Weiner HL, Chitnis
T. miRNA 548a-3p as biomarker of NEDA-3 at 2 years
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ly miR-320b and miR-25-3p miRNA levels correlate
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Aguirre C, Trillo S, Ramos C, Zapata-Wainberg G,
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go JL, Vivancos J. Predictive value of ischemia loca-
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Isidoro Gonzdlez Alvaro
Head of laboratory

Isidoro Gonzdlez Alvaro
Nuria Montes Casado

Daniel Clemente Garulo
Juan Carlos Lopez Robledillo
Irene Maria Llorente Cubas
Ana Triguero Martinez

Miren Uriarte Ecenarro
Santos Castaiieda Sanz

Aﬁ RESEARCH INTEREST

The main goal for our group is personalized medi-cine
in the field of autoimmune/inflammatory rheumatic
disorders (mainly rheumatoid arthritis, spondyloarthri-
tis, systemic lupus erythematous, giant cell arteritis
and scleroderma). Our efforts are focused on providing
new knowledge about ftwo unmet needs for rheumato-
logists: severity biomarkers and predictors of response
to disease modifying anti-rheumatic drugs, either syn-
thetic or biological. For the last five years, to achieve
these objectives, we have consolidated our collabora-
tions both at a local level in our Institute, as well as, at
national and international levels.

Regarding the first, in 2013 we were involved in the
development of BioIMID project that was granted by
the PIE program (Integrated Projects for Excellence at
Health Research Institutes) from the Instituto de Salud

Rosario Garcia de Vicuia Pinedo
Jesus Alberto Garcia Vadillo

Maria de las Nieves Gomez Leon
Ana Maria Ortiz Garcia

Eva Gloria Tomero Muriel

Esther Francisca Vicente Rabaneda
Cristina Valero Martinez

Maria Ahijon Lana

Carlos |1l (ISCIII). This is a project that intends to deepen
in personalized medicine in the field of biological the-
rapies for immune mediated inflammatory diseases.
Although the project ended in 2018, our group remains
including patients in the IIS-IP Biobank, in order to ex-
pand the sample collection to JAK-inhibitors.

On the other hand, we maintain an intense collaborative
effort with groups of the Network of Inflammatory Di-
seases (REI; RD21/0002), which belongs to the RICORS
program of the ISCIII. Our research has mainly focused
on the detection of prognostic and cardiovascular risk
factors in rheumatoid arthritis, as well as the study of
security aspects in biological therapies. On the other
han we have open our collaboration to the understan-
ding of mechanism of action of action of methotrexate
(Dra Amaya Puig Kroguer), as well as tothe development
of efficient biomarkers to predict response to these bio-
logical therapies (Dra. Rosario Lopez Pedrera and Dra

Cristina Ruiz Romero). In addition, many other rheuma-
tologic diseases such as scleroderma, systemic lupus
erythematosus, systemic vasculitis, osteoporosis, and
osteoarthritis, are objectives of our research work. As
a result of the intense activity of the group, some of its
members have been called to participate in the elabo-
ration of several documents establishing consensus
guidelines for the rational use of biological therapies
or imaging techniques in which the establishment of
proper cost/benefit ratio is of great importance in the
current economic situation.

During 2023, the COVID-19 outbreak still has marked

bl
:@Qﬁ MAJOR GRANTS

Ahijén Lana, Maria. PROYECTO BECA SORCOM-MSD
CONVOCATORIA ANO 2022 PARA EL PROYECTO: “DE-
SARROLLO Y VALIDACION DE UNA ESTRATEGIA PARA
MEJORAR LA ADHERENCIA TERAPEUTICA EN ARTRITIS
REUMATOIDE". PROY.BECA SORCOM-MSD.

Gonzdlez Alvaro, Isidoro. Biomarcadores que contribu-
yen a optimizar la ventana de oportunidad en pacientes
con artritis de reciente comienzo.FIS.21/00526. Insti-
tuto de Salud Carlos lII.

Castafieda Sanz, Santos. Impacto de la suspension
temporal del metotrexato sobre la respuesta inmune
humoraly celular alavacuna Covid-19 en pacientes con
artritis reumatoide. Estudio aleatorizado.FIS.21/01474.
Instituto de Salud Carlos Ill.

Gonzdlez Alvaro, Isidoro. RD21/0002/0027 - ISIDORO
Gonzdlez - RICORS - RED DE ENFERMEDADES INFLAMA-
TORIAS.RD21/0002/0027. Instituto de Salud Carlos Ill.

Gonzdlez Alvaro, Isidoro. Clinical validation of OPTIBIO
algorithm to predict persistent remission in rheumatoid
arthritis patients treated with biological therapy. (RE-
MRABIT- plus). PMP22/00101. Instituto de Salud Carlos
M.

Gonzdlez Alvaro, Isidoro. SPIDERR. Stratification of Pa-
fients using advanced Integrative modelling of Data
Routinely acquired for diagnosing Rheumatic comp-
laints. Horizon Europe programme #101080711. Coor-
dinacién del Proyecto: Rachel Knevel, LUMC, Leyden,
Paises Bajos.

. PUBLICATIONS

=@
2
ra Lopez Matencio, José M, Vicente Rabaneda, Es-

ther F, Alanon, Estefania, Aranguren Oyarzabal, Ainhoa,
Martinez Fleta, Pedro, Castaneda, Santos, Maggi, Fabri-
zio, Bordi, Licia. COVID-19 Vaccination and Immunosu-
ppressive Therapy in Immune-Mediated Inflammatory
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our research activity Deeping into the genetic factors
involved in COVID severity and presence of SARS-Cov-2
viremia We have also studied the effect of MTX with-
drawal in the effectiveness of COVID-19 vaccination.

For the next years, our efforts will continue to focus on
discovering new biomarkers that may allow fo more
efficiently freat patients with immune mediated in-
flammatory disorders. Specially, with our involvement
in the project SPIDeRR funded by the Horizon Europe
program, coordinated by Prof. Rachel Knevel from Ley-
den University Medical Center, The Netherlands.

Diseases. Vaccinesll. (12):2023. PMID: 38140217. IF:
7,80. DOI: 10.3390/vaccines11121813.

Sanchez Cerrillo lldefonso, Calzada Fraile Diego, Tri-
guero Martinez Ana, Calvet Mirabent Marta, Popova
Olga, Delgado Arevalo Cristina, Valdivia Mazeyra Mariel,
Ramirez Huesca Marta, de Luis Enrique Vazquez, Ben-
guria Alberto, Acena Gonzalo Teresa, Moreno Vellisca
Roberto, de Llano Magdalena Adrados, de la Fuente
Hortensia, Tsukalov llya, Delgado Wicke Pablo, Fer-
ndndez Ruiz Elena, Roy Vallejo Emilia, Tejedor Lazaro
Reyes, Ramiro Almudena, Iborra Salvador, Sanchez
Madrid Francisco, Dopazo Ana, Alvaro Isidoro Gon-
zdlez, Castaneda Santos, Martin Gayo Enrique. M-
Ca/b-dependent activation of natural killer cells by
CD64+inflammatory type 2 dendritic cells contribu-
tes to autoimmunity. EMBO J. 42. (23). 2023. IF:11,40.
D0I:10.15252/embj.2023113714.

Barrio Cortes J, Gdmez Gascon T, Benito Sanchez B, Do-
minguez Berjon MF, Esteban Vasallo MD, Chalco Orrego
JP, Vicente Rabaneda EF, Baldini C, Seghieri C, Goules
AV, Fotiadis DI, Tzioufas AG. Utilisation of primary heal-
thcare services by Sjogren’s syndrome patients in the
Community of Madrid and associated factors: a popu-
lation-based cross-sectional study. Clin. Exp. Rheuma-
tol. 41. (12). 2023. PMID:37534685. IF:3,70.

Mascaro José Manuel, Rodriguez Pinto Ignasi, Poza Ga-
briela, Mensa Vilaro Anna, Ferndndez Martin Julian, Ca-
minal Montero Luis, Espinosa Gerard, Hernandez Rodri-
guez José, Diaz Marina, Rita Marques Joana, Sanmarti
Raimon, Castaneda Santfos, Colunga Dolores, Coto
Hernandez Ruben, Fanlo Patricia, Elejalde José Igna-
cio, Bujan Segundo, Figueras Ignasi, Marco Francisco
Manuel, Andres Mariano, Suarez Silvia, Gonzdlez Gar-
cia Andres, Fusta Novell Xavier, Garcia Belando Clara,
Granados Ana, Ferndndez Figueras Maria Teresa, Quilis
Neus, Orriols Caba Maria, Gémez de la Torre Ricardo, Cid
Maria Cinta et al. Spanish cohort of VEXAS syndrome:
clinical manifestations, outcome of treatments and
novel evidences about UBAI mosaicism. Ann Rheum
Dis. 82. (12). 2023. IF:27,40. DOI:10.1136/ard-2023-



224460.

Tandaipan J, Guillen Castillo A, Simeon Aznar CP, Ca-
rreira PE, De la Puente C, Narvaez J, Lluch J, Rubio Ri-
vas M, Alegre Sancho JJ, Bonilla G, Moriano C, Casa-
font Sole I, Garcia Vicuna R, Ortiz Santamaria V, Riera E,
Atienza Mateo B, Blanco R, Galisteo C, Gonzdlez Martin
JJ, Pego Reigosa JM, Pros A, Heredia S, Castellvi l. Im-
munoglobulins in systemic sclerosis management.
A large multicenter experience. Autoimmun. Rev. 22.
(11). 2023. IF:13,60. D0I:10.1016/j.autrev.2023.103441.

Valero Martinez Cristina, Urgelles Judit Font, Salles Me-
ritxell, Joven Ibanez Beatriz E, de Juanes Alexia, Rami-
rez Julio, Juanola Xavier, Alimodovar Raquel, Laiz Anag,
Moreno Mireia, Pujol Manel, Beltran Emma, Pinto Tasen-
de José Antonio, Crespi Laura, Sala Icardo Luis, Cas-
taneda Santos, Garcia Vicuna Rosario. Dual targeted
therapy in patients with psoriatic arthritis and spond-
yloarthritis: a real-world multicenter experience from
Spain. Front. Immunol. 14. 2023. IF:7,30. DOI:10.3389/
fimmu.2023.1283251.

Heras Recuero Elena, Cristina Landaeta Kancev Laura,
Martinez de Bourio Allona Marta, Torres Rosello Aran-
txa, Blazquez Sanchez Teresa, Ferraz Amaro Ivan, Cas-
taneda Santos, Antonio Martinez Lopez Juan, Martinez
Dhier Luis, Largo Raquel, Angel Gonzdlez Gay Miguel.
Positron Emission Computed Tomography Spectrum
of Large Vessel Vasculitis in a Tertiary Center: Diffe-
rences in 18F-fluorodeoxyglucose Uptake between
Large Vessel Vasculitis with Predominant Cranial and
Extracranial Giant Cell Arteritis Phenotypes. J. Clin.
Med. 12. (19). 2023. IF:3,90. D0I:10.3390/jcm12196164.

Suarez Amorin G, Demetrio Pablo R, Ferndndez Ramon
R, Herrero Morant A, Alvarez Reguera C, Sanchez Bilbao
L, Martinez Lopez D, Martin Varillas JL, Castaneda S,
Gonzdlez Gay MA, Blanco R. Epidemiology and clinical
domains of Behget's disease in the Cantabria region,
Northern Spain. Clin. Exp. Rheumatol. 41. (10). 2023.
IF:3,70.

Roy Vallejo Emilia, De Cordoba Onate Sara Ferndndez,
Delgado Wicke Pablo, Triguero Martinez Ana, Montes
Nuria, Carracedo Rodriguez Rosa, Zurita Cruz Nelly,
Marcos Jiménez Ana, Lamana Amalia, Galvan Roman
José Maria, Villapalos Garcia Gonzalo, Zubiaur Pablo,
Ciudad Marianela, Rabes Laura, Sanz Marta, Rodriguez
Carlos, Villa Almudena, Rodriguez Jesus alvarez, Mar-
cos Celeste, Hernando Julia, Diaz Ferndndez Paulq,
Abad Francisco, de los Santos Ignacio, Serrano Diego
A Rodriguez, Garcia Vicuna Rosario, Ferndndez Car-
men Suarez, P. Gomariz Rosa, Munoz Calleja Cecilia,
Ferndndez Ruiz Elena, Gonzdlez Alvaro Isidoro et al.
Occurrence of SARS-CoV-2 viremia is associated with
genetic variants of genes related to COVID-19 patho-
genesis. Front. Med. 10. 2023. IF:3,90. D0I:10.3389/
fmed.2023.1215246.

Batista Liz Joao Carlos, Calvo Rio Vanesa, Mora Gil Ma-
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ria Sebastidn, Sevilla Pérez Belen, Marquez Ana, Leo-
nardo Maria Teresa, Penalba Ana, Carmona Francisco
David, Narvaez Javier, Martin Penagos Luis, Belmar
Vega Lara, Gdmez Ferndndez Cristina, Caminal Mon-
tero Luis, Collado Paz, Quiroga Colina Patricia, Uriarte
Ecenarro Miren, Rubio Esteban, Luque Manuel Leon,
Blanco Madrigal Juan Maria, Galindez Agirregoikoa Eva,
Martin Javier, Castaneda Santos, Gonzdlez Gay Miguel
Angel, Blanco Ricardo, Pulito Cueto Veronica, Lopez
Mejias Raquel. Mucosal Immune Defence Gene Poly-
morphisms as Relevant Players in the Pathogenesis
of IgA Vasculitis?. Int. J. Mol. Sci. 24. (17). 2023. IF:5,60.
D0I:10.3390/ijms241713063.

Laino Pineiro MC, Rua Figueroa |, Jiménez N, Lozano
MJC, Martinez Barrio J, Serrano B, Galindo Izquierdo
M, Nack A, Loricera J, Tomero Muriel E, Ibanez Barce-
lo M, Vazquez NM, Manrique Arija S, Lorenzo NA, Nar-
vaez J, Rosas J, Menor Almagro R, Martinez Taboada
VM, Aurrecoechea Aguinaga E, Horcada L, Ruiz Lucea
E, Raya E, Toyos FJ, Exposito L, Vela P, Freire Gonzdlez
M, Moriano Morales C, Bonilla Hernan G, Ibanez TC, Lo-
zano Rivas N et al. Pregnancy outcomes in 1869 preg-
nancies in a large cohort from the Spanish Society of
Rheumatology Lupus Register (RELESSER). Semin.
Arthritis Rheum. 61. 2023. PMID:37348350. IF:5,00.
DO0I:10.1016/j.semarthrit.2023.152232.

Valero C, Vicente-Rabaneda EF, Quiroga-Colina P, Gar-
cia-Vicuiia R, Alfranca A, Castafieda S. Comment on:
Anti-NOR90 antibody associated with paraneoplastic
systemic sclerosis. Clin Exp Rheumatol. 41(8):1720.
2023. PMID: 36826797. IF: 3,70. doi: 10.55563/clinex-
prheumatol/30kfg2.

Beltran Concepcion Delgado, Castrejon Isabel, Her-
nandez Cruz Blanca, Vivar Maria Luz Garcia, de Vicun-
la Rosario Garcia, Baures Montserrat Romera, Carreira
Patricia, Naredo Esperanza, Reina Delia, Galindo Maria,
Peralta Cilia, de Dios Blanca Varas, Carmona Lorefo.
Gender biases in Spanish rheumatology: Perception
and facts. Reumatol. Clin. 19. (7). 2023. D0I:10.1016/j.
reuma.2023.02.004.

Gonzdlez Gay, MA, Castaneda, S, Heras Recuero, E, Lar-
go, R. Lights and shadows on the efficacy of tocilizu-
mab monotherapy in large vessel giant cell arteritis.
Rheumatology63. (1):2023. PMID: 37458478. IF: 5,50.
DOI: 10.1093/rheumatology/kead358.

Barrio Cortes J, Lopez Rodriguez JA, Gdmez Gascon T,
Rayo Gdmez A, del Cura Gonzdlez |, Dominguez Berjon F,
Esteban Vasallo D, Chalco Orrego JP, Vicente Rabaneda
E, Baldini C, Seghieri C, Goules A, Fotiadis DI, Tzioufas
AG. Prevalence and comorbidities of Sjogren’s syn-
drome patients in the Community of Madrid: A popu-
lation-based cross-sectional study. Joint Bone Spine.
90. (4). 2023. PMID:36796581. IF:4,20. D0I:10.1016/j.
jbspin.2023.105544.

Ferraz Amaro |, Genre F, Blanco R, Corrales A, Mazon
IG, Portilla V, Aurrecoechea E, Mata C, Hernandez V,
Quevedo Abeledo JC, Rodriguez Lozano C, Lopez Me-
dina C, Ladehesa Pineda ML, Castaneda S, Vicente
EF, Ferndndez Carpallido C, Martinez Vidal MP, Castro
Corredor D, Anino Ferndndez J, Peiteado D, Plasencia
Rodriguez C, Vivar MLG, Galindez Agirregoikoa E, Vegas
Revenga N, Urionaguena Onaindia |, Pérez EM, Diaz CF,
Gonzdlez Gay MA, Rueda Gotor J. Sex differences in
cardiovascular and disease-related features in axial
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spondyloarthritis. A multicenter study of 912 patients.
Semin. Arthritis Rheum. 60. 2023. PMID:37058848.
IF:5,00. DOI:10.1016/j.semarthrit.2023.152198.

Castaneda, Santos, Vicente Rabaneda, Esther F,
Gonzdlez Gay, Miguel A. Classifying extracranial
large-vessel giant cell arteritis using the new 2022
American College of Rheumatology/EULAR classi-
fication criteria: comment on the article by Ponte
et al. Arthritis Rheumatol75. (6):2023. IF: 13,30. DOI:
10.1002/art.42439.

Gonzdlez Gay, MA, Vicente Rabaneda, EF, Martinez
Lopez, JA, Largo, R, Heras Recuero, E, Castaneda, S.
Challenges in the diagnosis of polymyalgia rheuma-
tica and related giant cell arteritis. Expert Rev. Clin.
Immunol.19. (5):2023. PMID: 36896659. IF: 4,40. DOI:
10.1080/1744666X.2023.2189586.

Gomez Leon, N, Galan Gonzdlez, |, Moreno Casado, MJ,
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Rico, P, Rodriguez Laval, V. Chondroid Tumors: Review
of Salient Imaging Features and Update on the WHO
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Jiménez N, Pego Reigosa JM. Does remission in sys-
temic lupus erythematosus according to the 2021
DORIS definition match the treating rheumatologist’s
judgement?. Rheumatology. 63. (1). 2023. IF:5,50.
DO0I:10.1093/rheumatology/kead159.
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Ortego Centeno N, Alvarez Rivas N, Miranda Filloy JA,
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bit differences in the IL6-174 G/C gene polymorphism.
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A GBI RESEARCH INTEREST

The investigation activity of the Group at present 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 disease
severity in IMIDs. These are a group of diseases that
display inflammation as a major pathogenic mecha-
nism. Their long-term impact has been alleviated by
the implementation of biological therapy. Despite the
growing knowledge on the etiopathogenesis of these
diseases and the marked improvement in their mana-
gement represented by biologic therapy, markers of
the severity of the disease or to predict whether pa-
tients will be refractory to treatment are lacking. We
are searching for new predictive biomarkers of IMID
severity and responsiveness to biologics; b) Gene Ex-
pression Profile in patients with IMIDs c) Epigenetic
biomarkers as predictors of therapeutic response fo
biologic drugs in psoriasis; d) Immunoregulatory mo-
lecules and their therapeutic potential. We investigate
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the possible role of GADD45, ICOSL, TSP-1, and galec-
tins in the immunopathogenesis of psoriasis, and the
possibility of finding new therapeutic targets for the
treatment of this disease; e) Survival analysis of con-
ventional systemic therapies and biologics in psoria-
sis; f) Identification of Copy-Number Variants associa-
ted with the risk of developing psoriasis and psoriatic
arthritis, using a genome-wide analysis approach; g)
Study of optimization strategies (dose reduction, in-
crease of the administration interval) in the treatment
of moderate-to-severe psoriasis with systemic agents:
h) Regulation of CXCL12 and RAPTOR by novel miRNAs
and their role during the inflammatory process in Pso-
riasis: i) Integrative study of systemic inflammation in
chronic inflammatory skin diseases and its associa-
fion with cardiovascular disease.

2) Eczematous dermatitis. Study on the prevalence
of allergens as responsible for allergic contfact
dermatitis 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
phenotypes, and photobiology of solar urticaria.
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gﬁ RESEARCH INTEREST

The Gastrointestinal Inflammatory Diseases Group fo-
cuses mainly on the understanding and management
of Inflammatory Bowel Disease and Helicobacter pylori
infection. The Group’s Clinical and epidemiological re-
search area is specialized in coordinating large-scale
collaborative networks of Gastroenterologists from
over 100 hospitals in Spain, over 300 hospitals in Euro-
pe, and many others around the world.

The Translational research area leads multiple pro-
jects in collaboration with several Services at Hospital
Universitario de La Princesa (Immunology, Patholo-
gy, Microbiology, Clinical Pharmacology, Pharmacy,
Rheumatology, Dermatology, Neurology, Anaesthesia,
Haematology, etc.), Coagulopathies and Haemosta-
sis Disorders Research Group at the Hospital Univer-
sitario La Paz, Organic Chemistry Department at the
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Marta Velasco Rodriguez-Belvis
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Complutense University, CIC BioGUNE (Proteomics
Platform, Precision Medicine and Metabolism Lab and
Genome Analysis Platform), Metagenomics Platform
at CIBER-IBIMA, the Galician Genomics Foundation,
Bioinformatic Unit at National Center for Cardiovascu-
lar Research (CNIC) (part of the IMPaCT-Data Science
Infrastructure), the National Center for Oncology Re-
search (CNIQ), the Asturian Institute of Dairy Products
(IPLA-CSIC), the Institute of Food Science Research
(CIAL-CSIC) and the Institute of Molecular Biology and
Genetics (IBGM, University of Valladolid-CSIC). Interna-
tionally, the group leads projects with the National Ins-
fitutes of Health of U.S.A. (U.S. N.I.H.) and the Karolins-
ka Institute (Sweden), and has collaborative projects
and interactions with the Imperial College London & St
Mark’s Institute (UK], the University of Manchester (UK])
and the University of Lund (Sweden).

Finally, the Group is strongly oriented to the transferen-



ce to society and the scientific community, founding
several programs for the advancement of biomedical
research and evidence-based clinical practice. The
Group has promoted multiple collaboration agree-
ments between: 1) National scientific societies: Asocia-
cién Espafiola Gastroenterologia (AEG), Grupo Espafiol
de Trabajo en Enfermedad de Crohn y Colitis Ulcerosa
(GETECCU), Sociedad Espafiola de Gastroenterologia,
Hepatologia y Nutricion Pedidtrica (SEGHNP), Socie-
dad Espafiola de Medicina de Familia y Comunitaria
(SEMFyC), Sociedad Espafiola de Médicos de Atencion
Primaria (SEMERGEN), Sociedad Espafiola de Médicos
Generales y de Familia (SEMG); 2] International scien-
tific societfies: European Helicobacter and Microbiota
Study Group (EHMSG), European Crohn’s and Colitis
Organisation (ECCO), European Society for Primary
Care Gastroenterology (ESPCG); 3) Institutions: Centro
de Investigacion Biomédica en Red de Enfermedades
Hepdticas y Digestivas (CIBEREHD), Universidad Auto-
noma de Madrid (UAM), Vanderbilt University; 4) Patient
advocacy groups; and 5) The private sector.

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 biomar-
kers in IBD.

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

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

- Analysis of the metabolome in serum and urine
(PI16/01296, FI17/00143, PI19/01034).

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

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

- ranscriptomics from intestinal biopsies as markers.

1.2. Epidemiology in IBD.
- Evaluation of the incidence of IBD in Spain
(P116/01296, FI17/00143).

- International collaborative efforts to describe the
epidemiology of IBD and the costs derived from its
management.

Area 3 Advanced therapies and individualized medicine

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.

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 andcytometry approach
(P118/00622 and intramural CIBEREHD project).

- Comparative study of the immunomodulatory
effect of the combination of biological drugs in in-
flammatory bowel disease (COMBINE] (P122/010683,
CD23/00075, FI23/00071).

1.5. Strategies for advanced therapies cycling in IBD.

- Discontinuation of anti-TNF drugs in IBD patients
(P115/00560).

- Identification of predictive biomarkers of relapse
after discontfinuation of anti-TNF therapy in IBD pa-
fients.

- Coordination of international initiatives on freat-
ment cycling.

1.6. Safety of IBD treatments

- Safety during pregnancy and lactation (coordina-
tion of the national registry DUMBO (ICI19/0083).

- Risk of thromboembolic events in patients treated
with JAK inhibitors (P121/01086).

2. Helicobacter pylori infection

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

- International coordination of the European Regis-
try on H. pylori management, a prospective study
of clinical practice including 300 hospitals of 40
European countries.

- International coordinatfion of the World Registry on
H. pylori management, including hundreds of hos-
pitals from the 5 continents.

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

- Prevalence, fransmission, resistance, and so-
cio-sanitary factors of infection.

-
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;\ﬁ RESEARCH INTEREST

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 evolu-
fion, who present genetic markers of poor prognosis, or
recurrent/refractory tumors, have a very negative prog-
nosis. Our research group is convinced that translatio-
nal research is the best strategy to provide solutions to
these patients.

The team is a multidisciplinary group, with proven ex-
perience in the diagnosis and treatment of childhood
cancer, the development of research projects in ad-
vanced therapies applied to refractory pediatric can-
cer, 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,
preclinically tested (10.18632/oncotarget.27401)

Blanca Molina Angulo
Beatriz Aguado Bueno
Ana Maria Gomez Garcia
Manuel Ramirez Orellana
Africa Gonzdlez Murillo.

and clinically ftranslated a new antitumor
tfreatment strategy: Celyvir, mesenchymal stem
cells (MSCs) carrying an oncolytic 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; reported
at 10.1016/j.ymthe.2020.01.019). This program
is testing currently a new version of the ATMP in
3 independent frials: EudraCT 2019-001154-26;
EudraCT 2020-004838-37, and NCT05047276.
We are exploring other ATMP developments,
mostly autologous 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 cenftralizes and coordinates laboratories
involved in the diagnosis and follow-up of children with
the disease. We studied the process of resistance, es-
pecially in the central nervous system and found that
the application of flow cytometry to CSF samples de-
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tected 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

paul
@ﬁ MAJOR GRANTS

Pérez Martinez, Anfonio. Nueva generacion de inmuno-
terapias STAB y CAR-T multidianas (NEXT GENERATION
CART MAD). P2022/BMD-7225. Programas de Activida-
des de I+D entre grupos de investigacion de la Comuni-
dad de Madrid en Biomedicina.

Ramirez Orellana, Manuel. Celémica integrativa para la
medicina de precisién: en leucemia infantil: una accién
eHealth coordinada para biodigitalizacion del cancer
(LEUKODOMICS). TED2021-132296B-51. Agencia Esta-
tal de Investigacion.

Lucia, Alejandro; Fiuza-Luces, Carmen. Exercise and li-
festyle intervention for patients with adolescent cancer:
A randomised conftrolled trial. IG_FULL_2021_007.
Agencia WCRFI.

Sdanchez Garcia, Isidoro. Infectious triggers and novel
therapeutic opportunities in childhood B cell leukemia
(PREVENT). Proyectos Coordinados 2021. Agencia Aso-
ciacién Espafiola Contra EI Cancer.

Moreno Martin-Retortillo, Lucas. Estrategia nacional
para la implementacion de la medicina personalizada
en nifios y adolescentes con cdncer. PMP21/00088.
Instituto de Salud Carlos IlI.

Faber, Jorg; Lucia, Alejandro. Get strong fo fight child-
hood cancer: An exercise intervention for children
and adolescents undergoing anti-cancer treatment.
H2020_945153. Horizon 2020.

Ramirez Orellana, Manuel. Ensayo de fase | para eva-
luar la seguridad y la respuesta clinica de la infusién
intraarterial de dosis repetidas de células mesenqui-
males autélogas en nifios y adolescentes con epilep-
sias refractarias autoinmunes. 1C120/00120. Instituto
de Salud Carlos Ill.

3
Bueno C, Martinez A, Romecin PA, Zanetti SR, Tirtaku-
suma R, Genesca E, Camés M, Ramirez-Orellana M,

Anguita E, Ballerini P, Locatelli F, Fuster JL, Menéndez
P. TIM3, a human acute myeloid leukemia stem cell
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infiltration of the CNS (10.1002/path.5510; 10.1182/
blo0d.2021013506; 10.3324/haematol.2021.279383)
and assessed mechanisms of childhood leukemoge-
nesis in collaboration with Dr. Isidro Sdnchez (10.1038/
$41598-020-76206-y; 10.1158/0008-5472.CAN-21-
3386; 10.1016/j.trecan.2022.06.012).

marker, does not enrich for leukemia-initiating stem
cells in B-cell acute lymphoblastic leukemia. Hoema-
tologica. 1;108(8):2229-2233. 2023. PMID: 36655434.
IF: 8,2. doi: 10.3324/haematol.2022.282394.

Zubicaray J, Martin-Consuegra S, Nieto M, Albi G, Irion-
do J, Sebastidn E, Gdlvez E, Molina B, Gonzdlez-Vi-
cent M, de Pablo JG, Castillo A, Ramirez M, Madero L,
Diaz MA, Sevilla J. Adverse events related to central
venous catheters (CVC) and the influence of CVC
characteristics on peripheral blood hematopoietic
progenitor cell collection in children. Front Pedia-
fr. 21;11:1131905. 2023. PMID: 37152327. IF: 2, 1. doi:
10.3389/fped.2023.1131905.

Martinez-Alvarez S, Galdn-Olleros M, Azorin-Cua-
drillero D, Palazén-Quevedo A, Gonzdlez-Murillo
A, Melen-Frajlich GJ, Ramirez-Orellana M, Epelde-
gui-Torre T, Forriol F. Intraosseous injection of me-
senchymal stem cells for the treatment of osteone-
crosis of the immature femoral head and prevention
of head deformity: A study in a pig model. Sci Prog.
106(2):368504231179790. 2023. PMID: 37306235. IF:
2, 6. doi: 10.1177/00368504231179790.

Gonzdlez-Novo R, de Lope-Planelles A, Cruz Rodriguez
MP, Gonzdlez-Murillo A, Madrazo E, Acitores D, Garcia
de Lacoba M, Ramirez M, Redondo-Mufioz J. 3D envi-
ronment controls H3K4 methylation and the mecha-
nical response of the nucleus in acute lymphoblastic
leukemia cells. Eur J Cell Biol. 102(3):151343. PMID:
37494871. IF: 4, 5. doi: 10.1016/j.ejcb.2023.151343.

Chuliégn S, Stolz BJ, Martinez-Rubio A, Bldzquez Gofi
C. Rodriguez Gutiérrez JF, Caballero Veldzquez T, Moli-
nos Quintana A, Ramirez Orellana M, Castillo Robleda
A, Fuster Soler JL, Minguela Puras A, Martinez Sdnchez
MV, Rosa M, Pérez-Garcia VM, Byrne HM. The shape of
cancer relapse: Topological data analysis predicts
recurrence in paediatric acute lymphoblastic leukae-
mia. PLoS Comput Biol. 14;19(8):1011329. 2023. PMID:
37578973. IF: 3, 8. doi: 10.1371/journal.pcbi.1011329.

Rincon-Castanedo C, Martin-Ruiz A, Zazo S, Luis Huer-
tas AL, Valenzuela PL, Mordn M, Fleck SJ, Santos-Lo-
zano A, Ramirez M, Rojo F, Lucia A, Gonzdlez-Murillo

A, Fiuza-Luces C. Combined exercise intervention in
a mouse model of high-risk neuroblastoma: effects
on physical, immune, tumor and clinical outcomes.
Exerc Immunol Rev. 9:86-110. 2023. PMID: 37358366.
IF: 3,5.

Isidro-Herndndez M, Casado-Garcia A, Oak N, Ale-
mdn-Arteaga S, Ruiz-Corzo B, Martinez-Cano J, Ma-
yado A, Sanchez EG, Blanco 0, Gaspar ML, Orfao A,
Alonso-Lépez D, De Las Rivas J, Riesco S, Prieto-Matos
P, Gonzdlez-Murillo A, Criado FJG, Cenador MBG, Ra-
mirez-Orellana M, de Andrés B, Vicente-Duefias C, Co-
baleda C, Nichols KE, Sdnchez-Garcia |. Immune stress
suppresses innate immune signaling in preleukemic
precursor B-cells to provoke leukemia in predispo-
sed mice. Nat Commun. 24;14(1):5159. 2023. PMID:
37620322. IF: 14,7. doi: 10.1038/s41467-023-40961-z.

Velasco P, Bautista F, Rubio A, Aguilar VY, Rives S, Dape-
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na JL, Pérez A, Ramirez M, Saiz-Ladera C, Izquierdo E,
Escudero A, Camds M, Vega-Garcia N, Ortega M, Hidal-
go-Gémez G, Palacio C, Menéndez P, Bueno C, Montero
J, Romecin PA, Zazo S, Alvarez F, Parras J, Ortega-Sa-
bater C, Chulidn S, Rosa M, Cirillo D, Garcia E, Garcia J,
Manzano-Mufioz A, Minguela A, Fuster JL. The relapsed
acute lymphoblastic leukemia network (ReALLNet): a
multidisciplinary project from the spanish society of
pediatric hematology and oncology (SEHOP). Front
Pediatr. 20;11:1269560. 2023. PMID: 37800011. IF: 2, 1.
doi: 10.3389/fped.2023.1269560.

Parra-Nieto J, Garcia del Cid MA, Galeano C, de Carcer
IA, Garcia-Garcia L, Gonzdlez-Murillo A, Megias D, Ra-
mirez M, Baeza A. Multifunctional Nanoassemblies for
Cytotoxic Drug and Therapeutic Enzymes Delivery in
Neuroblastoma Therapy. Adv Mater Interfaces. 2023.
IF: 4, 3. https://doi.org/10.1002/admi.202201356.
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gﬁ RESEARCH INTEREST

The Group of Advanced Therapies in Oncohematology
of the Research Institute of the Hospital de la Princesa
has the mission of promoting clinical, epidemiological
and tfranslational research in hematologic malignan-
cies.

The scope of the group is broad, reflecting the variega-
te nature of each member’s interests, and spans from
genetic studies to the commitment in the development
of new drugs.

The Group has a differential interest in:

- Epidemiological studies on chronic myeloid leukemia.

- Study of the efficacy and safety of new drugs in he-
matologic malignancies.

« Immunological and genetic studies in hematologic
malignancies.

Adridn Alegre Amor

Maria Reyes Arranz Sdez

Maria Jimena Cannata Ortiz
Angela Figuera Alvarez

Ana Maria Garcia-Noblejas Moya
Valle Gomez Garcia de Soria
Jimena Jiménez Braiia

Javier Loscertales Pueyo

- Analysis of conditioning regimes in bone marrow
transplants (BMT)

- Analysis of infectious complications of BMT.

During the past 5 years, Dr. Steegmann has focused his
clinical research activity in two fields. The first, as Spa-
nish IP of the European Leukemia Net EUTOS projects,
in epidemiological studies and good clinical practice
recommendations. Secondly, as president of the Spa-
nish CML group (GELMC), to foster clinical research in
this group. In the next 5 years, the targets are, on one
hand, o follow this path. We have constructed a mobile
app for I0S, Windows, and Android for exchanging infor-
mation between GELMC members.

On the other hand, locally, our aim is to establish com-
mon projects which could cover all the hematologic
malignancies cared by our group. In this regard the plan
is to set studies of quality of life, comorbidities , and
pharmacology.
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Alegre Amor, Adridn. CONSORCIO ESTATAL EN RED
PARA EL DESARROLLO DE MEDICAMENTOS DE TERA-
PIAS AVANZADAS (CERTERA). CERT22/00045. Instituto
de Salud Carlos Ill.

$
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Terron F, Loscertales J, Lopez Matencio JMS, Munoz
Calleja C, Cuesta Mateos C. Evaluation of the novel
therapeutic anti-CCR7 antibody CAP-100 as an add-
on therapy in chronic lymphocytic leukemia patients
receiving venetoclax. Hematol. Oncol. 41. (5). 2023.
PMID:37545392. IF:3,30. D0I:10.1002/hon.3213.
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DOI: 10.3390/cancers15164047.
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lapsed/Refractory Multiple Myeloma: Results of the
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5,20. D0I: 10.3390/cancers15112964.

Bernal T, Moreno AF, de Lalglesia A, Benavente C,
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AD, Pérez MJG, Lopez Lorenzo JL, Martinez P, Alaez
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ML, Vall llovera F, Garrido A et al. Clinical outcomes
after CPX-351 in patients with high-risk acute mye-
loid leukemia: A comparison with a matched cohort
from the Spanish PETHEMA registry. Cancer Med. 12.
(14). 2023. PMID:37212507. IF: 4,00. DOI: 10.1002/
cam4.6120.
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Minami H, Goh YT, DeAngelo DJ, Heinrich MC, de Soria
VGG, le Coutre P, Mahon FX, Janssen JJWM, Deininger
M, Shanmuganathan N, Geyer MB, Cacciatore S, Poly-
doros F, Agrawal N, Hoch M, Lang FB. Asciminib mo-
notherapy in patients with CML-CP without BCR::A-
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gﬁ RESEARCH INTEREST

Chromosomal translocations and gene mutations are
frequently associated with the etiology of hematologic
neoplasms. The JAK family of non-receptor tyrosine
kinases (which comprises four members: JAK1, JAK2,
JAK3 and TYK2) are involved in cytokine signaling on
immune and hematopoietic cells and are crucial to
normal hematopoiesis through the recruitment of
downstream effectors of cell proliferation and survi-
val. Recently, it has been reported that 10% of high risk
pediatric acute lymphoblastic leukemia (ALL) cases
bear activated JAK2 mutations, and could be potential
candidates for JAK2 inhibitor therapeutic intervention.
Acute lymphoblastic leukemia (ALL) is the most com-
mon neoplasm in childhood and although most cases
respond to tfreatment, 20% relapse, shortening survival.
Therefore, we analyzed high risk ALL samples with next
generation sequencing (NGS) to determine the percen-
tage of JAK-family receptor mutations in the Spanish
population. ALL samples were obtained from hospitals
throughout the country. We found that mutations in
TP53 and JAK2 are independent prognostic biomarkers

Maria Rosa Carracedo Rodriguez
Santa Matilde Santos Roncero

in B-cell ALL. Furthermore, for TYK2, we provide evi-
dence of naturally occurring catalytic loss-of-function
TYK2 variants and reduced expression of TYK2 in B-ALL
patients.

On the other hand, it has been reported that Tyk2 defi-
ciency in mouse increases the suscepfibility to deve-
lop Abelson-induced B lymphoid leukemia/lymphoma
linked to a diminished cyfotoxic capacity of CD8+T,
NK and NKT cells as a consequence of IFN-gamma
decreased production. Taken together, these data
suggest that TYK2 deficiency in humans is clinically
silent, but could predispose to tumor formation, and
patients with leukemia might be a target population
in which TYK2 deficiency is enriched. Given the im-
portance of maintaining an accurate immunological
response for appropriate fumor surveillance, and that
those immune responses are based on a functional
JAK-dependent signal fransduction, knowing the role
in this response of the complex formed by cytokine
receptors, JAK proteins and their target genes is hi-
ghly relevant. In this sense, it is necessary to know
the role of TYK2 in the immune system, both in infec-
fion and neoplasia.
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Ferndndez Ruiz, Elena."Contribucién de la variacién ge-
nética en la Tirosina quinasa 2 (TYK2) a la infeccidn y
neoplasia”. FIS.22/00428. Instituto de Salud Carlos IlI.

Ferndndez Ruiz, Elena. “Reprogramaciéon de macréfa-
gos como estrategia terapéutica frente a COVID-19 se-
vero (RETAR-A-COVID)". P2022/BMD-7274. Comunidad
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gﬁ RESEARCH INTEREST

The main scientific interest of the group revolves
around immunotherapy and is focused on the following
lines of research:

1. Characterization of the determinants of
outcome in allogeneic hematopoietic stem cell
transplantation (HSCT), with special interest in the
role of the immune system.

Graft-versus-host disease (GvHD) and cytomegalo-
virus (CMV] infection are two major complications
of allogeneic hematopoietic stem cell fransplanta-
tion (HSCT). In order to anticipate their development
and select the best donor, we set out the following
objectives:

11. To study how immune reconstifution
after allogeneic HSCT conditions late CMV
reactivation, GvHD development and relapse.

12. To analyze the relevance of minor
histocompatibility antigens (mHAgs)
discrepancies between donor and recipient in
the development of GvHD after HLA-identical
related and unrelated donor HSCT.

1.3. To determine the predictive value of mHAgs
as biomarkers that anticipate the therapeutic
benefit of GvL (graft vs. leukemia effect) in
the same patients.

Assessment of the efficacy of CCR7 immuno-
therapy. CCR7 is a chemokine receptor with a key
role in lymphocyte recirculation to secondary
lymphoid organs. The group has a long track record
in designing and characterizing therapeutic anti-
CCR7 antibodies to treat B and T cell leukemia. This
line of research has been the basis to develop a
humanized antibody that is currently being tested
in a phase | clinical trial by the private company
Catapult Therapeutics in the context of B cell
leukemia (CAP-100 for Subjects With Relapsed/
Refractory Chronic Lymphocytic Leukemig,
NCT04704323).

Other pathologies in which we are testing the thera-
peutic effect of modulating migration in response
to CCR7 include the following:

Graft-versus-hostdisease (GvHD) afterallogeneic
hematopoietic stem cell transplantation (HSCT).
The group aims fo confirm the prophylactic and
therapeutic potential of CCR7 blockade in GvHD
in a murine model of allogeneic tfransplantation.

Multiple sclerosis. The aim is to provide novel,
specific, target-directed therapeutic monoclonal
antibodies in a field with high medical need of
novel drugs. It is carried out in the frame of a
project lead by the company IMMED and another
participant centre.

3. The characterization of the immunomodulatory
effects of the tyrosine kinase inhibitor dasatinib.

Dasatinib is used to treat chromosome Philadel-
phia-positive leukemias. Because of its broad
spectrum it has immunomodulatory effects, inclu-
ding a lymphocytosis occurring in most patients
that has been associated to a better outcome. Thus,
the therapeutic potential of dasatinib is an exciting
field of research. The group has characterized this
lymphocytosis and explored the effects of this drug
on the endothelium. In collaboration with Dr. Jens
Stein (University of Fribourg, Switzerland), we are
currently exploring whether dasatinib has direct
effects in the migratory abilities of lymphocytes wi-
thin the lymph node parenchyma.
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4. The characterization of the interaction between

innate and adaptive humoral immune responses
and how it relates to the severity of different
respiratory infectious diseases.

The onset of the pandemic in 2020 caused the
group to focus on understanding the role of humo-
ral immunity in the severity of COVID-19. We are ex-
ploring the relationship between components of the
complement system and other inflammatory mar-
kers with the kinetics of B cells and plasmablasts
response. Our goal is to find prognostic biomarkers
that help to predict a worse clinical course of respi-
ratory infectious diseases.
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Intracoronary imaging is an area of infense clinical
research for our group. As previously described, these
techniques provide unique insights on the pathophy-
siology of stent failure but also of vulnerable coronary
plaques (thin-cap fibroatheroma, plaque erosion, cal-
cified coronary nodules). New technological advan-
cements on optical coherence tomography (OCT) and
high-resolution intravascular ultrasound (IVUS) are cu-
rrently being evaluated by our group. Moreover, we are
developing different “translational” research initiatives
with the group of Nanomaterials for Bio-imaging from
the Material Physics Department of the Universidad Au-
ténoma de Madrid, to develop bio-functionalized parti-
cles (gold-NanoShells) to target specific molecules on
the arterial wall surface (molecular imaging).

Our group is collaborating and developing several frans-
lational research initiatives with the Department of Im-
munology of our center and the CNIC (Centro Nacional

Pablo Diez Villanueva

Marcos Manuel Garcia Guimaraes
Amparo Benedicto Buendia
Guillermo Reyes Copa

Fernando Rivero Crespo

Jorge Salamanca Viloria

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 acutfe respiratory
distress. Likewise, research on optimal ventilation stra-
fegies 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 (P1) the multicenter prospective Spa-
nish Registry on SCAD under the auspices of the Spa-
nish 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 regis-
tries of this condition worldwide.

In the same lines, in 2021 we were awarded by the

bl
@i MAJOR GRANTS

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

Alfonso Manterola, Fernando; Lopez Melgar, Beatriz.
“Ecografia 3D carotidea y femoral en pacientes con
cardiopatia isquémica precoz: caracterizacion y bus-
queda de marcadores para pacientes y familiares.
Estudio CAFEECOR” FIS.22/01414. INSTITUTO SALUD
CARLOS Il

‘,7 PUBLICATIONS

Montes Muniz, Alvaro, Lopez Melgar, Beatriz, De Toffol,
Gian Luca, Jiménez Borreguero, Luis Jesus, Alfonso,
Fernando. Ectopic hypertrophic bronchial artery mi-
micking an aortopulmonary fistula. Eur. Heart J.-Car-
diovasc. Imaging25. (1):2023. IF: 6,20. DOI: 10.1093/
ehjci/jead252.

Van Royen Florien S, Asselbergs Folkert W, Alfonso Fer-
nando, Vardas Panos, Van Smeden Maarten. Five cri-
tical quality criteria for artificial intelligence-based
prediction models. Eur. Heart J. 44. 2023. IF:39,30.
D0I:10.1093/eurheartj/ehad727.

Salamanca, Jorge, Alfonso, Fernando. Takotsubo sy-
ndrome: unravelling the enigma of the broken heart
syndrome?-a narrative review. Cardiovisc. Diagn.
Ther.13. (6):2023. PMID: 38162098. IF: 2,40. DOl
10.21037/cdt-23-283.

Alfonso, Fernando, Rivero, Fernando. Artificial in-
telligence-assisted angiographically-derived
fractional flow reserve. Coronary Artery Dis.34.
(8):2023. PMID: 37865859. IF: 1,80. DOI: 10.1097/
MCA.0000000000001298.

Nunez Gil lvan J, Santoro Francesco, Vazirani Ravi,
Novo Giuseppina, Blanco Ponce Emilia, Arcari Luca,

s nnual Report o
Fécien’riﬁc Activity 2023

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 trial, assessing the va-
lue of betablockers and anftiplatelet drugs in this elusi-
ve clinical entity. A total of 60 Spanish University sites
are participating in this large randomized clinical trial.
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Biccire FG, Budassi S, Ozaki Y, Boi A, Romagnoli E, Di
Pietro R, Bourantas CV, Marco V, Paoletfti G, Debelak
C, Sammartini E, Versaci F, Fabbiocchi F, Burzotta F,
Pastori D, Crea F, Arbustini E, Alfonso F, Prati F. Opti-
cal coherence tomography-derived lipid core burden
index and clinical outcomes: results from the CLIMA
registry. Eur Heart J Cardiovasc Imaging. 21;24(4):437-
445, 2023. PMID: 35718858. IF: 6,7. doi: 10.1093/ehjci/
jeacllO.

Jurado-Romdn A, Mifiana G, Salinas P, Regueiro A, Ca-
ballero-Borrego J, Martin-Moreiras J, Rivero F, Lacun-
za J, Ronddn J, Amat-Santos IJ, Sanchis J, Gonzalo N,
Sabaté M, Astorga JC, Mohandes M, Gémez-Menchero
A, Ferndndez Diaz JA, Ojeda S, Paredes E, Vaqueri-
zo B, Vinhas H, Lépez M, Rodriguez S, Rumiz E, Jimé-
nez-Mazuecos J, Lee DH, Robles J, Gutiérrez A, Morales
FJ, Consuegra L, Maristany J, Bosa Ojeda F, Goicolea
J, Escaned J, Galeote G. Overlapping versus single
long stents in long chronic total occlusions: insights
of the Iberian CTO Registry. Minerva Cardiol. Angiol.
71(3):284-293. 2023. PMID: 35420282. IF: 1,4. doi:
10.23736/S2724-5683.22.06046-X.

Miguel Cruz A, Daum C, Comeau A, Salamanca JDG,
McLennan L, Neubauer N, Liu L. Acceptance, adoption,
and usability of information and communication te-
chnologies for people living with dementia and their
care partners: a systematic review. Disabil. Rehabil.-
Assist. Technol. 18(4):443-457. 2023. PMID: 33378627.
IF: 1,9. doi: 10.1080/17483107.2020.1864671.
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gﬁ RESEARCH INTEREST

In the last 4 years we have consolidated a new line of
research based on the use of artificial intelligence (Al)
methods. In this field we already have 4 original publi-
cations and a patent for the prediction of the first event
of atrial fibrillation by means of Al analysis of an ECG.
Forits commercialization, we have the signature of bu-

Alberto Cecconi Duca
Maria José Olivera Serrano

siness interest from Google UK LDT and the health ser-
vices company Atrys Health. In addition to Al projects
with the ECG, we have obtained preliminary results
from new original Al projects for cardiovascular diag-
nostic imaging and its databases. The consolidation
of our research using Al is made possible by close and
harmonious mulfidisciplinary collaboration with doc-
tors, nurses, physicists and engineers.
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Jiménez Borreguero, Luis Jesus; Ortega Rabbione, Gui-
llermo José. Deteccion de nuevos marcadores pronds-
ficos sub-clinicos y precoces mediante inteligencia ar-
fificial de > 400.000 electrocardiogramas de la base de
datos de un hospital terciario. FIS.20/00792. Instituto
de Salud Carlos Il

Lopez Melgar, Beatriz, Alfonso Manterola, Fernando.
“Ecografia 3D carotidea y femoral en pacientes con
cardiopatia isquémica precoz: caracterizacién y bus-
queda de marcadores para pacientes y familiares.
Estudio CAFEECOR!. FIS.22/01414. Instituto de Salud
Carlos Il

®

Montes Muniz, Alvaro, Lopez Melgar, Beatriz, De Toffol,
Gian Luca, Jiménez Borreguero, Luis Jesus, Alfonso,
Fernando. Ectopic hypertrophic bronchial artery mi-
micking an aortopulmonary fistula. Eur. Heart J.-Car-
diovasc. Imaging25. (1):2023. IF: 6,20. DOI: 10.1093/
ehjci/jead252.

PUBLICATIONS

ITE

Cecconi, Alberto, Li, Chi-Hion Pedro, Camean, Miguel
Pombar, Cruz Gonzdlez, Ignacio, Monzonis, Amparo
Martinez. Radiation protection in interventional echo-
cardiography Recommendations of the SEC-Car-
diovascular Imaging Association/SEC-Interven-
tional Cardiology Association. Rev. Esp. Cardiol.76.
(12):2023. PMID: 37572774. IF: 5,90. DOI: 10.1016/j.
rec.2023.05.010.

Melzi Pietro, Vera Rodriguez Ruben, Tolosana Ruben,
Sanz Garcia Ancor, Cecconi Alberto, Ortega Guillermo

Area 3 Advanced therapies and individualized medicine

J, Jiménez Borreguero Luis Jesus. Prediction of Atrial
Fibrillation from Sinus-Rhythm Electrocardiograms
Based on Deep Neural Networks: Analysis of Time In-
tervals and Longitudinal Study. IRBM. 44. (6). 2023.
IF:4,80. DOI:10.1016/j.irbm.2023.100811.

Sanchez Pérez P, Mata A, Torp MK, Lopez Bernardo E,
Heiestad CM, Aronsen JM, Molina Iracheta A, Jiménez
Borreguero LJ, Garcia Roves P, Costa ASH, Frezza C,
Murphy MP, Stenslokken KO, Cadenas S. Energy subs-
trate metabolism, mitochondrial structure and oxi-
dative stress after cardiac ischemia-reperfusion in
mice lacking UCP3. Free Radic. Biol. Med. 205. 2023.
PMID:37295539. IF:7,40. DO0I:10.1016/j.freeradbio-
med.2023.05.014.

Vera Alberto, Cecconi Alberto, Ximenez Carrillo Alvaro,
Ramos Carmen, Martinez Vives Pablo, Lopez Melgar
Beatriz, Sanz Garcia Ancor, Ortega Guillermo, Aguirre
Clara, Montes Alvaro, Vivancos José, Jiménez Borre-
guero Luis Jesus, Alfonso Fernando, DECRYPTORING
Study Investigators. Risk of recurrent stroke and mor-
tality after cryptogenic stroke in diabetic patients.
HEART VESSELS. 38. (6). 2023. IF:1,50. D0I:10.1007/
s00380-023-02235-y.

Osinalde EP, Bastante T, Cecconi A, Muniz AM, Garcia
Guimaraes M, Rivero F, Rojas Gonzdlez A, Olivera MJ,
Salamanca J, de Isla LP, De Agustin JA, Caballero P,
Torres RA, Jiménez Borreguero LJ, Alfonso F. Intraco-
ronary thrombus assessment with cardiac compu-
ted tomography angiography in a deferred stenting
strategy: the MATURE prospective study (MSCT to
Assess ThrombUs REsolution). Coronary Artery Dis.
34. (3). 2023. PMID:36762665. IF:1,80. DOI:10.1097/
MCA.0000000000001225.
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Carmen Sudrez Ferndndez
Esther Pérez Sudrez

Mercedes de la Torre Espi

Jara Gaitero Tristdn

Francesco Giuseppe Ecclesia
David Andina Martinez

Maria Pilar Storch de Gracia Calvo
José Antonio Alonso Cadenas
Beatriz Sanchez Moreno
Alejandra Gullon Ojesto

Maria del Pilar Gonzdlez Molina
Emilia Roy Vallejo

Diego Real de Asta Cruzat

gﬁ RESEARCH INTEREST

Cardiovascular diseases (CVD) are the main cause of
mortality in developed countries. The prevalence and
incidence of CVD are increasing. There are a great va-
riety of new cardiovascular drugs that are targeted to
dyslipidaemia, arterial and venous thrombosis and dia-
betes, and can modify the natural history of CVD.

Age is an important determinant of arterial and ve-
noues outcomes. However, usual clinical practice in a
general setting reveals a disproportionately low use of
cardiovascular medications and intensive treatment in
elderly patients that could otherwise benefit from their
use. On the other hand, there probably is an excessive

Pedro Parra Caballero

Andrés Carlos Von Wernitz Teleki
Maria Mercedes Vinuesa Sebastidn
Juan Mariano Aguilar Mulet

Maria Paloma Caballero Sanchez-Robles
Carmen del Arco Galdn

Alfonsa Friera Reyes

lluminada Garcia Polo

Paloma Maria Gil Martinez

Patricia Ibdiez Sanz

Fernando Moldenhauer Diaz

Nuria Ruiz-Giménez Arrieta

Pedro Pablo Casado Escribano

use of these medications in patients with cognitive im-
pairment and short life expectancy. There is not enou-
gh information about cardiovascular therapies in very
elderly patients with multiple comorbidities/diseases.

The purpose of this group is:
1) To investigate the efficacy of new cardiovascular
treatments in different settings

2) To evaluate the risks and benefit obtained from
antithrombotic treatment in elderly patients
with venous thromboembolic disease and atrial
fibrillation.

3) To describe the natural history of CVD in very elderly
patients (over 90).
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Sdnchez Moreno, Beatriz. THE UTILITY OF BRAIN COM-
PUTED TOMOGRAPHY FOR THE DIAGNOSIS AND TRAC-
KING OF ALZHEIMER'S DISEASE IN ADULTS WITH DOWN
SYNDROME. LEJEUNE2021.2. JEROME LEJEUNE FOUN-
DATION.

Real de Asua Cruzat, Diego. ICOD: Improving Cognition
in Down syndrome. UE.IC0D.899986. EUROPEAN COM-
MISSION.

3
Rubio Serrano Javier, Gullon Ojesto Alejandra, Suarez
Ferndndez Carmen. Clinical characteristics associa-
ted with elevated levels of lipoprotein(a) in patients

with vascular risk. Adv. Lab. Med.-Av. Med. Lab. 4. (4).
2023. PMID:38106492. D0I:10.1515/almed-2023-0150.

PUBLICATIONS

T

Sanchez Cerrillo lldefonso, Calzada Fraile Diego, Trigue-
ro Martinez Ana, Calvet Mirabent Marta, Popova Olga,
Delgado Arevalo Cristina, Valdivia Mazeyra Mariel, Ra-
mirez Huesca Marta, de Luis Enrique Vazquez, Benguria
Alberto, Acena Gonzalo Teresa, Moreno Vellisca Rober-
to, de Llano Magdalena Adrados, de la Fuente Horten-
sia, Tsukalov llya, Delgado Wicke Pablo, Ferndndez Ruiz
Elena, Roy Vallejo Emilia, Tejedor Lazaro Reyes, Ramiro
Almudena, Iborra Salvador, Sanchez Madrid Francis-
co, Dopazo Ana, Alvaro Isidoro Gonzdlez, Castaneda
Santos, Martin Gayo Enrique. MICa/b-dependent ac-
tivation of natural killer cells by CD64+inflammatory
type 2 dendritic cells contributes to autoimmuni-
ty. EMBO J. 42. (23). 2023. IF:11, 40. D0I:10.15252/
embj.2023113714.

Escobar Cervantes, Carlos, Diez Villanueva, Pablo, Bo-
nanad Lozano, Clara, Reino, Antonio Pose, Almendro
Delia, Manuel, Facila, Lorenzo, Valle, Alfonso, Suarez,
Carmen. Vascular protection with rivaroxaban in
the comprehensive management of atrial fibrilla-
tion. Expert Rev. Cardiovasc. Ther.21. (11):2023. PMID:
37933665. DOI: 10.1080/14779072.2023.2276893.

Escobar Cervantes Carlos, Reino Antonio Pose, Diez Vi-
llanueva Pablo, Facila Lorenzo, Freixa Pamias Roman,
Valle Alfonso, Almendro Delia Manuel, Bonanad Clara,
Vivas David, Suarez Carmen. Should atrial fibrillation
be considered a vascular disease? The need for a
comprehensive vascular approach. Expert Rev. Car-
diovasc. Ther. 21. (11). 2023. D01:10.1080/14779072.2
023.2272652.

Martin Alfonso, Calvo David, Liamas Pilar, Roldén Va-
nessa, Cozar Rocio, Ferndndez de Simon Amparo, Avila
Pablo, del Arco Carmen, Arbelo Elena, Pinera Pascual,

Area 3 Advanced therapies and individualized medicine

Coll Vinent Blanca. Emergency department manage-
ment of atrial fibrillation: 2023 consensus from the
Spanish Society of Emergency Medicine (SEMES), the
Spanish Society of Cardiology (SEC), and the Spanish
Society of Thrombosis and Hemostasis (SETH). Emer-
gencias. 35. (5). 2023. IF:5, 50.

Roy Vallejo Emilia, De Cordoba Onate Sara Ferndndez,
Delgado Wicke Pablo, Triguero Martinez Ana, Montes
Nuria, Carracedo Rodriguez Rosa, Zurita Cruz Nelly,
Marcos Jiménez Ana, Lamana Amalia, Galvan Roman
José Maria, Villapalos Garcia Gonzalo, Zubiaur Pablo,
Ciudad Marianela, Rabes Laura, Sanz Marta, Rodriguez
Carlos, Villa AlImudena, Rodriguez Jesus alvarez, Mar-
cos Celeste, Hernando Julia, Diaz Ferndndez Paulg,
Abad Francisco, de los Santos Ignacio, Serrano Diego
A Rodriguez, Garcia Vicuna Rosario, Ferndndez Car-
men Suarez, P. Gomariz Rosa, Munoz Calleja Cecilia,
Ferndndez Ruiz Elena, Gonzdlez Alvaro Isidoro et al.
Occurrence of SARS-CoV-2 viremia is associated with
genetic variants of genes related to COVID-19 patho-
genesis. Front. Med. 10. 2023. IF:3, 90. D0I:10.3389/
fmed.2023.1215246.

Lopez Vinas Laura, Roy Vallejo Emilia, Rocio Martin
Esmeralda, de la Rosa Santiago Elena, Zamora Garcia
Enrique, Galvan Roman José Maria, Wix Ramos Rybel.
Diagnostic Assessment of Respiratory and Hemody-
namic Changes Related to Prone Position in COVID-19
Patients. DISASTER MED PUBLIC. 17. 2023. IF:2, 70.
D0I:10.1017/dmp.2023.152.

Varona M, Martin A, Sanchez J, Tamargo J, Cancio M,
Sanchez S, Carbajosa J, de Simon AF, Rios J, del Arco C,
Ormaetxe J, Suero C, Coll Vinent B, EMERG-AF. Sex-re-
lated differences in benefits of anticoagulation thera-
py in elderly patients with atrial fibrillation: a suba-
nalysis of the EMERG-AF study. Emergencias. 35. (4).
2023. PMID:37439418. IF:5, 50.

Galvan Roman JM, Sanz IG, Bueno JF, de Asua DR,
Consultoria Etica Clinica Hosp. Recommendations
for documentation and report drafting of clini-
cal ethics consultation cases. Med. Clin. 161. (2).
2023. PMID:37248129. IF:3, 90. D0I:10.1016/j.med-
cli.2023.05.002.

Ferndndez, CS, Armario, P, Cepeda, JM, Carmona, MDL,
Gonzdlez, JPM, Said Criado, I. Recommendations for
the care of patients with cardiovascular disease in
health emergency situations: a call to action. Curr.
Med. Res. 0pin.39. (6):2023. PMID: 371299089. IF: 2, 30.
DOI: 10.1080/03007995.2023.2201100.

Alonso CF, Galan CD, Garate RT, Valdes JFM, Pareja RR,
Guillen CB, Miranda BR, Grinspan MSR, Gabriel SG, Uba-
go AD, Ferrer MEF, Martin Sanchez FJ, Representacion

Registro. Performance of 3 frailty scales for predic-
ting adverse outcomes at 30 days in older patients
discharged from emergency departments. Emergen-
cias. 35. (3). 2023. PMID:37350602. IF:5, 50.

Suero C, Martin A, Coll Vinent B, Gonzdlez Torrecilla E,
Ormaetxe J, Alvarez M, del Arco C, Cancio M, Varona
M, Sanchez S, Sanchez J, Ferndndez Lozano |, Arribas
F, Martin Mendez M, Peinado R, En Representacion In-
vestig. Long-term prognosis and emergency mana-
gement for patients with an implantable cardioverter
defibrillator: the EMERGE-ICD study. Emergencias. 35.
(3). 2023. PMID:37350601. IF:5, 50.

Valentini, D, Carfi, A, Di Paola, A, Yarci Carrion, A, Villani,
Alberto, de Asua, D Real. Factor associated with SARS-
CoV-2 vaccination serological efficacy in adolescents
and adults with Down syndrome: Data from an inter-
national, collaborative initiative of the Trisomy 21
Research Society. J Infect86. (4):2023. IF: 28, 20. DOI:
10.1016/j.jinf.2023.02.021.

Landete P, Ferndndez Garcia CE, Munoz JM, Friera A,
Ancochea J, Gonzdlez Rodriguez A, Garcia Monzon C.
Sleep apnea-COPD overlap syndrome is associated
with larger left carotid atherosclerotic plaques. Front.
Cardiovasc. Med. 10. 2023. PMID:37025690. IF:3, 60.
D0I:10.3389/fcvm.2023.1104377.
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Romera, |, Santos, MRD, Artola, S, Ferndndez, CS, Con-
get, I. GLP-1 RAs in Spain: A Short Narrative Review
of Their Use in Real Clinical Practice. Adv. Ther.40.
(4):2023. PMID: 36821026. IF: 3, 80. DOI: 10.1007/
s12325-023-02442-7.

Rubio Serrano J, Ojesto AG, Ferndndez CS. Caracteris-
ticas clinicas asociadas a niveles elevados de lipopro-
teina(a) en pacientes atendidos por riesgo vascular.
Adv. Lab. Med.-Av. Med. Lab. 4. (4). 2023. D0I:10.1515/
ALMED-2023-0090.

Santoro JD, Spinazzi NA, Filipink RA, Hayati Rezvan P,
Kammeyer R, Patel L, Sannar EA, Dwyer L, Banerjee
AK, Khoshnood M, Jafarpour S, Boyd NK, Partridge R,
Gombolay GY, Christy AL, Real de Asua D, del Carmen
Ortega M, Manning MA, Van Mater H, Worley G, Franklin
C, Stanley MA, Brown R, Capone GT, Quinn EA, Rafii MS.
Immunotherapy responsiveness and risk of relapse in
Down syndrome regression disorder. Transl. Psychia-
try.13. (1). 2023. PMID:37553347. IF:6, 80. D0I1:10.1038/
$41398-023-02579-z.

Gonzdlez E, Galvan Roman JM, Garcia Sanz |, Casals F,
Ferndndez Bueno J, de Asua D Real, Representacion
Comite Efice. Healthcare workers’ perception of the
usefulness of a healthcare ethics consultation servi-
ce. Rev. Clin. Esp. 223. (1). 2023. IF:2, 90. D0I:10.1016/j.
rce.2022.10.001.
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Blanca Novella Arribas

Marta Ruiz Lopez

Rosa Maria Sanchez Alcalde
Ana Cubillo Serna

Maria Jesus Ferndndez Luque
Angela Gallego Arenas
Amelia Gonzdlez Gamarra

g‘FJ’ RESEARCH INTEREST

Our investigation addresses the genesis of scientific
evidence on RCV in general and specific population, as
well as evaluating the transfer of evidence both profes-
sionals and population.

My research projects directed to this are “Development,
implementation and evaluation of a guide clinical prac-
fice in global cardiovascular risk” with 2 publications
and publishing the results of the primary endpoint and
a doctoral thesis; “Evaluation in Terms of Morbimortality
and control of CVRF implementation of an adaptation of
a GPC RCV" under analysis and a doctoral thesis and “A
Clinical Trial Of Two Educational Strategies In Cardiovas-
cular Health In Child Population (SAVINHEARTS)" assess-
ment received CAIBER number extramurales2010 10
projects and has generated two publications. In analysis
of the primary endpoint and two doctoral theses.

Collaborate with other groups of the instfitute with the
project “Effect of oral nitrates on pulse pressure and ar-
terial elasticity in patients older than 65 years with isola-
ted systolic hypertension refractory. Ministry funding for
non-commercial clinical trials. “Launch and publication.
Also in projects from other institutions related to the
RCV. “Project Prevention of Early Complications of Dia-

PUBLICATIONS

HET

Infante,A Ferrandez,Arribas,B Novella,Khan,KS,Zamo-
ra,J,Lopez,A R Jurado,Pasero,M Fragoso,Ferndndez,C

Maria del Pilar Loeches Belinchon
Javier Lopez Gonzdlez

Maria Soledad Mayayo Vicente
Francisco José Rodriguez Salvanés
Maria Lourdes Ruiz Diaz

Luis Maria Sanchez Gomez

Maria Belén Sierra Garcia

betes in Europe. European Project e-PREDICT” Hospital
La Paz as a member of node ISCIII Cardiovascular Disea-
ses Network and the Hospital 12 October through “ CAR-
DIORISK / MAPAPRES Project” and | am a member of the
international group RISC (research in insulin resistance).

We promote the investigation of the other group mem-
bers in these lines. Thus, we have participated in the
project “Control of blood pressure in diabetic patients:
a comparatfive study between treatment based on BP
measured in the medical consultation and based on
self-measurement of BP in the patient’s home” and De-
velopment from primary care model risk strafification in
patients with heart failure for predicting disability and
hospitalization” within the network of Health in Chronic
Disease.

With the research network Diabetes AP (GEDAPS) with
studies PREDIMERC and CHAMBS and the IASB in the
FOCUS ftrial led to the fixed-dose combination of drugs
for secondary prevention of IHD. Over the next five years,
thanks to the experience gained in these projects, we
plan to start a project assessment tool doctor-patient
communication addressed to the measurement and
control of RCV, besides analyzing and publishing the re-
sults of studies launched over the years and continue to
cooperate with other groups of the Institute.

Suarez. Obesity and female sexual dysfunctions: A
systematic review of prevalence with meta-analysis.
Med. Fam.-SEMERGENA49. (7):2023. DOI: 10.1016/j.se-
merg.2023.102022.
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Ignacio de los Santos Gil
Carmen Maria Sdez Béjar
Angela Gutiérrez Liarte
Ana Maria Barrios Blandino

;\ﬁ RESEARCH INTEREST

Our group has been working on the study of HIV infec-
tion for more than 20 years. We have participated in
several clinical trials and international research pro-
jects. Currently, we continue working in the Research
Network on AIDS (CoRIS) collecting data for epidemio-
logical 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, for vi-
rological and immunological studies. This project will
keep going for years, and we will also continue collec-
ting the data necessary for these studies. Since two
years ago we belong to the CIBERINFEC consortium,
which also includes members of the Immunology La-
boratory and the Research Laboratory of the Carlos Il
Health Institute.

We are involved in clinical frials of new drugs and new
therapeutic strategies for HIV, including the combina-
tion of two drugs Dolutegravir and lamivudine for nai-

Lucio Jesus Garcia-Fraile Fraile
Azucena Bautista Herndndez
Marianela Ciudad Saiudo
Rafael de la Camara de Llanza

ve and experienced patients, and the new maturation
inhibitor in a very early phase, as well as a new clinical
frial with a therapeutic vaccine for early treated HIV
patients.

In addition, another field of interest, in which we have
more than ten years of experience, is HIV / HCV co-in-
fection. We are collaborating with the HEPAVIR cohort
of co-infected patients, along with various centres in
the Spanish territory, where we have treated more than
600 patients so far.

The study of new drugs in real life is very important be-
cause it can reveal side effects not seen before in clini-
cal trials. In this sense, and also in a multicentre group,
we are studying the impact of sustained viral response
in cardiovascular risk and inflammation markers, as
well as its impact in appearance of liver cancer and
cancer survival. Other fields of interest are bacterial
endocarditis, non-HIV immunosuppresive patients and
the stuy od pre-exposure prophylaxis for HIV.
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de los Santos Gil, Ignacio.CB21/13/00107 - IGNACIO DE
LOS SANTOS - CIBER EI21 1.3. SIDA e infecciones opor-
tunistas. CB21/13/00107. Instituto de Salud Carlos Ill.

3
Penack Olaf, Tridello Gloria, Salmenniemi Urpu, Martino
Rodrigo, Khanna Nina, Perruccio Katia, Fagioli Franca,
Richert Przygonska Monika, Labussiere Wallet Helene,
Maertens Johan, Jubert Charlotte, Aljurf Mahmoud, Pi-
chler Herbert, Krivan Gergely, Kunadt Desiree, Popova
Marina, Gabriel Melissa, Calore Elisabetta, Blau Igor
Wolfgang, Benedetti Fabio, Itala Remes Maija, de Kort
Elizabeth, Russo Domenico, Faraci Maura, Menard An-
ne-Lise, von dem Borne Peter, Poire Xavier, Yesilipek
Akif, Gozdzik Jolanta, Yegin Zeynep Arzu et al. Influen-
ce of invasive aspergillosis during acute leukaemia
treatment on survival after allogeneic stem cell trans-
plantation: a prospective study of the EBMT Infectious
Diseases Working Party. EClinicalMedicine. 67. 2024.
IF:15, 10. D0I:10.1016/j.eclinm.2023.102393.

PUBLICATIONS

i

Worel N, Ljungman P, Verheggen ICM, Hoogenboom
JD, Knelange NS, Eikema D -J, Sanchez Ortega |, Rii-
llo C, Centorrino I, Averbuch D, Chabannon C, de la
Camara R, Kuball J, Ruggeri A. Fresh or frozen grafis
for allogeneic stem cell transplantation: conceptual
considerations and a survey on the practice during
the COVID-19 pandemic from the EBMT Infectious
Diseases Working Party (IDWP) and Cellular Therapy
& Immunobiology Working Party (CTIWP). Bone Ma-
rrow Transplant. 58. (12). 2023. IF:4, 80. D0I:10.1038/
s41409-023-02099-w.

Vinuela Laura, de Salazar Adolfo, Fuentes Ana, Serrano
Conde Esther, Falces Romero Iker, Pinto Adriana, Por-
tilla Irene, Masia Mar, Peraire Joaquim, Gémez Sirvent
Juan Luis, Sanchiz Marta, Iborra Asuncion, Baza Bego-
na, Aguilera Antonio, Olalla Julian, Espinosa Nuria, Iri-
barren José Antonio, Martinez Velasco Marina, Imaz Ar-
kaitz, Montero Marta, Rivero Maria, Suarez Garcia Ines,
Macia Maria Dolores, Galan Juan Carlos, Pérez Elias
Maria Jesus, Garcia Fraile Lucio Jesus, Moreno Cristinag,
Garcia Federico. Transmitted drug resistance to anti-
retroviral drugs in Spain during the period 2019-2021.
J. Med. Virol. 95. (12). 2023. PMID:38084763. IF:12, 70.
D0I:10.1002/jmv.29287.

Gonzdlez Serna Alejandro, Corma Gémez Anais, Te-
llez Francisco, Corona Mata Diana, Rios Villegas Maria
José, Merino Dolores, Galera Carlos, Collado Romacho
Antonio Ramon, de Los Santos Ignacio, Cucurull Josep,
Santos Marta, Garcia Martin Sofia, Rivero Antonio, Real
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Luis Miguel, Macias Juan. Response to glecaprevir/pi-
brentasvir in HIV/HCV-coinfected patients in clinical
practice. J. Antimicrob. Chemother. 78. (10). 2023. IF:5,
20.D0I:10.1093/jac/dkad278.

Masia, M, Padilla, S, Estan, G, Portu, J, Silva, A, Rivero,
A, Gonzdlez Cordon, A, Garcia Fraile, L, Martinez, O, Ber-
nal, E, Galera, C, Martinez, V Boix, Macias, J, Montero, M,
Garcia Rosado, D, Vivancos Gallego, MJ, Llenas Garcia,
J, Torralba, M, Garcia, JA, Agullo, V, Ferndndez Gonzd-
lez, M, Gutiérrez, F, Martinez, E. Impact of an enhan-
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gﬁ RESEARCH INTEREST

Community-Acquired Pneumonia (CAP): From 1990 to
2015, the research group focused on various evolutio-
nary aspects of CAP, primarily related to clinical ma-
nagement and innate immune response. As a result of
this work, the group continues to collaborate with the
CAP group of SEPAR, specifically in the study of genetic
factors associated with polymorphisms and their co-
rrelation with severity and hospitalization risk. In their
latest publication on CAP, a simple prognostic marker
(the ratio of neutrophils to total leukocytes) was vali-
dated, demonstrating predictive capacity for short- and
long-term mortality. These results have directly benefi-
ted the institution by improving the profile of prognos-
fic indices for CAP, thereby determining the appropriate
intensity of medical care for patients requiring hospi-
talization.

Non-coding RNAs (ncRNAs): Leveraging the knowle-
dge on inflammation and pathophysiology of CAP, the
research group explored the study of circulating ncR-
NAs as clinical biomarkers. On one hand, the respon-
se patterns of miRNAs were analyzed as predictors of
mortality in CAP; on the other hand, their differences
in immune response to COVID-19 infection and the pa-
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thways involved were characterized. Studies on solu-
ble biomarkers and microRNAs in the prognosis of CAP
have formed the basis for two doctoral theses within
the research group. In this same line, the group colla-
borated in the search for a molecular signature based
on ncRNAs that could discriminate between bacterial
and viral pneumonias, such as COVID-19.

COVID-19: The SARS-CoV-2 pandemic disrupted work
and allowed the group to collaborate with the scientific
community on several studies related to understanding
the immune response to this infection. Notable collabo-
rations include studies on the relationship between ge-
netic polymorphisms, viremia, and prognosis of severe
COVID-19 infection.

Cancer: In 2015, the leader of the research group con-
cluded his management in the healthcare field and,
after a period as an “Honorary Visitor” at the Royal
Marsden Cancer Hospital in London, dedicated his pro-
fessional and research career to lung cancer. Current-
ly, several group members participate in the Thoracic
Tumors Committee at the Hospital Universitario de la
Princesa, participating in and leading various projects
related fo the study of ncRNAs in lung cancer and their
diagnostic and therapeutic applications. Additionally,
there are significant collaborations with the Oncology



group of the institution, including several studies on the
response to immunotherapy in patients with non-small
cell lung cancer (NSCLC):

- Circulating mononuclear subpopulations as predic-
tors of immunotherapy response in NSCLC.
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- Normal-high body weight in NSCLC patients treated

with anti-PD-1 as a predictor of good prognosis.

- Relationship between immune-related adverse

effects following anti-PD-1 oncological treatment
and better prognosis.
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gﬁ RESEARCH INTEREST

Agreatinterestinthe role of human microbiome in health
and disease exists due to the accessibility of high throu-
ghput sequencing methods. Several studies indicate
that the human microbiome may contribute to the regu-
lation of multiple neuro-chemical and neuro-metabolic
pathways through a complex series of highly interacti-
ve and symbiotic host-microbiome signaling systems
that mechanistically interconnect the gastrointestinal
fract, skin, liver, and other organs with the central ner-
vous system. Several studies suggest that the stomach
contains an unexpected diversity of microorganisms but
their relationship with Helicobacter 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 tfreatment 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 to develop and
validate real-time PCR (RT-PCR) techniques capable of
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providing an accurate diagnosis in respiratory samples.
However, SARS-CoV-2 has also been detected in other
types of samples such as blood. Assessment of com-
mercial RT-PCR techniques in serum and plasma sam-
ples has been one of the aims of our group, which has
provided satisfactory results. We performed a multidis-
ciplinary study to assess detection of SARS-CoV-2 vire-
mia as a marker to identify patients who are at risk of
developing severe COVID-19 and mortality. This marker
has shown better results than other biomarkers such
as SEIMC score, interleukin-6, or lymphopenia.

This group includes members of the Microbiology De-
partment with interest in diagnosis and treatment of
several infectious diseases caused by pathogens such
as fungi, Mycobacterium spp or CMV, as well as in in-
fections in cystic fibrosis patients. Since March 2020, a
huge interest in SARS-CoV-2 infection has emerged.

The main lines of research are: (1) Study of gastric mi-
crobiome and its relationship with H. pylori infection and
other human diseases with potential therapeutic appli-
cations. (2) Detection of antimicrobial resistance in H.
pylori (national and international surveys) and molecu-
lar methods for detection of clarithromycin resistance
and heteroresistance. (3) Study of the in vitro activity of
wine phenolic compounds against H. pylori. (4) Determi-
natfion of the role of Non-Tuberculous Mycobacteria on
the development of several diseases. (5) Detection of
SARS-CoV-2 viremia as a marker fo identify patients who
are at risk of developing severe COVID-19 and mortality.
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gﬁ RESEARCH INTEREST

Our line of clinical research is focused on the develop-
ment of innovative cancer therapies. We have contribu-
ted to the clinical evaluation of neoadjuvant Perfuzu-
mab, currently the standard of therapy in HER2+ breast
cancer, or Neratinib in advanced HER2+ breast cancer.
We have evaluated in phase | and phase Il trials novel
drugs such as Nintedanib or Dovitinib, and monoclonal
antibodies such as Durvalumab. We have developed

Maria Lourdes del Campo del Val
Beatriz Doblado Cardellach

Olga Donnay Candil

Julia Ferndndez Bueno

José Luis Garcia Ferndndez
iiigo Garcia Sanz

Maria Mercedes Guijarro Rojas
Eugenia Jarefio Dorrego

José Antonio Jiménez Heffernan
Maria Elena Martin Pérez
Santiago Martinez San Martin
Ramon Moreno Balsalobre
Antonio José Pita Carranza

José Miguel Sdanchez Torres
Natalia Torres Waldhaus

Erich Alberto Vargas Diez
Francisco Eduardo Viamontes Ugalde
Veronica Jiménez Renard

medical and surgical protocols for lung, breast and
pancreatic cancers.

Our line of translational research is focused on the disco-
very of biomarkers for assessing the effects of anticancer
immunotherapy and biomarkers of cancer, including an
immunophenotype profile in patients with advanced can-
cerand the rare double amplification of FGFR-1 and CCDN1
in breast cancer. By using a systems biology approach, we
are clustering breast cancer info subtypes defined by bio-
logic features that constitute therapeutic targets.
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David Herndndez Gonzdlez
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Maria Teresa Murillo Gonzdlez
Maria Roch Gonzdlez

A GBI 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 Na-
cional de Investigaciones Oncoldgicas (CNIO) to
determine the prognostic value of expression of
molecular markers in patients with high-risk lo-
calized prostate cancer (REf CaPr-HLP-RT-01/ PI
197) and metastatic cancer (PROCURE platform).

b. We have just completed a project in collaboration
with HU Santiago de Compostela and HU 12 de Oc-
tubre, Madrid, about the prognostic and predictive
role of CTCs in high-risk non-metastatic prostate
cancer (CaPr-RTCTC-01/PI 197). Results presen-
ted in abstract form in IJROBP 2019. Manuscript in
preparation.

c. IRONMAN-ES: “Estudio prospectivo observacional
de pardmetros clinicos y biomarcadores en cdncer
de préstata avanzado en hospitales de Espafia”; in
colaboration with CNIO (co-sponsor).

d. Collection of biological markers within the EORTC
research project platform 1822 E2-RADIatE- Oli-
goCare: A pragmatic observational cohort study to

Maria Magdalena Adrados de Llano

José Alfonso Cruz Conde

Maria del Carmen Martin de Vidales Cervantes
Pablo Chamorro Serrano

Pablo Castro Tejero

evaluate radical radiotherapy for oligo-metastatic
cancer patients.

2) Advances in Prostate Cancer Treatment:

a. A phase lll clinical trial to determine the optimum
duration of androgen deprivation alongside hi-
gh-dose radiotherapy in localized intermediate
and high-risk PCa patients (“Phase Il Trial compa-
ring Long-Term Versus Short-Term Androgen De-
privation Combined With High-Dose Radiotherapy
For Localized Prostate Cancer: GICOR Protocol
DARTO01/05". EudraCT 2005-000417-36 Clinical-
Trials.gov, number NCT02175212). 5-year data re-
ported in Lancet Oncol 2015 and In J Radiat Oncol
Biol Phys 2016. Substudy analysis of prognostic
and predictive value of Testosterone nadir is on-
going.

b. Collaboration with the ICECaP Working Group, a
multidisciplinary team of academic cancer re-
searchers from the Dana-Farber Cancer Institu-
te-Harvard Medical School:

- “Intermediate Clinical Endpoints In Cancer Of The
Prostate (ICECaP) Initiative”, a Meta-analysis. Pu-
blished in JCO 2017.

- “"Event-Free Survival, a PSA-Based Composite En-
dpoint, is Not a Surrogate for Overall Survival in
Localized Prostate Cancer”. Sent to publication.
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c. Participation in 6 Randomized Phase Il clinical
frials in several treatment and disease scenarios:
localized-high risk prostate cancer, prostate can-
cer without metastasis with biochemical failure
after radical treatment, in MO castration resistant
prostate cancer and in metastatic prostate cancer
(MDV3100-14, MDV3100-13, JNJ-56021927, TA-
LAPRO-2 (C3441021) EORTC 1333 and EORTC 1531).

3) High Technology and Innovation:

a. Over the last 10 years we have actively worked in
Intensity Modulated Radiation Treatment - Image
Guided Radiotherapy (IMRT-IGRT) versus three-di-
mensional con-formal radiotherapy (3DCRT):
comparative results on patients treated in a single
institution, which demonstrate the significant re-
duction in acute and late genitourinary and rectal
toxicity in patients with prostate cancer treated
with IMRT-IGRT. The results have been presented
in international meetings and reported in indexed
journals.

b. Implementation of the new technology VMAT (Vo-
lumetric Modulated Arc Therapy) and Stereotactic
Body Radiation Therapy for the freatment of loca-
lized and oligometastatic PCa

- Design and implementation of a Phase Il clinical
trial: Dose Intensification With a Focal Boost to
Dominant Intraprostatic Lesion Using Volumetric
Modulated Arc Therapy /Image Guided Radiothe-
rapy in Patients With Localized Prostate Cancer,
Protocol ID: CaP-VMAT-DIL. ClinicalTrials.gov Iden-
fifier: NCT03030625. Active recruitment.

- Participationin a Phase Il clinical trial: Tratamiento
de las Oligo-metdstasis de Cancer de Prostata Me-
diante SBRT- Cddigo SBRT-SG 05. NCT02192788
STAGE: Recruitment completed.

- Participation in a Phase Il clinical trial
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*-RADIatE - Oligo-
Care: A pragmatic observational cohort study to
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 success-
fully experienced groups in the conservative treat-
ment of invasive bladder cancer. We continue to
study the opfimal sequence of tfreatment concer-
ning tumor control, bladder preservation, quality
of life and efficient delivery. The results have been
presented in international meetings and reported
in indexed journals.

b. Collaboration- inclusion in clinical trial of Ra-
dio.Immunotherapy in this context. “Eficacia del
atezolizumab con radioterapia concomitante en
pacientes con cdncer de vejiga musculo-inva-
sivo’Code:  SOGUG-2017-A-IEC(VEJ)-4EudraCT:
2018-004348-47

paul
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Laorden Romero, Nuria. CARACTERIZACION EVOLUTIVA
DEL FENOTIPO INMUNE EN CANCER DE PROSTATA ME-
TASTASICO. FIS.21/01111. Instituto de Salud Carlos Il
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Barcena, C, Munoz Hernandez, P, Adrados, M, Jimé-
nez Heffernan, JA. Enigma portal: Undifferentiated
thyroid malignant neoplasm in a patient with Has-
himoto’s thyroiditis. CYTOPATHOLOGY 34. (4):2023.
PMID: 37291954. IF: 1,30. DOI: 10.1111/cyt.13238.

Dal Pra, Alan , Dirix, Piet, Khoo, Vincent, Carrie, Chris-
tian, Cozzarini, Cesare, Fonteyne, Valerie, Ghadjar,
Pirus, Gomez Iturriaga, Alfonso, Panebianco, Valeria,
Zapatero, AlImudena, Bossi, Alberto, Wiegel, Thomas.
ESTRO ACROP guideline on prostate bed delinea-
tion for postoperative radiotherapy in prostate can-
cer. Clin. Transl. Radiat. Oncol.41. 2023. IF: 3,10. DOI:
10.1016/j.ctr0.2023.100638.
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et al. Management of patients with advanced prostate
cancer-metastatic and/or castration-resistant pros-
tate cancer: report of the Advanced Prostate Cancer
Consensus Conference (APCCC) 2022. Eur. J. Cancer.
185. 2023. PMID: 37003085. IF: 8,40. D0I:10.1016/j.
ejca.2023.02.018.

Poon,DMC,Yuan,dJ,Yang,B,Kerkmeijer,LGW,Kishan,AU, -
Murthy,V,Tree,A,Zapatero,A Wong,0L. Magnetic Reso-
nance Imaging-guided Focal Boost to Intraprostatic
Lesions Using External Beam Radiotherapy for Loca-
lized Prostate Cancer: A Systematic Review and Me-
ta-analysis. Eur. Urol. Oncol.6. (2):2023. IF: 8,20. DOI:
10.1016/j.eu0.2022.10.001.
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Battista, IG, Benavente, S, Zapatero, A, Rome-
ro, F, Zilli, T, Khanfir, K, Hemmatazad, H, de
Bari, B, Klass, DN, Adnan, S, Peulen, H,
Ramos, JS et al. Metastases-directed
stereotactic body radiotherapy in
combination with targeted therapy or
immunotherapy: systematic review
and consensus recommendations by
the EORTC-ESTRO OligoCare consor-
tium. Lancet Oncol.24. (3):2023. PMID:
36858728. IF: 51,10. DOI: 10.1016/S1470-
2045(22)00752-5.
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N, Nabid A, Souhami L, Incrocci L, Heemsbergen WD,
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Steinberg ML, Valle LF et al. Biochemical Recurrence
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llo FMS, Lopez Fando L. Comparative anatomy of the
ovine and human pelvis for laparoscopic sacrocolpo-
pexy: evaluating the effectiveness of the ovine mo-
del. Int. Urogynecol. J. 34. (9). 2023. PMID:37154898.
IF:1,80. DOI: 10.1007/s00192-023-05549-7.
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Madrid, VV, Varela, JC, Enciso, S, de Vicente, JMG, Mar-
gallo, FMS, Lépez Fando, L. Comparative anatomy of
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the ovine and human pelvis for laparoscopic sacro-
Luis GC, Acosta EA, De La Fuente H, Balanza CV, Correas

MA, Romero Laorden N, Alfranca A, Gdmez CO. A Com-
prehensive Analysis of Inmune Response in Patients
with Non-Muscle-Invasive Bladder Cancer. Cancers.
15. (5). 2023. PMID:36900156. IF:5,20. D0I:10.3390/
cancersl5051364.

colpopexy: evaluating the effectiveness of the ovine
model (May, 10.1007/s00192-023-05549-7, 2023).
Int. Urogynecol. J.2023. IF: 1,80. DOI: 10.1007/s00192-
023-05599-x.

Carlos Manuel Olivier Gomez
Head of laboratory

Madrid VV, Varela JC, Enciso S, de Vicente JMG, Marga-

Carlos Manuel Olivier Gomez
Leopoldo Cogorno Wasylkowski
Javier Casado Varela

Luis Lopez-Fando Lavalle
Eduardo Mariano Albers Acosta
Luis Alberto San José Manso
Inmaculada Ferndndez Gonzdlez

A B0 RESEARCH INTEREST

Our group focused on different research areas.

Erectile dysfunction: Endothelial dysfunction is one of
the first symptoms of erectile dysfunction (ED) and is
closely related to atherosclerosis and risk factors such
as diabetes mellitus (DM}, both of them characterized
by inflammatory and oxidative advanced state. Var-
denafil is one of the more effective 5-phosphodieste-
rase inhibitors in patients with ED and DM. We have de-
termined plasma proteome of patients with DM and the
effect of vardenafil administration in the expression of
proteins related to inflammatory oxidative stress and
cellular homeostasis.

We have observed a significant negative correlation
between plasma levels of betatropomyosin and IIEF-EF
score. Elevated levels of beta-tropomyosin in plasma
indicate cell damage and loss of cellular regenerative
capacity.

Renan Javier Otta Oshiro

Marco Antonio Acosta Reveles
Gloria Bocardo Fajardo

Ricardo Brime Menéndez

Guillermo Celada Luis

Victoria Diego Garcia

Maria José Galdn Sdnchez-Heredero

Urothelial cancer: Exosomes extracellular vesicles are
potent intercellular mediators containing membra-
ne and cytosolic proteins, MRNA and specific miRNA,
which in turn can be obtained from fluids such as uri-
ne. We have analyzed urinary exosomas, miRNA and
protein content in order fo find diagnostic markers for i \
bladder urothelial cancer. Some of the miRNAs that are ‘

involved in tumor cell proliferation, inhibition of fumor ; \ R
suppressor genes, activation of EMT and metastatic A\ NS

state, are significantly reduced in urinary exosomes ) .
from patients with bladder urothelial carcinoma and ~
may be useful as non-invasive diagnostic biomarkers
in bladder cancer.

']

With regard to surgical techniques, we have optimized
the diagnosis and therapeutic endourologic approach
to the upper urothelial fract cancer.
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