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LETTER FROM
THE SCIENTIFIC

DIRECTOR

Francisco Sdnchez Madrid
SCIENTIFIC DIRECTOR

The year 2020 has been one of those years that
none of us would have liked to endure, marked
by the pandemic produced by the SARS-COV-2
virus. During the first semester of the year, our
health care personnel had to fight in the front
line against a previously unknown disease. The
news coming from colleagues, friends and family
getting sick, was one of the hardest experiences
that the Hospital has had to live through. Nev-
ertheless, opportunities always arise from any
bad experience and this year has been especially
good in terms of scientific results. We have col-
laborated in the development of methods for
detecting antibodies against COVID-19, and we
have continued investigating with more enthu-
siasm than ever, if possible, to contribute to the
improvement of the health of the population.

This vear has also been important for our insti-
tution because the procedure to renew the In-
stitute’s accreditation has begun. This procedure
has taken place along with the approval of the
Strategic Plan for the years 2020-2024, as well
as the renewal of most of the Committees, with a
strong commitment to gender parity among their
members. Additionally, our HRS4R certification
has undergone the mid-term evaluation with ex-
cellent results. These results position our Institute
as a centre of excellence in Human Resources in
research, attractive for recruiting new talent, and
align our Human Resaurces policies with the good
practices of the European Union.

As | mentioned before, this year the scientific out-
put has increased substantially, resulting in a phe-
nomenon that could be called the "COVID Effect”
This phenomenon was due, on the one hand to
the rapid publication of new articles on the pan-
demic and its effects, and on the other hand, to
the speeding of publication of results pending to
publish, favoured by the time in which some of
our researchers had to stay away from the lab
warking from home during lockdown. Thus, this
year the number of publications has reached 707,
showing an increase of 49% compared ta 2019.
Similarly, the accumulated impact factor has in-
creased 41%, reaching the figure of 3997.075.
Our researchers have led 44% of all the articles in
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which they participated. It is also worth high-
lighting the commitment of our centre to make
scientific discoveries available to saociety; ac-
cordingly, more than half of all our articles have
been published in Open Access journals,

The number of clinical trial agreements signed dur-
ing this year has also experienced a cansiderable
increase of 36%, from 105in 2019 to 143 in 2020.

The number of thesis defences was, showing
an increase in the last months of the year. This
year 2 national patents and some royalties
have been registered, in addition to a national
patent granted.

We must not forget other activities in which
members of the Institute are also invalved, such
as teaching and healthcare. Throughout this
year our staff have also had make an effort to
adapt these activities to the new circumstanc-
es, with the aim of keep offering quality services.

The audit for the accreditation of the Insti-
tute is expected to take place in the first
months of 2021. The members of the Insti-
tute will face this process knowing that in
previous years they have done a great job,
and expecting to renew this accreditation for
the next five years. Several challenges will
have to be addressed in these years, such as
the generational change, the implementa-
tion of new Open Science systems and data
management plans, and raising of funds
from the new calls included in the Recovery
and Resilience Facility.

Like every year, I would not like to finish without
acknowledging the work done by all the mem-
bers of our Institute, who are truly responsible
for the good outcome of our research. Thanks
to the effort and help of each one of them the
research results shown in this report are better
year after year. Thank you for your effort and
dedication. H
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MEMBERS OF THE

INSTITUTE

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 Ser-
vice - representing the University Hospitals La Princ-
esa, Santa Cristing, and the children’s Hospital Nino
JesUs - the Autonomous University of Madrid, the Bi-
omedical Research Foundation of the University Hos-
pital La Princesa and the Agency "Pedro Lain Entralgo”
of the Community of Madrid for Training, Research and
Health Studies. Almost a year later, after an audit from

-
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the Institute of Health Carlos Ill, it got the Accreditation
as a Health Research Institute.

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

UA'M
Universidad Autonoma
de Madrid

‘ FI B FUNDACION DE )
INVESTIGACION BIOMEDICA

hospital universitario la princesa
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GOVERNING COUNCIL

CHAIRMAN

Juan Gonzalez Armengol

Deputy Minister of Health Assistance, Comunidad
de Madrid

V/ICE-CHAIRMAN
Rafael Garesse Alarcon
Chancelor of Universidad Autonoma de Madrid

MEMBERS

Julio Ancochea Bermiidez

Head of Respiratory Department, Hospital
Universitario La Princesa

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

Guillermo Ceiial Pérez
General Director, Hospital Universitario Santa
Cristina

Teresa Chavarria Giménez

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

Eduardo Garcia Navarrete
Medical Director, Hospital Universitario La
Princesa

Cesar Gomez Derch
General Director, Hospital Infantil Universitario
Nifo Jesis

Fidel lllana Robles
General Director, Hospital Universitario La
Princesa

Sonia Martinez Machuca
Manager of Atencion Primaria, Servicio Madrilefo
de Salud

Cristina Murga Montesinos
Centro de Biologia Molecular Severo Ochoa,
Madrid

2020 [FOREWORD IP / ORGANIZATION CHART ]

Federico Plaza Pinol
Director of Government Affairs, Roche Farma
Espana

Cecilia Salvador Gonzalez
Asociacion Espanola de Portadores de Valvulas
Cardiacas vy Anticoagulados

Francisco Sanchez Madrid

Scientific Director of Instituto de
Investigacion Sanitaria Hospital Universitario
La Princesa

Alberto José Sebastian Palomino
Management, Hospital Universitario La
Princesa

Maria Mercedes Vinuesa Sebastian
Quality Coordinator, Hospital Universitario La
Princesa

SECRETARY

Rosario Ortiz de Urbina Barba

Director of Fundacion de Investigacion Biomédica
Hospital Universitario La Princesa

EXECUTIVE COMMITTEE

CHAIRMAN

Fidel lllana Robles

General Director, Hospital Universitario La
Princesa

MEMBERS

Francisco José Bautista Sirvent
Oncohematology Department, Hospital Infantil
Universitario Nino Jesds.

Manuel Fresno Escudero
Centro de Biologia Molecular Severo Ochoa,
Madrid

Manuela Garcia Lopez
Universidad Auténoma de Madrid

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



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

Francisco Sanchez Madrid
Scientific Director of Instituto de Investigacion
Sanitaria Hospital Universitario La Princesa

Maria Mercedes Vinuesa Sebastian
Quality Coordinator, Hospital Universitario La
Princesa

SECRETARY

Rosario Ortiz de Urbina Barba

Director of Fundacion de Investigacion
Biomédica Hospital Universitario La
Princesa

SCIENTIFIC DIRECTOR

Francisco Sanchez Madrid

EXTERNAL SCIENTIFIC
COMMITTEE

CHAIRMAN

Xose Ramon Garcia Bustelo

Professor Centro de Investigacion del Cancer,
CSIC, Salamanca

MEMBERS
Andrés Alcover Santos
Professor Instituto Pasteur

Isabel Farifa Gomez
Professor Universidad de Valencia

José Lopez Barneo
Professor Universidad de Sevilla. Director of
Instituto de Investigacion Biomédica, Sevilla

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

Purificacion Mufoz Canoves
Professor Universidad Pompeu Fabra

HOSPITAL
UNIVERSITARIO

INSTITUTO DE
INVESTIGACION
SANITARIA

DE LA PRINCESA

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

INTERNAL SCIENTIFIC
COMMITTEE

CHAIRMAN

Francisco Sanchez Madrid

Scientific Director of Instituto de Investigacion
Sanitaria Hospital Universitario La Princesa

MEMBERS

Javier Aspa Marco

Scientific Management Support Unit, Hospital
Universitario La Princesa

Fernando Alfonso Manterola
Cardiology Deparment, Hospital Universitario
La Princesa

Julio Ancochea Martinez
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
Nifo Jesds

Ramon Colomer Bosch
Medical Oncology Department, Hospital
Universitario La Princesa

Carmelo Garcia Monzon

Internal Medicine Department, Hospital
Universitario Santa Cristina
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Isidoro Gonzalez Alvaro
Rheumatology Department, Hospital Universitario
La Prncesa

Monica Marazuela Azpiroz
Endocrinology Department, Hospital Universitario La Princesa

Cecilia Munoz Calleja
Inmunology Department, Hospital Universitario La Princesa

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

Alejandra Palomino Antolin
Research Unit, Fundacion para la Investigacion
Biomédica Hospital U. de La Princesa

Carmen Suarez Fernandez
Internal Medicine Department, Hospital
Universitario La Princesa

SECRETARY

M2 Angeles Vallejo Rodriguez

Immunology Department, Hospital Universitario
La Princesa

ETHICS COMMITTEES FOR
INVESTIGATION WITH MEDICINAL
PRODUCTS

CHAIRMAN

Francisco Abad Santos

Clinical Pharmacology Department, Hospital
Universitario La Princesa

VICE-CHAIRMAN

Dolores Ochoa Mazarro

Clinical Pharmacology Department, Hospital
Universitario La Princesa

MEMBERS
Angel Carlos Abanades Cuenca
Patient representative

Enrique Alday Muiioz
Anesthesiology Department, Hospital
Universitario La Princesa
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Carmen del Arco Galan
Emergency Department, Hospital Universitario La
Princesa

Santos Castaneda Sanz
Rheumatology Department, Hospital Universitario
La Princesa

José Maria Galvan Roman
Internal Medicine Department, Hospital
Universitario La Princesa

Andrés Lopez Romero
Family and Community Medicine, Primary Care

Concepcion Martinez Nieto
Pharmacy Department, Hospital Universitario La
Princesa

Pablo Montalvo Rebuelta
Lawyer, ASJUSA

José Luis Muiioz de Nova
General Surgery Department, Hospital
Universitario La Princesa

Esther Polanco Paz
Clinical Trials Department, FIB, Hospital
Universitario La Princesa

Carolina Pozuelo Gonzalez
Pharmacy Department, Primary Care

Amelia Rodriguez Nogueiras
Nurse, Hospital Universitario La Princesa

Nuria Romero Laorden
Medical Oncolgy Department, Hospital
Universitario La Princesa

Eduardo Sanchez Sanchez
Internal Medicine Department, Hospital
Universitario La Princesa

TECHNICAL SECRETARY
Mara Ortega Gomez

Biobank, Hospital Universitario
La Princesa



ADMINISTRATIVE SECRETARY

German Fernandez Carracedo

Cecilia Lopez Garcia

FOUNDATION FOR BIOMEDICAL
RESEARCH (FIBHLPR)

DIRECTOR

Rosario Ortiz de Urbina Barba

HUMAN RESOURCES
DEPARTMENT

Maria Mar Martin Cuena

PROJECTS MANAGEMENT
DEPARTMENT

Jesiis Santamaria Pérez

Maria del Carmen Barrio Fuentes

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

by the Situation Balance:

2020 2019

Income 8.005.466

ACCOUNTING DEPARTMENT

Jorge Gomez Juan

CLINICAL TRIALS MANAGEMENT
DEPARTMENT

Esther Polanco Paz
Sara Cardenal Rodriguez

Fabian Zamora Alarcon

RESEARCH MANAGEMENT
DEPARTMENT

Jesiis Capa Algara

SECRETARY

Ana Aroca Martinez

WARD STAFF

José Corrochano de la Cruz

7.736.059 €

Expenses 7.990.091 7.725.647 €

ACTIVE ASSETS

Non-current active assest
Intangible fixed assets

Material fixed assets

Current active assets

Debtors and Client to collect
Financial short term investments
Cash

fotal Actvedssets | 1se3.220
PASSIVE ASSETS

Net Worth

Own funds
Non-refundable grants
Non-current Passive Assets
Long term debts

Current Passive Assets
Short term provisions
Refundable grants
Creditors to pay

Short term accruals

fotal passive Assets | 1583220

44.401
528.460

983.038
0
14.277.330

2.420.431
755.391

5.810.556
3.860.292
642.523

2.344.036

INSTITUTO DE
INVESTIGACION D
SANITARIA

HOSPITAL -
|52

UNIVERSITARIO
DE LA PRINCESA
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Below is shown the information on the income abtained by the Foundation for Biomedical Research, with the
income sources grouped as obtained through competitive grants, clinical trials, private invoicing, donations,

or other income.

Competitive grants Donations and Clinical trials and Other income

agreements training
3.641.725 1.151.629 3.210.467 1.645

m Competitive grants
M Donations and agreements
m Clinical trials and training

m Other income

Finally, a graph is shown with the overhead income according to its origin and use.
Overhead income according to its origin:

o Clinical trials
mDonations
m Grants

| Private invoicing

Use of overhead income:

Personnel - Research (Platforms + Research programs) 46%

Products and services — Equipment — Repairs 39%

/14 /
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Scientific Platforms

PLATFORM SUPPORT

BIOBANK

The main mission of Biobank is focused on the de-
velopment of collections of quality biological samples
for the use by the scientific community. Its main tasks
are: foster the setting of new collections, provide the
scientific community access to biological samples and
associated data, guarantee the rights of patients do-
nating samples, and advice to investigators about the
use and handling of biological samples.

SCIENTIFIC COORDINATOR

Mara Ortega Gomez

SCIENTIFIC COMMITTEE
Javier Aspa Marco
Scientific Management Support Unit

Ramon Colomer Bosch
Medical Oncology Department

Isidoro Gonzalez Alvaro
Rheumatology Department

José A. Jiménez Heffernan
Pathology Department

Carlos Manuel Olivier Gomez
Urology Department

TECHNICAL STAFF

Laura Gomez Cabaias
Angel Lancho Sanchez

Plataforma ISCIII.

F Instituto de Salud Carlos i

METHODOLOGICAL UNIT

It aims to provide to IP research teams support for
the development and implementation of research
projects in order to increase the excellence of the
scientific activity of [1S-Princesa.

COORDINATOR

Francisco Javier Aspa Marco

MEDICAL WRITER

Manuel Gomez Gutiérrez

SCIENTIFIC MANAGEMENT
SUPPORT UNIT

The Scientific Management Support Unit of [15-Prin-
cess has as main objective the organization, plan-
ning and coordination of all structures of support for
the scientific 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 Nino Jesds Hospi-
tal, is a facility specialized to work with minimal or
absent levels of contamination that meets the re-
quirements of Good Manufacturing Practices (GMP).
The "white” Room has Certification of Compliance
with GMP since April 2010, bath for Cell Therapy
and Gene Therapy.

COORDINADOR DE LA UNIDAD DE
TERAPIAS AVANZADAS

Manuel Ramirez Orellana

FLOW CYTOMETRY UNIT

The Flow Cytometry Unit is located in the Depart-
ment of Immunology and Molecular Biology, Univer-
sity Hospital of La Princesa and has recently joined



the Network of Laboratories of Public Research
Organizations (REDLAB) of the Community of
Madrid.

The unit provides instrumentation and technical
assistance to the researchers to perform both
immunophenotype analysis and cell sorting
based on fluorescence parameters.

COORDINATOR

Cecilia Muiioz Calleja

GENOMIC UNIT

The Genamics Unit is responsible for the devel-
opment and implementation of technologies
for molecular biology and genomics, equipment
maintenance, and provision of technical advice
on various technologies to research groups. It
uses different technologies as spectrophotom-
etry, automated extraction of nucleic acids, RNA
integrity determination, conventional PCR and
RT-PCR, real time 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
technical assistance and scientific support to re-
search groups interested in using electron mi-
croscapy techniques for ultrastructural analysis of
biological samples and immunodetection of anti-
gens. It has a transmission electron microscope
and the material needed for sample preparation.

TECHNICAL DIRECTOR

Maria Teresa Rejas Marco

PROTEOMIC UNIT

Proteomics service's abjectives are to provide the re-
search groups with support and scientific and tech-
nical advice in the identification and characterization
of proteins by mass spectrometry (MS) technigues.

COORDINATOR

Ana Isabel Marina Ramirez

HIGH DEFINITION
VIDEOMICROSCOPY

The Institute Videomicroscopy Service provides
the infrastructure and scientific expertise needed
for studies of fluorescence, confocal and evanes-
cent wave microsopy, with special emphasis on
the observation of dynamic processes in living cell.

COORDINATOR

Noa B. Martin Cofreces

TECHNICIAN

Francisca Molina Jiménez

ANIMAL FACILITY

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

DIRECTOR

David Munoz Valverde

DATA ANALYSIS UNIT

The Data Analysis Unit (DAU) has the objective
of supporting the research groups of the Insti-
tute. The main objective of the DAU is to imple-
ment and develop numerical 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 anal-
ysis of data. It also carries out training activities
related to data analysis tools.

COORDINATOR

Guillermo J. Ortega Rabbione

MEMBERS

Ancor Sanz-Garcia

BIOINFORMATICIAN

Jorge Garcia Martinez

INSTITUTO DE
INVESTIGACION
SANITARIA
HOSPITAL

UNIVERSITARIO
DE LA PRINCESA
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UNITS

BIOLOGICAL AND TARGETED
THERAPIES UNIT

Biological therapies are the result of the large
parallel progress in understanding the pathogen-
esis of chronic inflammatory and autoimmune
diseases and in biotechnology. Their develop-
ment is one of the most significant changes in
recent decades. This Unit coordinates effective
treatments (with high cost) ensuring their sus-
tainability. The main idea is to contribute to the
better use of biological therapies based on crite-
ria of scientific thoroughness, safety, efficiency
and cost-effectiveness.

COORDINATOR
Rosario Garcia de Vicuiia Pinedo
Rheumatology Department

MULTIDISCIPLINAR TEAM

Maria Chaparro Sanchez
Gastroenterology Department

Esteban Daudén Tello
Dermatology Department

Isidoro Gonzalez Alvaro
Rheumatology Department

Maria del Mar Llamas Velasco
Dermatology Department

Virginia Meca Lallana
Neurology Department

Alberto Morell Baladron
Hospital Pharmacy Department

Rosario Ortiz de Urbina Barba
Fundacion para la Investigacion Biomédica Hospi-
tal Universitario La Princesa

Francisco Javier Pérez Gisbert
Gastroenterology Department

2020 [FOREWORD IP / SCIENTIFIC PLATFORMS ]

Esther Ramirez Herraiz
Hospital Pharmacy Department

CLINICAL TRIALS UNIT

The Clinical Trials Unit was created with the primary
objective of promoting clinical research as well as pro-
viding support to researchers. Clinical trials or observa-
tional studies promoted and/or led by researchers are
considered independent clinical research.

DIRECTOR

Francisco Abad Santos

DEPUTY DIRECTOR

Dolores Ochoa Mazarro

COORDINATOR

Manuel Roman Martinez

STAFF

Paola Camargo Mamani
Diana Maria Campodoénico
Ana Casajus Rey

Maria Eugenia Flores Ruiz
Laura Garcia Castro

Antia Gomez Fernandez
Sergio Luquero Bueno
Beatriz Mariscal Campo
Samuel Martin Vilchez
Alejandro de Miguel Caceres
Gina Paola Mejia Abril
Jaime Pérez Calvo

Soledad Rubio Dominguez



Elena Santos Molina

Tamara de la Torre Munoz

SECRETARY

Rebeca Manzanares Lopez
Ana del Rio Moreno
Irene Roman Martinez

PLATAFORMA ISCIII.

nstituto de Salud Carlos i

INNOVATION UNIT

The Innovation Unit of the Hospital de La Princ-
esa was born with the foundation of the Re-
search Institute, and is responsible, with the
existing resaurces, to analyze new technological
trends and their implementation at the Institute.

The Innovation Unit of the Health Research
Institute Hospital Universitario de La Prince-
sa was consolidated when it joined the Plat-
form for Innovation in Medical and Health
Technologies (ITEMAS), getting access ta the
funding of the 2013 call for grants from the
Strategic Action in Health, from Institute of
Health Carlos I1I.

COORDINATOR

Francisco Sanchez Madrid

INNOVATION COMMITTEE

Carmen del Arco Galan

Gustavo Casero Balboa

Elena Espanol Pueyo

Francisco Redondo Montserrat

Ana Gago Veiga

Eduardo Garcia Navarrete

Jorge Gomez Zamora

Fidel lllana Robles

Luis Jesis Jiménez-Borreguero

Maria Elena Martin Pérez

Alberto Morell Baladron

Ramon Moreno Balsalobre

Rosario Ortiz de Urbina Barba

Maria Pilar Prieto Alaguero

Francisco Sanchez Madrid

Luis Sanchez-Urdazpal Gonzalez

Ancor Sanz Garcia

HOSPITAL
UNIVERSITARIO
DE LA PRINCESA

INSTITUTO DE
INVESTIGACION D
SANITARIA
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Carmen Suarez Fernandez
Internal Medicine Department

Maria Mercedes Vinuesa Sebastian
Quality Coordinator

SECRETARY INNOVATION COMMITTEE
AND INNOVACION STAFF

Antonio Rodriguez Hita

PLATAFORMA ISCIII.

‘Fol I

i il o Bnstituts de Salud Carfos

COMMITTEES

QUALITY COMMITTEE

To achieve objective results of excellence and get a contin-
uous improverment, the Quality Commission not only elab-
orates, but also continuously monitors the implementation
of quality procedures established in our Institute.

COORDINATOR
M? Angels Figuerola Tejerina
Preventive Medicine Department

QUALITY COMMITTEE

Arantzazu Alfranca Gonzalez
Immunology Department

Francisco Javier Aspa Marco
Scientific Management Support Unit

Ramon Colomer Bosch
Medical Oncology Department

Mara Ortega Gomez
Biobank

SECRETARY
Jesiis Capa Algara
Research Management

2020 [FOREWORD IP / SCIENTIFIC PLATFORMS ]

EDUCATION COMMITTEE

One of the priorities set by the lIS-Princesa is
the promotion and development of training
programs for professionals who are part of the
Centre, with a focus on training for translational
research to improve the competitiveness of in-
stitutions 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
Princesa have an established training and teach-
ing track, and have a wide training offer at all levels
(training of undergraduate, graduate, and Continu-
ing Specialized Health).

COORDINATOR

Francisco Javier Aspa Marco

Scientific Management Support Unit, Hospital
Universitario La Princesa

EDUCATION COMMITTEE

Elena Fernandez Ruiz
Molecular Biology Department

Maria Elena Martin Pérez
Head of studies Resident Doctor

Ramon Moreno Balsalobre
Thoracic Surgery Service

Mara Ortega Gomez
Biobank

Fernando Ramasco Rueda
Continuous Training Coordinator

Francisco Rodriguez Salvanés
Diagnosis Training Unit

Jesiis Sanz Sanz
Internal Medicine Department



SECRETARY
Jesis Capa Algara
Research Managment

HUMAN RESOURCES COMMITTEE

COORDINATOR
Maria del Mar Martin Cuena
Human Resources Department

HUMAN RESOURCES COMMITTEE

Sara Cardenal Rodriguez
Clinical Trial Department

Maria Chaparro Sanchez
Gastroenterology Department,

Sergio Luquero Bueno
Clinical Trial Unit

Noa Beatriz Martin Cofreces
Inmunology Department

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

Nuria Romero Laorden
Medical Oncolgy Department

SECRETARY
Jesiis Capa Algara
Research Managment

COMMUNICATION COMMITTE

Sara Cardenal Rodriguez
Clinical Trial Department

Maria Chaparro Sanchez
Gastroenterology Department,

Elena Espaiol Pueyo
Communication Cabinet

Jorge Gomez Zamora
Humanization Director, Hospital Universitario
de La Princesa

Sergio Luquero Bueno
Clinical Trial Unit

Noa Beatriz Martin Cofreces
Inmunology 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 Oncolgy Department

SECRETARY
Jesiis Capa Algara
Research Managment

COMMITTEE FOR EQUAL
OPPORTUNITIES AND DIVERSITY
MANAGEMENT

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

Sara Cardenal Rodriguez
Clinical Trial Department

Maria Chaparro Sanchez
Gastroenterology Department,

Sergio Luquero Bueno
Clinical Trial Unit

Noa Beatriz Martin Cofreces
Inmunology Department
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Maria del Mar Martin Cuena

-Human Resources Department

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

Nuria Romero Laorden
Medical Oncolgy Department

SECRETARY
Jesiis Capa Algara
Research Managment

OPEN SCIENCE COMMITTEE

The Open Science Committee will act as the main
body responsible for promoting and coordinating
Open Science policies within the framework of the
IIS Princesa.

Sara Cardenal Rodriguez
Clinical Trial Department

2020 [FOREWORD IP / SCIENTIFIC PLATFORMS ]

Maria Chaparro Sanchez
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 Fundacion para la Investigacion
Biomédica Hospital Universitario de La Princsea

Nuria Romero Laorden
Medical Oncology Department

SECRETARY
Jesiis Capa Algara
Research Managment
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Research Areas

°
AREA 1: Enriquez, José Antonio, Martinez Ruiz, Antonio.
CELLULAR AND MOLECULAR Na + controls hypoxic signalling by the mi-

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 mech-
anisms that control crucial biological pro-
cesses in inflammatory / autoimmune
based diseases.

2. ldentify molecular entities and cellular pro-
cesses that can be used as targets for the
action of new drugs for inflammatory / au-
toimmune based diseases.

3. Implement advanced experimental techni-
ques and new animal models of disease
that will allow improving basic studies to
analyse pathophysiological mechanisms,
and perform pre-clinical studies.

4. Promote translational research by foste-
ring interactions between basic and clinical
groups.

Five most relevant publications of the area:

Hernansanz-Agustin, Pablo, Choya Foces, Car-
men, Carregal-Romero, Susana, Ramos, Elena,
Oliva, Tamara, Villa-Pina, Tamara, Moreno, Lau-
ra, Izquierdo—Al\/arez, Alicia, Cabrera-Garcia JD,
Cortés, Ana, Lechuga-Vieco, Ana Victoria, Jadiya,
Pooja, Navarro, Elisa, Parada, Esther, Palomi-
no Antolin, Alejandra, Tello, Daniel, Acin-Pérez,
Rebeca, Rodriguez-Aguilera, Juan Carlos, Na-
vas, Placido, Cogolludo, Ange\, Lopez-Montero,
lvan, Martinez-Del-Pozo, Alvaro, Egea Maiguez,
Francisco Javier, Garcia Lopez, Manuela, Elrod,
John W, Ruiz-Cabello, Jesus, Bogdanova, Anna,

tochondrial respiratory chain. NATURE 586
(7828): 287-291. 2020. PMID: 32728214, IF:
42,778.DOI: 10.1038/541586-020-2551-.

Sevilla-Montero J, Labrousse-Arias D, Fernan-
dez-Pérez C, Fernandez-Blanco L, Barreira B,
Mondéjar-Parreno G, Alfaro-Arnedo E, Lopez IR,
Pérez-Rial S, Peces-Barba G, Pichel ]G, Peinado
VI, Cogolludo A, Calzada MJ. Cigarette Smoke
Directly Promotes Pulmonary Arterial Re-
modeling and Kv7.4 Channel Dysfunction.
Am ] Respir Crit Care Med 203 (10): 1290-
1305. 2020. PMID: 33306938 IF: 17,452. DOI:
10.1164/rccm.201911-22380C.

Martin-Cofreces, N. B., Chichon, F. J,, Calvo, E,
Torralba, D., Bustos-Moran, E., Dosil, S. G, Ro-
jas-Gomez, A, Bonzon-Kulichenko, E., Lopez, J.
A., Oton, J,, Sorrentino, A, Zabalg, J. C,, Vernos,
|, Vazquez, J., Valpuesta, J. M., Sanchez-Madrid,
F. The chaperonin CCT controls T cell recep-
tor-driven 3D configuration of centrioles. Sci
Adv 6 (49). 2020. PMID: 33268369. IF: 13,116.
DOI: 10.1126/sciadv.abb7242.

Sanchez-Cerrillo, lldefonso, Landete Rodriguez,
Pedro, Aldave, Beatriz, Sanchez Alonso, San-
tiago, Sanchez-Azofra, Ana, Marcos-Jimenez,
Ana, Avalos, Elena, Alcaraz-Serna, Ana, de los
Santos Gil, Ignacio, Mateu-Albero, Tamara, Es-
parcia, Laura, Lapez-Sanz, Celia, Martinez-Fleta,
Pedro, Gabrie, Ligia, del Campo Guerola, Lu-
ciana, de la Fuente Flores, Hortensia, Calzada
Garcia, Marfa Josefa, Gonzalez Alvaro, Isidoro,
Alfranca Gonzalez, Arantzazu, Sanchez Ma-
drid, Francisco, Munoz Calleja, Cecilia, Soriano
Ortiz, Joan Bautista, Ancochea Bermudez, Julio,
Martin Gayo, Enrigue, REINMUN COVID EDE-
PIMIC Grp. COVID-19 severity associates with
pulmonary redistribution of CD1c(+) DCs and
inflammatory transitional and nonclassical
monocytes. | Clin Invest 130 (12): 6290-6300.

R

Areas:
3
Research:

.

Research group:
50

a
a&

Personnel dedicated
to research: 518

204

Women:
314

/23 /



ANNUAL
REPORT OF
SCIENTIFIC

ACTIVITY

/ 24 |

2020. PMID: 32784290. IF: 11,864. DOL: 10.1172/
JCI140335.

Gonzalez-Tajuelo, Rafael, de la Fuente-Fernan-
dez, Maria, Morales-Cano, Daniel, Munoz Callejas,
Antonio, Gonzalez Sanchez, Maria Elena, Silvan
Montoya, Javier, Serrador, Juan Manuel, Cadenas
Alvarez, Susana, Barreira, Bianca, Espartero-San-
tos, Marina, Gamallo, Carlos, Vicente Rabane-
da, Esther Francisca, Castaneda Sanz, Santos,
Pérez-\lizcaino, Francisco, Cogolludo, Angel, Jimén-
ez Borreguero, Luis Jesus, Urzainqui Mayayo, Ana
Carmen. PSGL1-deficient mice develop sponta-
neous pulmonary hypertension associated to
systemic sclerosis. Arthritis Rheumatol 72 (3):
477-487. 2020. PMID: 31509349, IF: 9,586. DOI:
10.1002/art.41100.

Line 1 Intercellular communication in the
inflammatory response.

Group 1 Francisco Sanchez Madrid

Group 2 Esteban Veiga Chacon

Group 3 Maria Yafez M6

Group 56 Ana Carmen Urzainqui Mayayo

Line 2 Cellular and molecular responses
to hypoxia.

Group 9 Julian Aragonés Lopez

Group 7 Antonio Martinez Ruiz

Group 8 Maria Josefa Calzada Garcia

Group 10 Susana Cadenas Alvarez

Line 3 Animal models of inflammatory
diseases and intercellular signalling.
Group 11 Federico Mayor Menéndez
Group 12 Manuel Fresno Escudero
Group 13 Petronila Penela Marquez
Group 17 Cristina Murga Montesinos
Group 18 Miguel Angel Tiguez Pefia

Line 5 Cellular mechanisms and molecular
determinants of allergybased diseases.
Group 20 Carlos Blanco Guerra
Group 15 Maria Dolores Ibafiez Sandin

Line 6 Inflammatory processes in
nephrological diseases.
Group 21 José Antonio Sanchez Tomero

2020 [ FOREWORD IP / RESEARCH AREAS ]

Line 7 Inflammatory mechanisms in
pulmonary diseases.
Group 22 Julio Ancochea Bermiidez

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 Jesiis Argente Oliver

Line 11 Metabolic syndrome and
vascular risk.
Group 5 Carmelo Garcia Monzén
Group 42 I:\gueda Gonzalez Rodriguez

AREA 2:
TRANSLATIONAL NEUROSCIENCE

COORDINATOR:

José Luis Ayuso Mateos

DEPUTY DIRECTOR:

Maria Dolores Ochoa Mazarro
General objectives:

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

2. Search for biomarkers for early diagno-
sis, study of progression and response to
treatment in these diseases.

3. Drug characterization in preclinical studies
in animal models and in clinical trials in hu-
mans.

4. Expand the knowledge about affective di-
sorders in the population, studying risk
factars, clinical evolution and respanse to
treatment, in order to improve the mental
health of the population.



Five most relevant publications of each area:

Calzaferri F, Ruiz-Ruiz C, de Diego AMG, de
Pascual R, Méndez-Lopez |, Cano-Abad MF,
Maneu V, de los Rios C, Gandia L, Garcia AG.
The purinergic P2X7 receptor as a poten-
tial drug target to combat neuroinflam-
mation in neurodegenerative diseases.
Med Res Rev 40 (6): 2427-2465. 2020.
PMID: 32677086. IF: 9,300. DOl 10.1002/
med.21710.

Cebrian, Jose, Gonzalez-Martinez, Ali-
cia, Garcia-Blanco, Maria J., Celdran-Vi-
vancos, Diego, Lopez Palacios, Eduardo,
Reig-Rosello, Gemma, Casado-Fernandez,
Laura, Vivancos, Jose, Beatriz Gago-Veiga,
Ana. Headache and impaired conscious-
ness level associated with SARS-CoV-2 in
CSF. NEUROLOGY 95 (6): 266-268. 2020.
PMID: 32641532, IF: 8,770. DOI: 10.1212/
WNL.0000000000010213.

Farre-Alins, Victor, Narros-Fernandez, Pal-
oma, Palomino-Antalin, Alejandra, De-
couty-Perez, Celine, Lopez-Rodriguez, Ana
Belen, Parada, Esther, Munoz-Montero, Ali-
cia, Gomez-Rangel, Vanessa, Lopez-Manoz,
Francisco, Ramos, Eva, Gonzalez-Rodriguez,
Agueda, Gandia, Luis, Romero, Alejandro,
Egea, Javier. Melatonin Reduces NLRP3 In-
flammasome Activation by Increasing al-
pha 7 nAChR-Mediated Autophagic Flux.
Antioxidants (Basel) 9 (12); 2020. PMID:
33353046, IF: 5,014, DOl 10.3390/anti-
0x9121299.

de la Torre-lugue, Alejandro, Ayuso-Mateos,
Jose Luis. The course of depression in late
life: a longitudinal perspective. Epidemial
Psychiatr Sci 29: 2020. PMID: 32723402, IF:
5,876. D0l 10.1017/5204579602000058X.

Fernandez-Mendivil, Cristina, Arreola, Miguel
A., Hohsfield, Lindsay A. Green, Kim N,
Lopez, Manuela G. Aging and Progression
of Beta-Amyloid Pathology in Alzheim-
er's Disease Correlates with Microgli-

al Heme-Oxygenase-1 Overexpression.
Antioxidants (Basel) 9 (7); 2020. PMID:
32708329. IF: 5014, DOl 10.3390/anti-
0x9070644.

Line 1 Neuropharmacology and
neuroprotection.
Group 16 Manuela Garcia Lopez
Group 28 Cristébal de los Rios Salgado
Group 60 Rafael Le6n Martinez
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 Jesiis Pastor Gomez

Line 6 Cerebrovascular diseases.
Group 35 José Aurelio Vivancos Mora

AREA 3:
ADVANCED THERAPIES AND
INDIVIDUALIZED MEDICINE

COORDINATOR:

Isidoro Gonzalez Alvaro

DEPUTY DIRECTOR:

Maria Chaparro Sanchez

General objectives:

1. Identification of biomarkers that allow predicting
the prognosis and / or response to treatmentin
inflammatory, infectious or tumor diseases.

2. Optimization of biological therapies by identify-
ing biomarkers predictive of therapy response.

3. Identification of new drugs and / or thera-
peutic targets.

4. Search for new treatments and improve-
ment in the efficacy and safety of treat-
ments and in the management of their
effects on the quality of life of patients.

HOSPITAL
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Five most relevant publications of each area:

Chaparro Sanchez, Maria, Gordillo, Jordi, Dome-
nech, Eugeni, Esteve, Maria, Barreiro-de Acosta,
Manuel, Villoria, Albert, Iglesias-Flores, Eva, Bla-
si, Mercedes, Naves, Juan E., Benitez, Olga, Nieto,
Laura, Calvet, Xavier, Garcia-Sanchez, Valle, Ramon
Villagrasa, Jose, Marin Gémez, Alicia Carmen, Gar-
cia Donday, Maria, Abad Santos, Francisco, Pérez
Gisbert, Francisco Javier. Fendrix vs Engerix-B for
Primo-Vaccination Against Hepatitis B Infection
in Patients With Inflammatory Bowel Disease:
A Randomized Clinical Trial. Am | Gastroenterol
115 (11): 1802-1811. 2020. PMID: 33156099. IF:
10,171. DOI: 10.14309/ajg.0000000000000926.

Ruano, David, Lopez-Martin, Jose A, Moreno, Lucas,
Lassaletta, Alvaro, Bautista, Francisco, Andion, Maitane,
Hernandez, Carmen, Gonzalez-Murillo, Africa, Melen,
Gustavo, Alemany, Ramon, Madero, Luis, Garcia-Castro,
Javier, Ramirez, Manuel. First-in-Human, First-in-Child
Trial of Autologous MSCs Carrying the Oncolytic Vi-
rus Icovir-5 in Patients with Advanced Tumors. MOL
THER 28 (4): 1033-1042. 2020. PMID: 32053771, IF:
8,986. D0l 10.1016/jymthe.2020.01.019.

Cortese, Bernardo, Di Palma, Gaetano, Guimaraes,
Marcos Garcia, Piraino, Davide, Orrego, Pedra Silva,
Buccheri, Dario, Rivero, Fernando, Perotto, Anna,
Zambelli, Giulia, Alfonso, Fernando. Drug-Coated
Balloon Versus Drug-Eluting Stent for Small Cor-
onary Vessel Disease PICCOLETO Il Randomized
Clinical Trial. JACC Cardiovasc Interv 13 (24): 2840-
2849, 2020. PMID: 33248978. IF: 8432, DOl
10.1016/},jcin.2020.08.035.

Llamas-Velasco M, Munoz-Hermnandez P Laza-
ro-Gonzalez J, Reolid-Pérez A, Abad-Santamaria B,
Fraga J, Daudén-Tello E. Thrombotic occlusive vascu-
lopathy in skin biopsy from a livedoid lesion of a COV-
ID-19 patient. Br ] Dermatol 183 (3): 591-593. 2020.
PMID: 32407552. IF: 7,000. DO 10.1111/bjd. 19222,

Rogado J, Romero-Laorden N, Sanchez-Tor-
res JM, Ramos-Levi AM, Pacheco-Barcia V,
Ballesteros Al, Arranz R, Lorenzo A, Gullon P, Gar-
rido A, Serra Lopez-Matencio JM, Donnay O, Ad-
rados M, Costas P, Aspa J, Alfranca A, Mondejar

2020 [ FOREWORD IP / RESEARCH AREAS ]

R, Colomer R. Effect of excess weight and im-
mune-related adverse events on the efficacy
of cancer immunotherapy with anti-PD-1 an-
tibodies. ONCOIMMUNOLOGY 9 (1): 1751548~
1751548, 2020. PMID: 32363123. IF: 5,869. DOI:
10.1080/2162402X.2020.1751548.

Line 1 Prognostic and predictor markers
in autoimmune diseases.

Group 36 Isidoro Gonzalez Alvaro

Group 37 Esteban Daudén Tello

Line 2 Esophagogastrointestinal
inflammatory diseases.
Group 38 Javier Pérez Gisbert

Line 3 Progenitors and cell therapy.
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 45 Elena Fernandez Ruiz

Group 46 Cecilia Munoz Calleja

Line 6 New diagnostic and therapeutic
advances in cardiovascular diseases.
Group 58 Fernando Alfonso Manterola
Group 48 Luis Jesis Jiménez Borreguero
Group 57 Carmen Suarez Fernandez
Group 45 Blanca Novella Arribas

Line 7 New therapies in infectious
pathologies.
Group 50 Ignacio de los Santos Gil
Group 51 Javier Aspa Marco
Group 52 Teresa Alarcon Cavero

Line 8 Individualized medicine in solid
tumors.

Group 40 Ramon Colomer Bosch

Group 53 Almudena Zapatero Laborda

Group 54 Laura Cerezo Padellano

Group 59 Carlos Manuel Olivier Gomez

Group Asociado 3 José Cordero Ampuero
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GLOBAL ANALYSIS

Publications:
Impact | Main Impact y % International | % Open %
- : i o p
Factor Factor IF>10 | collaborations Access Leadership
707 3997.075 5.65 21 53 7 38 54 44
[ Articles  [CEE! 3637323 5.75 21 54 1 37 52 41
IEEl s 195.668 5,59 31 37 7 37 61 77
| Review [EEER 164.084 4.20 21 54 0 41 72 56
New Projects: Total number of patents or useful models:
New Research projects in 2020: 15. 59 applications, 9 granted and 4 licensed /
New Human Resources grants in 2020: 10. transferred.
Clinical Trials: Number of spin-offs and start-ups
Ongoing Clinical Trials during the year 2020: 430 created and active:
Clinical Trial agreements signed in 2020: 146 1 start-up created in 2018 and active as of

December 31, 2020.
Clinical Practice Guidelines:

Clinical practice guidelines: 20 Theses:
Number of theses defended: 10
Patents Number of theses with European mention: 3
APPLICATION GRANTED APPLICATIONS . -
Number of sessions / communication conferences
? ! ! held: 36
Number of press releases: 16
Number of innovations generated by Number of news published in printed press: 16
1IS (2020): News in other audiovisual media (Radio TV): 93
16 projects enrolled in the year and 43 in de- (471inTv, 52 in Radio)
velopment phase in 2020. Number of news in specialised and non-special-
ised digital media: 75
Total number innovation projects Number of Research Bulletin “Factor de Impacto”
generated by IIS: 89. with the last scientific news with wide dissem-

ination among patients, researchers and media:
Number of patents or useful models dur- 3 (one of them was monographic on COVID-19

ing 2020: research in the Institute).
8 applications, 5 granted and 1 licensed / Number of visitors to the website: From June
transferred. 55,156

12

' Only those publications whose impact factor is equal to or greater than 1 are counted. The Impact Factor referenced during all sections of the report corresponds
to the Journal Citation Reports 2019.
2 Those publications in which at least one member of the IIS appears as the first or last author or as a corresponding author.
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Evolution of staff according to their
profile in the European Research
Career:

First Stage Researcher (R1):
Recognised Researcher (R2)
Established Researcher (R3)

Leading Researcher (R4)

PUBLICATIONS

During 2020, the number of publications has in-
creased significantly compared to 2019, reach-
ing 707, which represents an increase of 48.8%.
This increase is mainly due to the number of
publications on COVID-19. The increase in pub-
lications was also associated with an increase
in the accumulated impact factor, which almost
reached 4,000 points. Although this increase
was higher than usual, it reflects the upward
trend that the Institute had been achieving in
recent years.

The following graph shows the historical evo-

lution from 2010 to 2020
4500
4000
3500
3000
2500 2223.79

2000 1799.982 1788.675
1500 1325793 1471.264

1000

500

0
2010 2011 2012 2013 2014

Although the number of publications has in-
creased significantly, as discussed above, the
mean impact factor has slightly decreased since
last year from a factor of 5.8 to 5.6. This reduc-
tion is not relevant, because values between 5.5
and 6 are considered very positive. The fallow-
ing table shows the evolution of the mean im-
pact factor from 2010 to 2020.

01/01/2020
40
145

28
70

2053.571

2015

2253.662

2016

2398.992

2017

31/12/2020

2765.631 2771.16

2018

152

2019

3997.075

2020
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2020 [FOREWORD IP / SCIENTIFIC OUTPUT ]
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Regarding the distribution by quartiles, more than
50% of the publications in 2020 were published in
first quartile journals and mare than 70% in first
and second quartile journals. The following table
shows a graph with the distribution of publications
by quartile from 2010 to 2020.

2010 2011 2012

HQ1 WQ2 EQ3 mQ4

2013

2014

2015 2016 2017 2018 2019 2020

A more detailed analysis of the evolution of publi-
cations and the impact factor since 2016, for each
of the three areas of the lIS, shows an increase
with respect to previous years, both in the num-
ber of publications and in the mean impact factor.
The increase in the mean impact factor is especial-
ly relevant in area 1, where its value has doubled
compared to 2019. In contrast, this parameter
has remained similar to previous vears in Area 2,
whereas in Area 3 has maintained its continuous
growing trend.



Area 1:

Cellular and molecular etiopathogenic
mechanisms in inflammatory and
autoimmune diseases

1800
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1400
1152.95
1200
1000 83287 797.152
770.527

800

600

400

134 141
200
0 | |
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Area 2:

Translational neuroscience

700
596.983

600
482.674
500
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276.764
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200
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100 59 &
. mm ] ] L]
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M Publications M Impact Factor
Area 3:
Advanced therapies and individualized medicine
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SCIENTIFIC PRODUCTION

A detailed list of the journals in which IIS articles have been published is shown below. The journals are
sarted from highest to lowest by the number of publications and includes the journal quartile and its
impact factor.

Total of
_“ Pubhcatwn m mpact Factor

New England Journal of Medicine 0028-4793 74,699
Lancet 0140-6736 7 Q1 60,392
Nature 0028-0836 3 Q1 42,778
Science 0036-8075 1 Q1 41,845
Cell 0092-8674 1 Q1 38,637
Nature Medicine 1078-8956 1 Q1 36,13
Cancer Cell 1535-6108 1 Q1 26,602
Lancet Diabetes Endo 2213-8587 1 Q1 25,34
Lancet Respiratory Medicine 2213-2600 3 Q1 25,094
Lancet Infectious Diseases 1473-3099 1 Q1 24,446
Circulation 0009-7322 1 Q1 23,603
European Heart Journal 0195-668X 3 Q1 22,673
Lancet Global Health 2214-109X 1 Q1 21,597
jcoa'::i‘:lloogfvthe American College of 0735-1097 3 Q1 20,589
Journal of Hepatology 0168-8278 3 Q1 20,582
Annals of Oncology 0923-7534 1 Q1 18,274
Eur Urol 0302-2838 1 Q1 17,947
Blood 0006-4971 1 Q1 17,543

American Journal of Respiratory

and Critical Care Medicine [ased | o 17,452
Gastroenterology 0016-5085 1 Q1 17,373
The Lancet Public Health 24L68-2667 1 Q1 16,292
Journal of Extracellular Vesicles 2001-3078 1 Q1 14,976
Hepatology 0270-9139 2 Q1 14,679
Science Advances 2375-2548 1 Q1 13,116
European Respiratory Journal 0903-1936 3 Q1 12,339
Nature Communications 2041-1723 3 Q1 12,121
Journal of Clinical Investigation 0021-9738 1 Q1 11,864
Trends in Molecular Medicine 1471-4914 1 Q1 11,099
Journal of Hematology & Oncology 1756-8722 2 Q1 11,059
:;“:E:;L:"I'erg" and Clinical 0091-6749 1 Q1 10,228
Z';‘:t’:;i't'::; ;‘;‘;’“3' of 0002-9270 1 Q1 10,171
Redox Biology 2213-2317 3 Q1 9,986
lcoal:-.r:;I for Immunotherapy of 2051-1426 1 Q1 9,913
Arthritis & Rheumatology 2326-5191 1 Q1 9,586
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Progress in Neurobiology
Medicinal Research Reviews
Isme )

Mol Ther

Embo Molecular Medicine
Neurology

Allergy

Leukemia

Journal of Crohns & Colitis

Clinical Gastroenterology and
Hepatology

Ophthalmology
Jacc-Cardiovascular Interventions
Clinical Infectious Diseases

Chest

Journal of the American Academy
of Dermatology

Cell Reports

Cochrane Database of Systematic
Reviews

Autoimmunity Reviews
Environment International
Diabetologia

Alimentary Pharmacology &
Therapeutics

EMBO Reports

Adv Healthc Mater

Am ] Transplant

European Journal of Cancer

Aging Cell

Carbohydrate Polymers

European Journal of Epidemiology

Clinical Microbiology and
Infection

Haematologica

PLOS Biology

British Journal of Dermatology
American Journal of Hematology
British Journal of Anaesthesia
Journal of Clinical Immunology
Journal of Autoimmunity

0301-0082
0198-6325
1751-7362
1525-0016
1757-4676
0028-3878
0105-4538
0887-6924
1873-9946

1542-3565

0161-6420
1936-8798
1058-4838
0012-3692

0190-9622

2211-1247

1469-493X

1568-9972
0160-4120
0012-186X

0269-2813

1469-221X
2192-2640
1600-6135
0959-8049
1474-9718
0144-8617
0393-2990

1198-743X

0390-6078
1544-9173
0007-0963
0361-8609
0007-0912
0271-9142
0896-8411
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Q1
Q1
Q1
Q1
Q1
Q1
Q1
Q1
Q1

Q1

Q1
Q1
Q1
Q1

Q1
Q1
Q1

Q1
Q1
Q1

Q1

Q1
Q1
Q1
Q1
Q1
Q1
Q1

Q1

Q1
Q1
Q1
Q1
Q1
Q1
Q1

9,371
9,3
9,18
8,986
8,821
8,77
8,706
8,665
8,658

8,549

8,47
8,432
8,313
8,308

8,277
8,109
7,89

7,767
7,577
7,518

7,515

7,497
7,367
7,338
7,275
7,238
7,182
7,135

7,117

7,116
7,076

6,973
6,88
6,78

6,658
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ACTIVITY

Arteriosclerosis Thrombosis and

Vascular Biology 1079-5642 1 Q1 6,604
SCI Total Environ 0048-9697 1 Q1 6,551
Ce_llular and Molecular Life 1420-682X 5 Q1 6,496
Sciences

Science Signaling 1945-0877 1 Q1 6,467
Critical Care 1466-609X 1 Q1 6,407
Cancer and Metastasis Reviews 0167-7659 2 Q1 6,4
Clin Nutr 0261-5614 2 Q1 6,36
Fertil Steril 0015-0282 1 Q1 6,312
Cell Death & Disease 2041-4889 2 Q1 6,304
Emerging Infectious Diseases 1080-6040 1 Q1 6,259
R.e\news in Endocrine & Metabolic 1389-9155 1 Q1 6,192
Disorders

Drugs 0012-6667 1 Q1 6,189
Cancers 2072-6694 6 Q1 6,126
Journal of Pathology 0022-3417 1 Q1 5,979
Pharmacological Research 1043-6618 1 Q1 5,893
Ep_ldemlologv and Psychiatric 2045-7960 1 Q1 5,876
Sciences

Oncoimmunology 2162-402X 1 Q1 5,869
Journal of Bone and Mineral 0884-0431 1 Q1 5,854
Research

Annals of Emergency Medicine 0196-0644 1 Q1 5,799
Transl Stroke Res 1868-4483 1 Q1 5,78
Environ Res 0013-9351 1 Q1 5,715
Rheumatology 1462-0324 4 Q1 5,606
Europ'ean Journal of Medicinal 0223-5234 5 Q1 5,572
Chemistry

J Mol Diagn 1525-1578 1 Q1 5,553
Journal of Cellular Physiology 0021-9541 1 Q1 5,546
Acta Physiologica 1748-1708 1 Q1 5,542
British Journal of Haematology 0007-1048 2 Q1 5,518
C.ellular F.’hvsmlogv and 1015-8987 ] Q1 5,5
Biochemistry

C|rculatlo_n-Card|ovascular 1941-7640 1 Q1 5,493
Interventions

Journal of Antimicrobial

Chemotherapy 0305-7453 4 Q1 5,439
Multiple Sclerosis Journal 1352-4585 1 Q1 5,412
Journal o.f Clinical Endocrinology & 0021-972X 4 Q1 5,399
Metabolism

Talanta 0039-9140 1 Q1 5,339
Molecular Nutrition & Food 1613-4125 ’ Q1 5,309
Research

Exercise Immunology Review 1077-5552 1 Q1 53
Journal of the European Academy 0926-9959 5 Q1 5,248

of Dermatology and Venereology
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Heart

J Parkinson Dis

Liver International

Oncotarget

International Journal of Cancer
Frontiers in Immunology

J Med Internet Res
Antioxidants

Breast Cancer Res

Annals Of Allergy, Asthma &
Immunology: Official Publication
of the American College of Allergy,
Asthma, & Immunology

Faseb Journal

Biochemical Pharmacology
Archivos de Bronconeumologia
Journal of Clinical Epidemiology
Journal of Medical Genetics

Antimicrobial Agents and
Chemotherapy

Journal of Immunology
Biomarker Research
Journal of Infection
Bioorg Chem
Endocrine-Related Cancer
J Headache Pain

CNS Drugs

Journal of Cystic Fibrosis

Seminars in Arthritis and
Rheumatism

Bone Marrow Transplantation
Biomedicines

Depress Anxiety

European Journal of Nutrition
Disease Models & Mechanisms
Revista Espanola de Cardiologia
Appl Clay Sci

Journal of the American Heart
Association

Clin Pharmacokinet
Carcinogenesis

International Journal of Molecular
Sciences

Nutrients
Apoptosis

European Journal of Neurology

1355-6037
1877-7171
1478-3223
1949-2553
0020-7136
1664-3224
1438-8871
2076-3921
1465-5411

1081-1206

0892-6638
0006-2952
0300-2896
0895-4356
0022-2593

0066-4804

0022-1767
2050-7771
0163-4453
0045-2068
1351-0088
1129-2369
1172-7047
1569-1993

0049-0172

0268-3369
2227-9059
1091-4269
1436-6207
1754-8403
1885-5857
0169-1317

2047-9980

0312-5963
0143-3334

1422-0067

2072-6643
1360-8185

1351-5101
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Q1
Q1
Q1
Q1
Q1
Q1
Q1
Q1
Q2

Q1

Q1
Q1
Q1
Q1
Q1

Q1

Q2
Q1
Q1
Q1
Q1
Q1
Q1
Q1
Q1
Q1
Q1
Q1
Q1
Q1
Q1
Q1
Q1
Q1
Q2

Q1

Q1
Q2

Q1

5,213
5,178
5,175
5,168
5,145
5,085
5,034
5014
4,988

4,969

4,966
4,96

4,957
4,952
4,943

4,904

4,886
4,866
4,842
4,831
4,8
4,797
4,786
4,759

4,751

4,725
4,717
4,702
4,664
4,651
4,642
4,605

4,605

4,604
4,603

4,556

4,546
4,543

4,516
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ACTIVITY

AIDS 0269-9370 1 Q1 4,511
Journal of Virology 0022-538X 1 Q1 4,501
ACS Chemical Neuroscience 1948-7193 1 Q1 4,486
European Psychiatry 0924-9338 1 Q1 4,464
jsoul:;rLiLOf Neurointerventional 1759-8478 1 Q1 4,46
Journal of Personalized Medicine 2075-4426 1 Q1 4,433
International Journal of Obesity 0307-0565 1 Q1 4,419
Thrombosis and Haemostasis 0340-6245 1 Q1 4,379
Directore Association 152578510 1 Q1 4367
Cells 2073-4409 6 Q2 4,366
Neurobiol Aging 0197-4580 1 Q1 4,347
Nanomaterials-Basel 2079-4991 1 Q2 4,324
Amyloid 1350-6129 1 Q1 4,323
Infectious Diseases and Therapy 2193-8229 1 Q1 4,307
Inflammatory Bowel Diseases 1078-0998 1 Q2 4,261
Frontiers in Pharmacology 1663-9812 2 Q1 4,225
Clinical and Experimental Allergy 0954-7894 1 Q2 4,217
Frontiers in Medicine 2296-858X 3 Q1 4,188
American Heart Journal 0002-8703 1 Q2 4,153
Bone 8756-3282 1 Q2 4,147
:’:;)c:g;;':llr;‘(;ellular and Infection 2235-2988 ’ Q2 4,123
Biochimica et Biophysica Acta 0167-4889 1 Q2 4,105
Arthritis Research & Therapy 1478-6354 1 Q1 4,103
European Radiology 0938-7994 2 Q1 4,101
Antiviral Research 0166-3542 1 Q1 4,101
Metabolites 2218-1989 1 Q2 4,097
Foods (Basel, Switzerland) 2304-8158 2 Q1 4,092
Biomolecules 2218-273X 1 Q2 4,082
;’:J'ii:;:c“e"°'ec“'ar 1662-5099 1 Q2 4,057
Arthritis Care & Research 2151-464X 2 Q2 4,056
Europace 1099-5129 1 Q2 4,045
Headache 0017-8748 1 Q1 4,041
Nutritional Neuroscience 1028-415X 1 Q2 4,028
Acta Dermato-Venereologica 0001-5555 1 Q1 4,016
Helicobacter 1083-4389 4 Q2 4

Scientific Reports 2045-2322 14 Q1 3,998
Eurointervention 1774-024X 5 Q2 3,993
Cellular Signalling 0898-6568 1 Q2 3,968
gg::z';"t‘:rzzgz'ati°“a' 2155-384X 1 Q2 3,968
EJSO-Eur J Surg Onc 0748-7983 1 Q1 3,959
J Neurol 0340-5354 1 Q1 3,956
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Pituitary

Contact Dermatitis
Endocrinology

Respiratory Research
Atherosclerosis

Journal of Affective Disorders
PLOS Neglected Tropical Diseases
Advances in Therapy
Osteoporosis International

Occup Environ Med

Expert Review of Clinical
Immunology

Genes-Basel
Breast

British Journal of Clinical
Pharmacology

Open Forum Infectious Diseases
Frontiers in Endocrinology
Pancreatology

Journal of Sleep Research

SOC Sci Med

BMC Genomics

Digestive and Liver Disease

Clin Lung Cancer

United European Gastroenterology
Journal

Clinical and Experimental
Immunology

Therapeutic Advances in
Gastroenterology

Experimental Hematology and
Oncology

Cancer Medicine

Journal of Investigational
Allergology & Clinical Immunology

European Journal of Clinical
Investigation

Expert Review of Clinical
Pharmacology

JAIDS-Journal of Acquired Immune
Deficiency Syndromes

Journal of Gastroenterology and
Hepatology

Cellular Microbiology

Pediatric Obesity

CTS-Clin Transl Sci

Experimental Dermatology

1386-341X
0105-1873
0013-7227
1465-993X
0021-9150
0165-0327
1935-2735
0741-238X
0937-941X
1351-0711

1744-666X

2073-4425
0960-9776

0306-5251

2328-8957
1664-2392
1424-3903
0962-1105
0277-9536
1471-2164
1590-8658
1525-7304

2050-6406

0009-9104

1756-283X

2162-3619

2045-7634

1018-9068

0014-2972

1751-2433

1525-4135

0815-9319

1462-5814
2047-6310
1752-8054
0906-6705

2 A N a2 N2 N
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Q2
Q1
Q2
Q2
Q1
Q1
Q1
Q1
Q2
Q1

Q2

Q2
Q1

Q2

Q2
Q2
Q2
Q2
Q1
Q2
Q2
Q2

Q2

Q2

Q2

Q2
Q2
Q2

Q1

Q2

Q2

Q2

Q2
Q1
Q2
Q1

3,954
3,952
3,934
3,924
3,919
3,892
3,885
3,871
3,864
3,824

3,792

3,759
3,754

3,74

3,656
3,644
3,629
3,623
3,616
3,594
3,57

3,55

3,549

3,532

3,52

3,492
3,491

3,488

3,481

3,481

3,475

3,437

3,43
3,429
3,373
3,368
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Journal of Rheumatology

Toxicology and Applied
Pharmacology

Journal of Epidemiology and
Community Health

Brain Sciences

Clinical and Experimental
Rheumatology

Can ] Psychiat

J Cardiovasc Transl

Journal of clinical medicine

Annals of Translational Medicine
Front Neuroanat

Health Place

New J Chem

Molecules

Endocrine

International Journal of Cardiology

Expert Opinion on Biological
Therapy

Emergencias

Pflugers Archiv-European Journal
of Physiology

Bmc Cancer

Surg Endosc

Journal of Intensive Care Medicine
Cerebellum

Journal of Psychopharmacology
Journal of the Neurological Sciences
Respiratory Medicine

J Anxiety Disord

Neuroscience

Minerva Med

Leukemia & Lymphoma

Prostaglandins Leukotrienes and
Essential Fatty Acids

Pharmacogenomics Journal
Virchows Arch

Annals of Hematology
Frontiers in neurology

Multiple Sclerosis and Related
Disorders

Journal of Neuroendocrinology
ACS Omega
Thrombosis Research

International Journal of
Environmental Research and
Public Health

0315-162X

0041-008X

0143-005X

2076-3425

0392-856X

0706-7437
1937-5387
2077-0383
2305-5839
1662-5129
1353-8292
1144-0546
1420-3049
1355-008X
0167-5273

1471-2598

1137-6821

0031-6768

1471-2407
0930-2794
0885-0666
1473-4222
0269-8811
0022-510X
0954-6111
0887-6185
0306-4522
0026-4806
1042-8194

0952-3278

1470-269X
0945-6317
0939-5555
1664-2295

2211-0348

0953-8194
2470-1343
0049-3848

1661-7827
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—

-
N
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A A N 2 N A AN

RN
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Q2
Q2

Q1
Q2
Q2

Q1
Q2
Q1
Q2
Q1
Q1
Q2
Q2
Q3
Q2

Q2
Q1
Q2

Q3
Q1
Q2
Q2
Q2
Q2
Q2
Q1
Q2
Q1
Q2

Q3

Q2
Q2
Q2
Q2

Q2

Q3
Q2
Q2

Q1

2020 [FOREWORD IP / SCIENTIFIC OUTPUT ]

3,35

3,347

3,342
3,332
3,319

3,313
3,312
3,303
3,297
3,292
3,29
3,288
3,267
3,235
3,229

3,224
3,173
3,158

3,15
3,149
3,142
3,129
3,121
3,115
3,095
3,079
3,056
3,031
2,969

2,932

2,91
2,906
2,904
2,889

2,889

2,886
2,87
2,869

2,849



European Journal of Clinical
Microbiology & Infectious Diseases

Radiat Oncol
J Nutr Health Aging

International Journal Of Chronic
Obstructive Pulmonary Disease

Digestive Diseases And Sciences
Pediatric Research

PloS one

Clinical & Translational Oncology
Journal of Orthopaedic Research
Journal of Clinical Hypertension
Anaerobe

BMC Psychiatry

BMC Infectious Diseases

International Journal Of Geriatric
Psychiatry

Basic & Clinical Pharmacology &
Toxicology

Frontiers in Pediatrics
Malaria Journal

Human Vaccines &
Immunotherapeutics

Oral Dis

Journal of Gastrointestinal Surgery
American Journal of Cardiology
Child Abuse Neglect

Hormone and Metabolic Research
J Adv Nurs

Acta Tropica

Psychology & Health
Seizure-European Journal of
Epilepsy

BMJ Open

Infectious Diseases (title changes)
Journal of Geriatric Cardiology

Physica Medica-European Journal
of Medical Physics

Aging & Mental Health

J Clin Pathol
Neurological Sciences
Journal of Pain Research
Medicina Intensiva

Crisis-The Journal of Crisis
Intervention and Suicide
Prevention

Pediatric Blood & Cancer

Journal of Happiness Studies

0934-9723

1748-717X
1279-7707

1178-2005

0163-2116
0031-3998
1932-6203
1699-048X
0736-0266
1524-6175
1075-9964
1471-244X
1471-2334

0885-6230

1742-7835

2296-2360
1475-2875

2164-5515

1354-523X
1091-255X
0002-9149
0145-2134
0018-5043
0309-2402
0001-706X
0887-0446

1059-1311

2044-6055
2374-4235
1671-5411

1120-1797

1360-7863
0021-9746
1590-1874
1178-7090
0210-5691

0227-5910

1545-5009
1389-4978

e N W U Y U Y

Q2

Q2
Q3

Q2

Q3
Q1
Q2
Q3
Q2
Q2
Q3
Q2
Q3

Q1

Q3

Q1
Q1

Q2

Q1
Q2
Q2
Q1
Q3
Q1
Q1
Q1

Q3
Q2

Q3
Q2

Q2
Q1
Q2
Q3

Q3
Q3

Q2

Q2
Q1

2,837

2,817
2,791

2,772

2,751
2,747
2,74
2,737
2,728
2,719
2,709
2,704
2,688

2,675

2,651

2,634
2,631

2,619

2,613
2,573
2,57
2,569
2,562
2,561
2,555
2,534

2,522

2,496
2,494
2,491

2,485

2,478
2,46
2,415
2,386
2,363

2,356

2,355
2,344
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Pharmacogenomics
Dermatologic Therapy

Journal of Clinical Densitometry
Prehosp Emerg Care
Neurologia (Barcelona, Spain)
Clinical Drug Investigation
Journal of Human Hypertension
J Cardiothor Vasc An

European Journal of
Gastroenterology & Hepatology

Lupus

Neuroradiology

Disability and Rehabilitation
Current Pharmaceutical Design
Expert Review of Medical Devices
Injury Prev

Hormone Research in Paediatrics

Journal of Dermatological
Treatment

American Journal of Medical
Genetics Part A

Journal of Geriatric Psychiatry and
Neurology

Human Psychopharmacology-
Clinical And Experimental

Ocular immunology and
inflammation

Injury-International Journal of the
Care of the Injured

Surgical Infections

International Journal of Oral and
Maxillofacial Surgery

International Journal of
Dermatology

J Thromb Thrombolys
Health Soc Care Comm
Journal of Thoracic Disease

Catheterization and Cardiovascular
Interventions

Neurourology and Urodynamics
Cardiovasc Inter Rad

J Med Ethics

Rheumatology International

International Journal of
Cardiovascular Imaging

Med Microbiol Immun

Scand J Surg

1462-2416
1396-0296
1094-6950
1090-3127
0213-4853
1173-2563
0950-9240
1053-0770

0954-691X

0961-2033
0028-3940
0963-8288
1381-6128
1743-4440
1353-8047
1663-2818

0954-6634

1552-4825

0891-9887

0885-6222

0030-6053

0020-1383

1096-2964

0901-5027

0011-9059

0929-5305
0966-0410

2072-1439

1522-1946

0733-2467
0174-1551
0306-6800
0172-8172

1569-5794

0300-8584
1457-4969
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Q3
Q2
Q3
Q2
Q3
Q3
Q3
Q3

Q4

Q3
Q3
Q1
Q3
Q3
Q2
Q2

Q2

Q3

Q3

Q3

Q2

Q2
Q2
Q2

Q3
Q3
Q1
Q3
Q3

Q3
Q3
Q1
Q3

Q3

Q3
Q2

2020 [FOREWORD IP / SCIENTIFIC OUTPUT ]

2,339
2,327
2,31
2,29
2,283
2,267
2,26
2,258

2,251

2,251
2,238
2,222
2,208
2,2
2,191
2,174

2,156

2,125

2,125

2,112

2,112

2,106
2,102

2,068

2,067
2,054
2,05
2,046

2,044

2,037
2,034
2,021
1,984

1,969

1,961
1,95



J Womens Health
Telemed e-Health
Journal of Asthma
Trials

J Bras Pneumol
World Neurosurgery
J Mol Evol

Acta Neurochirurgica
Cardiology

Australasian Journal of
Dermatology

Journal of Stroke &
Cerebrovascular Diseases

Bmc Pharmacology & Toxicology

Journal of Cranio-Maxillofacial
Surgery

J Ultras Med

Clinical Simulation in Nursing
Journal of Microbiological Methods

Enfermedades Infecciosas y
Microbiologia Clinica

Eur ) Ophthalmol

Medicina Clinica

J Clin Apheresis

Growth Hormone & Igf Research

Medicina Oral Patologia Oral y
Cirugia Bucal

Revista Espanola de Enfermedades
Digestivas

Gastroenterologia y Hepatologia
Gaceta Sanitaria

Nefrologia

Int ) Occup Med Env

Int ) Technol Assess

Interv Neuroradiol

Journal of Comparative
Effectiveness Research

Neuroreport

Presse Med

Surg Laparo Endo Per

Journal of Cutaneous Pathology
Int ) Qual Stud Heal

Coronary Artery Disease

Cirugia Espanola

1540-9996
1530-5627
0277-0903
1745-6215
1806-3713
1878-8750
0022-2844
0001-6268
0008-6312

0004-8380

1052-3057

2050-6511

1010-5182

0278-4297
1876-1399

0167-7012

0213-005X

1120-6721
0025-7753
0733-2459
1096-6374

1698-6946

1130-0108

0210-5705
0213-9111
0211-6995
1232-1087
0266-4623

1591-0199

2042-6305

0959-4965
0755-4982
1530-4515
0303-6987
1748-2623
0954-6928

0009-739X
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Q1
Q3
Q3
Q3
Q4
Q3
Q3
Q3
Q3

Q3

Q4
Q4
Q3

Q2
Q2

Q4

Q4

Q3
Q3
Q4
Q4

Q3

Q4

Q4
Q3
Q4
Q3
Q3
Q4

Q4

Q4
Q3
Q3
Q3
Q3
Q4
Q3

1,933
1,931
1,899
1,883
1,87
1,829
1,821
1,817
1,791

1,789

1,787
1,771
1,766

1,759
1,713

1,707

1,654

1,642
1,635
1,629
1,618

1,596

1,591

1,581
1,564
1,544
1,541
1,494
1,479

1,468

1,394
1,388
1,382
1,373
1,368
1,335

1,323
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Revista Clinica Espanola 0014-2565
Journal of Pediatric Endocrinology

& Metabolism 0334-018X
Diagnostic Cytopathology 8755-1039
Acta Cytologica 0001-5547
Annals of the Royal College of 0035-8843
Surgeons of England

Medicina-Lithuania 1010-660X
Eur Neurol 0014-3022
Endo.crlnologla Diabetes y 2530-0180
Nutricion

Revista Espanola de Quimioterapia 0214-3429
American Journal of 0193-1091
Dermatopathology

Atencion Primaria 0212-6567
Giornale Ita.llano di Dermatologia e 0392-0488
Venereologia

Therapeutic Apheresis and Dialysis 1744-9979
Cutis 0011-4162

PATENTS

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

NATIONAL APPLICATIONS OF PATENTS
Title: Método de deteccion temprano de dano
hepatico mediante praoteinas morfogenéticas 6seas
(BMPS) en biopsia liquida.

Number: P202030678

Date of applicant: 02/07/2020.

Owners/s: Fundacion de Investigacion Hospital
Universitario de La Princesa (100%).

Inventors: Patricia Maranon Barnusell, Paloma
Narros Fernandez, Esther Rey Fernandez, Carme-
lo Garcia Monzon, Javier Egea Maiquez, Agueda
Gonzalez Rodriguez.

2020 [FOREWORD IP / SCIENTIFIC OUTPUT ]

5 Q3 1,304
2 Q3 1,278
2 Q3 1,229
1 Q4 1,226
1 Q4 1,22

1 Q3 1,205
2 Q4 1,182
1 Q4 1,18

6 Q4 1,132
3 Q4 1,102
1 Q3 1,087
1 Q4 1,056
1 Q4 1,041
1 Q4 1,022

Title: Métado de para determinar la evolucion del
dano cerebral agudo y composicion farmacéutica
para su tratamiento.

Number: P202031194.

Date of applicant: 30/11/2020.

Owners/s: Fundacion de Investigacion Hospital
Universitario de La Princesa (52%); Fundacion para
la Investigacion Biomeédica del Hospital Universitario
La Paz (24%); Universidad Autonoma de Madrid (4%)
Fundacion para la Investigacion Biomeédica del Hos-
pital 12 de Octubre (20%).

Inventors: Francisco Javier Egea Maiquez, Victor
Farré Alins, Alejandra Palomino Antolin, Paloma
Narros Fernandez, Juliana Martins Rosa, Esther
Parada Pérez, Borja JesUs Hernandez Garcia, José
Maria Roda Frade, Santiago Yus Teruel, Alfonso
Lagares Gomez-Abascal, Cristina Sanchez Cara-
bias, Luis Gandia Juan.

NATIONAL PATENTS GRANTED

Title: Método no invasivo para determinar la presion
intra-craneal mediante la actividad bioeléctrica del
cerebro.

Number: P201730943

Grant date: 03/02/2020.



Owners/s: Fundacion de Investigacion Hospital
Universitario de La Princesa (100%).

Inventors: Ancor Sanz Garcia, JesUs Pastor
Gomez, Lorena Carolina Vega Zelaya, Maria
Del Carmen Torrecilla Lopez, Maria Gema Vega
Gonzalez, Fernando Monasterio Chicharro, Ra-
fael Garcia De Sola, Paloma Pulido Rivas, Cristi-
na \irginia Torres Diaz.

ROYALTY APPLICATIONS IN SPAIN
Title: Seroreactivity assay to the cysteine-like
protease of SARS Cov?2 efficiently discriminates
between Covid 19-infected and uninfected in-
dividuals.

Authors: Hugh Thomson Reyburn, Mar Valés
Gomez, Jose Miguel Rodriguez Frade, Jose
Marfa Casasnovas Suelves, Eduardo Lopez Gra-
nados, Carmen Camara Hijon, Pilar Nozal Aran-
da, Arantzazu Alfranca Gonzalez, Pedro Matinez

Fleta, Francisco Sanchez Madrid
Necessary collaborators: Gloria Esteso Torne-
ro, Daniel Fernandez Soto.
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COMPETITIVE PROJECTS

GRANTS:

Funding Institution “ Calls granted

Proyectos de Investigacion en

Salud 12
Instituto de Salud Carlos Il
Investigacion Clinica ]
Independiente
Gilead Becas Glleaq a I§ Ipvestngaaon ]
Biomédica
Comision Europea H2020 1

Research staff fully or partially funded
through competitive calls in 2020:

Funding Institution Call Calls granted

PFIS 3
Sara Borrell 1
Gestor GIS 1
Instituto de Salud Carlos lli
Juan Rodes 3
Rio Hortega 3
Miguel Servet | 1
Comunidad de Madrid Ayudante de Investigacion 2
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DEFENDED DOCTORAL
THESES

The thesis represents a systematic and exhaustive research work on a subject, which is considered a crucial step
in the training of new generations of researchers. During 2020, 13 theses have been defended by member of
the lIS. Three of them was a European thesis.

THESES

candidate

Fibrosis Quistica y calidad de vida

Ancochea Bermidez,
Julio

Diab Caceres, Layla en adultos. Valoracion del estudio o 09/09/2020
radiolgico Glro[l Moreno, Rosa
Maria
Research for clinical pharmacogenetics '
Zubiaur Precioso, implementation: from candidate Abad Santos, Francisco
. o , ) - 18/12/2020
Pablo gene studies to physiologically based Saiz Rodriguez, Miriam
pharmacokinetic modelling
Diserio, sintesis y evaluacion o .
Lépez Arribas farmacolégica de nuevos analogosde  Cristobal de los Rios
P ’ acido okadaico con diana en la proteina ~ Salgado 23/10/2020
Raquel f o 2 - o
osfatasa 2A: interés en cancer de Carmen Montiel Lopez
pulmén y enfermedad de Alzheimer
Evaluation of genetic polymorphisms
Koller, Dora associated with the metabolic effects of ~ Abad Santos, Francisco 23/07/2020
aripiprazole and olanzapine
. New evidence on determinants & course 3
José Luis Ayuso Mateos
gll;n;zno Agostino, of a focus on older adults: Subjective ) J ) 13/07/2020
wellbeing in the general population Marta Miret Garcia
Desarrollo de un procedimiento de
o inmunoterapia oral con huevo: La clara p -~
DL, de huevo deshidratada como fuente Marla} Dolres eslier 03/07/2020
Carmelo P A . . Sandin
alergénica, eficacia, seguridad y estudio
inmunolégico
The ATP-gated P2X7 receptor as a novel
Ruiz Ruiz, Cristina therapeutic target for amyotrophic lateral ~ Antonio Garcia Garcia 03/03/2020
sclerosis
Movilizacién de linfocitos infiltrantes de ~ Manuel Ramirez
Lednidas Espinoza tumor a sangre periférica en un modelo ~ Orellana
. i ) 15/09/2020
Vega, Manuel murino de neuroblastoma. Analisis Ana Lourdes Luis
inmunofenotipico, clonar y funcional Huertas
Estudio del li tosnico d Hortensia de la Fuente
o . studio del papel inmunopatogénicode  Fgreg
2::::)3““ liménez, | ¢ moléculas TROMBOSPONDINA-1 y - 28/09/2020
GADDA45-ALFA en la psoriasis Maria del Mar Llamas
Velasco
Evaluacion de métodos de diagnésticode ~ Laura Maria Cardefioso
Martin Ramirez, malaria para su utilizacién en programas ~ Domingo 27/11/2020

Alexandra

de control y eliminacién en las zonas
endémicas

José Miguel Rubio
Mufoz
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EUROPEAN THESES

Doctoral . . Defense

The coming of age of selective types
of autophagy for the treatment of

Luengo Martin,

Enrique Alzheimer’s disease and related Garcia Lopez, Manuela 18/12/2020
tauopathies
) Murga Montesinos,
Concepcion Influence of GRK2 levels in the Creia
P modulation of glucose homeostasis in 29/10/2020

/ 46 /

e, health and disease

Estudio de efectos inmunes sobre el
tumor, de mecanismos de resistencia
y de las caracteristicas biologicas de la

Franco Luzon, Lidia

terapia Celyvir

CLINICAL GUIDELINES

Clinical Guidelines are the compendium of recom-
mendations based on the systematic review of ev-
idence and the evaluation of benefits and risks of
different alternatives, with the aim of improving
patients” healthcare. During 2020, 1IS Princesa re-
searchers have participated in the development of
20 clinical guidelines.

Rodriguez-Pardo, J, Fuentes, B, Alonso de Lecinana,
M, Campoallo, J, Calleja Castano, P, Carneado Ruiz, J,
Egido Herrero, J, Garcia Leal, R, Gil Nunez, A, Gomez
Cerezo, J F, Martin Martinez, A, Masjuan Vallejo, J, Pal-
omino Aguado, B, RieraLopez, N, Simon de Las Heras,
R, Vivancos Mora, José Aurelio, Diez Tejedor, E, en
nombre del Grupo Multidisciplinar del Plan Ictus Ma-
drid. Acute stroke care during the COVID-19 pan-
demic. Ictus Madrid Program recommendations .
Neurologia 35: 258-263. 2020. PMID: 32364127, IF:
2,283.D0I: 10.1016/).nr1.2020.04.008,

Villalonga Vadell, R, Martin Delgado, M. C,, Aviles-Ju-
rado, F. X, Alvarez Escudero, J., Aldecoa Alvarez-San-
tuyano, C, de Haro Lopez, C, de Cerio Canduela, P.
Diaz, Ferrandis Pereperez, E., Ferrando Ortola, C,
Ferrer Roca, R., Hernandez Tejedor, A, Lapez Alvarez,

Mayor Menéndez,
Federico

Manuel Ramirez
Orellana 26/06/2020
Africa Gonzalez Murillo

F., Monedero Rodriguez, P, Ortiz Suner, A, Parente
Arias, P, Planas Roca, Antonio, Plaza Mayor, G., Ras-
cado Sedes, P, Sistiaga Suarez, J. A, Vera Ching, C,
Villalonga, R, Delgado, M. C. Martin, Bernal-Sprekels-
en, M. Consensus Document of the Spanish Society
of Intensive and Critical Care Medicine and Cor-
onary Units (SEMICYUC), the Spanish Society of
Otorhinolaryngology and Head and Neck Surgery
(SEORL-CCC) and the Spanish Society of Anes-
thesiology and Resuscitation (SEDAR) on Trache-
otomy in Patients with COVID-19 Infection. Rev
Esp Anestesiol Reanim 67: 504-510. 2020. PMID:
32532430. DOI: 10.1016/j.redar.2020.05.001.

Bernal-Sprekelsen, Manuel, Xavier Aviles-Jurado,
Francesc, Alvarez Escudero, Julian, Aldecoa Alva-
rez-Santuyano, Cesar, de Haro Lopez, Candelaria,
de Cerio Canduela, Pedro Diaz, Ferrandis Pereperez,
Eduardo, Ferrando Ortola, Carlos, Ferrer Roca, Ri-
card, Hernandez Tejedor, Alberto, Lopez Alvarez,
Fernando, Monedero Raodriguez, Pablo, Ortiz Suner,
Andrea, Parente Arias, Pablo, Planas Roca, Anto-
nio, Plaza Mayor, Guillermo, Rascado Sedes, Pedro,
Sistiaga Suarez, Jon Alexander, Vera Ching, Claudia,
Villalonga Vadell, Rosa, Martin Delgado, Maria Cruz.
Consensus document of the Spanish Society of
Intensive and Critics Care Medicine and Coro-



nary Units (SEMICYUC), the Spanish Society
of Otorhinolaryngology and Head and Neck
Surgery (SEORL-CCC) and the Spanish Society
of Anesthesiology and Resuscitation (SEDAR)
on tracheotomy in patients with COVID-19 in-
fection. Acta Otorrinolaringol Esp 71: 386-392.
2020. PMID: 32513456, DOl 10.1016/).0tor-
r.2020.04.002.

de la Rosa Carrillo, David, Luis Lopez-Campos,
Jose, Alcazar Navarrete, Bernardino, Calle Ru-
bio, Myriam, Canton Moreno, Rafael, Luis Gar-
cia-Rivero, Juan, Maiz Carro, Luis, Olveira Fusteri,
Casilda, Angel Martinez-Garciaj, Miguel, Asesar
del Documento, Comite, Girobn Moreno, Rosa
Maria. Consensus Document on the Diagnosis
and Treatment of Chronic Bronchial Infection
in Chronic Obstructive Pulmonary Disease.
Arch Bronconeumol (Engl Ed) 56: 651-664. 2020.
PMID: 32540279. IF: 4,957. DOI: 10.1016/).ar-
bres.2020.04.023.

Torres, Joana, Bonovas, Stefanos, Doherty, Glen,
Kucharzik, Torsten, Pérez Gisbert, Francisco Javier,
Raine, Tim, Adamina, Michel, Armuzzi, Alessan-
dro, Bachmann, Oliver, Bager, Palle, Biancone,
Livia, Bokemeyer, Bernd, Bossuyt, Peter, Burisch,
Johan, Collins, Paul, El-Hussuna, Alaa, Ellul, Pierre,
Frei-Lanter, Cornelia, Furfaro, Federica, Gingert,
Christian, Gionchetti, Paolo, Gomollon, Fernan-
do, Gonzalez-Lorenzo, Marien, Gordon, Hannah,
Hlavaty, Tibor, Juillerat, Pascal, Katsanos, Kon-
stantinos, Kopylov, Uri, Krustins, Eduards, Lytras,
Theodore, Maaser, Christian, Magro, Fernando,
Marshall, John Kenneth, Myrelid, Par, Pellino, Gi-
anluca, Rosa, Isadora, Sabino, Joao, Savarino,
Edoardo, Spinelli, Antanino, Stassen, Laurents,
Uzzan, Mathieu, Vavricka, Stephan, Verstockt,
Bram, Warusavitarne, Janindra, Zmora, Oded,
Fiorino, Gionata. ECCO Guidelines on Therapeu-
tics in Crohn’s Disease: medical treatment . |
Crohns Colitis 14: 4-22.2020. PMID: 31711158,
IF: 8,658. DOI: 10.1093/ecco-jcc/jjz180.

Adamina, Michel, Bonovas, Stefanos, Raine, Tim,
Spinelli, Antonino, Warusavitarne, Janindra, Ar-
muzzi, Alessandro, Bachmann, Oliver, Bager,

Palle, Biancone, Livia, Bokemeyer, Bernd, Bossuyt,
Peter, Burisch, Johan, Callins, Paul, Doherty, Glen,
El-Hussuna, Alaa, Ellul, Pierre, Fiorino, Gionata,
Frei-Lanter, Cornelia, Furfaro, Federica, Gingert,
Christian, Gionchetti, Paolo, Pérez Gisbert, Fran-
cisco Javier, Gomollon, Fernando, Lorenzo, Marien
Gonzalez, Gordon, Hannah, Hlavaty, Tibor, Juill-
erat, Pascal, Katsanos, Konstantinas, Kopylov, Uri,
Krustins, Eduards, Kucharzik, Torsten, Lytras, The-
odore, Maaser, Christian, Magro, Fernando, Mar-
shall, John Kenneth, Myrelid, Par, Pellino, Gianluca,
Rosa, Isadora, Sabino, Joao, Savarino, Edoardo,
Stassen, Laurents, Torres, Joana, Uzzan, Mathieu,
Vavricka, Stephan, Verstockt, Bram, Zmora, Oded.
ECCO Guidelines on Therapeutics in Crohn's
Disease: Surgical Treatment . ] Crohns Colitis 14:
155-168. 2020. PMID: 31742338 IF: 8,658. DOI:
10.1093/ecco-jcc/jjz187.

Gudiol, Carlota, Aguilar-Guisado, Manuela, Azan-
73, José Ramon, Candel, Francisco Javier, Canton,
Rafael, Carratala, Jordi, Garcia-Vidal, Carolina,
Jarque, Isidro, Lizasoain, Manuel, Gil-Bermejo,
José Moalina, Ruiz-Camps, Isabel, Sanchez-Or-
tega, Isabel, Solano, Carlos, Suarez-Lledo, Maria,
Vazquez, Lourdes, de la Camara de Llanza, Ra-
fael. Executive summary of the consensus
document of the Spanish Society of Infectious
Diseases and Clinical Microbiology (SEIMC),
the Spanish Network for Research in Infec-
tious Diseases (REIPI) and the Spanish Society
of Haematology and Haemotherapy (SEHH)
on the management of febrile neutropenia
in patients with hematological malignancies.
Enferm Infecc Microbiol Clin 38: 174-181. 2020.
PMID: 30926172, IF: 1,654. DOl 10.1016/).
eimc.2019.01.013.

de Sequera Ortiz, Patricia, Quiroga Gili, Barja, de
Arriba de la Fuente, Gabriel, Macia Heras, Manuel,
Salgueira Lazo, Mercedes, Del Pino Y Pino, M Do-
lores, en representacion de la Sociedad Espanola
de Nefrologia. Protocol against coronavirus dis-
eases in patients on renal replacement thera-
py: Dialysis and kidney transplant . Nefrologia
40: 253-257. 2020. PMID: 32249016. IF: 1,544,
DOI: 10.1016/j.nefro.2020.03.001.
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Fiorino, Gionata, Lytras, Theodore, Younge, Lisa, Fi-
dalgo; Catarina, Coenen, Saofie, Chaparra Sanchez,
Maria, Allocca, Mariangela, Arott, lan, Bossuyt, Pe-
ter, Burisch, Johan, Campmans-Kuijpers, Marjo, de
Ridder, Lissy, Dignass, Axel, Drohan, Ciara, Feakins,
Roger, Gilardi, Daniela, Grosek, Jan, GraB, Evelyn,
Hart, Ailsa, Jaghult, Susanna, Katsanos, Konstanti-
nos, Lonnfors, Sanna, Panis, Yves, Perovic, Marko,
Pierik, Marieke, Rimola, Jordi, Tulchinsky, Hagit, Pérez
Gisbert, Francisco Javier. Quality of care standards
in inflammatory bowel diseases: a European
Crohn's and Colitis Organisation (ECCO) position
paper . ] Crohns Calitis 14: 1037-1048. 2020. PMID:
32032423, IF: 8658, DOl 10.1093/ecco-jcc/
jjaa023.

Gonzalez-Lama, Yago, Sanz, Jesus, Bastida, Guill-
ermo, Campos, José, Ferreiro, Racio, Joven, Beat-
riz, Gutiérrez, Ana, Juanola, Xavier, Sicilia, Beatriz,
\eraz, Radl, Pérez Gisbert, Francisco Javier, Chaparro
Sanchez, Maria, Domenech, Eugeni, Esteve, Maria,
Gomollén, Fernando. Recommendations by the
Spanish Working Group on Crohn’s Disease and
Ulcerative Colitis (GETECCU) on the treatment of
patients with inflammatory bowel disease as-
sociated with spondyloarthritis . Gastroenterol
Hepatol 43: 273-283. 2020. PMID: 32247533, IF:
1,581. DOI: 10.1016/j.gastrohep.2020.01.005.

Mantovani, Giovanna, Bastepe, Murat, Monk, Da-
vid, De Sanctis, Luisa, Thiele, Susanne, Ahmed, S.
Faisal, Bufo, Roberto, Choplin, Timaothee, De Filip-
po, Gianpaolo, Devernais, Guillemette, Eggermann,
Thomas, Elli, Francesca M., Garcia Ramirez, Auro-
ra, Germain-Lee, Emily L, Groussin, Lionel, Hamdy,
Neveen A. T, Hanna, Patrick, Hiort, Olaf, Jueppner,
Harald, Kamenicky, Peter, Knight, Nina, Le Norcy, EI-
vire, Lecumberri, Beatriz, Levine, Michael A, Maekitie,
Outi, Martin, Regina, Martos Moreno, Gabriel Angel,
Minagawa, Manasori, Murray, Philip, Pereda, Arrate,
Pignolo, Robert, Rejnmark, Lars, Rodado, Rebeca,
Rathenbuhler, Anya, Saraff, Vrinda, Shoemaker, Ash-
ley H., Shore, Eileen M., Silve, Caroline, Turan, Serap,
Woods, Philip, Zillikens, M. Carola, Perez de Nan-
clares, Guiomar, Linglart, Agnes. Recommendations
for Diagnosis and Treatment of Pseudohypopar-
athyroidism and Related Disorders: An Updated

2020 [FOREWORD IP / SCIENTIFIC OUTPUT ]

Practical Tool for Physicians and Patients. Horm
Res Paediatr 93: 182-196. 2020. PMID: 32756064,
IF: 2,174.DOI: 10.1159/000508985.

Bosca, Marta M, Alos, Rafael, Maroto, Nuria, Pérez
Gisbert, Francisco Javier, Beltran, Belén, Chaparro
Sanchez, Maria, Nos, Pilar, Minguez, Miguel, Hino-
josa, Joaguin. Recommendations of the Crohn's
Disease and Ulcerative Colitis Spanish Working
Group (GETECCU) for the treatment of perianal
fistulas of Crohn’s disease. Gastroenterol Hepa-
tol 43: 155-168. 2020. PMID: 31870681. IF: 1,581.
DOI: 10.1016/).gastrohep.2019.09.012.

Barreiro-de Acosta, Manuel, Marin-Jimenez, Ignacio,
Rodriguez-Lago, lago, Guarner, Francisco, Espin, Eloy,
Ferrer Bradley, Isabel, Gutierrez, Ana, Beltran, Belen,
Chaparro Sanchez, Maria, Pérez Gisbert, Francisco
Javier, Nos, Pilar, GETECCU. Recommendations of
the Spanish Working Group on Crohn’s Disease
and Ulcerative Colitis (GETECCU) on pouchitis in
ulcerative colitis. Part 2: Treatment. Gastroenterol
Hepatol 43: 649-658. 2020. PMID: 32600917. IF:
1,581. DOI: 10.1016/).gastrohep.2020.04.004.

Ginard, Daniel, Marin-Jiménez, Ignacio, Barreiro-de
Acosta, Manuel, Ricart, Elena, Doménech, Eu-
geni, Pérez Gisbert, Francisco Javier, Esteve, Maria,
Minguez, Miguel, en representacion de GETECCU.
Recommendations of the Spanish Working Group
on Crohn's Disease and Ulcerative Colitis (GE-
TECCU) on topical therapy in ulcerative colitis .
Gastroenteral Hepatol 43: 97-105. 2020. PMID:
31839219, IF: 1,581, DOl 10.1016/).gastro-
hep.2019.10.004.

Araujo Castro, Marta, Curras Freixes, Maria, de
Miguel Novoa, Paz, Gracia Gimeno, Paola, Alva-
rez Escola, Cristing, Hanzu, Felicia Alexandra. SEEN
guidelines for the management and prevention of
acute adrenal insufficiency . Endocrinol Diabetes
Nutr (Engl Ed) 67: 53-60. 2020. PMID: 31003863
IF:1,179. DOI: 10.1016/j.endinu.2019.01.004.

Niederkrotenthaler, Thomas, Gunnell, David, Arens-
man, Ella, Pirkis, Jane, Appleby, Louis, Hawton, Keith,
John, Ann, Kapur, Nav, Khan, Murad, O'Connor, Rory



C., Platt, Steve, Int COVID-19 Suicide Prevention,
Ayuso Mateos, José Luis. Suicide Research,
Prevention, and COVID-19 Towards a Global
Response and the Establishment of an Inter-
national Research Collaboration. CRISIS 471:
321-330. 2020. PMID: 32716205, IF: 2,355.
DOI: 10.1027/0227-5910/a000731.

Lungman, Per, Mikulska, Malgorzata, de la Ca-
mara de Llanza, Rafael, Basak, Grzegorz W,
Chabannon, Christian, Carbacioglu, Selim, Du-
arte, Rafael, Dolstra, Harry, Lankester, Arjan C,
Mohty, Mohamad, Montoto, Silvia, Murray, John,
de Latour, Regis Peffault, Snowden, John A, Yak-
oub-Agha, Ibrahim, Verhouven, Bregje, Kroeger,
Nicolaus, Styczynski, Jan, European Soc Blood
Marrow Transpla. The challenge of COVID-19
and hematopoietic cell transplantation; EBMT
recommendations for management of he-
matopoietic cell transplant recipients, their
donors, and patients undergoing CAR T-cell
therapy. Bone Marrow Transplant 55: 2071-
2076. 2020. PMID: 32404975, IF: 4,725. DO
10.1038/541409-020-0919-0.

Gonzalez Vicent, Marta. Guia terapéutica para
pacientes con Leucemia Mieloblastica Agu-
da en Racaida o Refractaria (LMA R/R) y
Sindromes Mielodisplasicos de Alto Riesgo
(SMD-AR): GETH. Guia terapéutica para pa-
cientes con Leucemia Mieloblastica Aguda en
Racaida o Refractaria (LMA R/R) y Sindromes
Mielodisplasicos de Alto Riesgo (SMD-AR): GETH.

Cisneros Serrano, Carolina Victoria. Guia Espafio-
la para el Manejo del Asma GEMA 5.0. Guia Es-
panola para el Manejo del Asma GEMA 5.0.

World Health Organization, Ayuso Mateos, José
Luis. Clinical management of COVID-19: inter-
im guidance. Clinical management of COVID-19:
interim guidance.

CLINICAL TRIALS

Clinical Trials represent an indication of being at
the forefront of R+D in the health sectar. They

provide a benefit to society based on the most
innovative treatments and the most advanced
techniques, with special aim of improving the
health and well-being of citizens. During 2020,
146 new agreements have been signed for clini-
cal trials led by lIS members.

Daudén Tello, Esteban. Basqueda de marca-
dores genéticos predictores de respuesta a
secukinumab en el tratamiento de la psoriasis.
Sponsored by: Novartis Farmacéutica, S.A.

Romero Laorden, Nuria / Olivier Gomez, Carlos.
Estudio observacional para describir retro-
spectivamente la evolucion de los pacientes
con cancer de prostata a lo largo de la enfer-
medad a través de la reutilizacion de los reg-
istros electronicos de salud con inteligencia
artificial (ESTUDIO OVERVIEW). Sponsored by:
JANSSEN-CILAG, S A.

Pérez Gisbert, Javier. Impacto de la telemonitor-
izacion en el manejo de la enfermedad inflam-
atoria intestinal compleja en Espaia: estudio
multicéntrico TECCU. Sponsored by: GETECCU.

Viivancos Mora, José Aurelio. Prevencion de ictus
en sobrevivientes de hemorragia intracere-
bral con fibrilacion auricular- Subestudio de
modelizacion predictiva. Sponsored by: Imperial
College of Science, Technology and Medicine. Eu-
draCT: 2018-002176-41.

Zapatero Labarda, Almudena. PEACE V: un en-
sayo aleatorizado de fase Il para el tratam-
iento de rescate de metastasis del cancer de
prostata nodal recurrente. Sponsored by: Uni-
versidad de Gante.

Romero Laorden, Nuria. Eficacia del atezoli-
zumab con radioterapia concomitante en pa-
cientes con cancer de vejiga misculo-invasivo.
Sponsored by: Grupo Espanol de Oncologia Gen-
itourinaria, SOGUG. EudraCT: 2018-004348-47.

Reyes Copa, Guillermo. Comparacion de prote-
sis sin sutura frente a protesis convencionales
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en el recambio valvular aortico: Estudio aleator-
izado multicéntrico.

Mejia. Abril, Gina Paola. Identificacion de fac-
tores clinicos y farmacogenéticos predictores de
respuesta a nuevos anticoagulantes orales en el
tratamiento de la fibrilacion auricular no valvu-
lar. Sponsored by: Fundacion para la Investigacion
Biomédica del Hospital Universitario de la Princesa.

Loscertales Pueyo, Javier. Estudio de fase 3b, mul-
ticéntrico, abierto y con un solo grupo, de acal-
abrutinib (ACP-196) en sujetos con leucemia
linfocitica cronica. Sponsored by: AstraZeneca UK
LIMITED. EudraCT: 2019-001573-889.

Sanchez Torres, José Miguel. Estudio fase 3, ale-
atorizado, a doble ciego, de quimioterapia
neoadyuvante mas nivolumab frente a quimi-
oterapia neoadyuvante mas placebo, seguido por
reseccion quirdrgica y tratamiento adyuvante con
nivolumab o placebo en participantes con canc-
er de pulmd. Sponsored by: Bristol-Myers Squibb
International Carporation (BMSIC). EudraCT: 2019-
000262-38.

Rabaneda Vicente, Esther. Estudio internacional,
multicéntrico, activo, paralelo controlado, abier-
to, randomizado, con tres ramas de tratamiento
para comparar la respuesta de la inflamacion
sinovial evaluada por ecografia a baricitinib, en
monoterapia o combinado con metotrexat. Spon-
sored by: Instituto de Investigacion Sanitaria Fun-
dacion Jiménez Diaz. EudraCT: 2018-004558-30.

Lopez Manzanares, Lydia. Estudio en fase II, ale-
atorizado, doble ciego y controlado con place-
bo de KO706 en pacientes con enfermedad de
Parkinson incipiente. Sponsored by: Sun Pharma
Advanced Research Company Limited. EudraCT:
2018-000337-15.

Garcia Buey, Luisa Consuelo. Estudio fase I (prime-
ra vez en humanos), multicéntrico, aleatorizado,
simple ciego y de escalado controlado de dosis
para evaluar la reactogenicidad, la seguridad,
la inmunogenicidad y la eficacia de las vacunas
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frente al VHB basadas en vectores virales. Spon-
sored by: GlaxoSmithKline, S.A. EudraCT: 2017-
001452-55.

GarciaBuey, Luisa Consuelo. Estudio complementa-
rio para evaluar la diseminacion de ChAd155-hli-
VHB en un subgrupo de pacientes con hepatitis
B cronica incluidos en el estudio fase | (primera
vez en humanos), aleatorizado, multicéntrico y
simple ciego TH HBV VV-001. Sponsored by: Glax-
oSmithKline, S.A. EudraCT: 2017-002574-39.

Lopez Manzanares, Lydia. Monitorizacion de la Mo-
vilidad de enfermos de Parkinson con fines ter-
apéuticos - Ensayo Clinico. Sponsored by: Consorci
Sanitari de I'Alt Penedes i Garraf.

Marazuela Azpiroz, Méonica. Ensayo Clinico en
fase 3, aleatorizado, doble ciego, controlado con
placebo, multicéntrico, para evaluar la eficacia
y seguridad de octreotida subcutanea de lib-
eracion prolongada (CAM2029) en pacientes con
acromegalia. Sponsored by: Camurus AB. EudraCT:
2019-001191-11.

Marazuela Azpiroz, Monica. Ensayo en fase 3,
abierto, de grupo dnico y multicéntrico, para
evaluar la seguridad a largo plazo de octreotida
(CAM2029) subcutanea de liberacion prolongada
en pacientes con acromegalia. Sponsored by: Ca-
murus AB. EudraCT: 2019-002190-66.

Llamas Velasco, Mar. Estudio de resultados sani-
tarios en la psoriasis (PSoHO): estudio observa-
cional internacional de resultados sanitarios
durante 3 aiios sobre el tratamiento biolégico de
la psoriasis en placas de moderada a grave. Spon-
sored by: Eli Lilly and Company.

Alfonso Manterola, Fernando. REFORM: Es-
tudio prospectivo, aleatorizado y de no in-
ferioridad para determinar la seguridad y la
eficacia del balon recubierto de farmaco Bioli-
mus A9™, para el tratamiento de la reesteno-
sis intra-stent: Primer ensayo clinico en el ser
humano (First-in-Man study). Sponsored by:
BIOSENSORS EUROPE SA.



Saez Béjar, Carmen Maria. Terapia antibidtica
corta comparada con el tratamiento antibioti-
co convencional en pacientes con endocarditis
infecciosa por cocos gram positivos: ensayo
clinico aleatorizado. Sponsared by: D* Carmen
Olmos Blanco. EudraCT: 2019-003358-10.

Gonzalez Moreno, Leticia. Ensayo doble ciego,
aleatorizado, controlado con placebo, fase IIb
sobre la eficacia y seguridad de comprimidos
de acido norursodesoxicélico en pacientes con
esteatohepatitis no alcoholica (EHNA). Spon-
sared by: Dr. Falk Pharma GmbH. EudraCT: 2018-
003443-31.

Moreno Carriles, Rosa Maria. Eficacia y seguri-
dad en la administracion intraarterial de REX-
=001 en el tratamiento de Glceras isquémicas
en pacientes con isquemia critica de extremi-
dades inferiores de categoria 5 segin la clas-
ificacion de Rutherford y diabetes mellitus:un
ensayo piv. Sponsored by: Rexgenero Bioscienc-
esS. L

Delgado Jimenez, Yolanda. Estudio de exten-
sion de retirada, aleatorizado, doble ciego
y multicéntrico para demostrar la eficacia,
seguridad vy tolerabilidad a largo plazo de
secukinumab subcutaneo en pacientes con
hidradenitis supurativa de moderada a grave.
Sponsored by: Novartis Farmacéutica, S.A. Eu-
draCT: 2019-003230-17.

Lopez Manzanares, Lydia. Estudio observacion-
al, prospectivo, multinacional, multicéntrico
que compara la efectividad de safinamida, ras-
agilina y otros “tratamientos estandar” como
tratamiento complementario a la levodopa
(I-dopa) en pacientes con enfermedad de par-
kinson (ep) fluctuante-SUCCESS. Sponsared by:
Zambon Sp.A.

Ortiz Garcia, Ana. Calidad asistencial en el
manejo clinico de la Artritis Reumatoide
atendiendo a la estrategia Treat to Target
(T2T). Sponsored by: Fundacion Espanola de
Reumatologia.

Suarez Fernandez, Carmen. Fibrilacion auricular
en la practica real en el manejo de la anticoag-
ulacion oral- AFIRMA 4.0. Sponsored by: PFIZ-
ERSLU.

Alfonso Manterola, Fernando. Estrategias de
revascularizacion completa percutanea con
stents recubiertos de polimeros biodegrada-
bles liberadores de sirolimus en pacientes con
sindromes coronarios agudos y enfermedad
de miiltiples vasos, estudio BioVasc. Spon-
sored by: Thoraxcentrum Research B\V.

del Arco Galan, Carmen. Estudio Observacional
Prospectivo acerca del manejo perioperato-
rio / periprocedimiento de los farmacos an-
titromboticos en el “mundo real":REGISTRO
REQXAA. Sponsored by: Fundacion Espanola de
Farmacia Hospitalaria (FEFH).

Garcia Vadillo, JesUs Alberto. Estudio observa-
cional, transversal sobre la facilidad de uso del
dispositivo de inyeccion Terrosa Pen®. Spon-
sored by: GEDEON RICHTER IBERICA S.AU.

Morell Baladran, Alberto. Estudio de satisfaccion
y calidad vida en pacientes con enfermedad
inmunomediada atendidos por los servicios de
farmacia hospitalaria. Estudio SACVINFA.

Meca Lallana, Virginia. Estudio observacion-
al sobre la efectividad y perfil de seguridad
de alemtuzumab (Lemtrada®) en pacientes
con esclerosis miltiple remitente recurrente
tratados en la Comunidad de Madrid segiin las
condiciones de practica clinica habitual. Spon-
sored by: Sanofi-Aventis, S.A.

Santander Vaquero, Cecilio. Ensayo multicén-
trico, aleatorizado, doble ciego, de grupos
paralelos, controlado con placebo para inves-
tigar el uso de benralizumab para la esofagitis
eosinofilica (MESSINA). Sponsored by: Astra-
Zeneca AB. EudraCT. 2019-002871-32.

Lopez Manzanares, Lydia. Estudio en fase llI,
de 182 semanas de duracion y abierto sobre
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la seguridad vy la tolerabilidad de TD-9855 en
el tratamiento de la hipotension ortostatica
neurogénica sintomatica (HOns) en sujetos con
fallo autonémico primario. Sponsored by: Thera-
vance Biopharma Ireland Limited. EudraCT: 2019-
002425-30.

Daudén Tello, Esteban. Un estudio clinico internac-
ional, multicéntrico, abierto, de fase IV interven-
cionista para investigar la eficacia y seguridad de
tildrakizumab 100mg en pacientes con psoriasis
en placas cronica de moderada a grave y su influ-
encia en la calidad de vida. Sponsored by: ALMI-
RALLSA. EudraCT: 2019-002804-42.

Martin Pérez, Elena. Anastomosis pancreatica tras
duodenopancreatectomia cefalica: pancreato-
gastrostomia vs anastomosis de Blumgart. Es-
tudio prospectivo, aleatorizado y multicéntrico.
Sponsored by: Fundacion para la Investigacion del
Hospital Clinico de la Comunidad Valenciana.

Romero Laorden, Nuria. Estudio de fase 3, aleato-
rizado y doble ciego para comparar la eficaciay la
seguridad de pembrolizumab (MK-3475) en com-
binacion con lenvatinib (E7080/MK-7902) frente
a pembrolizumab y un placebo equivalente como
tratamiento de primera linea del carcinom. Spon-
sared by: Merck Sharp & Dohme de Espana S.A. Eu-
draCT: 2018-003752-21.

Pérez Gisbert, Javier. Estudio multicéntrico de se-
guridad a largo plazo (LTS) de 3 aios para eval-
uar la seguridad y tolerabilidad de TD-1473 en
pacientes con colitis ulcerosa. Sponsored by:
Theravance Biopharma Ireland Limited. EudraCT:
2018-002135-19.

Alvarez Chiva, Vicente. Chart review of patients
with secondary hyperparathyroidism and calci-
mimetics in Spain, using electronic health records
and big data technology. Sponsored by: Fundacion
SENEFRO.

Trillo Senin, Santiago. Ensayo fase Il de biisqueda de
dosis, multicéntrico, aleatorizado, controlado con
placebo, doble ciego y de grupos paralelos, para

2020 [FOREWORD IP / SCIENTIFIC OUTPUT ]

evaluar la eficacia y la seguridad de BAY 2433334
en pacientes después de un ICTUS agudo isquém-
ico no cardioembélico. Sponsored by: BAYER HIS-
PANIA, S.L.U. EudraCT: 2019-003431-33.

Ochoa Mazarro, Dolores. Ensayo clinico cru-
zado, aleatorizado de bioequivalencia de cal-
cifediol 0.266 mg capsulas blandas, tras su
administracion oral en dosis Gnica a voluntarios
sanos en ayunas. Sponsored by: Laboratorios Nor-
mon, S.A. EudraCT: 2019-001930-32.

Ramirez Herraiz, Esther. Terapia biolégica: infor-
macion y educacion al paciente.

Daudén Tello, Esteban. Estudio transversal y ret-
rospectivo de historias clinicas para evaluar la
intensidad de la psoriasis en pacientes espaioles
con psoriasis moderada a grave que reciben ha-
bitualmente tratamiento sistémico. Estudio
CRYSTAL. Spansored by: AbbVie Spain S.L.U.

Alfonso Manterola, Fernando. Estudio multicén-
trico, doble ciego, controlado con placebo, de
retirada aleatorizada, con grupos paralelos, de
patiromero para el manejo de la hiperpotase-
mia en pacientes que reciben medicamentos
inhibidores del sistema renina-angiotensina-al-
dosterona (iSRAA) para el tratamiento de la insu-
ficiencia cardiaca (DIAMOND). Sponsored by: Vifor
(International) Ltd. EudraCT: 2018-005030-38.

Alegre Amor, Adrian. Evolucion de los patrones
de tratamiento en mieloma miiltiple en Espaiia.
Sponsored by: AMGEN, S.A.

Loscertales Pueyo, Javier. Epidemiologia, patrones
de tratamiento, adherencia, resultados clinicos,
eventos adversos y uso de recursos sanitarios en
la vida real en pacientes con leucemia linfocitica
crénica en Espaiia (Estudio SReal CLL). Sponsored
by: Astrazeneca Farmacéutica Spain, S.A.

Romero Laorden, Nuria. Estudio de fase lll, ale-
atorizado, doble ciego de nivolumab o placebo
en combinacion con docetaxel, en hombres con
cancer de prostata resistente a la castracion



metastasico (CheckMate 7DX: via de punto
de control y evaluacion del ensayo clinico de
nivolu. Sponsored by: Bristol-Myers Squibb In-
ternational Corporation (BMSIC). EudraCT: 2018~
005030-38.

Santander Vaguero, Cecilio. Formulacion de
comprimidos orales dispersables de propion-
ato de fluticasona en la esofagitis eosinofili-
ca: Estudio de dos partes, aleatorizado, doble
ciego y controlado con placebo de APT-1011
en sujetos adultos y adolescentes con es-
ofagitis eosinofilica. Sponsored by: Adare
Pharmaceuticals US, LP. EudraCT: 2019-
001521-27.

Ochoa Mazarro, Maria Dolores. Ensayo clinico
cruzado aleatorizado para evaluar la bioequiv-
alencia entre Couldina Ibuprofeno (ibuprofeno
lisina 400 mg + clorfenamina 2 mg + fenilefri-
na 7,5 mg) comprimidos y Couldina Ibuprofeno
(ibuprofeno lisina 400 mg + clorfenamina 2 mg
+ fenilefrin. Sponsored by: Laboratorios Alter
S.A. EudraCT: 2020-000403-36.

Mejia Abril, Gina Paocla. Ensayo clinico cruzado,
aleatorizado de bioequivalencia de desvenla-
faxina 100 mg comprimidos de liberacion pro-
longada, tras su administracion oral en dosis
Gnica a voluntarios sanos en ayunas. Spon-
sored by: Laboratarios Normon, S.A. EudraCT:
2020-000403-36.

Marazuela Azpiroz, Monica. Eficacia de la
combinacion dieta hipocalorica mas ayuno
intermitente en el control metabélico de la di-
abetes y prediabetes con esteatohepatitis no
alcohélica: abordaje traslacional.

De los Santos Gil, Ignacio. Estudio de fase lla,
aleatorizado, doble ciego y controlado con
placebo, de las vacunas contra el VIH-1 MVA.
HTI y ChAdOx1.HTI, con el agonista de TLR7
vesatolimod (GS-9620), en infeccion por el
VIH-1 tratada de forma precoz. Sponsored
by: AELIX THEREAPEUTICS S.L. EudraCT: 2018-
002125-30.

Ballesteros Garcia, Ana Isabel. Estudio observa-
cional retrospectivo para evaluar el perfil
demografico y clinicopatologico y el mane-
jo de pacientes con cancer de mama precoz
her2-positivo y enfermedad residual tratados
con trastuzumab emtansina en Espaiia: estu-
dio KARMA. Sponsored by: ROCHE FARMA, S.A.

Loscertales Pueyo, Javier. Analisis retrospecti-
vo de la evolucion clinica de los pacientes con
leucemia linfocitica cronica (LLC) tratados con
venetoclax en la practica real en Espaiia. Estu-
dio VENARES. Sponsored by: AbbVie Spain S.L.U.

Lopez Manzanares, Lydia. Ensayo de fase Il
doble ciego, aleatorizado, controlado con pla-
cebo, de grupos paralelos y de 27 semanas
para evaluar la eficacia, la seguridad vy la tol-
erabilidad de dos dosis fijas de tavapadon en
la enfermedad de parkinson precoz (ensayo
TEMPO-1). Sponsored by: Cerevel Therapeutics
LLC. EudraCT. 2019-002949-38.

Sanchez Pérez, Javier. Estudio aleatorizado, do-
ble ciego y controlado con placebo para eval-
uar la eficacia y la seguridad de nemolizumab
(CD14152) en sujetos con dermatitis atopica
de moderada a grave. Sponsored by: Galderma
S.A. EudraCT: 2019-001887-31.

Suarez Fernandez, Carmen. Estudio de fase
Ill, doble ciego, controlado con placebo,
de la eficacia y la seguridad de Firibastat
(QGCO01) administrado por via oral, dos vec-
es al dia, a lo largo de 12 semanas en sujetos
hipertensos resistentes/dificiles de tratar.
Sponsored by: Quantum Genomics. EudraCT:
2019-004509-29.

Pérez Gisbert, Javier. Estudio de fase 3, alea-
torizado, doble ciego, controlado con placebo
y de tres grupos para evaluar la seguridad y
eficacia de la administracion una vez al dia y
dos veces al dia de una nueva formulacion en
supositorio de acetato de hidrocortisona 90
mg, administrada con el aplicador de suposi-
torios Sephure® en sujetos con colitis ulcerosa
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del recto. Sponsored by: CRISTCOT HCA LLC. Eu-
draCT: 2019-003596-19.

Sanchez Torres, José Miguel. Datos reales
de pacientes con cancer de pulmén no mi-
crocitico estadio Ill tratados con durvalumab
después de quimioradioterapia en Espafa.
Estudio S-REAL. Sponsored by: FUNDACION
GECP.

Abad Santos, Francisco. Estudio de casos y con-
troles anidado en una cohorte para evaluar el
efecto de la co-medicacion en la evolucion de la
infeccion por el coronavirus SARS-COV.

Sanz Sanz, Jesus. Ensayo clinico aleatorizado para
evaluar la eficacia de diferentes tratamientos en
pacientes con COVID19 que requieren hospital-
izacion. Sponsored by: Fundacion para la Investi-
gacion Biomeédica del Hospital Universitario La Paz.
EudraCT. 2020-001156-18.

Mejia Abril, Gina Paocla. Asociacion entre el uso de
farmacos que bloquean el eje Renina-Angioten-
sina-Aldosterona (SRAA) y la incidencia y grave-
dad de la infeccion COVID-19: un estudio caso
poblacion.

Casals Seoane, Fernando. Estudio fase 2, mul-
ticéntrico y abierto de dosis ascendentes de
MS1819-SD anadido a dosis estables de enzi-
mas pancreaticas porcinas para investigar la
eficacia y la seguridad de dicha combinacion
en la compensacion de la insuficiencia pan-
creatica exocrina grave en pacientes con fibro-
sis quistica que no estan totalmente cubiertos
Gnicamente con enzimas pancreaticas porci-
nas. Sponsored by: AzyrRx SAS. EudraCT: 2018-
003831-31.

Arranz Saez, Maria Reyes. Un estudio de cohorte
observacional retrospectivo de terapias sistémi-
cas para tratar el linfoma difuso de células B
grandes (DLBCL) recidivante o refractario (R/R)
para comparar los resultados con los de Tafasi-
tamab + Lenalidomide obtenidos en el estudio.
Sponsored by: MorphoSys AG.

2020 [FOREWORD IP / SCIENTIFIC OUTPUT ]

Sanz Sanz, Jesus. Prevencion de enfermedad por
SARS-COV-2 (COVID-19) mediante la profilaxis
pre-exposicion de emtricitabina/tenofovir diso-
proxilo e hidroxicloroquina en personal sanitar-
io: ensayo clinico aleatorizado, controlado con
placebo. Sponsored by: Fundacion para la Investi-
gacion Biomeédica Hospital La Paz. EudraCT: 2020-
001385-11.

Pérez Hernandez, Concepcion. Asociacion entre
el uso de farmacos en dolor cronico y la inciden-
cia y gravedad de la infeccion COVID-19: un es-
tudio caso-poblacion. Sponsored by: Fundacion
de Investigacion del Hospital Infantil Universitario
Nino Jesas.

Quiroga Gil, Borja. Utilidad del filtro de polimetac-
rilato de metilo (PMMA) en el tratamiento de los
pacientes en programa de hemodialisis infecta-
dos por COVID-19. Sponsored by: NIHR UNIT ON
GLOBAL SURGERY AND THE EUROPEAN SOCIETY
OF COLOPROCTOLOGY.

De los Santos Gil, Ignacio / Vicuna, Isabel. Ensayo
clinico multicéntrico, aleatorizado, de terapia
de plasma convaleciente versus terapia estan-
dar para el tratamiento de COVID-19 en pa-
cientes hospitalizados. Sponsored by: Fundacion
SENEFRO.

Gutiérrez Liarte, Angela. Estudio comparativo de la
incidencia, epidemiologia, presentacion, evolu-
cion clinica y factores pronésticos de la infeccion
por SARS-Cov-2 en personas con Yy sin infeccion
por el VIH: estudio de cohortes. Sponsored by:
Dr.Rafael Baldenes Quiles perteneciente al Hospital
Clinico Universitario de Valencia.

Garcia de Vicuna, Rosario. Estudio piloto abierto
aleatorizado para evaluar la eficacia de sarilumab
subcutaneo en pacientes con infeccion por COV-
ID-19 moderada-grave. Sponsored by: GRUPO
DE INVESTIGADORES COPERA MADRID. EudraCT:
2020-001634-36.

Llamas \elasco, Mar. Descripcion de las mani-
festaciones cutaneas de COVID-19. Sponsored by:



Servicio de Farmacologia Clinica del Hospital Uni-
versitario de La Princesa.

Cecconi, Alberto. Utilidad de la Colchicina para
el Tratamiento de la Hiperinflamacion asocia-
da ala Neumonia por COVID19. FudraCT: 2020-
001841-38.

Alfonso Manterola, Fernando. Ensayo de
colchicina en el SARS-Cov2 coronavirus
(COLCORONA-COVI-19). Sponsored by: Fun-
dacion para la Investigacion Biomeédica del
Haospital Universitario La Paz. EudraCT: 2020-
001689-12.

Sanz Sanz, JesUs. Ensayo clinico multicéntrico
aleatorizado para evaluar la eficacia de me-
latonina en la profilaxis de la infeccion por
SARS-CoV-2 en contactos de alto riesgo (En-
sayo MeCOVID - COVID-19). Sponsored by:
PFIZER S.L.U. EudraCT: 2020-001530-35.

Meca Lallana, Virginia. Estudio observacional,
transversal, no-intervencionista y multicén-
trico para la caracterizacion de la marcha
en pacientes con Esclerosis Miiltiple Remi-
tente-Recurrente y Esclerosis Miiltiple Se-
cundaria Progresiva medida por el sistema
de sensores integrado. Sponsored by: Novartis
Farmacéutica, S.A.

Meca Lallana, Virginia. Estudio en fase llI,
multicéntrico y aleatorizado, de grupos
paralelos, doble ciego y doble simulacion,
controlado de forma activa, para evaluar la
eficacia y seguridad de Evobrutinib en com-
paracion con Teriflumonida, en participantes
con esclerosis miiltiple recidivante. Spon-
sored by: Merck Healthcare KGaA. EudraCT:
2019-004972-20.

Cisneros Serrano, Carolina. Valores historicos
vs. actuales de eosinéfilos en sangre en pa-
cientes con asma grave no controlada: capaci-
dad de prediccion de riesgos futuros. Estudio
ENEAS II. Sponsored by: Respira. Fundacion Es-
panola del Pulmon. SEPAR.

Ancochea Bermudez, Julio. Ensayo Clinico Fase
Il para explorar la eficacia del uso de célu-
las mesenquimales alogénicas de tejido de
cordon umbilical en pacientes con afectacion
pulmonar grave por COVID-19. EudraCT: 2020-
001450-22.

Navar Garcia, Marta. ADROIT: Registro de
resultados para las indicaciones de los sis-
temas de estimulacion cerebral profun-
da (ECP) de Abbott a lo largo del tiempo.
Sponsored by: ABBOTT / SJM COORDINATION
CENTER BVBA.

Daudén Tello, Esteban. Bisqueda de marca-
dores farmacogenéticos de respuesta a los
farmacos anti-IL17R y anti-IL23 en pacientes
de psoriasis. Sponsored by: Fundacion Investi-
gacion Clinico-Dermatologica.

De los Santos Gil, Ignacio. Caracteristicas clini-
cas y epidemioldgicas de los pacientes hospi-
talizados por COVID-19 en Espana.

Soriano Ortiz, Joan Bautista. Estudio de fase
2, multicéntrico, aleatorizado, controlado y
abierto para evaluar la eficacia y seguridad
de DFV890 para el tratamiento en pacientes
infectados por SARS-CoV-2 con neumonia y
deterioro de la funcion respiratoria por COV-
ID-19. Sponsored by: Novartis Farmacéutica, S.A.
EudraCT: 2020-001870-32.

Ochoa Mazarro, Dolores. Ensayo clinico aleato-
rizado, abierto y cruzado de biodisponibilidad
comparada de melatonina (formulacion retard
(1.98 mg) vs inmediata (1.99 mg), tras su ad-
ministracion oral en dosis Gnica a voluntarios
sanos. Sponsored by: [TF RESEARCH PHARMA,
SLU

Alegre Amar, Adrian. Epidemiologia, Curso
clinico y Factores de Riesgo de Morbi-mor-
talidad en Pacientes Hematoldgicos con COV-
ID-19 en la Comunidad de Madrid: un Estudio
Retrospectivo. Sponsored by: Instituto de Salud
Carlos Il.
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Lopez Manzanares, Lydia. Estudio internacional
sobre la enfermedad de Parkinson de Rostock
(ROPAD). Sponsored by: Centogene AG.

Alonso Pérez, Tamara. Estudio aleatorizado, do-
ble ciego, controlado con placebo, para evaluar
la eficacia y seguridad de otilimab intravenoso en
pacientes con enfermedad pulmonar grave aso-
ciada a COVID-19. Sponsored by: GlaxoSmithKline,
SA. EudraCT. 2020-001759-42.

Llamas \elasco, Mar. Caracterizacion clinico-pa-
tologica y molecular de las manifestaciones
cutaneas de Covid-19. Continuacion estudio COV-
ID-Piel.

Di Martino, Marcello. Estudio de cohortes inter-
nacional (COVID-SURG) sobre el impacto de la en-
fermedad de coronavirus COVID-19 en pacientes
sometidos a cirugia.

Vivancos Mora, José Aurelio. Ensayo clinico do-
bleciego, controlado con placebo, aleatorizado,
Fase Ib/lla, de ApTOLL para el tratamiento de pa-
cientes con ictus isquémico agudo. Sponsored by:
APTATARGETS S.L. EudraCT: 2020-002059-38.

Ochoa Mazarro, Dolores. Ensayo clinico cruzado,
aleatorizado de bioequivalencia de sitagliptina/
metformina 50 mg/1000 mg comprimidos recu-
biertos con pelicula, tras su administracion oral
en dosis Gnica a voluntarios sanos con comida.
Sponsored by: Laboratorios Normon, S.A. EudraCT:
2019-003274-79.

Ancochea Bermudez, Julio. Estudio prueba de con-
cepto multicéntrico, aleatorizado, paralelo, abi-
erto, para evaluar el perfil de seguridad de tres
dosis de plitidepsina en pacientes con COVID-19
que precisen ingreso hospitalario. Sponsored by:
PHARMA MAR, S.A. EudraCT: 2020-001993-31.

Romero Laorden, Nuria. Estudio de fase lll inter-
nacional, aleatorizado, abierto y con tres gru-
pos paralelos de PF-06801591, un anticuerpo
anti-PD-1, en combinacion con bacilo de Cal-
mette-Guérin (induccion de BCG con o sin man-

2020 [FOREWORD IP / SCIENTIFIC OUTPUT ]

tenimiento de BCG) frente a BCG (induccion vy
mantenimiento) en participantes con cancer de
vejiga invasivo, no muscular y de alto riesgo sin
tratamiento previo con BCG. Sponsored by: Pfizer
S.LU. EudraCT: 2019-003375-19.

Sanchez Torres, José Miguel. Estudio observacion-
al para describir los patrones de tratamiento tras
una secuenciacion gendomica exhaustiva en pa-
cientes fallos de screening del estudio TELMA con
cancer de pulmon no microcitico no escamoso lo-
calmente avanzado o metastasico y carga muta-
cional tumoral baja o desconocida. Sponsored by:
Rache Farma, S.A.

Valenzuela, Claudia. Zephyrus Il: Estudio de fase
Ill, aleatorizado, doble ciego, controlado con
placebo, de eficacia y seguridad de pamrevium-
ab en sujetos con fibrosis pulmonar idiopatica
(FPI). Sponsored by: FibroGen, INC. EudraCT: 2020-
3019-095.

Nieves Alonso, Jesis Manuel. Estudio descriptivo
de los cambios tisulares en pacientes COVID19+
con muestra obtenida por Biopsia con Aguja
Gruesa Ecoguiada (EcoBAG).

Alegre Amor, Adrian. Estudio piloto multicén-
trico, aleatorizado, abierto y con grupos pa-
ralelos para evaluar la seguridad y eficacia
del plasma convaleciente de donantes re-
cuperados de enfermedad de Coronavirus
2019 (COVID-19) tratado con azul de metile-
no (TAM) junto con el tratamiento médico
estandar (TME) en comparacion con el TME
solo en sujetos con COVID-19 que requieran
admision en la unidad de cuidados intensivos
(Ucl). Sponsored by: Grifols Worlwide Opera-
tions Limited.

Suarez Sipman, Fernando. Factores de riesgo,
prondsticos personalizados y seguimiento a un
ano de los enfermos ingresados en las unidades
de Cuidados Intensivos Espaiolas infectados
por el virus COVID19. Sponsored by: Dr. Gonzalo
Hernandez Martinez (Medicina Intensiva, Complejo
Hospitalario de Toledo).



De los Santos Gil, lgnacio. Evaluacién de fase I,
multicéntrica, abierta, aleatoria y controlado
con grupos paralelos de la eficacia y la seguri-
dad del BDB-001 inyectable en el tratamiento
de la COVID-19 severa progresiva. Sponsored
by: STAIDSON (BEIING) Biopharmaceuticals
Caompany Limited y Beijing Defengrui Biotechnal-
ogy Company Limited. EudraCT: 2020-001671-
32.

Ochoa Mazarro, Dolores. Estudio fase I/lla, de
primera administracion en humanos, aleato-
rizado, con observador ciego para evaluar la
seguridad, reactogenicidad e inmunogenici-
dad de tres dosis diferentes de VAC52416 (Ex-
PEC10V) en adultos de entre 60 y 85 aiios con
un estado de sa. Sponsored by: JANSSEN-CI-
LAG, S.A EudraCT: 2020-000657-27.

Campodonico, Diana Maria. Reacciones ad-
versas relacionadas con los tratamientos
utilizados para COVID-19 en pacientes ingre-
sados del Hospital Universitario de La Prince-
sa. Sponsared by: Grenoble University Hospital.

Rodriguez Cortés, Pablo. Analisis retrospectivo
de reacciones medicamentosas por raltegravir
asociadas al HLA-B*53 en el Hospital Univer-
sitario de La Princesa. Sponsored by: Fundacion
SEIMC-GESIDA.

Sanz Sanz, JesUs. “Estudio abierto de fase Il
para evaluar la eficacia y tolerabilidad del trat-
amiento con vafidemstat en combinacion con
el tratamiento estandar para prevenir el sin-
drome de distrés respiratorio agudo (SDRA) en
pacientes adultos graves con COVID-19 (En-
sayo ESCAPE). Sponsared by: ORYZON GENOM-
ICS S.A. EudraCT: 2020-001618-39.

Pérez Lucendo, Aris. Delirio en pacientes criti-
cos con infeccion por SARS-COV-2", Sponsored
by: Respira. Fundacion Espancla del Pulmon.
SEPAR.

Ochoa Mazarro, Dolores. Estudio fase 2a, alea-
torizado, doble ciego, controlado con placebo,

para evaluar un rango de niveles de dosis e
intervalos de vacunacion de Ad26CCOVS1 en
adultos sanos de 18 a 55 anos inclusive. Spon-
sored by: JANSSEN-CILAG, S.A.

Pérez Gisbert, Javier. Estudio observacional,
prospectivo y multicéntrico para evaluar la
calidad de vida relacionada con la salud en
pacientes con enfermedad de Crohn y fistu-
las perianales complejas antes y después del
tratamiento: estudio CALYPSO. Sponsored by:
Takeda Farmacéutica Espana, S.A.

De los Santos Gil, Ignacio. Estudio de fase 2/3,
aleatorizado, en doble ciego y controlado con
placebo, para evaluar la eficacia y la seguridad
de ABX464 en el tratamiento de la inflamacion
y en la prevencion de la insuficiencia respir-
atoria aguda resultante de la COVID-19 en
paci. Sponsored by: ABIVAX, S.A. EudraCT: 2020-
001673-75.

Ochoa Mazarro, Dolores. Ensayo clinico cru-
zado, aleatorizado de bioequivalencia de
vildagliptina/metformina 50 mg/1000 mg
comprimidos recubiertos con pelicula, tras
su administracion oral en dosis Gnica a
voluntarios sanos con comida. Sponsored
by: Laboratorios Alter, S.A. EudraCT: 2020-
003049-12.

Lopez Manzanares, Lydia. Ensayo de fase llI,
doble ciego, aleatorizado, controlado con
placebo, de grupos paralelos, de dosis flexi-
ble y de 27 semanas para evaluar la eficacia,
la seguridad y la tolerabilidad de tavapadon
como tratamiento adyuvante para la enfer-
medad de Parkinso. Sponsored by: Cerevel
Therapeutics LLC. EudraCT: 2019-002951-40.

del Rio Murioz, Beatriz. Evaluacion de la
percepcion de las personas con esclerosis
miltiple avanzada sobre sus necesidades
sociosanitarias y calidad de vida: un estudio
epidemiologico observacional transversal
exploratorio. Sponsored by: Asociacion Escle-
rosis Multiple Espana.
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Pérez Abanades, Maria. Efectividad y seguridad de
regorafenib en pacientes con cancer colorrectal
metastasico.

Vlicuna Andrés, Isabel. Seguridad y utilizacion en
practica clinica del plasma convaleciente en pa-
cientes ingresados por COVID-19. Sponsored by:
Grupo Espanol de Investigacion en Cancer de Qvario
(GEICO).

VValenzuela, Claudia. Estudio aleatorizado, con
doble enmascaramiento, controlado con place-
bo y de grupos paralelos en pacientes con FPI
para evaluar la eficacia, seguridad y tolerabil-
idad a lo largo de 12 semanas de Bl 1015550
administrados por via oral. Sponsored by:
BOEHRINGER INGELHEIM ESPANA, S.A. EudraCT:
2019-004167-45.

Valenzuela, Claudia. Ensayo clinico randomiza-
do fase-Il para evaluar el efecto de pirfenidona
comparado con placebo en fibrosis pulmonar
post-COVID19. Sponsored by: Fundacio Institut
d'Investigacio Biomédica de Bellvitge (IDIBELL). Eu-
draCT: 2020-002518-42.

Garcia Buey, Luisa Consuelo. Incidencia y grave-
dad de la infeccion por sars-cov2 (covid-19) en
pacientes con hepatitis crénica por virus b en
tratamiento con tenofovir o entecavir en es-
pafa. Sponsored by: Hospital Universitario del
Henares.

Romero Laorden, Nuria. Estudio aleatorizado,
doble ciego, controlado con placebo de fase
lll de niraparib en combinacion con acetato
de abiraterona y prednisona frente a acetato
de abiraterona y prednisona para el tratami-
ento de participantes con cancer de prostata
metastasic. Sponsored by: JANSSEN-CILAG, S.A.
EudraCT: 2020-002209-25.

Alfonso Manterola, Fernando. Registro prospecti-
vo, de brazo Gnico, multicéntrico, observacional
de litotricia coronaria para el tratamiento de le-
siones calcificadas en espana (Estudio REPLICA).
Sponsored by: Fundacian EPIC.

2020 [FOREWORD IP / SCIENTIFIC OUTPUT ]

Garcia Fraile-Fraile Lucio JesUs. Sistema de In-
formacion de Programas de Profilaxis Pre-ex-
posicion al VIH en Espafa. Sponsored by:
Birmingham Surgical Trials Consortium (Bowel Dis-
ease Research Foundation in the United Kingdom).

Garcia de Vicuna, Rosario. PsA Bioldgicos: Es-
tudio observacional retrospectivo sobre los
patrones de tratamiento anti-IL17 en el mane-
jo de la artritis psoriasica. Sponsored by: Lilly
SAU.

Carreras Rodriguez, Maria Teresa. Estudio DET-
COG-COVID: Estudio observacional para evaluar
la repercusion del confinamiento en el contexto
de la pandemia por COVID-19 en pacientes con
diagnostico de Deterioro Cognitivo. Version 3.0.

Suarez Sipmann, Fernando. Efecto de la oxigen-
oterapia de alto flujo a través de canula nasal vs
la ventilacion mecanica no invasiva en la reintu-
bacion en pacientes de muy alto riesgo de fracaso
de extubacion y/o obesos. Doble estudio clinico
randomizado. Sponsored by: Dr. Alvaro Valdés Anca.

Romero Laorden, Nuria. Estudio retrospectivo,
multicéntrico de niraparib como terapia de man-
tenimiento en pacientes sensibles a platino con
cancer de ovario recurrente que han recibido
niraparib dentro del Programa de Acceso Expan-
dido en Espaiia. Sponsored by: Grupo Espanol de
Investigacion en Cancer de Ovario (GEICO).

(Casals Seoane, Fernando. Efecto de fluidoterapia
agresiva frente a fluidoterapia no agresiva en
la fase precoz de la pancreatitis aguda: ensayo
clinico aleatorizado multicéntrico, estudio WA-
TERFALL. Sponsored by: Dr. Jests Pastor Gomez.
EudraCT: 2019-000788-26.

Ochoa Mazarro, Dolores. Ensayo clinico cruzado,
aleatorizado de bioequivalencia de vildagliptina/
metformina 50/1000 mg comprimidos recubi-
ertos con pelicula, tras su administracion oral
en dosis {nica a voluntarios sanos con comida.
Sponsored by: Laboratorios Normon S.A. EudraCT:
2020-003619-81.



Ochoa Mazarro, Dolores. Ensayo clinico cruza-
do, aleatorizado de bioequivalencia de que-
tiapina 50 mg comprimidos recubiertos con
pelicula, tras su administracion oral en dosis
dnica a voluntarios sanos en ayunas con un
disefio replicado. Sponsored by: Laboratarios
Alter, S.A EudraCT: 2020-001091-14.

De los Santos Gil, Ignacio. Estudio Fase Illb, ale-
atorizado, multicéntrico, con grupo control ac-
tivo, de grupo paralelo, no inferioridad, abierto,
que evalia la eficacia, seguridad y tolerabilidad
del cambio a Cabotegravir de accion prolonga-
da junto con Rilpivirina de accion prolon. Spon-
sored by: LABORATORIOS ViV HEALTHCARE, S.L.
EudraCT. 2020-002623-11.

De los Santos Gll, Ignacio. Estudio Fase lib, alea-
torizado, con grupo control activo, parcialmente
cegado, de biisqueda de dosis de GSK3640254
en comparacion con un brazo control de dolute-
gravir, cada uno en combinacion con inhibidores
de la transcriptasa inversa analogos de nucled.
Sponsored by: LABORATORIOS ViV HEALTHCARE,
S.L EudraCT: 2019-004435-23.

Sanchez Pérez, Javier. Estudio prospectivo, mul-
ticéntrico y a largo plazo para evaluar la segu-
ridad y la eficacia de Nemolizumab (CD14152)
en sujetos con dermatitis atopica de moderada
a grave. Sponsored by: Galderma S.A. EudraCT:
2015-001889-15.

Meca Lallana, Virginia. Estudio en fase 3, alea-
torizado, doble ciego para evaluar la eficacia
y seguridad del tratamiento con SAR442168
frente a teriflunomida (Aubagio®) en pacientes
con esclerosis miiltiple recidivante (GEMINI 1).
Sponsored by: SANOFI-AVENTIS, S.A. EudraCT:
2020-000637-41.

Pastor Gomez, Jesl(s. Respuesta cerebral a
la misica en pacientes en coma o con se-
do-analgesia.

Cisneros Serrano, Carolina. Estudio de fase 4,
aleatorizado, controlado con placebo, doble

ciego, multicéntrico y de grupos paralelos so-
bre el efecto de dupilumab en la alteracion del
sueifio en pacientes con asma persistente no
controlada. Sponsored by: SANOFI-AVETNIS, S.A.
EudraCT: 2020-001217-20.

Valdés Anca, Alvaro. Estudio observacion-
al sobre la implantacion de un programa de
cirugia laparoscopica extraperitoneal de la
hernia inguinal: resultados durante la curva
de aprendizaje.

Ochoa Mazarro, Dolores. Ensayo clinico cruza-
do, abierto, aleatorizado, dos secuencias y dos
periodos de bioequivalencia de disulfiram 400
mg comprimidos efervescentes, tras suadmin-
istracion oral en dosis Gnica a voluntarios sa-
nos en ayunas. Sponsored by: GEISER PHARMA
S.L. EudraCT: 2020-004605-31.

Ochoa Mazarro, Dolores. Ensayo clinico cruzado,
aleatorizado de bioequivalencia de vildaglipti-
na/metformina 50/850 mg comprimidos recu-
biertos con pelicula, tras su administracion oral
en dosis {nica a voluntarios sanos con comida.
Sponsored by: Laboratorios Normon, S.A. Eu-
draCT: 2020-004728-40.

Ochoa Mazarro, Dolores. Ensayo clinico cruzado,
replicado, aleatorizado de bioequivalencia de
mirabegron 50 mg comprimidos de liberacion
prolongada, tras su administracién oral en do-
sis Ginica a voluntarios sanos en ayunas. Spon-
sored by: Laborataorios Normon, SA. EudraCT:
2020-004710-35.

Racio Martin, Esmeralda. Valor diagnéstico de
los potenciales evocados miogénicos vestib-
ulares en el vértigo posicional paroxistico be-
nigno.

Romero Laorden, Nuria. Estudio Observa-
cional Retrospectivo-Prospectivo en pa-
cientes con tumores genitourinarios que
presentan infeccion COVID-19. Sponsored
by: Spanish Oncology Genitourinary Group
(SOGUG).
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Ochoa Mazarro, Dolores. Estudio de fase 3, alea-
torizado, doble ciego, controlado con placebo,
para evaluar la eficacia y la seguridad de Ad26.
COV2.S para la prevencion de COVID-19 mediada
por SARS-CoV-2 en adultos mayores de 18 afos.
Sponsored by: Janssen Research & Development,
LLC. EudraCT. 2020-003643-29.

Maqueda Gonzalez, Rocio / Di Martino, Marcelo. Ut-
ilidad de la tomografia computarizada multicorte
preoperatoria con volumetria pancreatica como
predictor de fistula pancreatica tras la duodeno-
pancreatectomia cefalica.

Correa Benito, Alba. International, prospective
snapshot collaborative audit of acute diverticu-
litis (auditoria internacional prospectiva de la di-
verticulitis aguda).

Meca Lallana, Virginia. Estudio en fase 3, aleato-
rizado, doble ciego para evaluar la eficacia y se-
guridad del tratamiento con SAR442168 frente
a placebo en pacientes con esclerosis miiltiple
secundaria progresiva no recidivante (HERCU-
LES). Sponsored by: SANOFI-AVENTIS, S.A. EudraCT:
2020-000647-30.

Ochoa Mazarro, Dolores. Ensayo clinico cruzado,
aleatorizado de bioequivalencia de colecalcif-
erol 50.000 U.l. capsulas duras, tras su admin-
istracion oral en dosis Gnica a voluntarios sanos
en ayunas. Sponsored by: Laboratorios Alter, S.A.
FudraCT: 2020-005245-17.

Diez Villanueva, Pablo. Registro observacional pro-
spectivo de pacientes con insuficiencia cardiaca.
Sponsored by: Fundacion Casa del Corazon.

del Arco Galan, Carmen. Seguridad tras la Cardioversion
Urgente de la Fibrilacion Auricular. Sponsored by: .

Garcia de Vicuna, Rosario. Evaluacion del riesgo
cardiovascular y de sus determinantes, en pa-
cientes con artritis reumatoide, espondilitis an-
quilosante y artritis psoriasica. Sponsored by:
Fundacion Espanola de Reumatologia.

2020 [FOREWORD IP / SCIENTIFIC OUTPUT ]

Alfonso Manterola, Fernando. Tratamiento de pa-
cientes dislipémicos con alto riesgo y muy alto
riesgo para la prevencion de eventos cardiovas-
culares en Europa - Estudio Multinacional Ob-
servacional (SANTORINI). Sponsored by: Daiichi
Sankyo Europe GmbH.

Garcia Polo, lluminada. Tratamiento de pacientes
dislipémicos con alto riesgo y muy alto riesgo para
la prevencion de eventos cardiovasculares en Eu-
ropa - Estudio Multinacional Observacional (SAN-
TORINI). Sponsored by: Daiichi Sankyo Europe GmbH.

Marazuela Azpiroz, Monica. Tratamiento de pa-
cientes dislipémicos con alto riesgo y muy alto
riesgo para la prevencion de eventos cardiovas-
culares en Europa - Estudio Multinacional Ob-
servacional (SANTORINI). Sponsored by: Daiichi
Sankyo Europe GmbH.

BOOKS

Pérez Gisbert, Francisco Javier, Chaparro Sanchez,
Maria. Farmacos biologicos anti-TNF vy bio-
similares. En: Manual Practico GETECCU de
Conductas de Actuacion en la Enfermedad In-
flamatoria Cronica Intestinal. ERGON. 2020. ISBN:
9788417844264,

Pérez Gisbert, Francisco Javier, Chaparro Sanchez,
Maria. Enfermedad inflamatoria intestinal y
embarazo. En: Manual Practico GETECCU de
Conductas de Actuacion en la Enfermedad In-
flamatoria Cronica Intestinal. ERGON. 2020.
ISBN: 9788417844264,

Gonzalez Vicent, Marta. Guia terapéutica para
pacientes con Leucemia Mieloblastica Aguda en
Racaida o Refractaria (LMA R/R) y Sindromes
Mielodisplasicos de Alto Riesgo (SMD-AR):
GETH. En: Guia terapéutica para pacientes con
Leucemia Mieloblastica Aguda en Racaida o
Refractaria (LMA R/R) y Sindromes Mielodis-
plasicos de Alto Riesgo (SMD-AR): GETH. Grupo
Espanol de Trasplante Hematopoyética y Terapia
Celular. 2020.



Sebastian Pérez, Elena. NMP en edad Pediatri-
ca. En: Manual de recomendaciones en
Neoplasias Mieloproloferativas Cronicas Fil-
adelfoa Negativas (3° Edicion 2020). Market-
ing Farmacéutico & Investigacion Clinica. 2020.
ISBN: 9788409247486.

Braier M, Ancochea ). Memorias de la COV-
ID-19 : Relatos de la Fase 1. 2020.

Choya Foces, Carmen, Martinez Ruiz, Antanio,
Hernansanz Agustin, Pablo. Measurement of
superoxide production in acute hypoxia by
fixed-cell microscopy. En: Reactive Oxygen
Species: Methods and Protocols. Springer.
2020.1SBN: 9781071608951.

Chaparro Sanchez, Maria, Pérez Gisbert, Fran-
cisco Javier. Durabilidad e inmunogenicidad
de los farmacos biolégicos en la enfermedad
inflamatoria intestinal. En: Hot Topics: En-
fermedad inflamatoria intestinal. Permanyer.
2020. ISBN: 9788418150333,

Cisneros CV. Guia Espaiola para el Mane-
jo del Asma GEMA 5.0. Luzan 5. 2020. ISBN:
9788417372972,

Laserna Mendieta, Emilio José, Orera Clem-
ente, Maria, Alonso Cerezo, Maria Concepcion,
Prieto Menchero, Santiago. El Laboratorio que
precisa la medicina de precision. En: El Sis-
tema Nacional de Salud ante la medicina de
precision. Fundacion Gaspar Casal. pp. 67 - 91.
2020.1SBN: 9788409166282.

World Health Organization. Clinical management
of COVID-19: interim guidance. En: Clinical
management of COVID-19: interim guidance.
World Health Organization. WHO. 2020.

Balsalobre, Luz, Blanco, Ana, Alarcon, Teresa,
CapeloMartinez, JL, lgrejas, G. Beta-Lactams.
En: Antibiotic Drug Resistance. John Wiley &
Sons Inc. pp. 57 - 72.2020. 1SBN: 978-1-119-
28252-5.

Andion Catalan, M, Madero Lopez, Luis. Pa-
tologia oncolégica mas frecuente. En: Me-
dicina de la adolescencia. Atencion integral
(32 Edicion). Ergon. pp. 917 - 929. 2020. ISBN:
9788417844387.

Zubicaray Salegui, Josune, Sebastian Pérez,
Elena, Sevilla Navarro, Julian. Coagulopatias.
En: Medicina de la adolescencia. Atencion
integral (32 Edicién). Ergon. pp. 907 - 916.
2020. ISBN: 9788417844387,

Daudén Tello, Esteban. Enfermedades erite-
mato-descamativas |. Psoriasis. Sindrome
de Reiter. Dermatitis Seborreica. Pitiriasis
Rubra Pilaris. En: Dermatologia para el gra-
do de Medicina. Médica Panamericana. 2020.
ISBN: 9788491104124,

Daudén Tello, Esteban. Infecciones de trans-
mision Sexual. En: Dermatologia para el gra-
do de Medicina. Médica Panamericana. 2020.
ISBN: 9788491104124,

Daudén Tello, Esteban. Mastocitosis y en-
fermedades granulomatosas no infecci-
osas. En: Dermatologia para el grado de
Medicina. Médica Panamericana. 2020. ISBN:
9788491104124,

Ancochea Bermudez, Julio, Landete Rodriguez,
Pedro. Eosinofilis pulmonares. En: Medicina
Interna. Elsevier. pp. 702 - 705. 2020. ISBN:
9788491135456,

Ancochea  Bermudez, Julio, Landete
Rodriguez, Pedro. Enfermedades Pul-
monares de origen ocupacional. En: Me-
dicina Interna. Elsevier. pp. 706 - 711. 2020.
ISBN: 9788491135456,

Pérez Gisbert, Francisco Javier, Calvet, X, Lanas,
A, Elizalde, JI, Bujanda, L. Enfermedades del es-
tomago y del duodeno. En: Medicina Interna.
2020. 1SBN: 9788451135456,
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Communication and

The concept of communicating science in jour-
nals or scientific congresses is deeply rooted in
the field of scientific research, but scientists are
becoming increasingly more aware of the need
to disseminate science among citizens, which
partly finance research with their taxes.

Communication of biomedical research allows the
population to know and understand biomedical
advances with application or possible application
in human health, making the citizen more knowl-
edgeable about the diseases that affect society.

The 1IS Princesa uses two main toals to carry
out this task: the web (wwwi.iis-princesa.org)
and the newsletter “Impact Factor” The Insti-
tute website www.iis-princesa.org, renewed
in 2016 to adapt to the new trends of users,
presents the most important news about its
members, as well as information about courses,
congresses, job offers or detailed information of

research groups. In addition, the website offers
other services, such as the research calls alert
service, which provides up to date infarmation
to subscribers about public and private, national
or international calls.

The Impact Factor newsletter, published by the
1S Princesa since 2011, both in paper and elec-
tronic formats, shows the most outstanding
scientific advances, the most relevant news and
the successes of our researchers.

These activities are reinfarced with the active
participation of the IIS Princesa in the Science
Week of the Community of Madrid which offers
entertaining, interesting and important talks
about the latest scientific research, in a format
accessible to the public.

Number of sessions / communication
conferences:

9-ene

15-ene

16-ene

22-ene

23-ene

29-ene

30-ene
6-feb

12-feb

13-feb
20-feb

26-feb

27-feb
22-oct
29-oct

5-nov

12-nov
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Role of L-type amino acid transporter in skin inflammation.
Estudio genético diferencial (Immunochip) entre artritis reumatoide seropositiva y seronegativa

Estudio de las caracteristicas farmacocinéticas y farmacodinamicas del anticuerpo monoclonal
Natalizumab

Dificultades para el desarrollo final de EASI (early arthritis severity index) y nuevas aproximaciones
para resolverlas

El papel regulador de CD69 en la migracion mediada por CCR7 en células dendriticas
Mecanismos moleculares de control de la presion arterial en situaciones especiales
Linfocitos entrenados con bacterias como proxima generacion de inmunoterapias contra cancer
Tailoring dendritic cells through nucleic acid sensors to boost HIV-specific CD8+ T cell responses

Utilidad de la determinacion de masa 6sea de metacarpianos por DEXA como biomarcador en
artritis de reciente comienzo

Oxidized low-density lipoprotein binding to CD69 regulates the expression of PD-1
PD-L1: mas alla del sistema inmune

Niveles de expresion de Galectina 1 en pacientes con artritis reumatoide. ;Un posible biomarcador
en esta enfermedad?

PSGL-1 and ADAMS8 in the neutrophil extracellular traps
V/isién practica sobre la inmunidad frente a SARS-Cov-2
Caracterizacién de poblaciones mieloides diferencialmente afectadas en pacientes COVID-19

Deregulated cellular circuits driving immunoglobulins and complement consumption associate with
the severity of COVID-19

SARS-CoV-2 Cysteine-like Protease antibodies can be detected in serum and saliva of COVID-19
seropositive individuals

Danay Cebrian
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Noa Martin Cofreces

A new role for circulating T follicular helper cells in humoral response to anti-PD-1 therapy Santiago Sanchez Alonso

Effects of Cigarette Smoke on Pulmonary Arterial Remodeling
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Titulo

Javier Sevilla
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Inmunologja del tubo digestivo: del laboratorio a los pacientes

Cirugia minimamente invasiva. Cirugia del siglo XXI

Biobancos: con-cienciados investigando junto a ti

Dale un giro a tu dolor, aprende a manejarlo

Tatuajes, piercings y enfermedades de transmision sexual. Mitos y realidades

Investigacién biomédica translacional. De la investigacion basica a la aplicacion clinica.

Investigacion traslacional: linea directa entre el laboratorio y el paciente

Mariano Aguilar Mulet.
Mariano Aguilar Mulet.
Mariano Aguilar Mulet.

Mariano Aguilar Mulet.
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Mara Ortega Gomez / Laura Gomez
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Almudena Mateos Gonzalez
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Francisca Molina Jiménez / Jennifer
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V/aquero / Sergio Casabona Francés /
Pedro Lorenzo Majano Rodriguez

Agueda Gonzalez Rodriguez / Javier
Egea Maiquez / Yaiza Garcia / Patricia
Maranén / Paloma Narros
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[AREA 1/ CELLULAR AND MOLECULAR ETIOPATHOGENIC

GROUP 1

@ Head of laboratory » Research interest ’

Sanchez Madrid, Francisco

Group members »

Alfranca Gonzalez, Arantzazu
Bustos Moran, Eugenio

Cibrian Vera, Danay

Fernandez Delgado, Irene
Fernandez Messina, Lola

de la Fuente Flores, Hortensia
Martin Cofreces, Noa Beatriz
Martin Gayo, Enrique

Moreno Gonzalo, Olga

Ramirez Huesca, Marta Esther
Saiz Alvarez, Maria Laura
Sanchez Alonso, Santiago

Ursa Pecharroman, Maria I:\ngeles
Vallejo Rodriguez, Maria Angeles
Vara Vega, Alicia

Villarroya Beltri, Carolina

Activation of the adaptive immune response re-
quires the formation of intimate contacts between
antigen-bearing cells (e.g. dendritic cells, DC) and T
lymphocytes. These contacts (immune synapses')
act as hubs that transmit activating signals from
the DC to the T cell, driving its differentiation and
proliferation. However, information also travels in
reverse, from the T cell to the DC. Reverse transmis-
sion depends of receptor-dependent adhesive can-
tacts, soluble factors, and vesicles, e.g. exosomes.
Exosomes are small extracellular vesicles biosyn-
thesized from multi-vesicular bodies (MVB) and re-
leased towards the DC through MVB fusion with the
plasma membrane. This group aims to determine
the extent, nature and function of the information
transferred from T cells towards DCs in exosomes
through synaptic contacts. We will characterize the
rale of specific bits of information originated within
the T cell and carried by exosomes, e.g. membrane
transporters for specific metabolites, captured by
the DC during the establishment and maintenance
of synaptic contacts. The regulation of anti-viral and
anti-bacterial genes determining the ability of DCs
to respond to these challenges will define their Alert
State. We are assessing the role of epigenetic chang-
es at a DNA level in function of post-synaptic DCs,
alone and in combination with metabolic changes
and post-translational modifications to specific pro-
teins, 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 rale of ISGylation on the Alert
state during T-DC synapsis and inflammation. Final-
ly, the role of the L-type amino-acid transporter 1
molecule (LAT1) and L--tryptophan metabalism will
be analyzed in the context of the immune response
assaciated to atherosclerosis and skin-inflamma-
tary diseases in animal models to identify the mo-



MECHANISMS IN INFLAMMATORY AND AUTOIMMUNE DISEASES |

lecular basis of these autoimmune diseases. These
studies will open new avenues for vaccination strat-

egies and novel therapies to treat autoimmune-re-
lated diseases.

Major grants »

«Sanchez Madrid, Francisco. INFLAMUNE-CM:
Nuevos mecanismas moleculares y celulares
implicados en la fisiopatologia inmune v enfer-
medades inflamatorias. B2017/BMD-3671. Co-
munidad de Madrid. 2018-2021.

« Sanchez Madrid, Francisco. Plataforma de In-
novacion en Tecnologias Médicas v Sanitarias.
PT17/0005/0018. ISClIl. 2018-2020.

« Sanchez Madrid, Francisco. Mecanismos inmu-
no-reguladares en la comunicacion célula-célula:
contactos sinapticos promotores del estado de
alerta en células inmunes. SAF2017-82886-R.
Agencia Estatal de Investigacion. 2018-2020.

«Sanchez Madrid, Francisco. La dinamica de la
red molecular del centrosoma de los linfaci-
tos T controla la actividad anti-patogénica de
las células dendriticas: papel del interactoma
FOSTER. Fundacion Ramon Areces. 2018-
2021.

» Sanchez Madrid, Francisco. Inmunometabolismo
de la psoriasis (IPD). Ayudas a equipos de investi-
gacion cientifica Fundacion BBVA. 2018-2021.

»Sanchez Madrid, Francisco. Readying immune
cells prior to disease-inducing encounters.
HR17-00016. Fundacion La Caixa. 2019-2022.

» Alfranca Gonzalez, Arantza. Endothelial PD-L1 as
a regulator of angiogenesis and response to im-
munaotherapy. P119/00549. ISCIII. 2020-2022.

» Martin Gayo, Enrigue. Impact of immunotherapy
with trained dendritic cells boosting CD8+ T cell
cytotoxic function in HIV-1 chronic patients at
different times since art initiation GLD19/00168.
GILEAD. 2020-2021.

Granted 2020:

s Alfranca Gonazalez, Arantza. Evaluacion de la
inmunidad celular T frente al sars-cov-2 en pa-
cientes COVID-19. Subvencion COVID Comuni-
dad de Madrid. 2020.

» Martin Gayo, Enrique / Soriano Ortiz, Joan B. Estu-
dio de casos vy controles de determinantes epide-
miclogicos e inmunologicos de infeccion incidente
grave por SARS-CoV-2 y COVID-19 SDRA en UCI
versus dos tipos de controles (EDEPIMIC). Sub-
vencion COVID Comunidad de Madrid. 2020.

«Sanchez Madrid, Francisco. Dinamica de la
respuesta inmunitaria como predictor del curso
evolutiva de la enfermedad COVID-19. Implica-
ciones para la toma de decisiones terapéuticas.
PREDINMUNCOVID. Fondo Supera Covid-19
CRUE-Banco Santander. 2020-2021.

Publications (21) »

Martin-Gayo E, Gao C, Chen HR, Ouyang Z, Kim
D, Kolb KE, Shalek AK, Walker BD, Lichterfeld M,
Yu XG. Immunological Fingerprints of Control-
lers Developing Neutralizing HIV-1 Antibodies.
Cell Rep 30 (&4): 984-. 2020. PMID: 31995767, IF:
8,109. DOI: 10.1016/j.celrep.2019.12.087.

Fernandez-Delgado, Irene, Calzada-Fraile, Diego,
Sanchez-Madrid, Francisco. Immune Regulation
by Dendritic Cell Extracellular Vesicles in Cancer
Immunotherapy and Vaccines. Cancers (Basel)
12 (12). 2020. PMID: 33260499. IF: 6,126. DOI:
10.3390/cancers12123558.

Alvarez-Salamero C, Castillo-Gonzélez R, Pastor-
Fernandez G, MariblancalR, PinoJ, Cibrian D, Navarro
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MN. IL-23 signaling regulation of pro-inflamma-
tory T-cell migration uncovered by phosphopro-
teomics. PL0S Biol 18 (3). 2020. PMID: 32203518.
IF: 7,076. DOI: 10.1371/journal. pbio. 30006 46.

Martinez-Hernandez R, Fuente H, Lamana A,
Sampedro-Nunez M, Ramos-Levi A, Serrano-So-
mavilla A, Garcia-Vicuna R, Ortiz AM, Daudén E,
Llamas-Velasco M, Chicharro P, Rodriguez-Jiménez
P, Sanz-Garcia A, Sanchez-Madrid F, Gonzalez-Al-
varo I, Marazuela M. Utility of circulating serum
miRNA profiles to evaluate the potential risk

and severity of immune-mediated inflammato-
ry disorders. ] Autoimmun 1171: 102472-102472.
2020. PMID: 32381457, IF: 6,658. DOI: 10.1016/j.
Jaut.2020.102472.

Martin-Cofreces, N. B., Chichon, F. J,, Calvo, E., Tor-
ralba, D., Bustos-Moran, E., Dosil, S. G., Rojas-Go-
mez, A., Bonzon-Kulichenko, E.,, Lopez, J. A, Oton,
J, Sorrentino, A, Zabala, J. C, Vernaos, |, Vazquez,
J., Valpuesta, J. M., Sanchez-Madrid, F. The chap-
eronin CCT controls T cell receptor-driven 3D
configuration of centrioles. Sci Adv 6 (49). 2020.
PMID: 33268369. IF: 13,116. DOI: 10.1126/sciadv.
abb7242.

Triguero-Martinez, Ana, de la Fuente, Hortensia,
Montes, Nuria, Maria Ortiz, Ana, Ray-Vallejo, Emilia,
Castaneda, Santos, Gonzalez-Alvaro, Isidoro, Lama-
na, Amalia. Validation of galectin-1 as potential
diagnostic biomarker of early rheumatoid ar-
thritis. Sci Rep 10 (1): 17799-17799. 2020. PMID:
33082382. IF: 3,998. DOI: 10.1038/541598-020-
74185-8.

Sanchez-Cerrillo, lidefonso, Landete, Pedro, Aldave,
Beatriz, Sanchez-Alonso, Santiago, Sanchez-Azof-
ra, Ana, Marcos-Jimenez, Ana, Avalos, Elena,
Alcaraz-Serna, Ana, de Los Santos, lgnacio, Ma-
teu-Albero, Tamara, Esparcia, Laura, Lopez-Sanz,
Celia, Martinez-Fleta, Pedro, Gabrie, Ligia, del Campo
Guerola, Luciana, de la Fuente, Hortensia, Calzada,
Maria J., Gonzalez-Alvaro, Isidoro, Alfranca, Arant-

zazu, Sanchez-Madrid, Francisco, Munoz-Calleja,

Cecilia, Soriano, Joan B. Ancochea, Julio, Mar-
tin-Gayo, Enrique, REINMUN COVID EDEPIMIC Grp.

COVID-19 severity associates with pulmonary
redistribution of CD1c(+) DCs and inflammatory
transitional and nonclassical monocytes. ) Clin In-
vest 130 (12): 6290-6300. 2020. PMID: 32784290.
IF: 11,864.DOI: 10.1172/)CIN40335.

Chicharro P, Rodriguez-Jiménez P, Llamas-Velas-
co M, Montes N, Sanz-Garcia A, Cibrian D, Vara A,
Gomez MJ, Jiménez-Fernandez M, Martinez-Fleta
P, Sanchez-Garcia |, Lozano-Prieto M, Trivino JC,
Minambres R, Sanchez-Madrid F, de la Fuente H,
Dauden E. Expression of miR-135b in Psoriatic

Skin and Its Association with Disease Improve-
ment. Cells 9 (7). 2020. PMID: 32630692. IF: 4,366.
DOI: 10.3390/cellsS071603.

Desdin-Mico G, Soto-Heredero G, Aranda JF, Oller J,
Carrasco E, Gabandé-Raodriguez E, Blanco EM, Al-
franca A, Cusso L, Desco M, Ibarez B, Gortazar AR,
Fernandez-Marcos P, Navarro MN, Hernaez B, Al-
cami A, Baixauli F, Mittelbrunn M. T cells with dys-
functional mitochondria induce multimorbidity
and premature senescence. Science 368 (6497):
1371-1376. 2020. PMID: 32439659. IF: 41,845,
DOI: 10.1126/science.aax0860.

Martinez-Fleta, Pedro, Alfranca, Arantzazu, Gon-
zalez-Alvaro, Isidoro, Casasnovas, Jose M., Fernan-
dez-Soto, Daniel, Esteso, Gloria, Caceres-Martell,
Yaiza, Gardeta, Sofia, Lapez-Sanz, Celia, Prat, Salome,
Mateu-Albero, Tamara, Gabrie, Ligia, Lopez-Grana-
dos, Eduardo, Sanchez-Madrid, Francisco, Reyburn,
Hugh T, Frade, Jose M. Rodriguez, Vales-Gomez,
Mar. SARS-CoV-2 Cysteine-like Protease Anti-
bodies Can Be Detected in Serum and Saliva of

COVID-19-Seropositive Individuals. ] Immunol 205
(11): 3130-3140. 2020. PMID: 331487 14. IF: 4,886.
DQI: 10.4049/jimmunol.2000842.

Galvan-Roman, Jose Maria, Lancho-5Sanchez, Angel,
Luguero-Bueno, Sergio, Vega-Piris, Lorena, Curbelo,
Jose, Manzaneque-Pradales, Marcos, Gomez, Ma-
nuel, de la Fuente, Hortensia, Ortega-Gomez, Mara,
Aspa, Javier. Usefulness of circulating microRNAs
miR-146a and miR-16-5p as prognostic biomark-
ers in community-acquired pneumonia. PLoS One
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15 (10). 2020. PMID: 33095833. IF: 2,740. DOI:
10.1371/journal.pone.0240926.

Cibrian D, de la Fuente H, Sanchez-Madrid F. Met-
abolic Pathways That Control Skin Homeosta-
sis and Inflammation. Trends Mol Med 26 (11):
975-986. 2020. PMID: 32371170. IF: 11,099. DOI:
10.1016/.molmed.2020.04.004.

Dosil, Sara G, Rojas-Gomez, Amelia, San-
chez-Madrid, Francisco, Martin-Cofreces, Noa B.
The Swing of Lipids at Peroxisomes and En-
dolysosomes in T Cell Activation. Int ] Mol Sci
21 (8). 2020. PMID: 32325900. IF: 4,556. DO
10.3390/ijms21082859.

Cuesta-Mateos, Carlo, Fuentes, Patricia, Schrad-
er, Alexandra, Juarez-Sanchez, Raquel, Loscertales,
Javier, Mateu-Albero, Tamara, Vega-Piris, Lorenga,
Espartero-Santos, Marina, Marcos-Jimenez, Anga,
Sanchez-Lopez, Blanca Andrea, Perez-Garcia, Yaiza,
Jungherz, Dennis, Oberbeck, Sebastian, Wahnschaf-
fe, Linus, Kreutzman, Anna, Andersson, Emma |,
Mustjoki, Satu, Faber, Edgar, Urzainqui, Ana, Fresno,
Manuel, Stamatakis, Kostantino, Alfranca, Arantzazu,
Terron, Fernando, Herling, Marco, Toribio, Maria Luisa,
Munaoz-Calleja, Cecilia. CCR7 as a novel therapeutic
target in t-cell PROLYMPHOCYTIC leukemia. Bio-
mark Res 8 (1): 54-54. 2020. PMID: 33110606. IF:
4,866. D0l 10.1186/540364-020-00234-7.

Fernandez-Messina, Lola, Rodriguez-Galan, Ana,
de Yebenes, Virginia G., Gutierrez-Vazquez, Cris-
tina, Tenreiro, Sandra, Seabra, Miguel C., Ramiro,
Almudena R., Sanchez-Madrid, Francisco. Trans-
fer of extracellular vesicle-microRNA controls

germinal center reaction and antibody produc-
tion. EMBO REP 21 (4). 2020. PMID: 32073750.
IF: 7,497. DOL..

Sanchez-Alonso S, Setti-Jerez G, Arroyo M, Hernan-
dez T, Martos MI, Sanchez-Torres JM, Colomer R,
Ramiro AR, Alfranca A. A new role for circulating
T follicular helper cells in humoral response to
anti-PD-1 therapy. ] Immunother Cancer 8 (2).
2020. PMID: 32900863. IF: 9,913. DOI: 10.1136/
jitc-2020-001187.

Dominguez JM, Pérez-Chacon G, Guillen M),
Munoz-Alonso MJ, Somavilla-Crespo B, Cibrian
D, Acosta-lborra B, Adrados M, Muroz-Calleja C,
Cuevas C, Sanchez-Madrid F, Avilés P, Zapata JM.
CD13 as a new tumor target for antibody-drug

conjugates: validation with the conjugate
MI130110. ] Hematol Oncol 13 (1): 32-32. 2020.
PMID: 32264921, IF: 11,059, DOl 10.1186/
513045-020-00865-7.

Fernandez-Gallego, Nieves, Sanchez-Madrid, Fran-

cisco, Jimenez-Saiz, Rodrigo. Thinking small: Zinc
sensing by the gut epithelium. ALLERGY 76 (1):
411-413. 2020. PMID: 32738826. IF: 8,706. DOI:
10.1111/all.14531.

Ramos-Tomillero I, Pérez-Chacon G, Somovilla-Cre-
spo B, Sanchez-Madrid F, Cuevas C, Zapata JM,
Daominguez JM, Rodriguez H, Albericio F. From Ugi
Multicomponent Reaction to Linkers for Biocon-
jugation. ACS Omega 5 (13): 7424-7431. 2020.
PMID: 3228088%4. IF: 2,870. DOI: 10.1021/acsome-
£a.0c00099.

Cibrian D, Castillo-Gonzalez R, Fernandez-Gal-
lego N, de la Fuente H, Jorge |, Saiz ML, Punzon
C, Ramirez-Huesca M, Vicente-Manzanares M,
Fresno M, Daudén E, Fraga-Fernandez J, Vazquez
J, Aragoneés J, Sanchez-Madrid F. Targeting
LAT1-mediated amino acid transport in innate
and adaptive T cells efficiently controls skin

inflammation. ] Allergy Clin Immunol 145 (1):
199-. 2020. PMID: 31605740. IF: 10,228. DOI:
10.1016/}jaci.2019.09.025.

Rogado J, Romero-Laorden N, Sanchez-Torres
JM, Ramos-Levi AM, Pacheco-Barcia V, Balles-
teros Al, Arranz R, Lorenzo A, Gullon P, Garrido
A, Serra Lopez-Matencio JM, Donnay O, Adra-
dos M, Costas P, Aspa J, Alfranca A, Mondejar
R, Colomer R. Effect of excess weight and im-
mune-related adverse events on the efficacy
of cancer immunotherapy with anti-PD-1 an-
tibodies. ONCOIMMUNQLQGY 9 (1): 1751548~
1751548. 2020. PMID: 32363123. 1F: 5,869. DOI:
10.1080/2162402X.2020.1751548.
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GROUP 2

Head of laboratory »

j

[ ot

o

Veiga Chacon, Esteban

Group members »

— Cruz Adalia, Aranzazu
— Torres Torresano, Monica

Research interest »

We are interested in the study of the interactions oc-
curring between pathogenic bacteria and cells of the
immune system. Recently, we discover a novel way for
bacterial capture by T cells i.e. Bacterial transinfection.
Some pathogenic bacteria (Listeria monocytogenes,
Salmonella enterica and Shigella flexneri) are able to
invade T lymphocytes in vivo and madify their be-
haviour. We were able to dissect the way of bacterial
uptake by T cells; transinfection from previously in-

fected dendritic cells (DCs). The transinfection process
requires direct contact between the two cells and it is
highly enhanced by antigen presentation. This nov-
el mechanism of T cells for bacteria capture is thou-
sandsfold mare effective than direct infections and it
is driven by T cells. Note that some viruses e.g. HIV,
use a similar transinfection mechanism to gain DC4+ T
cells from infected DCs. Strikingly, trans infected T cells
killed the captured bacteria within the first hours after
infection and did it more efficiently than professional
phagocytes like DCs.

These results show that T cells, paradigm of cells of
adaptive immunity can perform functions that were
supposed to be exclusive of components of the innate
immunity; T lymphocytes can capture and kill bacteria
iN @ manner reminiscent of innate immunity. More-
over, transinfected (ti) T cells secrete large amounts
of proinflammatory cytokines (IL-6, interferon-? and,
TNF-?), which are known to play important roles in
bacterial clearance and pratect efficiently in vivo from
Listeria monocytogenes challenge.

With this background we are developing 4 major
lines of research. 01 We are investigating whether tiT
cells are bona fine antigen presenting cells (we have
data showing that tiT cells are excellent cross-pre-
senting cells), and the molecular mechanisms driv-
ing the novel roles of tiT cells. 02 We are studying
the possible use of tiT cells in cancer immunother-
apy due to their excellent cross-priming abilities and
their hyper-inflammatory nature. We have data con-
firming that tiT cells are new very promising troops
joining the fight against cancer. 03 We are expanding
our knowledge in transinfection as a mechanism
to capture/destroy/present bacterial antigens to B
cells. o4 We will test whether tiLymphocytes could
protect from bacterial infections as an, alternative to
antibiotics, which is an issue of major relevance, as
antimicrobial resistance has become an increasingly
serious threat to global public health according to the
waorld health organization.

LINE 1.1 INTERCELLULAR COMMUNICATION IN THE INFLAMMATORY RESPONSE
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@ Major grants » @ Publications (1) »

= \/eiga Chacon, Esteban. Linfocitos transfagociticos
como siguiente generacion de inmunoterapias an-
titumorales. SAF2017-84091-R. Agencia Estatal
de Investigacion. 2018-2020.

Osuna-Perez, J, Garcia-Ferreras, R, Veiga, E. From cellu-
lar microbiology to bacteria-based next generations
of cancer immunotherapies. Cell Microbiol. 22 (4): 2020.
PMID: 32185897.1F: 3,430. DO 10.1111/cmi.13187.

GROUP 3

Head of laboratory ’

YA,

Hu
UNIVERSN.
E LA PRINCE

Yanez Mo, Maria

Group members »

— Benayas Lopez, Beatriz
— Lépez Martin, Soraya
— Toribio Serrano, Victor

Research interest »

Our group is focused on the characterization
of tetraspanin-enriched microdomains (TEMs),
specialized membrane platforms involved in
cell-cell adhesion and migration processes.
These membrane platforms are connected to
different cytoskeletal components and signalling
pathways. We have demanstrated a functional
connection of tetraspanin CD81 with the dNTP
hydrolase SAMHD1 that results in regulation of
nucleotide metabolism downstream TEMs. This
axis was proven to be relevant during HIV infec-
tious cycle, and was protected through a patent
that describes CD81 as a new target to fight
against HIV infection.

In addition, tetraspanin proteins are among the
most abundant proteins on extracellular vesi-
cles (EVs). EVs represent a novel mechanism of
intercellular communication as vehicles for bioac-
tive proteins, lipids, and RNAs. In our group, we
are exploiting the tools against tetraspanin mol-
ecules ta develop new isolation, detection and
quantification devices. We are also interested in
deciphering the role of tetraspanins in EV biogen-
esis and uptake by the target cell. Finally, we are
developing synthetic exosome mimetics by the
use of tetraspanin-based tools.
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Major grants »

» Yanez Mo, Maria. Estudio del potencial biotec-
nologico de herramientas frente a tetraspaninas
en cancer, secrecion de exosomas vy agentes va-
cunales. BI0O2017-86500-R. Agencia Estatal de
Investigacion. 2018-2020.

» Yanez Mo, Maria. Translational NeTwork for the
Clinical application of Extracellular VesicleS (Ten-
tacles). RED2018-102411-T. Agencia Estatal de
Investigacion. 2020-2021.

Publications (8) »

Garcia-Manrigue, Pablo, Serrano-Pertierra, Esther,
Lozano-Andres, Estefania, Lopez-Martin, Soraya,
Matos, Maria, Gutierrez, Gemma, Yanez-Mo, Ma-

ria, Carmen Blanco-Lopez, Maria. Selected Tetra-
spanins Functionalized Niosomes as Potential
Standards for Exosome Immunoassays. Nano-
materials (Basel) 10 (5). 2020. PMID: 32443605. IF:
4,324, DOI: 10.3390/nan010050971.

Lopez de las Hazas, Maria-Carmen, Gil-Zamorano,
Judit, Cofan, Montserrat, Mantilla-Escalante, Diana
C., Garcia-Ruiz, Almudena, del Pozo-Acebo, Lore-
na, Pastor, Oscar, Yanez-Mo, Maria, Mazzeo, Carla,
Serra-Mir, Merce, Domenech, Monica, Valls-Pedret,
Cinta, Rajaram, Sujatha, Sabate, Joan, Ros, Emilio,
Sala-Vila, Aleix, Davalos, Alberto. One-year dietary
supplementation with walnuts modifies exoso-
mal miRNA in elderly subjects. Fur ] Nutr 60 (4):
1999-2011.2020. PMID: 32979076. IF: 4,664. DOI:
10.1007/500394-020-02390-2.

Torres-Gomez A, Sanchez-Trincado JL, Toribio V,
Torres-Ruiz R, Rodriguez-Perales S, Yanez-Mao M,
Reche PA, Cabanas C, Lafuente EM. RIAM-VASP
Module Relays Integrin Complement Receptors
in Outside-In Signaling Driving Particle Engulf-
ment. Cells 9 (5). 2020. PMID: 32397169. IF: 4,366.
DOI: 10.3390/cells9051166.

Raber-
to, Quinonero, Alicia, Lopez-Martin, Soraya, Pi-

Salsano, Stefania, Gonzalez-Martin,
lar Gomez-Escribano, Ana, Perez-Deben, Silvig,
Yanez-Mo, Maria, Dominguez, Francisco. Novel
nonclassic progesterone receptor PGRMC1 pull-
down-precipitated proteins reveal a key role
during human decidualization. FERTIL STERIL 113
(5): 1050-. 2020. PMID: 32386616. IF: 6,312. DOI:

10.1016/j fertnstert.2020.01.008.

Suarez H, Lopez-Martin S, Toribio V, Zamai
M, Hernandez-Riquer MV, Genis L, Arroyo AG,
Yanez-Maé M. Regulation of MT1-MMP Activity
through Its Association with ERMs. Cells 9 (2).
2020. PMID: 32028690. IF: 4,366. DOI: 10.3390/
cells9020348.

Calle A, Gutiérrez-Reinoso MA, Re M, Blanco J, De la
Fuente J, Monguio-Tortajada M, Borras FE, Yanez-
M6 M, Ramirez MA. Bovine peripheral blood MSCs
chemotax towards inflammation and embryo
implantation stimuli. ] Cell Physiol 236 (2): 1054-
1067. 2020. PMID: 32617972, IF: 5,546, DOL
10.1002/jcp.29915.

Hooten, Nicole Noren, Yanez-Mo, Maria, DeRi-
ta, Rachel, Russell, Ashley, Quesenberry, Peter,
Ramratnam, Bharat, Robbins, Paul D., Di Vizio,

Dolores, Wen, Sicheng, Witwer, Kenneth W, Lan-
guino, Lucia R. Hitting the Bullseye: Are extra-
cellular vesicles on target?. | Extracell Vesicles
10 (1). 2020. PMID: 33708359. IF: 14,976, DOL:
10.1002/jev2.12032.

Benayas B, Sastre |, Lopez-Martin S, Oo A, Kim B,
Bullido MJ, Aldudo J, Yanez-Mo M. Tetraspanin CD81
regulates HSV-1 infection. Med Microbial Immu-
nol 209 (4): 489-498. 2020. PMID: 32500359. IF:
1,961. DOI: 10.1007/s00430-020-00684-0.
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GROUP 56

Head of laboratory »

Urzainqui Mayayo, Ana Carmen

Group members ’

— Gonzalez Sanchez, Maria Elena

— Muiioz Callejas, Antonio
— Silvan Montoya, Javier

Research interest ’

P-Selectin Glycoprotein Ligand-1 (PSGL-1) is a leuko-
cyte receptor that interacts with P-, E- and L-Selectins
and is responsible for the initial steps of leukocyte ex-
travasation to inflammation sites. Our laboratory has
described that PSGL-1 acts as an immunoregulatory
receptor that participates in the generation of regulato-
ry T cells (Treg) and contributes to the maintenance of
peripheral tolerance in mice. We described that PSGL-1

knock-out (KO) mice develop a progressive autoimmune
disease similar to systemic sclerosis (SSc) (Pérez-Frias
et al, Arthritis and Rheumatol 2014). In addition, we
observed that the absence of P-Selectin, main PSGL-
1 ligand, causes an autoimmune syndrome similar to
human systemic lupus erithematosus (SLE), with gen-
eration of anti-dsDNA autoantibodies, immune com-
plex deposits in skin and kidney and hypersensitivity to
UV light, characteristics that could match those of SLE
(Gonzalez-Tajuelo et al, Sci Reports 2017). Interestingly,
we have recently described that P-Selectin and PSGL-1
aged female KO mice develop pulmonary arterial hy-
pertension (PAH), the most severe form of connective
tissue-related autoimmune diseases, due to increased
levels of Angiotensin Il and endothelial dysfunction, with
low praduction of NO (Gonzalez-Tajuelo et al, Arthritis
and Rhumatol. 2019). Remarkably, clinical studies with
patients indicate that PSGL-1and P-selectin expression
is altered in both diseases. SSc patients have reduced
PSGL-1 expression in B cells and increased expression
in monocytes, dendritic cells and T cells. In addition, our
data show the association of high PSGL-1 expression
with the presence of interstitial lung disease (ILD) in SSc
patients and that 75% or more circulating pDCs express-
ing ADAMB8 assaciate with the presence of SSc. (Silvan
Jetal J Invest Dermatol, 2018). Lupus patients present
reduced expression of P-selectin in skin vessels and re-
duced expression of PSGL-1 in neutrophils correlating
with disease activity. Given all these findings, our main
goal is to study the molecular and cellular alterations
that underlie the pathology of these diseases.

Main research lines:

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

— Analysis of the cells and molecular components
implicated in the development of this pathology to
find molecular alterations that could be potential
treatment targets.
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— Targeted therapy for ILD treatment using PSGL-1
KO mice and P-selectin KO mice as models of SSc-
ILD and SLE-ILD, respectively.

— Analysis of PSGL-1 as possible regulator of cellu-
lar proteostasis and its contribution to scleroderma
and SLE pathology.

Major grants »

» Urzainqui Mayayo, Ana Carmen. Estudio de la in-
teraccion PSGL-1/P-selectina v las senales in-
ducidas en HAP, esclerodermia vy lupus. Estudio de
los mecanismos moleculares alterados en ausen-
cia de PSGL-1 o P-selectina. PI17/01819. ISCIII.
2018-2020.

Granted 2020:

» Urzaingui Mayayo, Ana Carmen. Estudio de la
relevancia de la interaccion PSGL-1/P-selectina
en la proteostasis celular y generacion de NETS
y su posible implicacion en la patogénesis de es-
clerodermia vy lupus. PI20/01690. ISCIII. 2021-
2023.

»Gonzalez Sanchez, Elena. Tratamiento in-

tratraqueal de la neumonia intersticial asociada a

esclerodermia (SSc-ILD), con el farmaco everoli-

mus en ratones PSGL-1 KO. Beca Catedra EPID

Futuro. 2020-2021.

Publications (4) ’

Gonzalez-Tajuelo R, de la Fuente-Fernandez M, Mo-
rales-Cano D, Munoz-Callejas A, Gonzalez-Sanchez
E, Silvan J, Serrador JM, Cadenas S, Barreira B, Es-
partero-Santos M, Gamallo C, Vicente-Rabaneda
EF, Castaneda S, Perez-Vizcaino F Cogolludo A,
Jiménez-Borreguero LJ, Urzaingui A. PSGL1-de-
ficient mice develop spontaneous pulmonary
hypertension associated to systemic sclerosis.
Arthritis Rheumatol 72 (3): 477-487. 2020. PMID:
31509349, IF: 5,586. DOI: 10.1002/art.41100.

Esteban, Sergio, Clemente, Cristing, Kozial, Agniesz-
ka, Gonzalo, Pilar, Rius, Cristina, Martinez, Fernando,
Linares, Pablo M, Chaparro, Maria, Urzaingui, Ana,
Andres, Vicente, Seiki, Motoharu, Gisbert, Javier P,
Arroyo, Alicia G. Endothelial MT1-MMP targeting
limits intussusceptive angiogenesis and colitis
via TSP1/nitric oxide axis. EMBO Mol Med 12 (2).
2020. PMID: 31793743, IF: 8821. DOI: 10.15252/
emmm.201910862.

Cuesta-Mateos, Carlo, Fuentes, Patricia, Schrader, Al-
exandra, Juarez-Sanchez, Raquel, Loscertales, Javier,
Mateu-Albero, Tamara, Vega-Piris, Lorena, Esparte-
ro-Santos, Marina, Marcos-Jimenez, Ana, Sanchez-
Lopez, Blanca Andrea, Perez-Garcia, Yaiza, Jungherz,
Dennis, Oberbeck, Sebastian, Wahnschaffe, Linus,
Kreutzman, Anna, Anderssan, Emma |, Mustjoki, Satuy,
Faber, Edgar, Urzaingui, Ana, Fresno, Manuel, Stama-
takis, Kostantino, Alfranca, Arantzazu, Terron, Fernan-
do, Herling, Marco, Toribio, Maria Luisa, Munoz-Calleja,
Cecilia. CCR7 as a novel therapeutic target in t-cell
PROLYMPHOCYTIC leukemia. Biomark Res 8 (1): 54-
54, 2020. PMID: 33110606. IF: 4,866. DOI: 10.1186/
s40364-020-00234-2.

Gonzalez-Tajuelo, Rafael, Gonzalez-Sanchez, Elena,
Silvan, Javier, Munaz-Callejas, Antonio, Vicente-Ra-
baneda, Esther, Garcia-Perez, Javier, Castaneda, San-
tos, Urzaingui, Ana. Relevance of PSGL-1 Expression
in B Cell Development and Activation. Front. Immu-
nol. 11:588212-583212. 2020. PMID: 33281818, IF:
5,085. DOI: 10.3389/fimmu.2020.588212.
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Head of laboratory »

Aragonés Lopez, Julian

Group members »

— Bouthelier de Pedro, Antonio

— Elorza Peregrina, Ainara Estibaliz

— Fuertes Yebra, Esther

— Meléndez Rodriguez, Florinda del
Coral

— Mesa Ciller, Claudia

— Ordbiiez Navadijo, Angel

— Soro Arnaiz, Inés

— Torres Capelli, Maria del Mar

— Urrutia Elorduy, Andrés Amalio

— Yang Li, Qilong Oscar

Research interest »

An insufficient oxygen supply (hypoxia) is a hallmark
of numerous life-threatening pathologies with un-
met medical needs such as solid tumor growth,

chronic obstructive pulmonary disease (COPD), isch-
emic diseases and obesity. Cells are equipped with
oxygen-sensing systems to mount a programmed
response when oxygen becomes limited. Hypox-
ia-inducible factars (HIF1, HIF2 and HIF3) are central
regulators of this cellular response to oxygen fluctua-
tions. Our current research interest is focused on the
role of the HIF oxygen sensing pathways in cancer,
pulmonary disease and obesity. In particular, we are
mainly interested in cellular metabalic reprogram-
ming, which is one the central biological functions
executed by the HIF factars. 1) HIF factors and renal
cell carcinoma: the HIF factors are induced in hypoxic
areas in the inner core of the solid tumors butin clear
cell renal cell carcinoma (ccRCC) - which loss Vhl (the
main repressor of HIFs in normoxia) - show constitu-
tive HIF expression irrespectively of the oxygen levels
of the tumor. In these tumors HIF1 shows its cell au-
tonomous anti-proliferative capability, whereas HIF2
acts as an oncoprotein. Therefore, ccRCC are being
studied extensively to understand the role of HIF in
cancer biology. Our studies have shown that the HI-
F2a isoform acts as an mIORC1 activator through
the amino acid carrier SLC7A5, which is essential
to sustain ccRCC tumor growth. We have recently
found a novel link between glucose and lipid metab-
olism and HIF factors, which impact remarkably in
ccRCC progression. Independently of these projects
in ccRCC tumor metabolism, we have recently initi-
ated a project identifying unanticipated molecular
links between HIF pathways and cancer immunology.
2) HIF factors and airway dysfunction in pulmonary
disease: Pulmonary diseases such as chronic ob-
structive pulmonary disease (COPD) and sleep-apnea
hypoapnea syndrome (SAHS) are the mast common
respiratory diseases causing illness and death, and
are being projected to be the third leading cause of
death worldwide by 2020. They are characterized by
an insufficient level of oxygen in the blood (hypox-
emia), continuous in the COPD and intermittentin the
SAHS, and they are associated to pulmonary oxida-
tive damage, an exaggerated inflammatory response
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in the lung and systemically. Surprisingly, despite the
fact that lung tissue - bronchial epithelium - is a first
barrier‘encountered by oxygen, the role of the HIF
oxygen-sensing responses in lung pathophysiolo-
gy remains largely unknown. Based on (i) our recent
studies about the HIF pathways as activators of
proliferative markers in bronchial epithelium includ-
ing MTORC1, we are currently studying together in
collabaration with other researchers including pneu-
moalagists in Hospital de la Princesa lIS-IP (Dr. Julio
Ancochea) the role of HIF oxygen sensing pathways
in (i) lung protection and repair (i) ventilation and (i)
their potential to identify novel biomarkers for diag-
nosis and prognosis of fatal respiratory diseases. 3)
Role of HIF oxygen sensing pathways in cellular ad-
aptation to hypoxia through the mitochondrial repro-
gramming. Alang this line, NDUFA4L2 is a target gene
of hypoxia-inducible factors (HIF) that has the ability
to decrease overall mitochondrial oxygen consump-
tion through the inhibition of mitochondrial complex
l. These properties of NDUFA4L2 also diminish the
production of reactive oxygen species (ROS) in mito-
chondria, which is essential for cell protection against
oxidative damage associated to hypoxic scenarios.
Thus, although the protective role of NDUFA4L2 in
in vitro scenarios where ROS are important for cell
viability is well known, it is also crucial to know the
pathophysiological role of NDUFA4L2 in vivo. We
have recently generated NDUFA4L2-deficient mice
to understand its in vivo role in disease models as-
sociated to hypoxia

Major grants »

»Aragonés Lopez, Julian. Potentiation of mito-
chondrial activity in adipose tissue as ther-
apeutical strategy for obesity and type 2
diabetes: interplay between oxygen sensing
and neuregulin signaling. 534/C/2016. Marato
TV3.2017-2020.

= Aragones Lopez, Julian. Papel de los factores de
respuesta a hipoxia HIF1/2 en la regulacion del
metabolismo de aminoacidos y su impacto en fi-
siopatologia. PID2019-106371RB-100. Agencia
Estatal de Investigacion. 2020-2023.

Publications (8) »

Urrutia, Andres A, Guan, Nan, Mesa-Ciller, Claudia, Afzal,
Ageela, Davidoff, Olena, Haase, \olker H. Inactivation
of HIF-prolyl 4-hydroxylases 1, 2 and 3 in NG2-ex-
pressing cells induces HIF2-mediated neurovascular
expansion independent of erythropoietin. Acta Physi-
ol (Oxf) 231 (1). 2020. PMID: 32846048, IF: 5,542. DOI:
10.1111/apha.13547.

Bouthelier, Antonio, Melendez-Rodriguez, Florinda, Ur-
rutia, Andres A, Aragones, Julian. Differential Contri-
bution of N- and C-Terminal Regions of HIF1 alpha
and HIF2 alpha to Their Target Gene Selectivity. Int ]
Mol Sci 21 (24). 2020. PMID: 33321829, IF: 4,556. DOI:
10.3390/ijms2 1249401,

Sampedro-Nunez, Miguel, Bouthelier, Antonio, Serra-
no-Somavilla, Ana, Martinez-Hernandez, Rebeca, Adra-
dos, Magdalena, Martin-Perez, Elena, Munoz de Nova,
Jose Luis, Cameselle-Tejjeiro, Jose Manuel, Blanco-Car-
rera, Concepcion, Cabezas-Agricola, Jose Manuel, Diaz,
Jose angel, Garcia-Centeno, Rogelio, Aragones, Julian,
Marazuela, Monica. LAT-1 and GLUT-1 Carrier Expres-
sion and Its Prognostic Value in Gastroenteropan-
creatic Neuroendocrine Tumors. Cancers (Basel) 12
(10). 2020. PMID: 33066332, IF: 6,126. DQI: 10.3390/
cancers12102968.

Bouthelier A, Aragonés J. Role of the HIF oxygen sens-
ing pathway in cell defense and proliferation through
the control of amino acid metabolism. Biochim Bio-
phys Acta Mol Cell Res 1867 (9): 118733-118733.
2020. PMID: 32416106. IF: 4,105, DOL 10.1016/).
bbamcr.2020.118733.

Sevilla-Montero J, Bienes-Martinez R, Labrousse-Arias
D, Fuertes-Yebra E, Ordonez A, Calzada M. pVHL-me-
diated regulation of the anti-angiogenic protein
thrombospondin-1 decreases migration of Clear
Cell Renal Carcinoma Cell Lines. Sci Rep 10 (1): 1175-
1175.2020.PMID: 31980715. IF: 3,998, DOI: 10.1038/
s41598-020-58137-w.

Cibrian D, Castillo-Gonzalez R, Fernandez-Gallego N, de
laFuente H, Jorge |, Saiz ML, Punzan C, Ramirez-Huesca
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M, Vicente-Manzanares M, Fresno M, Daudén E, Fra-
ga-Fernandez J, Vazquez ), Aragonés J, Sanchez-Madrid
F. Targeting LAT1-mediated amino acid transport in
innate and adaptive T cells efficiently controls skin
inflammation. ] Allergy Clin Immunol 145 (1): 199-,
2020. PMID: 31605740. IF: 10,228. DOl 10.1016/j.
jaci2019.09.025.

Rey E, Meléndez-Rodriguez F, Maranon P, Gil-Valle M,
Carrasco AG, Tarres-Capelli M, Chavez S, Del Pozo-Ma-
roto E, Rodriguez de Cia J, Aragonés J, Garcia-Monzon
C, Gonzalez-Rodriguez A. Hypoxia-inducible factor

2a drives hepatosteatosis through the fatty acid
translocase CD36. Liver Int 40 (10): 2553-2567. 2020.
PMID: 32432822 IF: 5,175.DOI: 10.1111/liv.14519.

Moreno-Dominguez A, Ortega-Saenz P, Gao L, Coli-
nas O, Garcia-Flores P, Bonilla-Henao V, Aragonés |,
Hutternann M, Grossman LI, Weissmann N, Sormmer
N, Lopez-Barneo ). Acute O 2 sensing through HI-
F2a-dependent expression of atypical cytochrome
oxidase subunits in arterial chemoreceptors. Sci Sig-
nal 13 (615). 2020. PMID: 31848220. IF: 6,467. DOI:
10.1126/scisignal aay9452.

GROUP 7

Head of laboratory ’

Martinez Ruiz, Antonio

Group members ’

— Choya Foces, Carmen
— Delgado Martin, Susana
— Hugo Pereira, Martin

Research interest >

The research of the group is centred on two main
lines:

1. Redox signalling in the response to
hypoxia

We previously showed that different cell types
produce a superoxide burst in acute hypoxia,
which can be a signal for cell adaptation through
acute responses as well as through activation
of the HIF pathway. We have investigated the
mechanisms that lead to this acute production
of superoxide. We have discovered that hypox-
ia triggers a confarmational shift in mitochon-
drial complex | that increases its D form, which
acidifies the mitochondrial matrix, and that this
functional shift of complex | is a key step in the
superoxide burst. We have also discovered that
mitochondrial Na+/Ca2+ exchanger (NCLX) is
involved in this superoxide burst, showing that
mitochondrial Na+ import by NCLX alters oxi-
dative phosphorylation and induces superoxide
production. We are now investigating the in-
volvement of NCLX in reperfusion after stroke.
Our work proposes NCLX as a pharmacological
target in the treatment of diseases in which hy-
poxia and reactive oxygen species production
are present.
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2. Oxidative post-translational
modifications and redox proteomics

We have studied the functional role of Ras S-nitrosyla-
tion as a regulator of neurogenesis, and of actin S-ni-
trosylation as a regulator of the immune synapse. We
previously developed methods for detecting cysteine
oxidative post-translational modifications (thiol redox
prateomics), which we have applied to the study of
neuragenesis, ebselen-induced oxidative stress and
drug-induced erythrocyte death. We are currently ap-
plying those methods to the study of clinical samples,
starting with the study of the thiol redox proteome of
heart valves, comparing samples from the two main
diseases that lead to valve replacement and normo-
functional valves from heart donors.

Major grants ’

» Martinez Ruiz, Antonio. Dano oxidativo en reper-
fusion tras ictus: deteccién protedémica de dianas
redox vy papel del intercambiador mitocondrial
de sodio/calcio NCLX. RTI2018-094203-B-100.
Agencia Estatal de Investigacion. 2019-2022.

Publications (6) »

Casedas G, Les F, Choya-Foces C, Hugo M, Lopez V.
The Metabolite Urolithin-A Ameliorates Oxidative
Stress in Neuro-2a Cells, Becoming a Potential
Neuroprotective Agent. Antioxidants (Basel) 9 (2).
2020. PMID: 32098107. IF: 5,014, DOl 10.3390/
antiox8020177.

Hernansanz-Agustin P, Choya-Foces C, Carre-
gal-Romero S, Ramos E, Oliva T, Villa-Pina T,
Moreno L, Izqu\erdo—A\varez A, Cabrera-Garcia JD,
Cortés A, Lechuga-Vieco AV, Jadiya P, Navarro E,
Parada E, Palomino-Antolin A, Tello D, Acin-Pérez
R, Rodriguez-Aguilera JC, Navas P, Cogolludo A,
Lopez-Montero |, Martinez-Del-Pozo A, Egea J,
Lopez MG, Elrod JW, Ruiz-Cabello J, Bogdanova A,
Enriquez JA, Martinez-Ruiz A. Na + controls hy-

poxic signalling by the mitochondrial respiratory
chain. NATURE 586 (7828): 287-291.2020. PMID:
32728214, IF: 42,778, DOl 10.1038/541586-
020-2551-vy.

Ghashghaeinia M, Koralkova P, Giustarini D, Mo-
jzikova R, Fehrenbacher B, Dreischer P, Schaller M,
Mrowietz U, Martinez-Ruiz A, Wieder T, Divoky V,
Rossi R, Lang F, Koberle M. The specific PKC-a in-
hibitor chelerythrine blunts costunolide-induced
eryptosis. APOPTOSIS 25 (9-10): 674-685. 2020.
PMID: 32638182. IF: 4,543. DOI: 10.1007/510495-
020-01620-6.

Prieto, Ignacio, Rubio Alarcon, Carmen, Gar-
cia-Gomez, Raquel, Berdun, Rebeca, Urgel,
Tamara, Portero, Manuel, Pamplona, Reinald,
lgnacio
Jose, Begona Ruiz-Larrea, M., Jove, Mariona,
Cerdan, Sebastian, Monsalve, Maria. Metabolic

Martinez-Ruiz, Antonio, Ruiz-Sanz,

adaptations in spontaneously immortalized
PGC-1 alpha knock-out mouse embryonic
fibroblasts increase their oncogenic poten-
tial. Redox Biol 29: 101396-101396. 2020.
PMID: 31926622 IF: 9,986. DOI: 10.1016/j.re-
dox.2019.101396.

Santos Al, Lourenco AS, Simao S, Marques da
Silva D, Santos DF, Onofre de Carvalho AP, Perei-
ra AC, Izquierdo-Alvarez A, Ramos E, Morato
E, Marina A, Martinez-Ruiz A, Aradjo IM. Iden-
tification of new targets of S-nitrosylation
in neural stem cells by thiol redox proteom-
ics. Redox Biol 32: 101457-101457. 2020.
PMID: 32088623. IF: 9,986. DOI: 10.1016/j.re-
dox.2020.101457.

Gonzalez R, Rodriguez-Hernandez MA, Negrete M,
Ranguelova K, Rossin A, Choya-Foces C, Cruz-Ojeda
P Miranda-Vizuete A, Martinez-Ruiz A, Rius-Pérez
S, Sastre J, Barcena JA, Hueber AO, Padilla CA,
Muntané J. Downregulation of thioredoxin-1-de-
pendent CD95 S-nitrosation by Sorafenib reduc-
es liver cancer. Redox Biol 34: 101528-101528.
2020. PMID: 32388267. IF: 9,986. DOI: 10.1016/].
redox.2020.101528.
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GROUP 8

Head of laboratory »

Calzada Garcia, Maria Josefa

Group members ’

— Sevilla Montero, Javier

Research interest ’

Hypoxia plays critical roles in the pathaobiology

of many diseases, these including cancer and
chronic lung disease, with a high prevalence and
morbidity. Understanding 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. Our group is currently investigating
the role of hypoxia in the regulation of the ma-

tricellular protein thrombospondin-1 (TSP-1) in
the context of chronic pulmonary diseases char-
acterized by a decrease in oxygen tension and
pulmonary hypertension, these including Pul-
monary Arterial Hypertension (PAH) and Chronic
obstructive pulmonary disease (COPD).

These pathologies are rapidly progressive pul-
monary vascular diseases with a multifactorial
etiopathogenesis that result in loss of pulmo-
nary function and emphysema, right-sided heart
failure and ultimately death. However, the un-
derlying cellular and molecular mechanisms are
largely unknown. Our recently published results
shed light on some of the processes in which
TSP-1 actively participates in the development
of PAH and point to this protein as a causal
molecule in experimental and clinical PAH and
therefore represents a candidate therapeutic
target (Rogers NM. et al. Cardiovascular Res.
2017; Labrousse-Arias D. et al Cardiovascular
Res. 2016). In addition TSP1 has been observed
in epithelial, bronchial and alveolar macrophage
cells of patients with COPD, increase that is
magnified as the disease progresses. We are
currently investigating the role of hypoxia/TSP-1
and smoke exposure/TSP-1 in vascular remod-
eling in chronic lung diseases such as PAH and
COPD. In particular, the role of TSP-1 in arterial
muscularization, and whether it promotes the
differentiation of pulmonary artery adventitial
fibroblasts (PAAF) into more contractile myofi-
broblasts.

To these aims we have optimized techniques
such as Traction Force Microscopy (TFM) to eval-
uate the functional relevance of contractility
molecular markers on these cells and CLARITY, a
technique that allows high-resolution informa-
tion from a complex system, while maintaining
the global perspective needed to understand
system function.
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Sanchez-Cerrillo, lldefonso, Landete, Pedro,
Aldave, Beatriz, Sanchez-Alonso, Santiago,
Sanchez-Azofra, Ana, Marcos-Jimenez, Ana, Av-
alos, Elena, Alcaraz-Serna, Ana, de Los Santas,
lgnacio, Mateu-Albero, Tamara, Esparcia, Laura,
Lopez-Sanz, Celia, Martinez-Fleta, Pedro, Gabrie,
Ligia, del Campo Guerola, Luciana, de la Fuente,
Hortensia, Calzada, Maria J., Gonzalez-Alvaro,
Isidoro, Alfranca, Arantzazu, Sanchez-Madrid,
Francisco, Munoz-Calleja, Cecilia, Soriano, Joan
B., Ancochea, Julio, Martin-Gayo, Enrique, REIN-
MUN COVID EDEPIMIC Grp. COVID-19 severity
associates with pulmonary redistribution of
CD1c(+) DCs and inflammatory transitional and
nonclassical monocytes. ] Clin Invest 130 (12):
6290-6300. 2020. PMID: 32784290. IF: 11,864,
DOI: 10.1172/)CIN40335.

9 Major grants >

[AREA 1/ CELLULAR AND MOLECULAR ETIOPATHOGENIC

Granted 2020:

=« Calzada Garcia, Maria José. Efectos del humo de
tabaco en la vasculatura pulmonar. Mecanismaos
moleculares subyacentes al desarrollo de hiper-
tension pulmonar secundaria a EPOC. Agencia Es-
tatal de Investigacion. PID2019-104406RB-100.
2020-2023.

Publications (3) ’

Sevilla-Montero J, Bienes-Martinez R, Labrous-
se-Arias D, Fuertes-Yebra E, Ord6éfez A, Calzada M),
pVHL-mediated regulation of the anti-angiogenic
protein thrombospondin-1 decreases migration
of Clear Cell Renal Carcinoma Cell Lines. Sci Rep
10 (1) 1175-1175. 2020. PMID: 31980715. IF:
3,998. DOl 10.1038/541598-020-58137-w.

Sevilla-Montera J, Labrousse-Arias D, Fernan-
dez-Pérez C, Fernandez-Blanco L, Barreira B,
Mondéjar-Parrefio G, Alfaro-Arnedo E, Lapez IR,
Pérez-Rial S, Peces-Barba G, Pichel JG, Peinado VI,
Cogolludo A, Calzada M]. Cigarette Smoke Direct-
ly Promotes Pulmonary Arterial Remodeling and
Kv7.4 Channel Dysfunction. Am J Respir Crit Care
Med 203 (10): 1290-1305. 2020. PMID: 33306938.
IF: 17,452, DOL 10.1164/rccm.201911-22380C
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GROUP 10

Head of laboratory »

Cadenas Alvarez, Susana

Group members ’

Research interest ’

Our group studies the function of mitochondria within
cells and their implication in the development of patho-
logical conditions. Uncoupling proteins (UCPs) have been
invalved in the control of mitochondrial reactive oxygen
species (ROS) production and the protection against
oxidative stress, Since oxidative stress underlies a wide
variety of pathophysiological processes, UCPs are po-
tentially important drug targets. The elucidation of the
moalecular pathways that control their expression and
activity is essential to develop strategies for modulating

their function. An efficient response to oxidative damage
is crucial for cell survival, and Nrf2 (nuclear factor eryth-
roid 2-related factor 2) is an essential transcription fac-
tor that regulates the expression of several antioxidant
genes via binding to the antioxidant response element
(ARE), and plays a pivatal role in cellular defense against
oxidative stress. Among several pathalogies related to
oxidative stress, we are particularly interested in cardiac
ischemia-reperfusion (IR) injury. Reperfusion of ischemic
myocardium results in an excessive production of ROS
that may cause tissue damage.

Our graup pursues three main lines of research. 1) The
regulation of the expression and function of UCP3 in
response to oxidative stress. We have previously found
that the treatment with hydrogen peroxide (H202) or
4-hydroxy-2-nonenal induces UCP3 expression in
cells from mouse heart and skeletal muscle. This effect
is mediated by the transcription factor Nrf2. Moreover,
we have shown that UCP3 upregulation is accompa-
nied by an increase in the proton conductance of the
inner mitochondrial membrane, which results in a de-
creased production of mitochondrial ROS and, conse-
quently, in an increased cell survival. We are currently
investigating the effects of low oxygen concentrations
on UCP3 expression and their functional consequenc-
es. 2) The protective role of UCP3 against IR injury
and its invalvernent in ischemic preconditioning (IPC).
We have detected Nrf2 nuclear accumulation and in-
creased UCP3 protein inintact mouse hearts subjected
to IR, a condition known to increase ROS generation.
We are currently studying the potential protective role
of UCP3 against IR injury and its involvernent in IPCin
the isolated perfused mouse heart and in viva. 3) The
implication of Nrf2 in IPC. There is experimental ev-
idence showing that Nrf2 activation protects against
IR injury. By using Nrf2 activators and Nrf2 knockout
mice, we will study the role of this factor in IPC and
the molecular mechanisms involved. In addition, we
have established a collaboration with cardiac surgeons
to study the molecular and cellular alterations taking
place in the ischemic human heart.
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@ Major grants ’ @ Publications (1) ’

« Cadenas Alvarez, Susana. Mecanismos de cardio- Gonzalez-Tajuelo R, de la Fuente-Fernandez M, Mo-
proteccion sensibles al estado redo en el dano por  rales-Cano D, Munoz-Callejas A, Gonzalez-Sanchez
isquemia-reperfusion. ISCHI. PI19/01030. 2020-  E, Silvan J, Serrador JM, Cadenas S, Barreira B, Es-
2022. partero-Santos M, Gamallo C, Vicente-Rabaneda

EF, Castaneda S, Peérez-Vizcaino F, Cogolludo A,
Jiménez-Borreguero LJ, Urzainqui A. PSGL1-de-
ficient mice develop spontaneous pulmonary
hypertension associated to systemic sclerosis.
Arthritis Rheumatal 72 (3): 477-487. 2020. PMID:
31509349, IF: 9,586. DOI: 10.1002/art.41100.

GROUP 11

— RAsensio Lopez, Alejandro

— Caballero Lombraiia, Alvaro

— Martins Neves, Maria Margarida
— Ortega Giménez, Alba

— Ramos Barbeito, Paula

— Ribas Nianez, Catalina
— Sanz Flores, Maria

Research interest »

Our laboratory is investigating key nodes in sig-
nalling networks invalved in prevalent age-related

pathologies such as metabolic/cardiovascular dis-
eases and cancer.

Mayor Menéndez, Federico The GRK2 kinase is ane of those key signalling
hubs. The canonical role of GRK2 is to regulate,
together with arrestins, signalling mediated by
multiple G protein-coupled receptors (GPCR), a

° family of hundreds of membrane proteins of key
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physiological and pharmacological importance.
In addition, we and other groups have unveiled
that GRK2 can also impact cell signalling net-
warks by directly interacting and/or phosphor-
ylating non-GPCR components of transduction
cascades (such as HDAC6, IRS1, PI3K, EPAC,
Mdm2, Smads or p38 Mapk). Our group has re-
ported that some of such integrated interactions
underlie the participation of GRK2 in the contral
of cell migration, proliferation angiogenesis or
insulin resistance (IR).

Importantly, GRK2 levels/activity are altered in human
pathologies such as cancer, inflammation and cardio-
vascular/ metabolic diseases related to IR. We seek to
understand the mechanisms leading to altered GRK?2
expression in these clinical situations, how concurrent
changes in GRK2 levels (involving different cell types
and tissues) integrate at the cellular and organism
level, and how they can foster disease progression,
by using cellular and animal models (including hemi-
zygous, conditional and tissue-specific GRK2-deficient
animals), as well as samples from patients or animal
models of disease. This is critical to assess the feasi-
bility of GRK2 as a useful diagnostic biomarker and/or
therapeutic target.

The group pursues three main lines of investigation:

1) GRK2 as an oncomodulator in specific tumor
types. Investigate how changes in GRK2 expres-
sion in different tumors (breast, colon, squamous
cell carcinomas) and cell types within a given tu-
mor (tumor, macrophages and endothelial cells)
might promote different aspects of tumor pro-
gression (praliferation, survival, angiogenesis,
metastatic invasion) by modulating either GPCRs
or HDAC6-governed networks, among others.

2) Analyze the GRK2 hub as a central integrator of
signalling cascades relevant to IR-related patholo-
gies and co-morbidities in different tissues and cell
types (adipose, liver, pancreas, heart, macrophages/
immune cells), by simultaneously modulating both
the insulin cascade and key GPCRs controlling met-
abolic homeostasis, nutrient sensing or insulin se-
cretion/sensitivity

3) Explare the functional implications of the Gag in-
teractome. We have unveiled novel interactions of
Gag with PB1-domain containing proteins such as
PKC?, and we are investigating the functional im-
pact of this new Gagq interactome in cell death, au-
tophagy and oxidative stress processes and in the
development of cardiovascular diseases.

Major grants »

» Mayor Menéndez, Federico. CIBER-CB.
CB16/11/00278. 1SClII. 2017-2021.

» Mayor Menéndez, Federico / Murga Montesinos,
Cristina. GRK2 como nodo de senalizacion integrador
en situaciones fisiopatologicas. SAF2017-84125-R.
Agencia Estatal de Investigacion. 2017-2020.

»Mayor Menéndez, Federica. INFLAMUNE-CM:
Nuevos mecanismos moleculares y celulares impli-
cados en la fisiopatologia inmune v enfermedades
inflamatorias. B2017/BMD-3671. Comunidad de
Madrid. 2018-2021.

» Ribas Nunez, Catalina. Un nuevo interactoma de Gq
implicado en la modulacion de autofagia v estrés ox-
idativa: repercusion en disfuncion endotelial vy pata-
logias relacionadas. P118/01662. 1SCIIl. 2019-2021.

» Mayor Menéndez, Federico. Interactome rewiring
by phosphorylation and acetylation barcodes: im-
plications in metabolic reprogramming in breast
cancer. Fundacion Ramon Areces. 2019-2021.

Granted 2020:

» Mayor Menéndez, Federico. ONCORNET 2.0:
ONCOgenic Receptor Network of Excellence
and Training. 860229. Comision Europea. 2020-
2024,

» Mayor Menéndez, Federico. The 1 adrenergic re-
ceptor (TAR)- calpain — GRK2 axis as a new phar-
macological target to reduce reperfusion injury and
post-infarction remodelling. CIBER-CV. Intramural.
2020-2023.

LINE 1.3 ANIMAL MODELS OF INFLAMMATORY DISEASES AND INTERCELLULAR SIGNALLING

HOSPITAL
UNIVERSITARIO
DE LA PRINCESA

INSTITUTO DE
INVESTIGACION D
SANITARIA

/ 83/



ANNUAL

sceee 2020 [AREA 1/ CELLULAR AND MOLECULAR ETIOPATHOGENIC
ACTIVITY
Publications (6) »
Vila-Bedmar R, Cruces-Sande M, Arcones AC, Wil- Gonzalez-Amor M, Vila-Bedmar R, Rodrigues-Diez
lemen HLDM, Prieto P, Moreno-Indias |, Diaz-Ro- R, Moreno-Carriles R, Arcones AC, Cruces-Sande M,
driguez D, Francisco S, Jaén RI, Gutiérrez-Repiso C, Salaices M, Mavyor F, Briones AM, Murga C. Myeloid
Heijnen CJ, Bosca L, Fresno M, Kavelaars A, Mayor ~ GRK2 Regulates Obesity-Induced Endothelial
E Murga C. GRK2 levels in myeloid cells modulate Dysfunction by Modulating Inflammatory Re-
adipose-liver crosstalk in high fat diet-induced sponses in Perivascular Adipose Tissue. Antiox-
obesity. Cell Mol Life Sci 77 (23): 4957-4976. 2020. idants (Basel) 9 (10). 2020. PMID: 33020373. IF:
PMID: 31927610. IF: 6,496. DOI: 10.1007/500018- 5,014, DOL: 10.3390/antiox9100953.
019-03442-5.
Reglero C, Lafarga V, Rivas V, Albitre A, Ramos P,
Colas-Algora N, Garcia-Weber D, Cacho-Navas C, Berciano SR, Tapia O, Martinez-Chantar ML, Mayor
Barroso S, Caballero A, Ribas C, Correas |, Millan J. E Penela P. GRK2-Dependent HuR Phosphoryla-
Compensatory increase of VE-cadherin expres- tion Regulates HIF1a Activation under Hypoxia
sion through ETS1 regulates endothelial barri- or Adrenergic Stress. Cancers (Basel) 12 (5). 2020.
er function in response to TNFa. Cell Mol Life Sci PMID: 32413989. IF: 6,126. DOl: 10.3390/can-
77 (11): 2125-2140. 2020. PMID: 31396656. IF: cers12051216.
6,496. DOI: 10.1007/s00018-019-03260-9.
Cruces-Sande, Marta, Arcones, Alba C, Vi-
Palacios-Garcia J, Sanz-Flores M, Asensio A, Alvara- la-Bedmar, Racio, Val-Blasco, Almudena, Shara-
do R, Rojo-Berciano S, Stamatakis K, Paramio JM, bi, Kfir, Diaz-Rodriguez, Daniel, Puigserver, Pere,
Cano A, Nieto MA, Garcia-Escudero R, Mayor F, Ri- Mavyor, Federico, Jr, Murga, Cristina. Autophagy
bas C. G-protein coupled receptor kinase 2 safe- mediates hepatic GRK2 degradation to facil-
guards epithelial phenotype in Head and Neck itate glucagon-induced metabolic adaptation
Squamous Cell Carcinomas. Int. J. Cancer 147 (1): to fasting. FASEB | 34 (1) 399-409. 2020.
218-229. 2020. PMID: 31850518. IF: 5,145. DQOI: PMID: 31914606. IF: 4,966. DOl 10.1096/
10.1002/1jc.32838. fj.201901444R.
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GROUP 12

@ Head of laboratory »

Fresno Escudero, Manuel

Group members »

— Arranz de Miguel, Alicia

— Barrocal Lopez, Beatriz

— Callejas Hernandez, Francisco

— Cuesta Rubio, Natalia

— de Chorro y de Villa-Ceballos, Maria de
los Angeles

— Galan Martinez, Javier

— Garcia Prieto, Teresa

— Gironés Pujol, Nuria

— Jiménez Martinez, Marta

— Maza Moreno, Maria del Carmen

— Stamatakis Andriani, Konstantinos

— Torres Gérica, Patricia

Research interest »

We are analyzing the involvement of Pathogen
recognition receptors (as TLRs or galectin) and Cy-
clooxygenase (Cox)-2/prostaglandins (PGs) in the
immune system and inflammatory pathologies as
obesity, cancer and sepsis. We have found that PG-
F2a negatively regulates adipocyte differentiation
through the transcription factor NFAT. Moreover,
NFATc4 deficiency induces obesity in mice indicating
a key role in obesity. We also found that galectin-1
(Gal-1) deficiency abolished diet induced obesity
and insulin resistance in mice. Gal-1 is needed for
the differentiation of preadipocytes by regulation of
the key proadipagenic transcription factor PPAR-?
and in the differentiation of brown adipocytes.

Cox2 inhibitors reduce cancer but their therapeutic
use has been hampered by their side effects. As
an alternative, we have analyzed genes regulated
by Cax2 or PGs that may provide a protooncogen-
ic advantage. Among those, mPGES-1, DUSP10,
Trop2 and many from the TGFI3 pathway, as PME-
PA1, which, interestingly, were induced by PGF2a.
DUSP10 cantrols stress response to serum depri-
vation and confluence arrest and binds and de-
phospharylates Yes-associated protein 1 (YAP) in
colorectal cancer. PGF2a TGFR-PMEPA1T pathway
is a critical mediator of epithelial plasticity and ovar-
lan carcinoma progression. Those molecules are
amenable to drug discovery, lacking the unwanted
side effects of COX-2 pharmacological inhibitors.

Interestingly, PGF2a induces Cox-2 and DUSP10,
having a very important pathogenic role in animal
madels of inflammatory bowel disease (IBD), a
leading cause of colorectal cancer, since the use of
pharmacological PGF2a antagonists prevents IBD

On the other hand, TCFL5 is a member of the bHLH
transcription factor family with multiple isoforms in
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both humans and mice. Complete deletion of the
isoforms drastically reduces tumor properties of
colon cancer cells. Interestingly, the two major iso-
forms (TCFL5 and CHA) showed a reciprocal regu-
lation and different functions in the cell, with CHA
exercising a protumoral effect. TCFL5 / CHA expres-
sion is essential for NFKB2 activity regulating the
expression of anti-apoptotic genes such as BCL2
and also controlling the expression of the pluripo-
tency markers SOX2, NANOG and KLF4.

We have also defined a set of genes regulated by
TCFL5/CHA in leukemia cell lines and established
their role in the prognosis and development of B-
and T-acute lymphoblastic leukemia and in normal
hematopoiesis. The expression of TCFL5 and CHA
was associated with greater severity in lympho-
ma and myeloma samples from patients. Last but
not least, using Tcfl5 deficient mice, we found that
TCFL5 is involved in the formation of germinal cen-
ters and in the stage of differentiation of pro-B to
pre-B cells, two processes that are not only char-
acterized by a high proliferation rate but are also
MYC dependent. The lack of TCFL5 caused a radical
decrease in the levels of the most important mol-
ecules in BCR signalling, such as SYK and BLNK,
resulting in an inability to respond to stimuli, an in-
crease in cell death and an abnormal cell cycle.

Using Tcfl5 deficient mice, we found that TCFL5 is
expressed in early mouse embryonic development
during the preimplantation period and plays a role
in the differentiation of embryonic cells to germline
precursors by contralling the expression of genes
important in this differentiation.

[AREA 1/ CELLULAR AND MOLECULAR ETIOPATHOGENIC

Finally, in the infection by the protozoan parasite
T. cruzi we are working on the impact of T. cruzi
genetic variability on the clinical outcome and
immunopathology of Chagas' disease as well
as drug susceptibility. All intended for improved
understanding and prevention of Chagas' dis-
ease. Different genetic lineages have been de-
fined in Trypanosoma cruzi, the causative agent
of Chagas™ disease. However, understanding
of their comparative biology and pathogenesis
is fragmentary. We have identified different T
dependent immune responses both in patients
and mouse models, which differ depending on the
infecting strain. Besides, we are studying how the
parasite enters, infects and escapes destruction
by myeloid cells, defining Slamf1 (CD150) as a new
T. cruzi receptor. In contrast, we found that Slamf8
(CD353)is a cell surface receptor that is expressed
upon activation of macrophages by IFN-? and
plays a negative role in the infection through re-
pression of NADPH oxidase. We have studied the
role that CD4+ T cell subsets and myeloid sub-
classes including myeloid-derived suppressor cells
(MDSC) may play in the immunopathogenesis of
Chagas” disease, with special focus on myocarditis
in animal models and in patients. Different heart
immunopathogenic responses depend on host ge-
netics. Nonetheless, Systems Biology approach-
es have allowed us defining immunopathogenic
markers independent of host and parasite genet-
ics. We have found many metabalic alterations in
T. cruziinfection suggesting a stressful condition in
the heart, some of which can be used as biomark-
ers. Serum miRNAs are also excellent biomarkers
of Chagas' disease progression.

Major grants ’

»Fresno Escudero, Manuel. Red de Investigacion
Colaborativa en Enfermedades Tropicales (RICET).
RD16/0027/0006. ISCIII. 2017-2021.

»Fresno  Escudero, Manuel.  INFLAMUNE-CM.
Nuevos mecanismos moleculares vy celulares

implicados en la fisiopatologia inmune v enfer-
medades inflamatorias. B2017/BMD-3671. Co-
munidad de Madrid. 2018-2021.

» Fresno Escudero, Manuel. Validacion de dianas
farmacolégicas neuroinflamatorias para el trat-
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amiento del dolor cronico (INFLAPAIN). RTC-
2017-6292-1. Retos colaboracion - MINECO.
2018-2021.

« Fresno Escudero, Manuel. Estudios del ambiente
microbiano e inflamatorio de las bolsas periodon-
tales. Assaociation Médicale contre les Infections
Buccales. 2019-2020.

Publications (13) »

Cuesta-Mateos, Carlo, Fuentes, Patricia, Schrad-
er, Alexandra, Juarez-Sanchez, Raquel, Loscertales,
Javier, Mateu-Albero, Tamara, Vega-Piris, Lorena,
Espartero-Santos, Marina, Marcos-Jimenez, Anga,
Sanchez-Lopez, Blanca Andrea, Perez-Garcia, Yaiza,
Jungherz, Dennis, Oberbeck, Sebastian, Wahnschaf-
fe, Linus, Kreutzman, Anna, Andersson, Emma |,
Mustjoki, Satu, Faber, Edgar, Urzainqui, Ana, Fresno

Manuel, Stamatakis, Kostantino, Alfranca, Arant-
zazu, Terran, Fernando, Herling, Marco, Toribio, Ma-
ria Luisa, Munoz-Calleja, Cecilia. CCR7 as a novel
therapeutic target in t-cell PROLYMPHOCYTIC
leukemia. Biomark Res 8 (1): 54-54. 2020. PMID:
33110606. IF: 4,866. DOI: 10.1186/540364-020-
00234-7.

Cibrian D, Castillo-Gonzalez R, Fernandez-Gal-
lego N, de la Fuente H, Jorge |, Saiz ML, Punzan
C, Ramirez-Huesca M, Vicente-Manzanares M,
Fresno M, Daudén E, Fraga-Fernandez J, Vazquez
Sanchez-Madrid F. Targeting
LAT1-mediated amino acid transport in innate

J, Aragonés |,

and adaptive T cells efficiently controls skin in-
flammation. | Allergy Clin Immunol 145 (1): 199-.
2020. PMID: 31605740. IF: 10,228. DQI: 10.1016/].
jaci.2019.09.025.

Alvarez-Dominguez, Carmen, Salcines-Cuevas,
David, Teran-Navarro, Hector, Calderon-Gonzalez,
Ricardo, Tobes, Raquel, Garcia, Isabel, Grijalvo, San-
tiago, Paradela, Alberto, Seoane, Asuncion, Sangari,
Felix J., Fresno, Manuel, Calvo-Montes, Jorge, Perez
Del Molino Bernal, I. Concepcion, Yanez-Diaz, Son-

= Gironés Pujol, Nuria. Abordaje multiomico al estudio
de la inmunopatogenesis de la enfermedad de Cha-
gas. PGC2018-096132-B-100. AEl. 2019-2021.

» Fresno Escudero, Manuel. TDFL5/CHA en la difer-
enciaciony activiacion de linfocitos By T enla gen-
eracion de leucemias. PID2019-104760RB-100.
AEl 2020-2023.

soles. Epitopes for Multivalent Vaccines Against
Listeria, Mycobacterium and Streptococcus
spp: A Novel Role for Glyceraldehyde-3-Phos-
phate Dehydrogenase. Front Cell Infect Micrabiol
10: 573348-573348. 2020. PMID: 33194812, IF:

4,123.D0OI: 10.3389/fcimb.2020.573348,

Palacios-Garcia J, Sanz-Flores M, Asensio A, Alvara-
do R, Rojo-Berciano S, Stamatakis K, Paramio JM,
Cano A, Nieto MA, Garcia-Escudero R, Mayor F, Ri-
bas C. G-protein coupled receptor kinase 2 safe-
guards epithelial phenotype in Head and Neck
Squamous Cell Carcinomas. Int. J. Cancer 147 (1):
218-229. 2020. PMID: 31850518. IF: 5,145, DOI:
10.1002/ijc.32838.

Vila-Bedmar R, Cruces-Sande M, Arcones AC, Wil-
lemen HLDM, Prieto P, Moreno-Indias |, Diaz-Ro-
driguez D, Francisco S, Jaen RI, Gutiérrez-Repiso C,
Heijnen CJ, Bosca L, Fresno M, Kavelaars A, Mayor
F, Murga C. GRK2 levels in myeloid cells modulate
adipose-liver crosstalk in high fat diet-induced
obesity. Cell Mol Life Sci 77 (23): 4957-4976. 2020.
PMID: 31927610. IF: 6,496. DOl 10.1007/s00018-
019-03442-5.

Adela Valero, M., Girones, Nuria, Reguera-Gomez,
Marta, Perez-Crespo, Ignacio, Pilar Lopez-Garcia,
M., Quesada, Carla, Dolores Bargues, M., Fresno
Manuel, Mas-Coma, Santiago. Impact of fascioli-
asis reinfection on Fasciola hepatica egg shed-
ding: relationship with the immune-regulatory
response. Acta Trop 209: 105518-105518. 2020.
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PMID: 32371223, IF: 2,555. DOI: 10.1016/j.actat-
ropica.2020.105518.

Poveda, Cristina, Herreros-Cabello, Alfonso, Calle-
jas-Hernandez, Francisco, Osuna-Perez, Jesus,
Maza, Maria C, Chillon-Marinas, Carlos, Calderon,
Jossela, Stamatakis, Konstantinos, Fresno, Manuel,
Girones, Nuria. Interaction of Signaling Lympho-
cytic Activation Molecule Family 1 (SLAMF1)
receptor with Trypanosoma cruzi is strain-de-

pendent and affects NADPH oxidase expres-
sion and activity. PLoS Negl Trop Dis 14 (9). 2020.
PMID: 32925918, IF: 3,885. DOI: 10.1371/journal.
pntd.0008608.

Pineda, M., Corvo, L, Callejas-Hernandez, F, Fresno
M., Bonay, P. Trypanosoma cruzi cleaves galec-
tin-3 N-terminal domain to suppress its innate
microbicidal activity. Clin Exp Immunol 199 (2):
216-229. 2020. PMID: 31593356. IF: 3,532. DOI:
10.1111/cei. 13379,

Gonzalez-Sanchez, Laura, Cobos-Fernandez,
Maria A, Lopez-Nieva, Pilar, Villa-Morales, Ma-
ria, Stamatakis, Konstantinos, Cuezva, Jose M.,
Marin-Rubio, Jose L., Vazquez-Dominguez, Irene,
Gonzalez-Vasconcellos, Iria, Salido, Eduardo, Lla-
mas, Pilar, Lopez-Lorenzo, Jose L, Santos, Javier,
Fernandez-Piqueras, Jose. Exploiting the passen-
ger ACO1-deficiency arising from 9p21 deletions
to kill T-cell lymphoblastic neoplasia cells. CAR

CINOGENESIS 41 (8): 1113-1122. 2020. PMID:
31734690. IF: 4,603. DO 10.1093/carcin/bgz 185.
Ramos, Irene, Stamatakis, Kanstantinos, Oeste,
Clara L., Perez-Sala, Dolores. Vimentin as a Multi-
faceted Player and Potential Therapeutic Target
in Viral Infections. Int ] Mol Sci 21 (13). 2020. PMID:
32630064, IF: 4,556, DOI: 10.3390/ijms21134675.

Herreros-Cabello, Alfonso, Callejas-Hernandez,
Francisco, Girones, Nuria, Fresno, Manuel. Trypano-
soma Cruzi Genome: Organization, Multi-Gene
Families, Transcription, and Biological Implica-
tions. Genes(Basel) 11(10).2020. PMID: 33066599.
IF: 3,759. DOI: 10.3390/genes11101196.

Hidalgo-Estévez AM, Stamatakis K, Jiménez-
Martinez M, Lopez-Pérez R, Fresno M. Cyclooxy-
genase 2-Regulated Genes an Alternative Avenue
to the Development of New Therapeutic Drugs for
Colorectal Cancer. Front Pharmacal 11: 533-533.
2020. PMID: 32410997. IF: 4,225. DOl 10.3389/
fphar.2020.00533.

Sanchez-Leon, E., Bello-Morales, R., Lopez-Guer-
rero, J. A, Poveda, A, Jimenez-Barbero, J,, Girones,
N., Abrusci, C. Isolation and characterization of an
exopolymer produced by Bacillus licheniformis:
In vitro antiviral activity against enveloped virus-
es. Carbohydr Polym 248: 116737-116737. 2020.
PMID: 32919551, IF: 7,182. DOI: 10.1016/j.carb-
pol.2020.116737.
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GROUP 13

Head of laboratory »

Penela Marquez, Petronila

Group members »

— Albitre Sanz, Angela
— Ortiz del Castillo, Belén
— Rivas Guerrero, Veronica

Research interest »

Breast cancer is a disease of high prevalence with
around 25,000 new diagnoses in Spain each year.
Its incidence is much higher in the developed world,
suggesting that the western lifestyle with unhealthy
dietary habits (excessive caloric intake, overweight,
obesity) and chronic stress states (adrenergic over-
stimulation) may influence the onset and progres-
sion of this disease.

The histopathological variety and molecular hetero-
geneity of breast tumours make difficult to achieve
efficient treatments. In breast cancer, the main al-
tered proteins responsible for genomic instability
and heterogeneity are ATM kinase, Brca1 ligase and
the tumour suppressor transcription factor p53.
Notably, in ~ 80% of ductal breast carcinomas p53
is restrained by activation/amplification of the li-
gase Mdmz2, but therapies based on these targets
are not yet satisfactory. Another important problem
is the emergence of resistance amongst all breast
cancer subtypes, paralleled by enhanced genomic
instability and tumour metabolic reprogramming,
These limitations in current therapies highlight the
need for deeper understanding of complex path-
ways leading to breast cancer development and
progression.

The objective of our group is to identify regulatory
nodes that integrate multiple cellular inputs and en-
vironmental cues for madifying tumour hallmarks
such as genomic instability. Understanding how
adaptable and dynamic signalling networks interact
with breast cancer susceptibility genes will pave the
way for better therapeutic approaches.

Results of our laboratory suggest that intertwined
alterations of the serine-threonine kinase GRK2
and the Mdm?2 ligase are key for cell-autonomous
malignant transformation, as well as in the interplay
of the transformed cell with the tumour micro-envi-
ronment and the systemic condition of the patient.
Our results indicate that these proteins modulate
each other differently in normal epithelial cells and
in tumour cells, responding in different ways to sig-
nals that stimulate adrenergic receptors and other
G-protein coupled receptors (GPCR) or growth fac-
tor tyrosine kinase receptors (RTK).

In this context, our research aims to characterize the
role of these nodes (GRK2, Mdm2 and other ligases),
and the relevant phosphorylated and ubiquitinated
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proteins, in diverse cellular processes such as cell cycle
controland cell division, differentiation, energy metab-
olism or senescence, which are key in maintaining a
normal cell behaviour. We also aim to gain insight into
the interplay of these molecules with hormonal (adr-
energic, estrogenic) and metabolic stress on genomic
stability and pro-tumoral stroma remodelling, by ana-
lysing diverse processes that facilitate tumour growth
and dissemination such a tumour angiogenesis.

Major grants ’

» Mayor Menéndez, Federico. INFLAMUNE-CM.
Nuevos mecanismos moleculares y celulares
implicados en la fisiopatologia inmune vy en-
fermedades inflamatorias. B2017/BMD-3671.
Comunidad de Madrid. 2018-2021.

» Penela Marquez, Petronila. Consecuencias del
nodo MDM2/HDAC6/GRK2 en division celular,
reparacion de ADN y heterogeneidad del cancer
de mama: Patencial terapéutico del rebalanceo
de quiescencia/senescencia. PI17/00576. ISCI-
Il. 2018-2020.

Publications (1) »

Reglero C, Lafarga V, Rivas V, Albitre A, Ramos
P, Berciano SR, Tapia O, Martinez-Chantar ML,
Mavyor F, Penela P. GRK2-Dependent HuR Phos-
phorylation Regulates HIF1a Activation under
Hypoxia or Adrenergic Stress. Cancers (Basel)
12 (5). 2020. PMID: 32413989, IF: 6,126. DO
10.3390/cancers12051216.
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GROUP 17

Head of laboratory »

Murga Montesinos, Cristina

Group members ’

— Concepcion Arcones, Alba
— Cruces Sande, Marta

Research interest ’

Pathological insults and metabolic cues are increasing-
ly being regarded as key modulators of immunological
responses and inflammatory processes. Thus, meta-
bolic signals that affect inflammatory routes are a stra-
tegic focus of research to unveil the mechanistic basis
of human physiology, but alsa of different pathologies,
in particular those with an inflammatary or metabolic
component such as insulin resistance, obesity, meta-
bolic dysregulation and cardiovascular conditions.

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

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

1. Analysis of the phenotypic differences in the re-
spanse of mice with decreased or increased levels
of GRK2 towards several types of metabolic chal-
lenges under physiological and pathological can-
ditions. We are unveiling whether the response of
different metabalically-relevant tissues to these
challenges varies with GRK2 dosage. Also wheth-
er the levels of GRK2 itself may allow for a better
adaptation of each tissue to different metabalic
situations or even serve as biomarkers of disease.
We have recently published research that describes
the influence of GRK2 on the control of pancreatic
insulin secretion and on glucagon-induced hepatic
glucose production.

2. Changes in the levels of GRK2 protein in mac-
rophages and other inflammatory cells contribute to
the contral of insulin sensitivity, adiposity and obe-
sity in animal models of disease. We have published
how myeloid GRK2 affects whole body responses
such as glycaemic control and hepatic inflamma-
tion. Furthermore, we described the influence of
the perivascular adipose tissue of animals with
low GRK2 levels in myeloid cells on the response of
vessels to different vasoconstrictar and vasodilator
stimuli in the face of vascular dysfunction and vas-
cular insulin resistance developed by a high fat diet.

3. Finally, we have recently reported that the ex-
pression of GRK2 in different tissues shows sex-
ual dimorphism, and we have also published that
changes in the amount of this kinase in cardiac and
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skeletal muscle with age do not follow the same
pattern in male and female mice. This is particular-
ly important since the dynamics of GRK2 appears
to parallel the increase in cardiovascular risk that
is observed in females after menapause. We are

Major grants ’

» Mayor Menéndez, Federico / Murga Montesi-

nos, Cristina. GRK2 como nodo de senalizacion
integrador en situaciones fisiopatolagicas.
SAF2017-84125-R. Agencia Estatal de Inves-
tigacion. 2017-2020.

therefore investigating whether these gender-spe-
cific changes in the amount of GRK2 may reflect or,
additionally, can impact the sexual dimorphism ob-
served for cardiovascular risk with age using models
of pre and post-menopausal female mice.

Publications (3) ’

Cruces-Sande, Marta, Arcones, Alba C,, Vila-Bed-
mar, Rocio, Val-Blasco, Almudena, Sharabi, Kfir,
Diaz-Rodriguez, Daniel, Puigserver, Pere, Mayor,
Federico, Jr, Murga, Cristina. Autophagy mediates
hepatic GRK2 degradation to facilitate gluca-
gon-induced metabolic adaptation to fasting.
FASEB ] 34 (1): 399-409. 2020. PMID: 31914606.
IF: 4,966. DOI: 10.1096/f].201901444R.

Vila-Bedmar R, Cruces-Sande M, Arcones AC,
Willemen HLDM, Prieto P, Mareno-Indias |,
Diaz-Radriguez D, Francisco S, Jaén RI, Guti-
érrez-Repiso C, Heijnen CJ, Bosca L, Fresno M,
Kavelaars A, Mayor F, Murga C. GRK2 levels in
myeloid cells modulate adipose-liver cross-
talk in high fat diet-induced obesity. Cell
Mal Life Sci 77 (23): 4957-4976. 2020. PMID:
31927610. IF: 6,496. DOI: 10.1007/s00018-
019-03442-5.

Gonzalez-Amor M, Vila-Bedmar R, Ro-
drigues-Diez R, Moreno-Carriles R, Arcones AC,
Cruces-Sande M, Salaices M, Mayor F, Briones
AM, Murga C. Myeloid GRK2 Regulates Obesi-
ty-Induced Endothelial Dysfunction by Modu-
lating Inflammatory Responses in Perivascular
Adipose Tissue. Antioxidants (Basel) 9 (10). 2020.
PMID: 33020373. IF: 5,014, DOl 10.3390/an-
tiox9100953.
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GROUP 18

Head of laboratory »

Ifiiguez Pefia, Miguel Angel

Group members ’

— Bago Plaza, I:\ngel
— Renshaw Calderon, Ana

Research interest ’

Fatty acid modification results in the production of bioac-
tive lipids as oxo or nitro fatty acids, agents that can modu-
late the activation, differentiation and function of different
cell types, as those involved in the inflammatory pro-
cess and the immune response. Their actions take place
through their ability to covalently modify transcriptional
regulatory proteins and enzymes and to activate various
nuclearand membrane receptors, finally modifying protein
function and altering patterns of gene expression.

Enzymatic oxygenation of fatty acids generates signal-
ling mediatars, as those of the eicosanaids lipid family,

whichincludes prostaglandins and leukotrienes, Current
knowledge shows their key role as signalling molecules
in an array of pathophysiological processes, being re-
garded as critical mediators in a variety of inflammatory
diseases such as arthritis, atherosclerosis and cancer.
Our current research is focused on a particular class
of electrophilic compounds named cyclopentenones
(CyPGs), which play an important rale in the inflamma-
tory process, acting as anti-inflammatory pro-resolving
agents.

Electrophilic fatty acid species also include ni-
tro-containing fatty acids as nitroalkene derivatives
of linaleic and oleic acid (LNO2 and OA-NO2). These
compounds are a novel class of endogenaus, elec-
trophilic mediators that can also exert adaptive an-
ti-inflammatory signalling reactions.

Our research is aimed to the study of the molecular
mechanisms involved in the actions displayed by these
electrophilic fatty acids as modulators of inflammation
and theimmune response. To this end, we analyze their
influence on diverse parameters of macrophage and T
lymphocyte function, focusing on their effects on tran-
scriptional activation and gene expression and their
consequences 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 to clearly un-
derstand the potential benefits and risks of phar-
maceutical intervention with these lipids in the
onset and progress of inflammatory diseases.

Major grants »

» Ifiguez Pefia, Miguel Angel / Serrador, Juan M. Oxido
nitrico v nitro-acidos grasos en la respuesta inmune me-
diada por linfocitos T. RTI2018-100815-B-100. Agencia
Estatal de Investigacion. 2019-2021.
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GROUP 20

Head of laboratory »

Blanco Guerra, Carlos Alberto

Group members »

— Belver Gonzalez, Maria Teresa

— Daschner, Alvaro

— de Frutos Moreno, Maria Consolacion
— las Heras Almazan, Maria Paloma

— Miugica Garcia, Maria Victoria

— Ramos Garcia, Tania Maria

— Valls Sanchez, Ana Maria

— Vega de la Osada, Francisco Félix

Research interest »

Allergic diseases are increasing worldwide, related to
a complex interaction 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 res-
piratory diseases. Meanwhile, food & drug allergies
are rising problems, due to both the potential se-
verity of reactions and to its great impact on patient
quality of life. It is noteworthy that cross-reactions
between certain food- and inhalant-allergens lead
to a complex group of clinical syndromes, compli-
cating the management of allergic patients. Among
cross-reacting pan-allergens, profilins are one of the
most relevant in the Mediterranean area.

In this context, our group has these main re-
searchlines, in collaboration with the new allergy
research network ARADYAL (ISCIII RD16/0006);

- Immunotherapy for respiratory allergy: a 2
year placebo controlled clinical trial has been re-
cently finished, checking immunological changes
induced by grass-pollen immunotherapy on res-
piratory allergy.

- A study on adverse reactions to iodinated con-
trasts and gadalinium has been started by Dr.
Vega, in which tolerance to alternative contrasts
is assessed by means of a protocol of fast chal-
lenge tests at full dose. First results will be pub-
lished soon and a doctoral PhD project based on
these results is planned

- Food allergy: we have started collabarating in a
research project (Retos Investigacion: Proyectos
[+D+i 2017, MINECO) with Dra. Cuadrado from
INIA (National Food Research Institute), focused
on nut allergy, which is one of the most preva-
lent and severe food allergies. Both DNA- and
immunological- biosensaors for detecting pea-
nut, hazelnut, pistachio and cashew allergens
will be developed.

- We have also focused on sensitization to the
pollen-food pan-allergen profilin, which is as-
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saciated with bronchial asthma, fruit allergy and
poor immunotherapy response. On one side,
mechanisms responsible for food allergy in pro-
filin-sensitized patients have been studied in the
context of a research project led by Dr. Barber
(from San Pablo C.E.U. University). On the other
side, a study focused on T-cell response reper-
toire to profilin, in collaboration with ALK-Den-
mark, has been performed.

- A study on severe bronchial asthma treated
with biological drugs, in collaboration with San
Pablo CEU university, is also planned.

- Finally, Dr. Daschner continues with its pro-
ductive research lines on Anisakis allergy which
made it possible, in a collaborative study with the
ISCIII, to perform an epidemiological analysis on
Haospitalizations due to Anisakiasis and estab-
lish a new estimate of nationwide allergy cases.
He continues to work in the field of Evolutionary
Medicine with a pluridisciplinary approach and in
collaboration with the National Museum of Nat-
ural Sciences.

Publications (5) »

Bernaola M, Valls A, De Frutos C, Garcia-Abuje-
ta JL. Occupational Allergic Contact Dermatitis
To Neem Oil Used In Natural Cosmetic. CON-
TACT DERMATITIS 82 (6): 389-390. 2020. PMID:
32043597, IF: 3,952, DOI: 10.1111/cod. 13490.

Daschner A, Gonzalez Fernandez J. Allergy in an
Evolutionary Framework. | MOL EVOL 88 (1):
66-76. 2020. PMID: 31175388. IF: 1,821. DOl
10.1007/500239-015-09895-3.

Barker-Tejeda, Tomas Clive, Bazire, Raphaelle, Obe-
so, David, Mera-Berriatua, Leticia, Rosace, Domen-
ico, Vazquez-Cortes, Sonia, Ramos, Tania, Rico,
Maria del Pilar, Chivato, Tomas, Barbas, Coral, Vil-
lasenor, Alma, Escribese, Maria M., Fernandez-Ri-
vas, Montserrat, Blanco, Carlos, Barber, Domingo.
Exploring novel systemic biomarker approaches
in grass-pollen sublingual immunotherapy using
omics. ALLERGY 76 (4): 1199-1212. 2020. PMID:
32813887. IF: 8,706. DOI: 10.1111/all.14565.

Sola Martinez, Francisco Javier, Barranco Jimenez,
Ruth Maria, Martin Garcia, Cristina, Senent Sanchez,
Carlos, Blanco Guerra, Carlos, Fernandez-Rivas,
Montserrat, Vega Castro, Arantza, Davila Gonza-
lez, Ignacio, Carbonell Martinez, Antonio, Panizo

Brava, Carmen, Gomez Torrijos, Elisa, Rodriguez
Gil, David, Palacios Pelaez, Ricardo. Intradermal
Phleum pratense allergoid immunotherapy. Dou-
ble-blind, randomized, placebo-controlled trial.
Clin Exp Allergy 50 (12): 1352-1361. 2020. PMID:
32946612 IF: 4,217.D0OI: 10.1111/cea.13740.

Daschner A. Changing Assessment of Diet in
Chronic Spontaneous Urticaria. Acta Derm Vene-
real 100 (6). 2020. PMID: 32110812. IF: 4,016. DOL:
10.2340/00015555-3434,

LINE 1.5 CELLULAR MECHANISMS AND MOLECULAR DETERMINANTS OF ALLERGY BASED DISEASES

HOSPITAL
UNIVERSITARIO
DE LA PRINCESA

INSTITUTO DE
INVESTIGACION D
SANITARIA

/95 /



ANNUAL
REPORT OF
SCIENTIFIC

ACTIVITY

2020

[AREA 1/ CELLULAR AND MOLECULAR ETIOPATHOGENIC

GROUP 15

Head of laboratory »

Ibaiez Sandin, Maria Dolores

Group members »

— Escudero Diez, Carmelo

— Rodriguez del Rio, Pablo
— Sanchez Garcia, Silvia

Research interest »

The main research programs ongoing are: oral im-
munotherapy with several foads, the study of ep-
idemiologic and component resolved diagnosis
of nut allergy, the study on the description of egg
allergy immunophenotypes, the study of allergy to
penicillins in children below 14 vears old and the
study on the different diagnostic procedures of ex-
ercise-induced asthma in children.

/96 /

Food allergy:
Food immunotherapy:
Our objectives in this field include:

= Design of protocals of oralimmunotherapy for egg
and wheat allergy that improve time consumption,
efficacy and safety.

» Determine the efficacy of the aforementioned
food immunotherapy protocols in the long
term from clinical and immunological points
of view.

» Develop a food immunotherapy National Guide-
line along with other centres and specialists in the
field, under the framework of the SEAIC and the
SEICAP.

»Finish the project "OmaBase”. Registry of
cases of Omalizumab use in the treatment
of food allergy. Multicentre Registry of cases
of patients allergic to food (milk, eggs and/or
vegetables), treated with omalizumab alone or
associated to immunotherapy” This Project is
developing and is now in its final phase, reg-
istering the cases of patients allergic to food
treated with Omalizumab under any indication,
and following the evalution of their food aller-
gy, regardless of the concomitant use of food
immunotherapy.

= Fish oral immunotherapy: This multicentre project,
approved by the ethical committee of the HNJ and
the AEMPS, and supported by the SEICAR, is cur-
rently starting,.

» Peanut oralimmunotherapy: This multicentre pro-
ject, approved by the ethical committee of the HNJ
and the AEMPS, and supported by the SEICAP, is
currently starting,
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Food allergy epidemiology and food allergens:

» AFRUSEN registry: “Registry of new cases of nut
allergy ina paediatric populationclinical charac-
teristics and sensitization. Multicentre Study"
The main objectives are to describe the clinical
features and sensitization patterns (molecular
diagnosis) of new onset diagnosis of allergy to
the most frequently consumed nuts in Spain and
stratify it according to the different regions.

» OVALE clinical trial: "Description through a microar-
ray assay of immunophenotypes in the antigen
recognition in egg proteins allergy in a paediatric
population. This multicentre project, aims to follow
a cohort of newly diagnosed egg allergic patients
and describe the different clinical and immunolog-
ical profiles according to their evolution.

Asthma:

It is our goal to develop a position statement based
on expert cansensus in the diagnosis of Exer-
cise-Induced asthma in children.

Drug allergy:

APENIN survey: "Study of penicillin allergy in childhood"
This study aims to evaluate the efficiency of the pen-
icillin allergy diagnostic tools among a paediatric pop-
ulation in a real life setting in different spanish allergy
departments. In a second stage, a diagnostic procedure
algorithm is planned to be delivered for children below
T4 yearsold.

Major grants »

= |banez Sandin, Maria Dolores. Asma, Reacciones
Adversas y Alérgicas (ARADYAL). Understanding
and predicting interventions. RD16/0006/0026.
ISCIII. 2017-2020.

»[banez Sandin, Maria Dolores / Rodriguez del
Rio, Pablo. Estudio de la microbiota intesti-
nal en lactantes con alergia a leche de vaca,
sus madres vy sus abuelas. PI17/01087. ISCIII.
2018-2020.

Publications (13) ’

Sim, Kathleen, Mijakaski, Dragan, Stoleski, Sasho,
Rodriguez del Rio, Pablo, Sammut, Patrick, Thuy-
My Le, Munblit, Daniel, Boyle, Robert . Outcomes
for clinical trials of food allergy treatments.
Ann Allergy Asthma Immunol 125 (5): 535-542.
2020. PMID: 32569834, IF: 4,969. DOI: 10.1016/].
anai.2020.06.023.

Movya B, Vera A, Bazire R, Betancor D, Rodriguez
Del Rio P, Escudero C, Ibafez MD. Desquamat-
ing-nonpigmenting with onycholysis fixed drug
eruption in a child due to amoxicillin. Cross-re-
activity study. J Investig Allergol Clin Immunol 30
(2): 149-151. 2020. PMID: 31751290. IF: 3,488.
DOI: 10.18176/jiaci.0466.
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Casale, Thomas B., Pedersen, Soren, del Rio,
Pablo‘Radriguez, Liu, Andrew H., Demoly, Pascal,
Price, David. The Role of Aeroallergen Sensitiza-
tion Testing in Asthma Management. | Allergy
Clin Immunol Pract 8 (8): 2526-2532. 2020. IF:
7,574.D0I: 10.1016/)jaip.2020.07.004.

Brough, Helen A, Kalayc, Omer, Sediva, Anna,
Untersmayr, Eva, Munblit, Daniel, Rodriguez del
Rio, Pablo, Vazquez-Ortiz, Marta, Arasi, Stefa-
nia, Alvaro-Lozano, Montserrat, Tsabouri, Sophia,
Galli, Elena, Beken, Burcin, Eigenmann, Philippe A.
Managing childhood allergies and immunodefi-
ciencies during respiratory virus epidemics - The
2020 COVID-19 pandemic: A statement from
the EAACI-section on pediatrics. Pediatr. Allergy
Immunol. 31 (5): 442-448. 2020. IF: 4,699. DOI:
10.1111/pai. 13262,

Sanchez-Garcia,  Silvia, Rial,  Manuel |,
Dominguez-Ortega, Javier. Long and winding
road: from infant wheeze to adult asthma. CURR
OPIN PULM MED 26 (1): 3-9. 2020. IF: 2,630.
DOI: 10.1097/MCP.0000000000000643.

Pite, Helena, Sanchez-Garcia, Silvia, Mo-
rais-Almeida, Mario. The first impression counts
for lung function: One year to make a difference
in asthma prognosis. ALLERGY 75 (1) 12-13.
2020. IF: 8,706. DOI: 10.1111/all.14025.

Betancor, Diana, Nunez Borque, E, Cuesta Her-
ranz, J, Escudero Diez, Carmelo, Freundt, N,
Pastor Vargas, C, Ibanez Sandin, Maria Dolares.
Porin: A New Button Mushroom (Agaricus bis-
porus) Allergen. | Investig Allergol Clin Immunol
30(2): 135-136. 2020. IF: 3,488.DOI: 10.18176/
jiaci.0454.

Fernando Florido-Lopez, Jose, Andreu-Balaguer,
Carmen, Escudero, Carmelo, Seoane-Rodriguez,
Marta, Hernandez, Mercedes, Angel Navar-
ro-Seisdedos, Luis, Torrecillas-Toro, Miguel, An-
ton-Girones, Monica, Herrero-Lifona, Leticia,
Brugaletta, Dorimar, Macias, Jesus, Pineda, Ra-
fael, Angeles Lara, Maria, Lopez-Caballero, Julian,
Jose Rojas, Maria. Effectiveness and safety of a

glutaraldehyde-modified, L-tyrosine-adsorbed
and monophosphoryl lipid A-Adjuvanted aller-
gen immunotherapy in patients with allergic
asthma sensitized to olive pollen: A retrospec-
tive, controlled real-world study. World Allergy
Organ. J. 13 (12). 2020. IF: 3,506. DOI: 10.1016/].
waojou.2020.100487.

Khaleva, Ekaterina, Vazquez-Ortiz, Marta, Comb-
eriati, Pasquale, DunnGalvin, Audrey, Pite, Hele-
na, Blumchen, Katharina, Garriga-Baraut, Teresa,
Hox, Valerie, Santos, Alexandra F, Gore, Claudia,
Knibb, Rebecca C, Alviani, Cherry, Mortz, Char-
lotte G, Angier, Elizabeth, Duca, Betting, Jensen,
Britt, Sanchez-Garcia, Silvia, Gowland, M. Hazel,
Timmermans, Frans, Pfaar, Oliver, Roberts, Gra-
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man, John, Baralevi, Franck, DunnGalvin, Audrey,
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ficacy and safety of oral immunotherapy with
AR101 in European children with a peanut al-
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randomised, placebo-controlled phase 3 trial.
The Lancet Child and Adolescent Health 4 (10):
728-739. 2020. IF: 8,543. D0l 10.1016/52352-
4642(20)30234-0.

Roberts, Graham, Vazquez-Ortiz, Marta, Knibb,
Rebecca, Khaleva, Ekaterina, Alviani, Cherry, An-
gier, Elizabeth, Blumchen, Katharina, Comberia-
ti, Pasquale, Duca, Bettina, DunnGalvin, Audrey,
Garriga-Baraut, Teresa, Gore, Claudia, Gowland,
M. Hazel, Hox, Valerie, Jensen, Britt, Mortz, Char-
lotte G., Pfaar, Oliver, Pite, Helena, Santos, Alex-
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Frans. EAACI Guideline on the effective transition
of adolescents and young adults with allergy and
asthma. ALLERGY 75 (11): 2734-2752. 2020. IF;
8,706. DOI: 10.1111/all.14459.

Mathioudakis, Alexander G., Custovic, Adnan,
Deschildre, Antoine, Ducharme, Francine M.,
Kalayci, Omer, Murray, Clare, Nieto Garcia,
Antonio, Phipatanakul, Wanda, Price, David,
Sheikh, Aziz, Agache, loana, Bacharier, Leon-
ard, Bonini, Matteo, Castro-Rodriguez, Jose
A., De Carlo, Giuseppe, Craig, Timothy, Dia-
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nou, Despo, Gern, James E., Grigg, Jonathan,
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M., Miligkos, Michael, Marais-Almeida, Ma-
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Tonya A., Wong, Gary, Xepapadaki, Paraskevi,
Zar, Heather J., Papadopoulos, Nikalaos G. Re-

search Priorities in Pediatric Asthma: Results
of a Global Survey of Multiple Stakehold-
er Groups by the Pediatric Asthma in Real
Life (PeARL) Think Tank. ] Allergy Clin Immu-
nol Pract 8 (6): 1953. 2020. IF: 7,574. DOL:
10.1016/).jaip.2020.01.059.
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Akdis, Mubeccel, Alviani, Cherry, Angier, Elis-
abeth, Arasi, Stefania, Arzt-Gradwohl, Lisa,
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A., Matricardi, Paclo Maria, Muraro, Antonel-
la, Ozdemir, Cevdet, Pajno, Giovanni Battista,
Pfaar, Oliver, Potapova, Ekaterina, Riggioni,
Carmen, Roberts, Graham, Rodriguez del Rio,
Pablo, Shamji, Mohamed H., Sturm, Gunter |,
Vazquez-Ortiz, Marta. EAACI Allergen Immu-
notherapy User’s Guide. Pediatr. Allergy Immu-
nol. 31: 1-101. 2020. IF: 4,699. DOI: 10.1111/
pai.13189.
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Head of laboratory »

Barril Cuadrado, Guillermina

Group members »

— Rlvarez Chiva, Vicente

— Fernandez Perpén, Antonio Carlos
— Giorgi Gonzalez, Martin Giovanni
— Herraez Jiménez, Isabel

— Nanez Sanchez, Almudena

— Quiroga Gili, Borja

— Ruano Suarez, Pablo

— Salanova Villanueva, Laura

— Sanchez Gonzalez, Maria Carmen

Research interest »

Peritaneal Dialysis (PD): Our main line of work
is focused on the study of the mechanisms
involved in the damage induced by PD on the
peritoneal membrane. Also, we studied the
influence of several drugs (Paricalcital, Ta-

moxifen, Roxiglitazona) in preventing and re-
pairing damage to the peritoneal membrane. In
the next years we will try to clarify which are
the mechanisms respansible for the hyaliniz-
ing vascular disease, the role of alternative-
ly activated macrophages in the progression
of peritoneal damage and we will analyze the
morphological and immunohistochemical find-
ings in peritoneal biopsies from patients treat-
ed with conventional or biocompatible liguids.
An ongoing project aims to design a microchip
for early noninvasive diagnosis of mesothelial
to mesenchymal transition in peritoneal mem-
brane using the peritoneal effluent. Preliminary
data have shown that peritoneal dialysis, in an-
imals subjected to a cerebral ischemic damage,
is able to decrease the cerebral damage in-
duced by high glutamate levels. In collaboration
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
importance of exercise in proper nutrition and
survival of patients with advanced chronic kid-
ney disease and the effect of physical training,
We have studied the introduction of new scores
for nutritional assessment of renal patients
and we intend to study the balance of myaocy-
tokines and its relation to muscle strength and
functionality.

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

Down's Syndrome. We are developing a study to
evaluate renal function in a large group of these pa-
tients followed regularly in @ monographic consulta-
tion. The incidence of cardiovascular complications
and bone mineral metabolism will also be studied.

Hepatorenal polycystasis of the adult. New drugs
have been introduced in the last few years that
have demonstrated, in preliminary trials, that
they improve the prognosis of patients with pol-
ycystosis. We are trying to determine the mech-
anisms that significantly affect the progression
of these patients towards renal failure, and im-
plement measures to prevent this progression

Publications (6) '

Salanova Villanueva L, Gil Giraldo Y, Santos Sanchez-
Rey B, Aguilera Peralta A. Paricalcitol regulatory
effect on inflammatory, fibrotic and anticalcifi-
cating parameters in renal patiente. Far beyond
mineral bone disease regulation. Nefrologia 40
(2): 171-179. 2020. PMID: 31740151, IF: 1,544,
DQOI: 10.1016/j.nefro.2019.08.001.

Gil Giraldo Y, Munoz Ramos P, Ruano P, Quiroga B.
Vascular access-related mortality in hemodialy-
sis patients during and after hospitalization. Ther
Apher Dial 24 (6): 688-694. 2020. PMID: 31989776.
IF:1,041. DO 10.1111/1744-9987.13479.

Bellafronte, Natalia Tomborelli, Sizoto, Gabriel Ruiz,
\ega-Piris, Larena, Chiarello, Paula Garcia, Cuadra-
do, Guillermina Barril. Bed-side measures for di-
agnosis of low muscle mass, sarcopenia, obesity,
and sarcopenic obesity in patients with chronic
kidney disease under non-dialysis-dependent,
dialysis dependent and kidney transplant thera-
py. PLoS One 15 (11). 2020. PMID: 33216775, IF:
2,740. DO 10.1371/journal.pone.0242671.

Quiroga, Borja, Munoz Ramas, Patricia, Alvarez Chi-
va, Vicente. Efficacy and safety of the PCSK9 inhib-
itors in the treatment of dyslipidemia in chronic

kidney disease. Nefrologia 40 (5): 499-505. 2020.
PMID: 32682569. IF: 1,544, DOl 10.1016/j.nef-
ro0.2020.04.020.

de Sequera Ortiz P, Quiroga Gili B, de Arriba de
la Fuente G, Macia Heras M, Salgueira Lazo M,
Del Pina Y Pino MD, en representacion de la So-
cledad Espanola de Nefrologia. Protocol against
coronavirus diseases in patients on renal
replacement therapy: Dialysis and kidney
transplant. Nefrologia 40 (3): 253-257. 2020.
PMID: 32249016, IF: 1,544, DOl 10.1016/j.nef-
ro.2020.03.001.

Ruperto M, Sanchez-Muniz FJ, Barril G. Extracel-
lular mass to body cell mass ratio as a potential
index of wasting and fluid overload in hemodial-
ysis patients. A case-control study. CLIN NUTR 39
(4):1117-1123. 2020. PMID: 31060893. IF: 6,360.
DOI: 10.1016/).cInu.2019.04.021.
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@ Head of laboratory » Research interest »

Ancochea Bermidez, Julio

Group members »

— Alonso Pérez, Tamara

— Capote Moreno, Ana Laura

— Cisneros Serrano, Carolina Victoria
— Garcia Castillo, Elena

— Giron Moreno, Rosa Maria

— Gomez Punter, Rosa Mar

— Landete Rodriguez, Pedro

— Pastor Sanz, Maria Teresa

— Pérez Gonzalez, Maria Patricia

— Rubio Bueno, Pilar

— Soriano Ortiz, Joan Bautista

— Valenzuela, Claudia

— Vazquez Espinosa, Emma

— Zamora Garcia, Enrique Domingo

Consultant Advisor:
— Melero Moreno, Carlos

Inflammation and reparative process in lung dis-
eases. Chronic obstructive pulmonary disease
(COPD). Apnea-Hypopnea Syndrome. Idiopathic
pulmonary fibrosis (IPF). Inmunopathogeny. Mo-
lecular diagnosis. Cellular diagnosis. New thera-
peutic approaches. New care models.

Pulmonary diseases are an important social and
healthcare topic, related to its high prevalence and
associated morbimortality. In recent vears, our
group has worked on different topics related to lung
diseases, as it is reflected in our publications carried
out in callaboration with other working groups.

General objectives: 1. Promote research into lung
diseases. 2. Promote care quality in the therapeu-
tic approach of patients with chronic lung diseases.
3. Promote research transfer into lung diseases. 4.
Create new lines of investigation in coordination
with other working groups.

Research interests: The Pulmonology Department
of La Princesa Hospital is part of the R+D Biomed-
icine Programme. HUP ConSEPOC-CM: Inflam-
mation and hypoxia: mechanisms of development
and progression of COPD and SAHS. Several active
clinical trials will be developed during next years
aon different respiratory diseases (COPD, asthma,
idiopathic pulmonary fibrosis, bronchiectasis and
cystic fibrasis). Several projects received grants
from the Spanish Saciety of Respiratory Pathology
(SEPAR) and other entities.

Plan of actions for 2016-2019
= Further develop, maintain and strengthen the res-

piratory group on chronic respiratory conditions at
the La Princesa Investigation Institute (IP).
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»Complete the European proposal study
M-BREATH (COPD Monitoring and Biomark-
ers) requested to the European Union Harizon
2020.

» TackSHS Project: Tackling secondhand tobac-
co smake and e-cigarette emissians: expasure
assessment, novel interventions, impact on
lung diseases and economic burden in diverse
European populations. Topic: Global Alliance far
Chronic Diseases. Prevention and treatment of
lung diseases. Reference: HCO-06-2015.

Major grants ’

»Ancochea Bermudez, Julio. Identificacion vy
evaluacion de biomarcadores relacionados con
la hipoxia para el diagnostico no invasivo de la
enfermedad hepatica grasa no alcohadlica y del
dano vascular asociado. PI17/00535. ISCIII.

2018-2020.

» Cisneros Serrano, Carolina Victoria. Estudio de
marcadares de inflamacion T2 en pacientes con
asma grave. SEPAR. 2018-2021.

» Rubio Bueno, Pilar. Efectividad de la Cirugia Max-
ilomandibular mediante Distraccion Osteogenica
Mandibular en la Apnea Obstructiva del Sueno: Un
abordaje quirdrgico Innovador Minimamente Inva-
siva. P118/01891. ISCIIl. 2019-2021.

Granted 2020:

» Garcia Monzon, Carmelo / Landete Rodriguez,
Pedro. Caracterizacion de los mediadores mo-
leculares clave de la enfermedad hepatica grasa
metabdlica asociada al sindrome de apnea ob-
structiva del sueno: Implicaciones diagnosticas v
terapéuticas. PI20/00837. ISCIIl. 2021-2023.

= Soriano Ortiz, Joan B. unCoVer: Unravelling Data
for Rapid Evidence-Based Response to COV-
ID-19. unCoVer: 101016216. Comision Europea.
2020-2022.

= Soriano Ortiz, Joan B. / Martin Gayo, Enrique. Estu-
dio de casos y controles de determinantes epide-
miologicos e inmunologicos de infeccion incidente
grave por SARS-CoV-2 v COVID-19 SDRA en UCI
versus dos tipos de contrales (EDEPIMIC). Sub-
vencion COVID Comunidad de Madrid. 2020.

« Girén Moreno, Rosa Maria. Efecto de las infec-
ciones por Pseudomonas aeruginosa asociadas a
fibrosis quistica sobre la estructura de exosomas
secretados por el epitelio pulmanar. Becas SEPAR.

2020.
Publications (70) »

Segrelles-Calvo G, de Granda-Orive JI, Lopez-Padilla D,
Zamora Garcia E. Therapeutic Limitation in Elderly Pa-
tients: Reflections Regarding COVID19. Arch. Bronco-
neumoal. 56 (10): 677-679. 2020. PMID: 32680719. IF:
£4,957.D0I: 10.1016/j.arbres.2020.05.036.

McClenaghan, Elliot, Cosgriff, Rebecca, Brownlee,
Keith, Ahern, Susannah, Burgel, Pierre-Regis, Byrnes,
Catherine A, Colombo, Carla, Corvol, Harriet, Cheng,
Stephanie Y, Daneau, Geraldine, Elbert, Alexander,
Faro, Albert, Goss, Christopher H., Gulmans, Vincent,
Gutierrez, Hector, de Manestrol, Isabelle, Jung, An-
dreas, Justus, Lutz Naehrlich, Kashirskaya, Nataliya,
Marshall, Bruce C, McKone, Edward, Middleton, Peter
G., Mondejar-Lopez, Pedro, Pastor-Vivero, M. Dolores,
Padoan, Rita, Rizvi, Samar, Ruseckaite, Rasa, Salva-
tore, Marco, Stephenson, Anne L., da Silva Filho, Luiz
Vicente R, Melo, Joel, Zampoli, Marco, Carr, Siobhan
B. The global impact of SARS-CoV/-2 in 181 people
with cystic fibrosis. ] Cyst Fibros 19 (6): 868-871.
2020. PMID: 33183965. IF: 4,759. DOl 10.1016/).
jcf.2020.10.003.

Gerli AG, Centanni S, Miozzo MR, Virchow JC, Sotgiu
G, Canonica GW, Soriano ]B. COVID-19 mortality
rates in the European Union, Switzerland, and
the UK: effect of timeliness, lockdown rigidity,
and population density. MINERVA MED 111 (4):
308-314. 2020. PMID: 32491297. IF: 3,031. DOI:
10.23736/50026-4806.20.06702-6.

LINE 1.7 INFLAMMATORY MECHANISMS IN PULMONARY DISEASES

INSTITUTO DE
INVESTIGACION
SANITARIA
HOSPITAL

UNIVERSITARIO
DE LA PRINCESA

2

/103 /



ANNUAL
REPORT OF
SCIENTIFIC

ACTIVITY

2020 [AREA 1/ CELLULAR AND MOLECULAR ETIOPATHOGENIC

Mondejar-Lopez, Pedro, Quintana-Gallego, Esther,
Giron-Moreno, Rosa M., Cortell-Aznar, Isidoro, Ruiz
de Valbuena-Maiz, Marta, Diab-Caceres, Layla, Pra-
dos-Sanchez, Concepcion, Alvarez-Fernandez, An-
tonio, Garcia-Marcos, Patricia W., Penalver-Mellado,
(Carlos, Dolores Pastor-Vivero, M., Olveira, Casilda,
Lopez-Neyra, Alejandro, Castillo-Corullon, Silvia,
Palma-Milla, Samara, Perez-Ruiz, Estela, Sole-
Jover, Amparo, Isabel Barrio, M., Sanchez-Salis, Ma-
nuel, Asensia de la Cruz, Oscar, CF-COVID19-Spain
Registry Grp. Impact of SARS-CoV-2 infection
in patients with cystic fibrosis in Spain: Inci-
dence and results of the national CF-COVID19-
Spain survey. Respir Med 170: 106062-106062.
2020. PMID: 32843180. IF: 3,095. DOI: 10.1016/].
rmed.2020.106062.

Ayuso-Mateos, Jose Luis, Soriano, Joan B., Anco-
chea, Julio. Face mask exemptions, psychiatric pa-
tients, and COVID-19. Eur Psychiatry 64 (1). 2020.
PMID: 33280621. IF: 4,464, DOl 10.1192/).eurp-
sv.2020.107.

Jouneau, Stephane, Crestani, Bruno, Thibault,
Ronan, Lederlin, Mathieu, Vernhet, Laurent,
Valenzuela, Claudia, Wijsenbeek, Marlies, Kreuter,
Michael, Stansen, Wibke, Quaresma, Manuel, Cot-
tin, Vincent. Analysis of body mass index, weight
loss and progression of idiopathic pulmonary
fibrosis. Respir Res 21 (1): 312-312. 2020. PMID:
33239000. IF: 3,924. DOl 10.1186/512931-020-
01528-4.

Valenzuela C, Torrisi SE, Kahn N, Quaresma M,
Stowasser S, Kreuter M. Ongoing challenges in pul-
monary fibrosis and insights from the nintedanib
clinical programme. Respir Res 21 (1): 7-7. 2020.
PMID: 31906942, IF: 3,924, DOI: 10.1186/512931-
019-1269-6.

Alonso Perez, Tamara, Garcia Castillo, Elena, An-
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Radriguez-Carballeira, Monica, Navarro, Annie,
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De-Torres, Juan P, Celli, Bartolome R., Marin, Jose
M., Lopez-Campos, Jose L, Ter Riet, Gerben, So-
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dith, Anto, Josep M., Turner, Alice M., Han, MeilLan
K. Langhammer, Arnulf, Sternberg, Alice, Leivseth,
Linda, Bakke, Per, Johannessen, Ane, Oga, Tory,
Cosio, Borja, Echazarreta, Andres, Roche, Nicolas,
Burgel, Pierre-Regis, Sin, Don D., Puhan, Milo A,
Saoriano, Joan B. Sex differences between wom-
en and men with COPD: A new analysis of the
3CIA study. Respir Med 171: 106105-106105.
2020. PMID: 32858497. IF: 3,095. DOl 10.1016/].
rmed.2020.106105.

Driscoll, Tim, Steenland, Kyle, Pearce, Neil, [at al].
Global and regional burden of chronic respirato-
ry disease in 2016 arising from non-infectious
airborne occupational exposures: a systematic
analysis for the Global Burden of Disease Study
2016. OCCUP ENVIRON MED 77 (3): 142-150.
2020. PMID: 32054818. IF: 3,824. DOI: 10.1136/
oemed-2019-106013.

Janciauskiene, Sabina, Deluca, David S. Barre-
cheguren, Miriam, Welte, Tobias, Miravitlles, Marc.
Serum Levels of Alpha1l-antitrypsin and Their
Relationship With COPD in the General Spanish
Population. Arch. Bronconeumol. 56 (2): 76-83.
2020. PMID: 31153743, IF: 4,957. DOL: 10.1016/].
arbres.2019.03.001.

Tzortzi A, Teloniatis S, Matiampa G, Bakelas G, Tza-
vara C, Vyzikidou VK, Vardavas C, Behrakis P, Fer-
nandez E, TackSHS Project Investigators. Passive
exposure of non-smokers to E-Cigarette aero-
sols: Sensory irritation, timing and association
with volatile organic compounds. ENVIRON RES
182: 108963-108963. 2020. PMID: 31837549, IF:
5,715. D0 10.1016/j.envres.2019.108963.

Erro Iribarren M, Alonso Pérez T, Soriano JB, An-
cochea Bermudez J. Adjusting the Level of In-
tervention in Patients with Chronic Obstructive

Pulmonary Disease According to the Risk Stratifi-
cation Proposed by the Spanish COPD Guidelines
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erine R, [at al]. Prevalence and attributable health
burden of chronic respiratory diseases, 1990-
2017: a systematic analysis for the Global Bur-
den of Disease Study 2017. L.ancet Respir Med 8
(6): 585-596. 2020. PMID: 32526187. IF: 25,094,
DOl 10.1016/52213-2600(20)30105-3.

Cottin V, Valenzuela C. Diagnostic approach of fi-
brosing interstitial lung diseases of unknown
origin. PRESSE MED 49 (2); 104021-104021.
2020. PMID: 32437843, IF: 1,388. DOI: 10.1016/j.
Ipm.2020.104021.

Graetz, Nicholas, Woyczynski, Lauren, Wilson,
Katherine F, [et al]l. Mapping disparities in ed-
ucation across low- and middle-income coun-
tries. NATURE 577 (7789): 235-238. 2020. PMID:
31875853.1F: 42,778.D0I: 10.1038/s41586-019-
1872-1.
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Majano Rodriguez, Pedro Lorenzo
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Casabona Francés, Sergio

de la Morena Lopez, Felipe
Fernandez-Pacheco Esteban, Jennifer
Herranz Pérez, Raquel

Laserna Mendieta, Emilio José
Martin Dominguez, Verdnica
Miranda Garcia, Pablo

Molina Jiménez, Francisca
Moreno Monteagudo, José Andrés
Pérez Fernandez, Maria Teresa
Santander Vaquero, Cecilio

Associated Clinical Group Hospital

General de Tomelloso

Lucendo Villarin, Alfredo José
Arias Arias, Angel Jesis

Arias Gonzalez, Laura
Gonzalez Cervera, Jesis

MAIN:

Eosinophilic Esophagitis (EoE) is a chronic inflam-
matory disease of the esophagus with an im-
mune-allergic basis. Eok is clinically characterized
by symptoms of esophageal dysfunction, and his-
tologically by an eosinophil-predominant inflam-
matory infiltrate. In the absence of treatment, the
natural history of EoE consists in a progressive fi-
brous remodeling of the organ into the formation
of strictures that reduce the esophageal caliber and
aggravate the symptoms. Currently, endoscopic bi-
opsies are the only reliable method to diagnose the
disease and monitor the response to therapy.

In this project, we aim to analyze changes in the ex-
pression of genes and proteins in esophageal biopsies
of adult patients with EoF, induced after being treated
as recommended in European clinical practice guide-
lines, and compared with healthy subjects. Changes
in the expression of MRNA (MRNAseq), proteins (pro-
teomic) and in the secreted proteins (multiplexed Elisa)
will be measured, and lymphocyte populations in both
esophageal tissue and peripheral blood of EoE pa-
tients will be characterized (flow cytometry). Data ob-
tained by these massive analysis technigues, together
with markers of the progression of esophageal fibro-
sis and alteration in esophageal distensibility (as de-
termined by EndoFLIP) will allow us selecting a series
of candidate markers related to the presence of the
disease, its inflammatory activity and fibrotic changes,
as well as predicting response to treatment. As a final
aim, we will try to define a set of biomarkers to be fur-
ther studied in a larger cohort (validation).

SECONDARY:

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

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

Major grants »

» Majano Raodriguez, Pedro Lorenzo / Santander
Vaguero, Cecilio. Esofagitis eosinofilica: estu-
dios en biopsia esofagica y sangre periférica
para la identificacion de biomarcadores de la
enfermedad vy de la respuesta al tratamiento.
PI117/00008. ISCIII. 2018-2020.

»Santander Vaguero, Cecilio. Esofagitis Eo-

sinofilica: proteémica de biopsia esofagica v

sangre periférica para la identificacion de bio-

marcadores de la enfermedad y de la respuesta
al tratamiento. Asociacion Espanola de Gastro-

enterologia. 2019-2020.

»Majano Rodriguez, Pedro.
sinofilica: protedmica de biopsia esofagica
para la identificacion de biomarcadores de la

Esofagitis eo-

enfermedad y de la respuesta al tratamiento
en Esofagitis Eosinaofilica. ProteoRED-ISCIII.
2019-2020.

Major Grants Associated Clinical Group
Hospital General de Tomelloso

»Lucendo Villarin, Alfredo José. Caracterizacion
de la actividad de receptores Toll-like (TLRS)
en la fisiopatologia de la esofagitis eosinofilica.
Asociacion Espanola de Esofagitis Eosinofilica
(AEDESEQ) — Nestle. 2018-2020.

Publications (8) »

Munoz Gonzalez, Raquel, Miranda Garca, Pablo,
Santander, Cecllio. Follicular non-Hodgkin lympho-
ma with primary colonic involvement. Rev Esp En-
ferm Dig 112 (12): 956-957. 2020. PMID: 33054286.
IF: 1,591. DOI: 10.17235/reed.2020.6986/2020.

Laserna-Mendieta EJ, Casabona S, Savarino E,
Perelld A, Perez-Martinez |, Guagnozzi D, Barrio J,
Guardiola A, Asensio T, de la Riva S, Ruiz-Ponce M,
Rodriguez-Oballe JA, Santander C, Arias A, Lucendo
AJ, EUREOS EoE CONNECT research group. EFFICA-
CY OF THERAPY FOR EOSINOPHILIC ESOPHAGI-
TIS IN REAL-WORLD PRACTICE. Clin Gastroenteral
Hepatol 18 (13): 2903-. 2020. PMID: 31988045. IF:
8,549. DOI: 10.1016/j.cgh.2020.01.024.

Laserna-Mendieta, Emilio J., Casabona, Sergio, Guag-
nozzi, Danila, Savarino, Edoardo, Perello, Antonia,
Guardiola-Arevalo, Antonio, Barrio, Jesus, Perez-Mar-
tinez, Isabel, Krarup, Anne Lund, Alcedo, Javier, de la
Riva, Susana, Rey-lborra, Esther, Santander, Cecilio,
Arias, Angel, Lucendo, Alfredo J, EUREQS EoE CON-
NECT Res Grp. Efficacy of proton pump inhibitor
therapy for eosinophilic oesophagitis in 630 pa-
tients: results from the EoE connect registry. Ali-
ment. Pharmacol. Ther. 52 (5): 798-807. 2020. PMID:
32677040.1F: 7,515, DOI: 10.1111/apt. 15957.

Toribio R, Diaz-Lopez |, Berlanga JJ, Molina-Jiménez
F, Majano P, Ventoso I. Naturally occurring and
engineered alphaviruses sensitive to PKR show
restricted translation in mammalian cells, an in-
creased sensitivity to interferon and a marked
oncotropism. | Virol 84 (3). 2020. PMID: 31723025.
IF: 4,501.DOI: 10.1128/]V1.01630-19.

Turrubiartes-Martinez, Edgar, Bodega-Mayar, Irene,
Delgado-Wicke, Pablo, Molina-Jimenez, Francisca,
Casigue-Aguirre, Diana, Gonzalez-Andrade, Martin,
Rapado, Inmaculada, Camos, Mireia, Diaz-de-He-
redia, Cristina, Barragan, Eva, Ramirez-Orellana,
Manuel, Aguado, Beatriz, Figuera, Angela, Martin-
ez-Lopez, Joaquin, Fernandez-Ruiz, Elena. TYK2
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Variants in B-Acute Lymphoblastic Leukaemia.
Genes (Basel) 11 (12). 2020. PMID: 33260630. IF:
3,759. DOI: 10.3390/genes 11121434,

Monsalve Alonso S, Miranda Garcia P, Santander
VVaguero C. Endoscopic mucosal resection for cap
poliposis treatment. Rev Esp Enferm Dig 112 (2):
155-155. 2020. PMID: 319606889. IF: 1,591. DOL:
10.17235/reed.2020.6537/2019.

Straumann, Alex, Lucendo, Alfredo J, Miehlke,
Stephan, Vieth, Michael, Schlag, Christoph, Bieder-
mann, Luc, Santander Vaquero, Cecilio, Ciriza de los
Rios, Constanza, Schmoecker, Christoph, Madisch,
Ahmed, Hruz, Petr, Hayat, Jamal, von Arnim, Ulrike,
Jan Bredenoord, Albert, Schubert, Stefan, Mueller,
Ralph, Greinwald, Roland, Schoepfer, Alain, Att-
wood, Stephen, Int EQS-2 Study Grp. Budesonide
Orodispersible Tablets Maintain Remission in a
Randomized, Placebo-Controlled Trial of Patients
With Eosinophilic Esophagitis. Gastroenterology
159 (5): 1672-. 2020, PMID: 32721437, 1F: 17,373.
DOI: 10.1053/).gastro.2020.07.039.

Lindo Ricce M, Rodriguez Lopez-Salazar T, Men-
doza Jiménez-Ridruejo J, Moreno Monteagudo JA,
Santander Vaquero C. Effectiveness of rectal indo-
methacin in the prevention of acute pancreatitis
after endoscopic retrograde cholangiopancrea-
tography in unselected patients. Rev Esp Enferm
Dig 112 (3): 183-188. 2020. PMID: 32022572. IF:
1,591. DOI: 10.17235/reed.2020.6502/2019.

Associated Clinical Group Hospital
General de Tomelloso Publications (15)
Lucendo, Alfredo |. Pharmacological treatments
for eosinophilic esophagitis: current options and
emerging therapies. Expert Rev Clin Immunol 16
(1): 3-77. 2020. PMID: 31842634, IF: 3,792. DOL:
10.1080/1744666X.2019.1705784.

Laserna-Mendieta, Emilio J,, Casabona, Sergio, Guag-
nozzi, Danila, Savarino, Edoardo, Perello, Antonig,
Guardiola-Arevalo, Antonio, Barrio, Jesus, Perez-Mar-
tinez, Isabel, Krarup, Anne Lund, Alcedo, Javier, de la
Riva, Susana, Rey-lbarra, Esther, Santander, Cecilio,

Arias, Angel, Lucendo, Alfredo J., EUREOS EoE CON-
NECT Res Grp. Efficacy of proton pump inhibitor

therapy for eosinophilic oesophagitis in 630 pa-
tients: results from the EoE connect registry. Ali-
ment. Pharmacol. Ther. 52 (5): 798-807. 2020. PMID:
32677040.1F: 7,515. DOL: 10.1111/apt. 15957.

Lucendo, Alfredo ], Lopez-Sanchez, Piedad. Targeted

Therapies for Eosinophilic Gastrointestinal Disorders.
BIODRUGS 34 (4): 477-493, 2020. PMID: 32472465, IF;
5,313. DO 101007/540259-020-00427-w.

Algaba, Alicia, Guerra, Ivan, Ricart, Elena, Iglesias, Eva,
Manosa, Miriam, Gisbert, Javier P, Guardiola, Jordi,
Minguez, Miguel, Castro, Beatriz, de Francisco, Ruth,
Nos, Pilar, Bertoletti, Federico, Mesonero, Francisco,
Barrio, Jesus, Dolores Martin-Arranz, Maria, Calvet,
Xavier, Garcia-Lopez, Santiago, Sicilia, Beatriz, Alcain,
Gillermo, Esteve, Maria, Marquez, Lucia, Pigueras,
Marta, Jimenez, Laura, Perez-Calle, Jose L., Bujanda,
Luis, Garcia-Sepulcre, Mariana, Fernandez, Alejan-
dra, Moraleja, Irene, Humberto Lorente, Rufo, Gar-
cia-Bosch, Orlando, Lamban, Ana, Blazquez, Isabel,
Rodriguez, Esther, Huguet, Jose M., Lucendo, Alfre-
do J, Almela, Pedro, Busquets, David, Ramirez de la
Piscina, Patricia, Perez, Marcela, Domenech, Eugeni,
Bermejo, Fernando, Spanish GETECCU Grp, ENEIDA
Project. Extraintestinal Manifestations in Patients
with Inflammatory Bowel Disease: Study Based on
the ENEIDA Registry. Dig Dis Sci 66 (6): 2014-2023.
2020. PMID: 32671587. IF: 2,751. DOI: 10.1007/
510620-020-06424-X.

Miehlke, Stephan, Guagnozzi, Danila, Zabana, Yam-
ile, Tontini, Gian E., Fiehn, Anne-Marie Kanstrup,
Wildt, Signe, Bohr, Johan, Bonderup, Ole, Bouma,
Gerd, D'Amato, Mauro, Engel, Peter Johan Heiberg,
Fernandez-Banares, Fernando, Macaigne, Gilles,
Hjortswang, Henrik, Hultgren-Hornquist, Elisa-
beth, Koulaouzidis, Anastasios, Kupcinskas, Jouzas,
Landolfi, Stefania, Latella, Giovanni, Lucendo Villarin
Alfredo José, Lyutakoy, lvan, Madisch, Ahmed, Ma-
gro, Fernando, Marlicz, Wojciech, Mihaly, Emese,
Munck, Lars Kristian, Ostvik, Ann-Elisabeth, Patai,
Arpad, V, Penchev, Plamen, Skonieczna-Zydecka,

Karalina, Verhaegh, Bas, Munch, Andreas. Euro-

LINE 1.8 INFLAMMATORY RESPONSE IN HEPATIC DISEASES



MECHANISMS IN INFLAMMATORY AND AUTOIMMUNE DISEASES |

pean guidelines on microscopic colitis: United
European Gastroenterology (UEG) and European
Microscopic Colitis Group (EMCG) statements
and recommendations. United European Gastro-
enterol J 9 (1): 13-37. 2020. PMID: 33619914. IF:
3,549. DOI: 10.1177/2050640620951905.

Arias, Angel, Lucendo, Alfredo J. Epidemiology and

risk factors for eosinophilic esophagitis: lessons
for clinicians. Expert Rev Gastroenterol Hepatol
14 (11): 1069-1082. 2020. PMID: 32749898. IF:
3,514, DOI 10.1080/17474124.2020.1806054.

Narayan, Nicole R, Weinmaier, Thomas, Laser-
na-Mendieta, Emilio J,, Claesson, Marcus J, Shanahan,
Fergus, Dabbagh, Karim, Iwai, Shoko, DeSantis, Todd
Z. Piphillin predicts metagenomic composition and
dynamics from DADA2-corrected 16S rDNA se-
quences. BMC GENOMICS 21 (1): 56-56. 2020. PMID:
31952477, IF: 3,594, DOl 10.1186/512864-019-
64L27-1.

Straumann, Alex, Lucendo, Alfredo J., Miehlke,
Stephan, Vieth, Michael, Schlag, Christoph, Bieder-
mann, Luc, Santander Vaquero, Cecilio, Ciriza de los

Rios, Constanza, Schmoecker, Christoph, Madisch,
Ahmed, Hruz, Petr, Hayat, Jamal, von Arnim, Ulrike,
Jan Bredenoord, Albert, Schubert, Stefan, Mueller,
Ralph, Greinwald, Roland, Schoepfer, Alain, Att-
woad, Stephen, Int EOS-2 Study Grp. Budesonide
Orodispersible Tablets Maintain Remission in a
Randomized, Placebo-Controlled Trial of Patients
With Eosinophilic Esophagitis. Gastroenterology
159 (5): 1672-.2020. PMID: 32721437 1F: 17,373
DOI: 10.1053/}.gastro.2020.07.039.

Ryan, F J, Ahern, A. M, Fitzgerald, R. S, La-
serna-Mendieta, E. ], Power, E. M, Clooney, A.
G, O'Donoghue, K. W, McMurdie, P. J, Iwai, S,
Crits-Christoph, A, Sheehan, D., Moran, C,, Flemer,
B., Zomer, A. L, Fanning, A, O'Callaghan, J., Walton,
J, Temko, A, Stack, W, Jackson, L., Joyce, S. A, Mel-
gar, S, DeSantis, T. Z, Bell, . T, Shanahan, F, Claes-
son, M. J. Colonic microbiota is associated with
inflammation and host epigenomic alterations in
inflammatory bowel disease. Nat Commun 11 (1):

1512-1512. 2020. PMID: 32251296. IF: 12,121.
DOI: 10.1038/s41467-020-15342-5.

Lucendo AJ, Roncero O, Serrano-Duenas MT, Hervias
D, Alcazar LM, Miriam-Ruiz-Ponce, Verdejo C, La-
serna-Mendieta E, Lorente R, Arias A. Effects of
anti-TNF-alpha therapy on hemoglobin levels
and anemia in patients with inflammatory bowel
disease. Dig Liver Dis 52 (4): 400-407. 2020. PMID:
31892506.1F:3,570. DOI: 10.1016/).dld.2019.11.019.

Miehlke, Stephan, Lucendo, Alfredo ], Strau-
mann, Alex, Bredenoord, Albert Jan, Attwood, Ste-
phen. Orodispersible budesonide tablets for the
treatment of eosinophilic esophagitis: a review
of the latest evidence. Therap Adv Gastroen-
terol 13: 2020. PMID: 32565912. IF: 3,520. DOI:
10.1177/1756284820927282.

Laserna-Mendieta EJ, Casabona S, Savarino E,
Perelld A, Pérez-Martinez |, Guagnozzi D, Barrio J,
Guardiola A, Asensio T, de la Riva S, Ruiz-Ponce M,
Radriguez-Oballe JA, Santander C, Arias A, Lucendo
AJ, EUREOS EoE CONNECT research group. EFFICA-
CY OF THERAPY FOR EOSINOPHILIC ESOPHAGI-
TIS IN REAL-WORLD PRACTICE. Clin Gastroenterol
Hepatal 18 (13): 2903-. 2020. PMID: 31988045, IF:
8,549. DOI: 10.1016/).cgh.2020.01.024.

Lucendo AJ, Molina-Infante . Dietary therapy for
eosinophilic esophagitis: chances and limitations
in the clinical practice. Expert Rev Gastroenterol
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Laserna-Mendieta EJ, Arias A, Lucendo AJ. Esoph-
ageal perforation in eosinophilic esophagitis:
A systematic review on clinical presentation,
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245-252. 2020. PMID: 31836305. IF: 3,570. DOI:
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Malina-Infante J, Lucendo AJ. Approaches to diet
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Research interest »

During the last years our research group has been

particularly focused on identifying non-invasive
pragnostic biomarkers of chronic liver disease (CLD)
progression to cirrhosis and hepatocellular carcino-
ma (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. There-

fore, new tools that improve the diagnosis and
treatment of HCC patients are needed.

The altered expression of angiogenic and fibrogen-
ic-related factors during the course of CLD to HCC may
provide a valuable tool for the non-invasive assess-
ment of liver fibrosis, key for clinical decision-making.
Among other clinical and demographic variables, we
found that peripheral levels of angiopoietins signifi-
cantly carrelated 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 independent series of patients. In addition, our
group reported a significant increment of TIE2-ex-
pressing 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 proangio-
genic properties and notable immunosuppressive
nature, might prevent proper immune response and
promote mechanisms that cause liver damage. The
expression of the angiopoietin receptor Tie2 in the
surface of this subtype of monocytes might serve
as useful "tag" for the non-invasive monitoring of
CLD progression in a simple blood test. Mareover, we
believe that a more in depth understanding of TEM
regulation can lead to important therapeutic ad-
vances. 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 sig-
nificance of certain genetic variants of HDACs and
other angiogenic factors, receptors and mediators,
in relation to fibrosis progression.

Therapeutic options and diagnostic procedures
in hepatology have quickly advanced during the
last decade, in particular, the management of
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viral hepatitis. Hepatitis C has become a curable
disease with a sustained 99% response using di-
rect-acting antiviral therapeutic regimens.

With the increasing number of individuals with dia-
betes and obesity, non-alcoholic fatty liver disease
(NAFLD) is becoming increasingly prevalent, affect-
ing 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
infection and hepatocellular carcinoma

— Non invasive evaluation of non alcohalic fatty
liver disease.

— Chronic cholestatic liver disease: Primary Sclerasing
Cholangitis and Primary Biliary Chalangitis.

Publications (7) »

Chen, Qian, Perales, Celia, Soria, Maria Eugenia, [et
al]. Deep-sequencing reveals broad subtype-spe-
cific HCV resistance mutations associated with
treatment failure. Antiviral Res. 174: 104694~
104694, 2020. PMID: 31857134, IF: 4,101, DO
10.1016/j.antiviral.2019.104694.

Harrison SA, Goodman Z, Jabbar A, Vemulapalli R,
Younes ZH, Freilich B, Sheikh MY, Schattenberg JIM, Kay-
aliZ, Zivany A, Sheikh A, Garcia-Samaniego J, Satapathy
SK, Therapondos G, Mena E, Schuppan D, Robinson
J, Chan JL, Hagerty DT, Sanvyal Al. A randomized, pla-
cebo-controlled trial of emricasan in patients with
NASH and F1-F3 fibrosis. | Hepatol 72 (5): 816-827.
2020. PMID: 31887369. IF: 20,582. DOI: 10.1016/.
jhep.2019.11.024.

Garcia-Tsao, Guadalupe, Bosch, Jaime, Kavali Zeid,
Harrison, Stephen A, Abdelmalek, Manal F, Lawitz,
Eric, Satapathy, Sanjaya K, Ghabril, Marwan, Shiffman,
Mitchell L, Younes, Ziad H., Thuluvath, Paul J, Berzigott,
Annalisa, Albillos, Agustin, Robinson, James M., Hagerty,
David T, Chan, Jean L, Sanyal, Arun J,, IDN-6556-14 In-
vestigators. Randomized placebo-controlled trial of

emricasan for non-alcoholic steatohepatitis-related
cirrhosis with severe portal hypertension. ] Hepatol
72 (5): 885-895. 2020. PMID: 31870950. IF: 20,582.
DO 10.1016/jjhep.2019.12.010.

Gomez, Elena, Garcia Buey, Luisa, Moling, Esther,
Casado, Marta, Conde, Isabel, Berenguer, Maring,
Jorquera, Francisco, Simon, Miguel-Angel, Olveira,

Antonio, Hernandez-Guerra, Manuel, Mesquita, Man-
ica, Presa, Jose, Costa-Moreira, Pedro, Macedo, Guil-
herme, Arenas, Juan, |, Manuel Sousa, Jose, Ampuero,
Javier, Morillas, Rosa M, Santos, Arsenio, De Carvalho,
Armando, Uriz, Javier, Carrion, Jose A, Luisa Gutierrez,
Maria, Perez-Fernandez, Elia, Fernandez-Raodriguez,
Conrado M, IBER-PBC Leading Cooperative Grp.
Effectiveness and safety of obeticholic acid in a
Southern European multicenter cohort of patients
with primary biliary cholangitis and suboptimal re-
sponse to ursodeoxycholic acid. Aliment. Pharmacol.
Ther. 53 (4): 519-530. 2020. PMID: 33314220, IF:
7,515.D0:10.1111/apt.16181.

Lindo Ricce M, Rodriguez Lopez-Salazar T, Men-
doza Jiménez-Ridruejo J, Moreno Monteagudo JA,
Santander Vaquero C. Effectiveness of rectal indo-
methacin in the prevention of acute pancreatitis
after endoscopic retrograde cholangiopancrea-
tography in unselected patients. Rev Esp Enferm
Dig 112 (3): 183-188. 2020. PMID: 32022572. IF:
1,591. DOI: 10.17235/reed.2020.6502/2019.

Di Martino M, de la Hoz Rodriguez A, Real Martinez Y,
Martin-Pérez E. Left-sided portal hypertension due
to retroperitoneal fibrosis treated with an oesopha-
gus preserving, modified Sugiura procedure. Ann R
Coll'Surg Engl 102 (2): 48-50. 2020. PMID: 31660755.
IF:1,220. DOI: 10.1308/rcsann.2019.0138.

Alonso S, Manzano ML, Gea F, Gutiérrez ML, Ahu-
mada AM, Devesa MJ, Olveira A, Polo BA, Marquez L,
Fernandez |, Cobo JCR, Rayon L, Riado D, Izquierdo S,
Uson C, Real Y, Rincon D, Fernandez-Rodriguez CM,
Banares R. A model based on non-invasive mark-
ers predicts very low hepatocellular carcinoma
risk after viral response in HCV-advanced fibro-
sis. Hepatology 72 (6): 1924-1934. 2020. PMID:
33022803. IF: 14,679. DOI: 10.1002/hep.31588
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Marazuela Azpiroz, Monica
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— Aguirre Moreno, Nerea

— Araujo Castro, Marta

— Caldas Alvarez, Maria

— (Carrillo Lozano, Elena

— Knott Torcal, Carolina

— Martinez Hernandez, Rebeca

— Pérez Casas, Andrés

— Pérez Gomez, Alberto Luis

— Ramos Levi, Ana Maria

— Ruiz Roso Guerra, Maria de Belén
— Sampedro Niiez, Miguel Antonio
— Serrano Somavilla, Ana

Our current and future work involve different re-
search fields in endocrine diseases. We are stud-
ying the role of immunaoregulatory molecules in
patients with autaimmune thyroid diseases (AITD)
including Hashimoto's thyroiditis (HT), Graves' dis-
ease (GD) and Graves' ophtalmopathy (GO). During
the last years, we have discovered that patients
with AITD have altered populations of regulatary
T cells (Treg), augmented Th17 cells, a defective
production of Tr1 regulatory cells and abnormal-
ities in Natural Killer cell levels (Endocrine 2016
51(3):478-89; J Clin Endocrinol Metab 2017 feb
1; 102(2):672-680; J Clin Endocrinal Metab 2018
103: 3359-3367; J Clin Endocrinal Metab, 2020,
Vol. 105, No. 11, 1=11). We are also studying addi-
tional regulatory molecules in these patients, such
as VIP (Scientific Reports 2020; 10:13018). These
abnormalities in immunoregulatory molecules
may contribute to the pathogenesis and/or auto
perpetuation of AITD.

We have also studied the expression of miRNAs
(mikRNome) in thyroid samples from patients with
AITD and healthy controls and the potential use of
selected miRNAs as biomarkers in serum samples
from AITD patients. Our results in this field included
characterizing the role of microvesicles (MVs) and
microRNAs in the pathogenesis of AITD. We have
demonstrated that MVs may have a relevant role
in AITD as modulators of the immune response,
mainly through the inhibition of Treg cell differen-
tiation and the induction of Th17 cells (J Clin En-
docrinol Metab 2015, 100:12). Furthermore, we
have developed a 5-miRNA signature that could
be an independent risk factor for developing AITD
and for predisposition to a waorse clinical picture
in GD patients (J Clin Endacrinol Metab. 2018 Mar
1;103(3):1139-1150))
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We also participated in a collaborative project in the
study of immunoregulatory molecules and miRNAs
in different immune-mediated inflammatory dis-
eases (IMID) including rheumnatoid arthritis, psoriasis,
inflammatory bowel disease and AITD, to try to find
new predictive biomarkers (immunoregulatory mole-
cules) of IMID severity and responsiveness to biolog-
ical therapies. We have identified a signature maodel
that can contribute to an improvement in the detec-
tion of severe IMID farms, and also reveal common
events present in several IMIDs, thereby studying
possible links between the different types of diseas-
es (Journal of Autoimmunity 111 (2020) 102472).

In the last vears, we are integrating the power of
omics in characterizing new clinical approaches and
susceptibility pathways in AITD. We have carried
out an integration study of miRNAs and mRNAs in
order to search for new candidate genes and miR-
NAs to be used as potential biomarkers and / or
therapeutic targets. The results of this project led
to the study new susceptibility pathways in AITD
such as ciliogenesis. We observed, for the first time,
the impartant role in the etiopathogenesis of AITD
of genes involved in cilia regulation (EBioMedicine.
2019 Dec;50:329-342).

Our next approach is to characterize the cell type spe-
cific transcriptomic heterogeneity and regulatory net-
works in thyrocytes and infiltrating T lymphocytes in
AITD thyroid tissue, taking advantage of digital patholo-
gy approaches such as Visium Spatial Gene Expression.

Another area of investigation of the group is the
study of mechanisms resulting in evasion of im-
mune attack in gastroentero-pancreatic neu-
roendocrine tumors (GEP-NETs). We have found
that PD-1 expression is detected in a small but
significant proportion of GEP-NETs and that the
presence of this receptor is significantly associ-
ated to increased malignancy (Scientific Reports
| (2018) 8:17812). Furthermaore we have con-
firmed that specific mechanisms that increase
nutrient uptake, such as LAT-1 and GLUT-1, are
increased in GEP-NETs, which might be related to
their praliferation and metastatic capacity (Can-
cers 2020, 12, 2968).

Our group also leads the Spanish Molecular Registry
of Pituitary Adenomas (REMAH) with 1,400 patients
registered (Oncologist. 2018 Apr;23(4):422-432).
This strategy allows for comparative and relation-
al analysis between the molecular profile of the
different types of adenoma and the clinical phe-
notype of patients, which may provide a better
understanding of the condition and potentially help
in treatment selection (Endocr Relat Cancer. 2020
Jun;27(6):375-389). Deepening into the knowledge
of these molecular patterns will enable to better
understand this condition and adopt more appro-
priate decisions on the treatment and follow-up of
pituitary tumors. Furthermore, the identification of
new molecules using Tissue Microarrays in these
tumors will allow us testing the effect of new treat-
ments, thus increasing the range of adenomas that
can be treated pharmacologically.

In summary, our group has an extensive and rel-
evant research trajectory and a high number of
scientific publications in impact journals in the
aforementioned areas of knowledge. Likewise, it
has an important basic-clinical translational re-
search component, based on a global approach to
the study of the aforementioned endocrinological
disorders, covering not only the most basic aspects,
but also those related to their pathophysiology, di-
agnosis and treatment.

Major grants »

» Marazuela Azpiroz, Manica. Tiranet2-CM. Fisi-
opatologia tiroidea: Mecanismos implicados en
cancer, autoinmunidad v accion de las hormo-
nas tiroideas. B2017/BMD-3724. CAM. 2017~
2021.

» Marazuela Azpiroz, Monica / Martinez Hernan-

dez, Rebeca. Integromics in Autoimmune
Thyroid Diseases: Combining miRNome, tran-
scriptome and single cell analysis to character-
ize new clinical approaches and susceptibility
pathways in AITD. PI19/00584. ISCIIl. 2020-

2022.

LINE 1.9 MECHANISMS AND MEDIATORS OF ENDOCRINE DISEASES

INSTITUTO DE
INVESTIGACION

SANI
HOSPITAL

UNIVERSITARIO
DE LA PRINCESA

TARIA I D
L

/19 /



ANNUAL
REPORT OF
SCIENTIFIC

ACTIVITY

2020 [AREA 1/ CELLULAR AND MOLECULAR ETIOPATHOGENIC

/120 /

Publications (16) »

Ruiz-Roso, Maria Belen, Knott-Torcal, Carolina, Mat-
illa-Escalante, Diana C., Garcimartin, Alba, Sampe-
dro-Nunez, Miguel A, Davalos, Alberto, Marazuela
Monica. COVID-19 Lockdown and Changes of the
Dietary Pattern and Physical Activity Habits in a
Cohort of Patients with Type 2 Diabetes Melli-
tus. NUTRIENTS 12 (8). 2020. PMID: 32759636. IF:
4,546, D0l 10.3390/nu12082327.

Berenguer, Juan, Ryan, Pablo, Rodriguez-Bano, Je-
sus, Jarrin, Inmaculada, Carratala, Jordi, Pachon,
Jeronimo, Yllescas, Maria, Arriba, Jose Ramon, COV-
ID-Spain Study Grp. Characteristics and predictors
of death among 4035 consecutively hospitalized
patients with COVID-19 in Spain. Clin Microbiol In-
fect 26 (11): 1525-1536. 2020. PMID: 32758659.
IF:7,117.D0I 10.1016/}.cmi.2020.07.024.

Ortega-Rodriguez  AC, Martinez-Hernandez R,
Monsivais-Urenda A, Serrano-Somavilla A, San-
chez-Gutiérrez R, Gonzalez-Amaro R, Marazuela
M. Quantitative and Functional Analysis of PD-1+
NK Cells in Patients With Autoimmune Thyroid
Disease. ] Clin Endocrinol Metab 105 (11). 2020.
PMID: 32823277. IF: 5,399. DOI: 10.1210/clinem/
dgaa569.

McNicholl AG, Bordin DS, Lucendo A, Fadeenko G,
Fernandez MC, Vaynovan |, Zakharova NV, Sarsen-
baeva AS, Bujanda L, Perez-Aisa A, \Vologzhanina
L, Zaytsev O, lichishina T, Coba C, Lasala JP, Alek-
seenko S, Modolell |, Molina-Infante J, Ruiz-Zorrilla
Lopez R, Alonso-Galan H, Morena NF, Hinogjosa J,
Santaella |, Varela P. Gonzalez-Cordero PL, Barrio
J, Dominguez-Jimenez JL, Nunez O, Alcedo J, Nys-
sen OP, Caldas M, Donday MG, Shvetz O, Megraud
F, O'Morain C, Gisbert JP. Combination of Bismuth
and Standard Triple Therapy Eradicates Helico-
bacter pylori Infection in More than 90% of Pa-
tients. Clin Gastroenterol Hepatol 18 (1): 89-98.
2020. PMID: 30978536. IF: 8549, DOI: 10.1016/).
cgh.2019.03.048.

Puig-Domingo M, Marazuela M, Giustina A
COVID-19 and endocrine diseases. A statement
from the European Society of Endocrinology.
Endocrine 68 (1) 2-5. 2020. PMID: 32279224. IF:
3,235. D0 10.1007/512020-020-02294-5.

Cordero-Barreal A, Caleiras E, Lopez de Matura-
na E, Monteagudo M, Martinez-Montes AM, Leton
R, Gil E, Alvarez-Escola C, Regojo RM, Andia V,
Marazuela M, Guadalix S, Calatayud M, Rables-Diaz
L, Aguirre M, Cano JM, Diaz JA, Saavedra P, Lamas C,
Azriel S, Sastre J, Aller J, Leandro-Garcia LJ, Calsina
B, Roldan-Romero JM, Santos M, Lanillos J, Cascon
A, Rodriguez-Antona C, Robledo M, Montero-Conde
C. CD133 Expression in Medullary Thyroid Cancer
Cells Identifies Patients with Poor Prognosis. | Clin
Endocrinol Metab 105 (11). 2020. PMID: 32791518.
IF: 5,399. DOI: 10.1210/clinem/dgaa527.

Carrillo-Lozano E, Sebastian-Valles F, Knott-Tor-
cal C. Circulating microRNAs in Breast Milk and
Their Potential Impact on the Infant. NUTRIENTS
12 (10). 2020. PMID: 33049923. IF: 4,546. DOI:
10.3390/nu12103066.

Puig-Domingo M, Gl J, Sampedro Nunez M, Jorda
M, Webb SM, Serra G, Pons L, Salinas |, Blanco A,
Marques-Pamies M, Valassi E, Pico A, Garcia-
Martinez A, Carrato C, Buj R, Del Pozo C, Obials G,
Villabona C, Camara R, Fajardo C, Alvarez CV, Ber-
nabeu |, Marazuela M. Molecular profiling for
acromegaly treatment: a validation study. En-
docr Relat Cancer 27 (6): 375-389. 2020. PMID;
32302973. IF: 4,800. DOI: 10.1530/ERC-18-0565.

Araujo Castro M, Curras Freixes M, de Miguel No-
voa P, Gracia Gimeno P, Alvarez Escola C, Hanzu
FA. SEEN guidelines for the management and
prevention of acute adrenal insufficiency. Endo-
crinol Diabetes Nutr (Engl Ed) 67 (1): 53-60. 2020.
PMID: 31003863. IF: 1,180. DOl 10.1016/j.endi-
nu.2019.01.004.
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Sampedro-Nunez, Miguel, Bouthelier, Antonio,

Serrano-Somavilla,  Ana,  Martinez-Hernandez,
Rebeca, Adrados, Magdalena, Martin-Perez, Ele-
na, Munoz de Nova, Jose Luis, Cameselle-Teijeiro,
Jose Manuel, Blanco-Carrera, Concepcion, Cabe-
zas-Agricola, Jose Manuel, Diaz, Jose angel, Gar-

cia-Centeno, Rogelio, Aragones, Julian, Marazuela

Monica. LAT-1 and GLUT-1 Carrier Expression and
Its Prognostic Value in Gastroenteropancreatic
Neuroendocrine Tumors. Cancers (Basel) 12 (10).
2020. PMID: 33066332. IF: 6,126. DOI: 10.3390/
cancers12102968.

Martinez-Hernandez R, Fuente H, Lamana A,
Sampedro-Nunez M, Ramos-Levi A, Serrano-5o0-
mavilla A, Garcia-Vicuna R, Ortiz AM, Daudén E,
Llamas-Velasco M, Chicharro P, Rodriguez-Jiménez
P Sanz-Garcia A, Sanchez-Madrid F. Gonzalez-Al-
varo |, Marazuela M. Utility of circulating serum
miRNA profiles to evaluate the potential risk
and severity of immune-mediated inflammato-
ry disorders. | Autoimmun 111: 102472-102472.
2020. PMID: 32381457. IF: 6,658. DOI: 10.1016/).
jaut.2020.102472.

Nyssen, Olga P, Perez-Aisa, Angeles, Rodrigo,
Luis, Castro, Manuel, Mata Romero, Pilar, Ortu-
no, Juan, Barrio, Jesus, Huguet, Jose Maria, Mo-
dollel, Ines, Alcaide, Noelia, Lucendo, Alfredo,
Calvet, Xavier, Perona, Monica, Gomez, Barbara,
Gomez Rodriguez, Blas Jose, Varela, Pilar, Jime-
nez-Moreno, Manuel, Dominguez-Cajal, Manuel,
Pozzati, Liliana, Burgos, Diego, Bujanda, Luis, Hi-
nojosa, Jenifer, Molina-Infante, Javier, Di Maira,
Tommaso, Ferrer, Luis, Fernandez-Salazar, Luis,
Figuerola, Ariadna, Tito, Llucia, de la Coba, Cris-
tobal, Gomez-Camarero, Judith, Fernandez, Nu-
ria, Caldas, Maria, Garre, Ana, Resina, Elena, Puig,
Ignasi, O'Morain, Colm, Megraud, Francis, Gisbert,
Javier P. Bismuth quadruple regimen with tet-
racycline or doxycycline versus three-in-one
single capsule as third-line rescue therapy

for Helicobacter pylori infection: Spanish data
of the European Helicobacter pylori Registry
(Hp-EuReg). Helicobacter 25 (5). 2020. PMID:
32656898. IF: 4,000. DO 10.1111/hel.12722.

Marazuela M, Giustina A, Puig-Domingo M. Endo-
crine and metabolic aspects of the COVID-19 pan-
demic. Rev Endocr Metab Disord 21 (4): 495-507.
2020. PMID: 32643004, IF: 6,192. DOI: 10.1007/
s11154-020-09569-2.

Bernabeu, Ignacio, Fajardo, Carmen, Marazuela
Monica, Cordido, Fernando, Maria Venegas, Eva, de

Pablos-Velasco, Pedro, Piedrola Maroto, Gonzalo,
Pilar Olvera, Maria, Pavon de Paz, Isabel, Carvalho,
Davide, Romero, Carme, De la Cruz, Guillermo, Al-
varez Escola, Cristina. Effectiveness of lanreotide
autogel 120 mg at extended dosing intervals
for acromegaly. Endocrine 70 (3): 575-583. 2020.
PMID: 32725444 1F: 3,235. DOI: 10.1007/512020-
020-02424-7.

Carrion, M., Ramos-Levi, A. M., Seoane, |, V, Mar-
tinez-Hernandez, R., Serrano-Somavilla, A., Castro,
D., Juarranz, Y., Gonzalez-Alvaro, |, Gomariz, Rosa P,
Marazuela, Manica. Vasoactive intestinal peptide
axis is dysfunctional in patients with Graves’ dis-
ease. Sci Rep 10 (1): 13018-13018. 2020. PMID:
32747757, IF: 3,998, DOl 10.1038/541598-020-
70138-3.

Rogado J, Romero-Laorden N, Sanchez-Torres
JM, Ramos-Levi AM, Pacheco-Barcia V, Balles-
teros Al, Arranz R, Lorenzo A, Gullon P, Garrido
A, Serra Lopez-Matencio JM, Donnay O, Adra-
dos M, Costas P, Aspa J, Alfranca A, Mondejar
R, Colomer R. Effect of excess weight and im-
mune-related adverse events on the efficacy
of cancer immunotherapy with anti-PD-1 an-
tibodies. ONCOIMMUNOLOGY 9 (1): 1751548~
1751548, 2020. PMID: 32363123, IF: 5,869. DOI:
10.1080/2162402X.2020.1751548.
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Argente Oliver, Jesis

Group members »

Barrios Sabador, Vicente
Campillo Calatayud, Ana
Canelles Ortiz, Sandra
Chowen King, Julie Ann
Collado Pérez, Roberto

Frago Fernandez, Laura Maria
Garcia Piqueras, Jorge
Giiemes Hidalgo, Maria
Guerra Cantera, Santiago
Jiménez Hernaiz, Maria
Martin Rivada, Alvaro

Martos Moreno, Gabriel Angel
Pozo Roman, Jesis

@ Head of laboratory » 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 ana-
lyze polygenic and epigenetic causes of obesity. Di-
verse new candidate genes have been identified and
are being further investigated, as well as the interac-
tion genotype/phenotype and ethnic influences. Me-
tabolomic studies are underway to better understand
the processes involved in the development of insulin
resistance and type 2 diabetes in obese children. Me-
tabolites 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 mono-
genic cause of pathological human growth that cours-
es with skeletal abnormalities. The underlying cause
is due to affectation of the insulin-like growth factor
(IGF) system and this new syndrame will be thorough-
ly analyzed and new concepts of the physiological
functioning of the IGF system pursued.

Animal models are employed to analyze how poor
maternal and/or neonatal nutrition, stress or chang-
es in specific hormones during neonatal life affect
adult metabolism, with special attention focused
on the differential responses of males and females.
Studies analyzing the effect of increased central lep-
tin levels on insulin signaling in the CNS and adipose
tissue demonstrate a relationship between insulin
resistance, hypothalamic inflammation and energy
homeostasis. Hypothalamic glial cells are a main fo-
cus of investigation for their newly recognized role in
metabolic control. We have shown them to respond to
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weight gain and metabolic hormanes such as leptin.
Current interest includes analysis of glial responses
to specific nutrients and how this could influence the
metabolic outcome to weight gain. The implications
of weight gain and abnormal circulating levels of lep-
tin and insulin have also been implicated in increased
susceptibility to neurodegenerative diseases, with
this susceptibility being different between males and
females. Future studies are planned to determine the
role of astrocytes in mediating the protective and/or
detrimental respanses to high fat diet intake on neu-
rodegeneration.

Major grants »

» Chowen, Julie Ann / Frago Fernandez, Laura Maria.
Cross-talk entre los astrocitos hipotalamicos v el
tejido adiposo perivascular en el metabolismo en-
ergéticoy la funcion cardiovascular: Impacto de las
modificaciones en la dieta. FFU2017-82565-(2-
1-R. Ministerio de Ciencia, Innavacion y Universi-
dades. 2018-2022.

= Argente QOliver, Jes(s. Estudio de nuevos factores
reguladores identificados en el sistema GH/IGF:
Implicaciones en patologia humana, analisis de los
mecanismos involucrados v desarrollo de nuevas
terapias potenciales. PI19/00166. ISCII. 2020-

2022.
Publications (30) ’

Ruperez, Francisco )., Martos-Mareno, Gabriel
A., Chamoso-Sanchez, David, Barbas, Coral, Ar-
gente, Jesus. Insulin Resistance in Obese Chil-
dren: What Can Metabolomics and Adipokine
Modelling Contribute?. NUTRIENTS 12 (11).
2020. PMID: 33137934, IF: 4,546. DOI: 10.3390/
nu12113310.

Clement, Karine, van den Akker, Erica, Argente
Jesus, Bahm, Allison, Chung, Wendy K., Connors,
Hillori, De Waele, Kathleen, Faroogi, I. Sadaf, Gon-

neau-Lejeune, Julie, Gordon, Gregory, Kohlsdorf,
Katja, Poitou, Christine, Puder, Lia, Swain, James,
Stewart, Murray, Yuan, Guojun, Wabitsch, Martin,
Kuehnen, Peter, Setmeianotide POMC LEPR Phase
3. Efficacy and safety of setmelanotide, an MC4R
agonist, in individuals with severe obesity due to
LEPR or POMC deficiency: single-arm, open-label,
multicentre, phase 3 trials. L ancet Diabetes Endo-
crinol 8 (12): 960-970. 2020. PMID: 33137293. IF:
25,340. DO 10.1016/52213-8587(20)30364-8.

Rivera P, Guerra-Cantera S, Vargas A, Diaz F,
Garcia-Ubeda R, Tovar R, Ramirez-L6pez MT, Ar-
gente |, de Fanseca FR, Suarez J, Chowen JA. Ma-
ternal hypercaloric diet affects factors involved
in lipid metabolism and the endogenous can-
nabinoid systems in the hypothalamus of adult
offspring: sex-specific response of astrocytes
to palmitic acid and anandamide. Nutr Neuros-
a: 1-14. 2020. PMID: 32954972, IF: 4,028. DOI:
10.1080/1028415X.2020.1821519.

Guerra-Cantera, Santiago, Frago, Laura M,
Jimenez-Hernaiz, Maria, Ros, Purificacion,
Freire-Regatillo, Alejandra, Barrios, Vicente, Argen-
te, Jesus, Chowen, Julie A. Impact of Long-Term
HFD Intake on the Peripheral and Central IGF
System in Male and Female Mice. Metabolites
10 (11). 2020. PMID: 33202914, IF: 4,097. DOI

10.3390/metabo10110462.

Ros-Perez, Purificacion, Golmayo, Luz, Cilleruelo,
Maria L., Gutierrez, Carolina, Celaya, Patricia, Laca-
mara, Nerea, Martinez-Badas, Itziar, Guemes, Ma-
ria, Argente, Jesus. Octreotide-related exocrine
pancreatic insufficiency (EPI) in congenital hy-
perinsulinism. | Pediatr Endocrinol Metab 33 (7):
S47-950. 2020. PMID: 32634108. IF: 1,278. DOI:
10.1515/jpem-2019-0565.

Simmans JH, Rush ET, Petryk A, Zhou S, Mar-
tos-Moreno GA. Dual X-ray absorptiometry has
limited utility in detecting bone pathology in chil-
dren with hypophosphatasia: A pooled post hoc
analysis of asfotase alfa clinical trial data. BONE
137:115413-115413. 2020. PMID: 32417537 IF:
4,147.D0I: 10.1016/).bone.2020.115413.
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Serra-Juhé C, Martos-Moreno GA, Bou de Pieri F,
Flares R, Chowen JA, Pérez-Jurado LA, Argente J.
Heterozygous rare genetic variants in non-syn-
dromic early-onset obesity. Int | Obes (Lond) 44
(4): 830-841. 2020. PMID: 30926952, IF: 4,419.
DOI: 10.1038/s41366-019-0357-5.

Ocana-Fuentes A, Puebla-Jiménez L, Burgos-Ra-
mos E, Munoz-Acedo G, Boyano-Adanez MDC,
Barrios V, Arilla-Ferreiro E. A nitric oxide synthase
inhibitor, L-NAME, prevents L-arginine-induced
downregulation of the rat cortical somatostatin-
ergic system. NEUROREPORT 31 (2). 87-91.
2020. PMID: 31834145, IF: 1,394. DOI: 10.1097/
WNR.0000000000001373.

Martin-Rivada, Alvaro, Argente, Jesus, Angel Mar-
tos-Moreno, Gabriel. Aldosterone deficiency with
a hormone profile mimicking pseudohypoal-
dosteronism. ] Pediatr Endocrinol Metab 33 (11):
1501-1505. 2020. PMID: 32809961. IF: 1,278
DOI: 10.1515/jpem-2020-0239.

Guerra-Cantera, Santiago, Frago, Laura M, Diaz,
Francisca, Ros, Purificacion, Jimenez-Hernaiz, Ma-
ria, Freire-Regatillo, Alejandra, Barrios, Vicente,
Argente, Jesus, Chowen, Julie A. Short-Term Diet
Induced Changes in the Central and Circulating
IGF Systems Are Sex Specific. Front Endocrinol
(Lausanne) 11: 513-513. 2020. PMID: 32849298,
IF: 3,644, DOI: 10.3389/fendo0.2020.00513.

Romero-Sanchiz P, Nogueira-Arjona R, Aracs P,
Serrano A, Barrios V, Argente ], Garcia-Marchena
N, Lopez-Tellez A, Rodriguez-Moreno S, Mayoral
F, Pavon FJ, Fonseca FR. Variation in chemokines
plasma concentrations in primary care depressed
patients associated with Internet-based cog-
nitive-behavioral therapy. Sci Rep 10 (1); 1078-
1078, 2020. PMID: 31974503. IF: 3,998, DOI:
10.1038/541598-020-57967-v.

Elizabeth MSM, \Verkerk AJMH, Hokken-Koele-
ga ACS, Verlouw JAM, Argente J, Pfaeffle R, Visser
T), Peeters RP, De Graaff LCG. Unique near-com-
plete deletion of GLI2 in a patient with combined

pituitary hormone deficiency and post-axial
polydactyly. Growth Horm IGF Res 50: 35-41.
2020. PMID: 31862539. IF: 1,618. DOI: 10.1016/].
ghir.2019.10.002.

Karvela A, Kostopoulou E, Rojas Gil AP, Avgeri A,
Pappa A, Barrios V, Lambrinidis G, Dimopoulos |,
Georgiou G, Argente J, Spiliotis B. Adiponectin Sig-
naling and Impaired GTPase Rab5 Expression in
Adipocytes of Adolescents with Obesity. Horm
Res Paediatr 93 (5): 1-10. 2020. PMID: 33075770.
IF: 2,174.DOI: 10.1159/000510851.

Gluemes M, Martin-Rivada A, Ortiz-Cabrera NV,
Martos-Moreno GA, Pozo-Roman |, Argente J.
LZTR1: Genotype Expansion in Noonan Syndrome.
Horm Res Paediatr 92 (4): 269-275. 2020. PMID:
31533111, 1F: 2,174. DOI: 10.1159/000502741.

Chowen, Julie A, Garcia-Segura, Luis M. Microglia,
neurodegeneration and loss of neuroendocrine
control. Prog Neurobiol 184: 101720-101720.
2020. PMID: 31715222. IF: 9,371. DOI: 10.1016/].
pneurobio.2019.101720.

Elizabeth, Melitza S. M., \Verkerk, Annemieke J. M. H.,
Hokken-Koelega, Anita C. S., Verlouw, Joost A. M.,
Argente, Jesus, Pfaeffle, Roland, Neggers, Sebastian
J.C.M. M., Visser, Jenny A, de Graaff, Laura C. G. Con-
genital hypopituitarism in two brothers with a
duplication of the ‘acrogigantism gene' GPR101:
clinical findings and review of the literature. Pi-
tuitary 24 (2): 229-241. 2020. PMID: 33184694, |F:
3,954. DO 10.1007/511102-020-01101-8.

Ros P, Diaz F, Freire-Regatillo A, Argente-Arizon P,
Barrios V, Argente J, Chowen JA. Sex Differences in
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Nonalcaholic fatty liver disease (NAFLD) is an in-

creasingly common chranic liver disease around the
world with a diverse histopathological spectrum
ranging from simple steatosis without significant
inflammation to steatohepatitis (NASH) with varying
stages of fibrosis and, ultimately, cirrhosis and he-

patocellular carcinoma. It is well known that NAFLD
occurs more frequently in obese and diabetics, being
currently considered as the hepatic manifestation
of the metabolic syndrome. Although the molecular
mechanisms invalved in the pathogenesis of NA-
FLD and progression to NASH remain incomplete-
ly defined, most investigations indicate that insulin
resistance plays a pivotal role in NAFLD setup. Since
NASH is becoming one of the most frequent causes
of cirrhosis and liver transplantation in the developed
countries, itis crucial to identify populations at risk for
NASH in order to prioritize the diagnostic and ther-
apeutic interventions on those patients with an in-
creased risk for liver disease progression.

Our group seek three main research lines for the next
five years. 1) To unravel the molecular mechanisms
involved in the pathogenesis of NASH searching for
potential therapeutic targets. We are exploring the
role of autophagy in the development of NASH. We
recently reported that autophagic flux is impaired
in hepatocytes from NASH patients and murine
models of NASH and we are, therefore, proposing
to investigate in the next future whether therapies
aimed to restore the autophagic 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)
Identification of biomarkers able to be used for non-
invasive diagnosis of NASH. We have shown that ge-
netic variants of SLC2A1 are associated with NAFLD
and that circulating levels of soluble CD36 is an inde-
pendent factor associated with advanced steatosis
in NAFLD but not in patients with chronic hepatitis C
virus (HCV) infection. More recently, we have reported
that the combination of ultrasound and HOMA scare
is useful for noninvasive diagnosis of patients with
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NASH.We are now pursuing diagnostic tools based
on ELISA multiplex using proteins of pathogenic rel-
evance in chronic liver diseases. 3) Impact of the new
direct-acting antivirals on carbohydrate and lipid me-
tabalism in patients with chronic hepatitis C treated
with these highly effective antiviral drugs: Implica-
tions for the cardiovascular morbidity and mortality. It
is well known that chronic HCV infection is associated
with insulin resistance and type 2 diabetes mellitus
together with alterations in hepatic lipid metabolism.
The discovery of new direct-acting antiviral agents
has become a huge advance in the treatment of HCV
infection. Amaong them, sofosbuvir and other new
antivirals in combination with ribavirin has impraved
considerably the sustained virological response of
HCV infection. However, little is known about their
effects on carbohydrate and lipid metabolic profiles in
patients treated with these new direct-acting agents
and their potential mechanistic acions. On that basis,
we prapose to determine the effects of safosbuvir
and other direct-acting antivirals on HCV-induced
metabolic complications such as insulin resistance,
hyperglycemia and dyslipidemia. Moreover, the im-
pact of therapy with sofosbuvir and other related
agents on metabolic disturbances induced by the
impairment of autophagic flux in HCV infection will
be analyzed. In summary, we believe that our lines
of investigation could shed light, in the next future,
on key aspects for the pathogenesis and therapy of
NAFLD and other chronic liver diseases as well as for
the noninvasive diagnosis of NASH.
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Research interest ’

Today's lifestyle is characterised by an abun-
dance of calories, reduced physical activity and
increased life expectancy, which has triggered
the incidence of obesity in epidemic proportions
in recent decades, and is particularly alarming in
the child population. This increase in obesity in-
cidence is associated with a series of metabalic
pathologies, including type 2 diabetes mellitus,

non-alcahalic fatty liver disease and atheroscle-
rosis, which have led to research projects dedi-
cated to clarifying the molecular mechanisms
that trigger them. This grouping of metabolic and
cardiovascular risk factors is known as Metabalic
Syndrome.

Our research group is made up of basic and clini-
cal researchers, who actively collaborate to devel-
ap high level translational research focused on the
study of the molecular bases of Metabolic Syn-
drome and hepatic pathologies. The group therefore
pursues three fundamental lines of research.

1. Study of metabolic complications associated with
chronic diseases. On the one hand, we are evaluating
the effects of sofosbuvir, one of the new direct-act-
ing antiviral agents that has become a breakthrough
in the treatment of chronic hepatitis C, metabalic
complications and cell death associated with that
disease. On the other hand, we are exploring pos-
sible factors (degree of systemic inflammation and
hypoxia, amang others) responsible for the associa-
tion between the most prevalent chronic respiratory
diseases and the appearance of cardiovascular and
metabolic disorders.

2. |dentification and characterisation of new mo-
lecular targets involved in peripheral insulin resis-
tance associated with metabolic damage. We are
looking for new therapeutic targets associated with
inflammatory processes, studying their implication
in inflammation induced by a high-fat diet and can-
sequences on insulin response in peripheral tissues,
including the liver.

3. Impact of Bone Morphogenetic Proteins on
hepatic pathophysiology. Bone morphogenetic
proteins are growth factors that are booming
due to their pleiotropic role in different cellular
processes, but their involvement in the patho-
genesis of the liver is a topic that has hard-
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ly been investigated. Liver pathophysiology
includes non-alcoholic fatty liver disease (NA-
FLD), acute liver failure, liver fibrosis or cirrhosis,
viral hepatitis, hepatacellular carcinoma and al-
cohalic fatty liver. This line of research therefore
seeks to identify the role of these prateins in
liver damage progression, leading to the gener-
ation of new direct biomarkers for non-invasive
diagnosis/prognosis of the different evolution-
ary phases of these pathologies, thus contribut-
ing to the design of new, more effective and less
invasive diagnostic tools.

Major grants »

= Gonzalez Rodriguez, Agueda. Evaluacion de las
proteinas morfogenéticas 6seas 2 y 7 como
nuevas dianas moleculares para el manejo
no invasivo de pacientes con enfermedad del
higado graso no alcohalico PI19/00123. ISCII.
2020-2022.

Publications (12) »

Wieckowska, Anna, Szalaj, Natalia, Goral, 1zabellg,
Bucki, Adam, Latacz, Gniewomir, Kiec-Kononowicz,
Katarzyna, Bautista-Aguilera, Oscar M., Romero,
Alejandro, Ramos, Eva, Egea, Javier, Alins, Victor
Farre, Gonzalez-Rodriguez, Agueda, Lopez-Mu-

noz, Francisco, Chioua, Mourad, Marco-Contelles,
Jose. In Vitro and In Silico ADME-Tox Profiling
and Safety Significance of Multifunctional Mon-
oamine Oxidase Inhibitors Targeting Neurode-
generative Diseases. ACS Chem Neurosci 11 (22):
3793-3801. 2020. PMID: 33143412, IF: 4,486.
DQI: 10.1021/acschemneuro.0c00489.

Gomez-Hurtado, Isabel, Gallego-Duran, Rocio,
Zapater, Pedro, Ampuero, Javier, Aller, Rocio, Cre-
spo, Javier, Arias-Loste, Mayte, Garcia-Monzon,

Carmelo, Bellot, Pablo, Gonzalez-Rodriguez, Ague-

da, Juanola, Oriol, Romero-Gomez, Manuel, Fran-
ces, Ruben. Bacterial antigen translocation and

age as BMI-independent contributing factors on
systemic inflammation in NAFLD patients. Liver
Int 40 (9): 2182-2193. 2020. PMID: 32559006. IF:
5,175. DO 10.1111/liv. 14571,

Diaz-Pérez C, Ramos C, Laopez-Cruz A, Munoz
Olmedo J, Lazaro Gonzalez ], De Vega-Rios E,
Gonzalez-Avila C, Hervas C, Trillo S, Vivancos .
Acutely altered mental status as the main clin-
ical presentation of multiple strokes in critical-
ly ill patients with COVID-19. Neurol Sci 41 (10):
2681-2684. 2020. PMID: 32808174, IF: 2,415,
DQOI: 10.1007/510072-020-04679-w.

Rey E, Meléndez-Raodriguez F, Maranon P, Gil-Valle
M, Carrasco AG, Tarres-Capelli M, Chavez S, Del
Pozo-Maroto E, Rodriguez de Cia J, Aragonés |,
Garcia-Monzon C, Gonzalez-Rodriguez A. Hypox-

ia-inducible factor 2a drives hepatosteatosis
through the fatty acid translocase CD36. Liver Int
40 (10): 2553-2567. 2020. PMID: 32432822 IF:
5,175.DO0OI: 10.1111/liv. 14519,

Isaza, Stephania C, Del Pozo-Maroto, Elvira,
Dominguez-Alcon, Lucia, Elbouayadi, Liliam, Gon-
zalez-Rodriguez, Agueda, Garcia-Monzon, Carmelo.
Hypoxia and Non-alcoholic Fatty Liver Disease.
Front Med (Lausanne) 7: 578001-578001. 2020.
PMID: 33195326. IF: 4,188, DOl 10.3389/
fmed.2020.578001.

Rey, Esther, Del Pozo-Maroto, Elvira, Maranon,

Patricia, Beeler, Brittany, Garcia-Garcia, Yaiza,
Landete, Pedro, Isaza, Stephania C., Farre, Ramon,
Garcia-Monzon, Carmelo, Almendros, Isaac, Gon-

zalez-Rodriguez, Agueda. Intrahepatic Expression

of Fatty Acid Translocase CD36 Is Increased in
Obstructive Sleep Apnea. Front Med (Lausanne) 7:
450-450. 2020. PMID: 32850919. IF: 4,188. DOl
10.3389/fmed.2020.00450.

Gomez-Santos, Beatriz, Saenz de Urturi, Di-
ego, Nunez-Garcia, Maitane, Gonzalez-Rome-
ro, Francisco, Buque, Xabier, Aurrekoetxea, Igor,
Gutierrez de Juan, Virginia, Gonzalez-Rellan, Ma-
ria J., Garcia-Monzon, Carmelo, Gonzalez-Rodri-
guez, Agueda, Mosteiro, Lorena, Errazti, Gaizka,
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Mifsut, Patricia, Gaztambide, Sonia, Castano,
Luis, Martin, Cesar, Nogueiras, Ruben, Marti-
nez-Chantar, Maria L., Syn, Wing-Kin, Aspichue-
ta, Patricia. Liver osteopontin is required to
prevent the progression of age-related nonal-
coholic fatty liver disease. AGING CELL 19 (8).
2020.PMID: 32638492, 1F: 7,238.D0I: 10.1111/
acel.13183.

Rada, Patricia, Gonzalez-Rodriguez, Agueda, Gar-
cia-Manzon, Carmelo, Valverde, Angela M. Under-
standing lipotoxicity in NAFLD pathogenesis: is
CD36 a key driver?. Cell Death Dis 11 (9): 802-802.
2020. PMID: 32978374, IF: 6,304. DOI: 10.1038/
Ss41419-020-03003-w.

de Toro-Martin, Juan, Fernandez-Marcelo, Tamara,
Gonzalez-Rodriguez, Agueda, Escriva, Fernando,

Valverde, Angela M., Alvarez, Carmen, Fernan-
dez-Millan, Elisa. Defective liver glycogen auto-
phagy related to hyperinsulinemia in intrauterine
growth-restricted newborn wistar rats. Sci Rep
10 (1): 17651-17651. 2020. PMID: 33077861. IF:
3,998. DO 10.1038/541598-020-74702-9.

Farre-Alins, Victor, Narros-Fernandez, Paloma,
Palomino-Antolin, Alejandra, Decouty-Perez, Ce-
line, Lopez-Rodriguez, Ana Belen, Parada, Esther,
Munoz-Mantero, Alicia, Gomez-Rangel, Vanes-
sa, Lopez-Manoz, Francisco, Ramos, Eva, Gon-
zalez-Rodriguez, Agueda, Gandia, Luis, Romero,

Alejandro, Egea, Javier. Melatonin Reduces NLRP3
Inflammasome Activation by Increasing alpha 7

nAChR-Mediated Autophagic Flux. Antioxidants
(Basel) 9 (12). 2020. PMID: 33353046, IF: 5,014,
DOI: 10.3390/antiox9121299.

Barbier-Torres L, Fortner KA, Iruzubieta P, Del-
gado TC, Giddings E, Chen Y, Champagne D,
Fernandez-Ramos D, Mestre D, Gomez-Santos
B, Varela-Rey M, de Juan VG, Fernandez-Tussy P,
Zubiete-Franco |, Garcia-Monzoén C, Gonzalez-
Rodriguez A 0za D, Valenca-Pereira F, Fang Q,
Crespo J, Aspichueta P, Tremblay F, Christensen
BC, Anguita J, Martinez-Chantar ML, Rincon
M. Silencing hepatic MC) attenuates non-al-
coholic fatty liver disease (NAFLD) by in-
creasing mitochondrial fatty acid oxidation.
Nat Commun 11 (1): 3360-3360. 2020. PMID:
32620763, IF: 12,121. DOI: 10.1038/s41467-
020-16991-2.

Fondevila MF, Fernandez U, Gonzalez-Rellan M],
Da Silva Lima N, Bugue X, Gonzalez-Rodriguez
A, Alonso C, Iruarrizaga-Lejarreta M, Delgado TC,
Varela-Rey M, Senra A, Garcia-Outeiral V, Novoa E,
Iglesias C, Porteiro B, Beiroa D, Folgueira C, Tojo M,
Torres JL, Hernandez-Cosido L, Blanco O, Arab JP,
Barrera F, Guallar D, Fidalgo M, Lopez M, Dieguez
C, Marcos M, Martinez-Chantar ML, Arrese M, Gar-
cia-Monzon C, Mato JM, Aspichueta P, Nogueiras
R. The L-a-lysophosphatidylinositol/GPR55 sys-
tem induces the development of non-alcoholic
steatosis and steatohepatitis. Hepatology 73 (2):
606-624. 2020. PMID: 32329085. IF: 14,679, DOL:
10.1002/hep.31290.
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— del Sastre Lopez, Eric

— Trigo Alonso, Paula

Research interest >

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 therapeutic strate-
gy has proven effective and millions have been
invested in therapeutic trials that have failed.
There is therefore an urgent and pressing need to
identify novel therapeutic strategies that might
protect or rescue vulnerable neurons in these
dreadful diseases. In this context, our main re-
search lines are:

1. Identification of therapeutic targets to de-
velop new drugs for neurodegeneration. We are
particularly interested in understanding how
oxidative stress, neuroinflammation and chang-
es in the autaphagic flux participate in neurode-
generation, in order to develop pharmacological
interventions to regulate these pathological
conditions.

2. Development of in vitro a in vivo preclinical
models that better mimic the human neuro-
degenerative disease. Availability of preclinical
models that better represent the human disease
will greatly improve translation of preclinical re-
sults to human disease.

3. Search of novel therapeutic strategies for
neurodegeneration based on medicinal chemis-
try, 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 combination of drugs with complementary
mechanisms of action is sought, to have bet-
ter therapeutic profile than just impacting on a
single target. For example, Nrf2 inducers com-
bined with scavenger effect, the inhibition of
several enzymes related to neurological disor-
ders and agonist of the nicotinic acetylcholine
receptors are currently being developed in our

group.
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» Garcia Lopez, Manuela. NRF24AD-CM: Desarrol-
lo de farmacos activadores de NRF2 para tera-
pias innovadaras de la Enfermedad de Alzheimer.
B2017/BMD-3827. CAM. 2018-2021.

» Garcia Lopez, Manuela. Interaccion entre la neu-
roinflamacion, el estrés oxidativo v los mecanis-
mos proteostaticos: nuevas dianas para prevenir
la neurodegeneracion en EA. RTI2018-095793-
B-100. MCIU. 2019-2021.

» Cuadrado Pastor, Antonio. Investigacion trasla-
cional sobre la regulacion farmacologica de Nrf2
en enfermedades no transmisibles. RED2018
102362 T. MCIU. 2020-2021.

Publications (7) '

Garrosa J, Paredes |, Marambaud P, Lopez MG,
Cano-Abad MF. Molecular and Pharmacological
Modulation of CALHM1 Promote Neuroprotec-
tion against Oxygen and Glucose Deprivation
in @ Model of Hippocampal Slices. Cells 9 (3).
2020. PMID: 32182953. IF: 4,366. DOI: 10.3390/
cells3030664.

Michalska P, Buendia |, Duarte P, FernandezMen-
divil C, Negredo P, Cuadrado A, Lopez MG, Leon
R. Melatonin-sulforaphane hybrid ITH12674
attenuates glial response in vivo by blocking
LPS binding to MD2 and receptor oligomeri-
zation. Pharmacol. Res. 152: 104597-104597.
2020. PMID: 31838078. IF: 5,893. DOI: 10.1016/].
phrs.2019.104597.

Castro-Sanchez, Sara, Zaldivar-Diez, Josefa, Lu-
engo, Enrigue, Lopez, Manuela G., Gil, Carmen,
Martinez, Ana, Lastres-Becker, Isabel. Cognitive
enhancement, TAU phosphorylation reduction,

and neuronal protection by the treatment of
an LRRK2 inhibitor in a tauopathy mouse mod-

el. NEUROBIOL AGING 96: 148-154. 2020. PMID:
33007689. IF: 4,347. DOI: 10.1016/j.neurobiolag-
ing.2020.09.006.

Michalska, Mayo, Paloma, Fernan-
dez-Mendivil, Cristina, Tenti, Giammarco, Duarte,

Patryda,

Pablo, Buendia, lzaskun, Teresa Ramos, Maria,
Lopez, Manuela G, Carlos Menendez, J.,, Leon, Ra-
fael. Antioxidant, Anti-inflammatory and Neuro-

protective Profiles of Novel 1,4-Dihydropyridine
Derivatives for the Treatment of Alzheimer's
Disease. Antioxidants (Basel) 9 (8). 2020. PMID:
32708053.1F:5,014. DO 10.3390/antiox9080650.

Hernansanz-Agustin P, Choya-Foces C, Carre-
gal-Romero S, Ramos E, Oliva T, Villa-Pina T,
Moreno L, \zquierdo—A\varez A, Cabrera-Garcia
JD, Cortés A, Lechuga-Vieco AV, Jadiya P, Na-
varro E, Parada E, Palomino-Antolin A, Tello D,
Acin-Pérez R, Rodriguez-Aguilera JC, Navas P,
Cogolludo A, Lopez-Montero |, Martinez-Del-
Pozo A, Egea J, Lopez MG, Elrod JW, Ruiz-Cabello
J,Bogdanova A, Enriquez JA, Martinez-Ruiz A. Na
+ controls hypoxic signalling by the mitochon-
drial respiratory chain. NATURE 586 (7828):
287-291. 2020. PMID: 32728214, IF: 42,778,
DOI: 10.1038/541586-020-2551-v.

Herrera-Arozamena C, Estrada-Valencia M, Pérez
C, Lagartera L, Morales-Garcia JA, Pérez-Castillo A,
Franco-Gonzalez JF, Michalska P, Duarte P, Ledn R,
Lopez MG, Mills A, Gago F, Garcia-Yague AJ, Fernan-
dez-Gines R, Cuadrado A, Rodriguez-Franco MI.
Tuning melatonin receptor subtype selectivity in
oxadiazolone-based analogues: Discovery of QR2
ligands and NRF2 activators with neurogenic
properties. Fur | Med Chem 190: 112090-112090.
2020. PMID: 32018096. IF: 5,572. DOI: 10.1016/].
ejmech.2020.112090.

Fernandez-Mendivil, Cristing, Arreola, Miguel A,
Hohsfield, Lindsay A., Green, Kim N., Lapez, Man-
uela G. Aging and Progression of Beta-Amyloid
Pathology in Alzheimer's Disease Correlates with
Microglial Heme-Oxygenase-1 Overexpression.
Antioxidants (Basel) 9 (7). 2020. PMID: 32708329.
IF: 5,014. DOI: 10.3390/antiox9070644.
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My current work focuses on the validation of

new therapeutic targets for the treatment of
the central nervous system. During the latest
years, it has been stated that the most ac-
cepted hypotheses to explain the development
of Alzheimer’s disease have not given the ex-
pected crops. For this reason, new approaches
have to be aimed. Since | started my scientific
career as an independent investigator, | have fo-
cused on drug discovery on alternative biologi-
cal targets to treat neurodegenerative diseases,
like the mitochondrial Na/Ca exchanger (NCLX)
and the phosphoprotein phosphatase PP2A. In
my lab, we are designing and synthesizing new

compounds able to selectively act on these tar-

gets. Also, we have described a family of ben-

de los Rios Salgado, Cristdbal zothiazepine derivatives that overcome the
blocking effect of the best-known NCLX blocker

CGP37178, the unique tool since the 1980s. Fi-

nally, we are developing the first family of lig-

Group members > ands with demanstrated direct activity as PP2A

activators. Many of these compounds present

promising results in experiments assessing the

— Baeza Zaragoza, Inés neuroprotective effect, as they mitigate the
— Calzaferri, Francesco neuronal death induced by toxic stimuli mimick-
— (Cano Abad, Maria Francisca ing physiopathological events where the select-
— Fernandez Martin, Ana ed targets are implicated.

— Garcia de Diego, Antonio Miguel

— Garcia Garcia, Antonio
— Garrosa Jiménez, Javier Major grants >
— Guillén Lorenzo, Laura
— Lopez Arribas, Raquel

— Martin Alcala, Gabriel » Rios Salgado, Cristobal de los. Therapeutic po-
— Méndez Lopez, lago tential of the maintenance of protein phospha-
— Ortega Cruz, Diana tase 2A activity: A pharmacological alternative
— de Pascual y del Castillo, Ricardo for the treatment of neurodegenerative dis-
— Ruiz Ruiz, Cristina eases and cancer. PI19/01724. ISCIII. 2020-
— Viejo de Navas, Lucia 2022.
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Ruiz-Ruiz, Cristina, Garcia-Magro, Nuria, Negre-
do, Pilar, Avendano, Carlos, Bhattacharya, Anin-
dya, Ceusters, Marc, Garcia, Antonio G. Chronic
administration of P2X7 receptor antagonist
JNJ-47965567 delays disease onset and progres-
sion, and improves motor performance in ALS
SOD1(G93A) female mice. Dis Model Mech 13(10).
2020. PMID: 33174532, IF: 4,651, DOI: 10.1242/
dmm.045732.

Vanden Eynde JJ, Mangoni AA, Rautio J, Leprince
J, Azuma YT, Garcia-Sosa AT, Hulme C, Jampilek J,
Karaman R, Li W, Gomes PAC, Hadjipavlou-Litina
D, Capasso R, Geronikaki A, Cerchia L, Sabatier JM,
Ragno R, Tuccinardi T, Trabocchi A, Winum JY, Luque
FJ, Prokai-Tatrai K, Spetea M, Gutschow M, Kosalec |,
Guillou C, Vasconcelos MH, Kokotos G, Rastelli G, de
Sousa ME, Manera C, Gemma S, Mangani S, Siciliano
C Galdiero S, Liu H, Scott PJH, de Los Rios C, Agro-
foglio LA, Collina S, Guedes RC, Munoz-Torrero D.
Breakthroughs in Medicinal Chemistry: New Tar-
gets and Mechanisms, New Drugs, New Hopes-6.
MOLECULES 25 (1). 2020. PMID: 31905602, IF:
3,267.D0I: 10.3390/molecules25010119.

Espadinha M, Viejo L, Lopes RMRM, Herrera-Aro-
zamena C, Molins E, Dos Santos DJVA, Goncalves
L, Rodriguez-Franco MI, Rios CL, Santos MMM,
Identification of tetracyclic lactams as NMDA
receptor antagonists with potential application
in neurological disorders. Fur ] Med Chem 194
112242-112242. 2020. PMID: 32248004, IF:
5,572. D0 10.1016/).ejmech.2020.112242.

Garrosa J, Paredes |, Marambaud P, Lapez MG,
Cano-Abad MF. Molecular and Pharmacological
Modulation of CALHM1 Promote Neuroprotec-
tion against Oxygen and Glucose Deprivation

in a Model of Hippocampal Slices. Cells S (3).
2020. PMID: 32182953, IF: 4,366. DOl 10.3390/
cells9030664.

Garcia-Vazquez, Rocio, Rebitski, Ediana P, Vie-
jo, Lucia, de los Rios, Cristobal, Darder, Margari-

ta, Garcia-Frutos, Eva M. Clay-based hybrids for
controlled release of 7-azaindole derivatives as
neuroprotective drugs in the treatment of Alz-
heimer’s disease. APPL CLAY SCI 189. 2020. IF:
4,605, DOI: 10.1016/j.clay.2020.105541.

de Diego AMG, Ortega-Cruz D, Garcia AG. Dis-
ruption of Exocytosis in Sympathoadrenal
Chromaffin Cells from Mouse Models of Neu-
rodegenerative Diseases. Int ] Mol Sci 21 (6).
2020. PMID: 32178443, IF: 4,556. DOl 10.3390/

jms21061946.

Ruiz-Ruiz, Cristing, Calzaferri, Francesco, Garcia, An-
tonio G. P2X7 Receptor Antagonism as a Potential
Therapy in Amyotrophic Lateral Sclerosis. Front
Mol Neurosci 13: 93-93. 2020. PMID: 32595451,
IF: 4,057. DOI: 10.3389/fnmol.2020.00093.

Silva A, Gonzalez N, Terrén A, Garcia A, Marti-
nez-Blanch JF, lllescas V, Morales J, Maroto M,
Genovés S, Ramon D, Martorell P, Chenoll E.
An Infant Milk Formula Supplemented with
Heat-Treated Probiotic Bifidobacterium anima-
lis subsp. lactis CECT 8145, Reduces Fat Depo-
sition in C. elegans and Augments Acetate and
Lactate in a Fermented Infant Slurry. Foods 9 (5).
2020. PMID: 32438563. IF: 4,092. DOI: 10.3390/
foodsS050652.
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aran |, Sanchez-Saez X, de Juan E, Lax P, Leon R,
Garcia AG, Cuenca N, Maneu V. New Nrf2-Inducer
Compound ITH12674 Slows the Progression of
Retinitis Pigmentosa in the Mouse Model rd10.
Cell Physiol Biochem 54 (1): 142-159. 2020. PMID:
32028545, IF: 5,500. DOI: 10.33594/000000210.

Arribas-Blazquez, Marina, Alcides Oliyos-Ore, Luis,
Victoria Barahona, Maria, Wajnicz, Aneta, de Pas-
cual, Ricardo, Sanchez de la Muela, Mercedes, Gar-
cia, Antonio G, Artalejo, Antonio R. The Adrenal
Medulla Modulates Mechanical Allodynia in a Rat
Model of Neuropathic Pain. Int ] Mol Sci 21 (21).
2020. PMID: 33171955, IF: 4,556. DOI: 10.3390/
Jms21218325.

Arribas RL, Bordas A, Doménech Omella J, Cedillo JL,
Janssens V, Montiel C, de los Rios C. An okadaic acid
fragment analogue prevents nicotine-induced re-
sistance to cisplatin by recovering PP2A activity
in non-small cell lung cancer cells. BIOORG CHEM
100: 103874-103874. 2020. PMID: 32361056. IF:
£4,831.DOI: 10.1016/).bioorg.2020.103874.
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3,158, DOI: 10.1007/500424-020-02483-1.

Calzaferri F, Ruiz-Ruiz C, de Diego AMG, de Pascual
R, Méndez-Lopez |, Cano-Abad MF, Maneu V, de los
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receptor as a potential drug target to combat
neuroinflammation in neurodegenerative diseas-
es. Med Res Rev 40 (6): 2427-2465. 2020. PMID:
32677086. IF: 9,300. DOI: 10.1002/med.21710.

Bomfim GHS, Musial DC, Méndez-Lopez |, Jurk-
iewicz A, Jurkiewicz NH, Padin JF, Garcia AG. Chronic
resveratrol consumption prevents hypertension
development altering electrophysiological cur-
rents and Ca 2+ signaling in chromaffin cells from
SHR rats. Cell Signal 76: 109811-109811. 2020.
PMID: 33075487. IF: 3,968, DOI: 10.1016/j.cell-
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Neuradegenerative diseases (NDDs) are a group of
diseases that encompass around 600 pathologies,
among which the most prevalent are: Alzheimer's dis-
ease (AD), Parkinson's disease (PD), multiple sclerosis
(MS), Huntington's disease HD and amyotrophic lat-
eral sclerosis (ALS). Given that the main risk factor in
these diseases is age, NDDs will be the biggest health
challenge in the coming decades due to the increase
in life expectancy and the gradual aging of the popu-
lation. AD stands out as the most prevalent. During
the last two decades, an immense effort has been
made to try to develop effective treatments for these
diseases, although their success has been very limit-
ed ar null in most cases. The precise causes of failure
of developing treatments in the clinic are unknown. A
possible cause, increasingly accepted, is that the se-
lection of therapeutic targets has been based on the
genetic aspects of these diseases. Currently, NDDs are
considered multifactorial diseases and, therefore, the
"one drug one target” approach would not be effective
in stopping their progress. At present it is considered
that the combination of targets in a single molecule
will be decisive for obtaining really effective drugs, a
strategy called "multi-target drugs”

The research line is subdivided into 4 research sub-
lines, where non-conventional targets have been com-
bined with each other, or with other targets already
established to integrate them into a new compound.

» Design, synthesis and pharmacological evaluation of
new multifunctional hybrids as inducers of Nrf2 and
free radical sequestering effect. The design and syn-
thesis of new hybrids of melatonin (@ potent natural
antioxidant) and Nrf2 inducers for the treatment of
NDDs is addressed.

= Design, synthesis and pharmacological evaluation
of non-electrophilic Nrf2 inducers and inhibitors of
the GSK3 enzyme. The synthesis of new multipo-
tent derivatives capable of inducing the Nrf2-ARE
response and inhibiting the activity of the GSK3[3 en-
zyme is addressed.

» Design, synthesis and pharmacological evaluation of
dual GSK3 and AChE inhibitors and Nrf2 inducers for
the treatment of Alzheimer's disease, combining the
three targets directly involved in AD.

» Design, synthesis and biological evaluation of
three-dimensional enantioselective structures as
inducers of Nrf2 and modulation of acetyl- choline
receptors for the treatment of neuro-degenerative
diseases.

Major grants »

» Leon Martinez, Rafael. Via Nrf2-ARE como base
para el diseno de farmacos multidiana dirigidos a
rutas patolégicas comunes para el tratamiento de
enfermedades neurodegenerativas. PI117/01700.
ISCIII. 2018-2020.

Publications (7) »

Campello L, Kutsyr O, Noailles A, Michalska P,
Fernandez-Sanchez L, Martinez-Gil N, Ortuno-Liz-
aran I, Sanchez-Saez X, de Juan E, Lax P, Leon R,
Garcia AG, Cuenca N, Maneu V. New Nrf2-Inducer
Compound ITH12674 Slows the Progression of
Retinitis Pigmentosa in the Mouse Model rd10.
Cell Physiol Biochem 54 (1): 142-159. 2020. PMID:
32028545, IF: 5,500. DOI: 10.33594/000000210.

Michalska, Mayo, Paloma, Fernan-
dez-Mendivil, Cristina, Tenti, Giammarco, Duarte,

Patryda,

Pablo, Buendia, lzaskun, Teresa Ramos, Maria,
Lopez, Manuela G, Carlos Menendez, J, Leon, Ra-
fael. Antioxidant, Anti-inflammatory and Neuro-

protective Profiles of Novel 1,4-Dihydropyridine
Derivatives for the Treatment of Alzheimer's
Disease. Antioxidants (Basel) 9 (8). 2020. PMID:
32708053.1F:5,014.DOI: 10.3390/antiox9080650.

Michalska, Patrycja, Leon, Rafael. When It Comes
to an End: Oxidative Stress Crosstalk with Pro-
tein Aggregation and Neuroinflammation Induce
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Neurodegeneration. Antioxidants (Basel) 9 (8).
2020. PMID: 32806679. IF: 5,014, DOI: 10.3390/
antiox9080740.

Herrera-Arozamena C, Estrada-Valencia M, Pérez
C, Lagartera L, Morales-Garcia JA, Pérez-Castillo A,
Franco-Gonzalez JF, Michalska P, Duarte P, Ledn R,
Lopez MG, Mills A, Gago F, Garcia-Yague AJ, Fernan-
dez-Gines R, Cuadrado A, Rodriguez-Franco MI.
Tuning melatonin receptor subtype selectivity in
oxadiazolone-based analogues: Discovery of QR2
ligands and NRF2 activators with neurogenic
properties. Fur | Med Chem 190: 112090-112090.
2020. PMID: 32018096. IF: 5,572. DOI: 10.1016/].
ejmech.2020.112090.

Michalska P, Buendia I, Duarte P, FernandezMen-
divil C, Negredo P, Cuadrado A, Lopez MG, Leon
R. Melatonin-sulforaphane hybrid ITH12674
attenuates glial response in vivo by blocking
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LPS binding to MD2 and receptor oligomeri-
zation. Pharmacol. Res. 152: 104597-104597.
2020. PMID: 31838078. IF: 5,893. DOI: 10.1016/).
phrs.2019.104597.

Cores, Angel, Piguero, Marta, Villacampa, Mer-
cedes, Leon, Rafael, Carlos Menendez, . NRF2
Regulation Processes as a Source of Po-
tential Drug Targets against Neurodegen-
erative Diseases. Biomolecules 10 (6). 2020.
PMID: 32545924, IF: 4,082, DOl 10.3390/
biom 10060804,

Drieu A, Buendia |, Levard D, Hélie P, Bradin C, Vivien
D, Rubio M. Immune Responses and Anti-inflam-
matory Strategies in a Clinically Relevant Model
of Thromboembolic Ischemic Stroke with Reper-
fusion. TRANSL STROKE RES 11 (3): 481-495.
2020. PMID: 31522409. IF: 5,780. DOl 10.1007/
512975-019-00733-8.

GROUP 41

@ Head of laboratory ’

Egea Maiquez, Francisco Javier

@ Group members ’

— Farreé Alins, Victor
— Narros Fernandez, Paloma
— Palomino Antolin, Alejandra

Research interest ’

Acute brain injuries, such as stroke and traumatic
brain injury, account for 10% of deaths and are the
leading cause of disability worldwide (GBD 2013
Maortality and Causes of Death Collaboratars, 2015).
The pathophysiology of acute brain injuries is com-
plex and multifactorial and, currently, it is difficult
to treat pharmacologically and represent an unmet
need at clinical level. In recent years, inflammatory
processes (pronounced in this type of pathologies)
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have become the main agents that contribute to
aggravate acute brain injuries and, therefore, have
become very promising therapeutic targets.

Our group focuses an studying the role of inflam-
mation and immunity in the pathogenesis of these
diseases. Specifically, we study the mechanisms
that control the activation of the innate immune
system and its application to the search for new
therapeutic targets and new prognostic / diagnos-
tic biomarkers in stroke, traumatic brain injury and
neurodegenerative diseases.

1. Study of the mechanisms that control the
activation 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-15 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 a
wide variety of infectious stimuli or cellular stress
caused by different signs of sterile danger, such as
high cancentrations of extracellular ATP, oxidative
stress, and R-amyloid aggregates. Our main work
focuses on studying the transduction of the sig-
nals that activate inflammation and, specifically, the
participation of mitochondria in this process.

2. Search for new therapeutic targets to
treat acute brain injuries.

The mechanisms studied in line 1 are validated in “in
vitra” and "in vivo" models of cerebral ischemia (tran-
sient middle cerebral artery occlusion, tMCAQ model)
and traumatic brain injury (closed head injury model).

3. Search for new diagnostic/prognostic
biomarkers of inflammatory origin.

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

Major grants »

» Egea Maiguez, Javier. Inflammasome proteins as
new moalecular targets for the diagnosis, prog-
nosis and treatment of traumatic brain injury.
P119/00082. ISCIIIl. 2020-2022.

Publications (7) »

Ramas E, Farré-Alins V, Egea J, Lopez-Munoz F, Re-
iter RJ, Romero A. Melatonin's efficacy in stroke
patients; a matter of dose? A systematic review.
Toxicol Appl Pharmacol 392: 114933-114933.
2020. PMID: 32112789. IF: 3,347. DOI: 10.1016/j.
taap.2020.114933.

Garcia-Magro, Nuria, Martin, Yasmina B., Palomi-
no-Antolin, Alejandra, Egea, Javier, Negredo, Pilar,
Avendano, Carlos. Multiple Morphometric Assess-
ment of Microglial Cells in Deafferented Spinal
Trigeminal Nucleus. FRONT NEUROANAT 13:
103-103. 2020. PMID: 32038181. IF: 3,292. DOI:
10.3389/fnana.2019.00103.

Farre-Alins, Victor, Narros-Fernandez, Paloma,
Palomino-Antolin, Alejandra, Decouty-Perez, Ce-
line, Lopez-Rodriguez, Ana Belen, Parada, Esther,
Munoz-Montero, Alicia, Gomez-Rangel, Vanes-
sa, Lopez-Manoz, Francisco, Ramos, Eva, Gon-
zalez-Radriguez, Agueda, Gandia, Luis, Romero,
Alejandro, Egea, Javier. Melatonin Reduces NLRP3
Inflammasome Activation by Increasing alpha 7
nAChR-Mediated Autophagic Flux. Antioxidants
(Basel) 9 (12). 2020. PMID: 33353046. IF: 5,014,
DOI: 10.3390/antiox9121299.

Carabias CS, Castano-Ledon AM, Navarro B B, Pane-
ro |, Eiriz C, Gomez PA, Egea J, Lagares A. Serum
Amyloid A1 as a Potential Intracranial and Extra-
cranial Clinical Severity Biomarker in Traumatic
Brain Injury. ] Intensive Care Med 35 (11): 1180-
1195, 2020. PMID: 30961443, IF: 3,142, DOL
10.1177/0885066619837913.
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Hernansanz-Agustin P, Choya-Foces C, Carre-
gal-Romero S, Ramos E, Oliva T, Villa-Pina T,
Moreno L, Izquierdo—N\/arez A, Cabrera-Garcia JD,
Cortés A, Lechuga-Vieco AV, Jadiya P, Navarro E,
Parada E, Palomino-Antolin A, Tello D, Acin-Pérez
R, Rodriguez-Aguilera JC, Navas P, Cogolludo A,
Lépez-Montero |, Martinez-Del-Pozo A, Egea |,
Lopez MG, Elrod JW, Ruiz-Cabello J, Bogdanova A,
Enriquez JA, Martinez-Ruiz A. Na + controls hy-
poxic signalling by the mitochondrial respiratory
chain. NATURE 586 (7828): 287-291. 2020. PMID:
32728214, 1F: 42,778.D0OI: 10.1038/541586-020-
2557-v.

Carabias CS, Gomez PA, Panero |, Eiriz C, Castano-
Ledn AM, Egea J, Lagares A, i+12 Neurotrauma-
tology Group collaborators, Paredes |, Fernandez
Alén JA, Moreno-Gomez LM, Garcia-Pérez D, Chi-
co-Fernandez M, Barea-Mendoza J. YKL-40, SAA1,
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CRP and PCT are promising biomarkers for intra-
cranial severity assessment of traumatic brain
injury: Relationship with Glasgow Coma Scale
and CT volumetry. World Neurosurg 134: 120-143.
2020. PMID: 31606503. IF: 1,829. DOI: 10.1016/].
wneu.2019.09.143.

Wieckowska, Anna, Szalaj, Natalia, Goral, Izabella,
Bucki, Adam, Latacz, Gniewomir, Kiec-Kononowicz,
Katarzyna, Bautista-Aguilera, Oscar M, Romero,
Alejandro, Ramos, Eva, Egea, Javier, Alins, Victor
Farre, Gonzalez-Rodriguez, Agueda, Lopez-Munoz,
Francisco, Chioua, Mourad, Marco-Cantelles, Jose. In
Vitro and In Silico ADME-Tox Profiling and Safety
Significance of Multifunctional Monoamine Ox-
idase Inhibitors Targeting Neurodegenerative
Diseases. ACS Chem Neurosci 11 (22): 3793-3801.
2020. PMID: 33143412, IF: 4,486. DOl 10.1021/
acschemneuro.0c00489.
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Research interest » @ Major grants »

The aim of the research conducted by this group
is to increase pharmacogenetic, pharmacaokinetic
and pharmacodynamic knowledge of drugs in or-
der to predict patients' respanse in terms of effec-
tiveness and safety.

Our group has extensive experience in conducting
phase I, Il and Il clinical trials. We have a clinical
trials unit (UECHUP), with capacity for 18 subjects
on the 7th floor of the Haospital Universitario de
la Princesa. The clinical 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 col-
laboration with various specialists at the hospital
and with primary care. Our group conducts more
than 20 clinical trials each vear, and this number
is expected to increase due to demand from the
pharmaceutical industry. Last vear, several clinical
trials on the COVID-19 vaccine were conducted in
our unit.

The group's research focuses mainly on the phar-
macogenetics of several drugs prescribed for the
treatment of various diseases, so that eventual-
ly this knowledge could help physicians to pre-
scribe the best treatment for each patient in a
personalised way. In 2020, 311 patients benefit-
ed from pharmacogenetic testing. We have also
implemented pharmacogenetic testing through
OpenArray, using a customised chip that can si-
multaneously analyse 120 SNPs located in 43
different genes. This technology has enabled us
to significantly increase our portfolio of pharma-
cogenetic tests available to support physicians
in prescribing medicines. Seven funded projects
were active in 2020. In addition to projects funded
in previous vears, Francisco Abad Santos received
new funding in 2020 (ICI20/00131) to evaluate a
pharmacogenetics-guided tramadol prescribing
strategy. Another important line of research fo-
cuses on therapeutic drug monitoring, mainly for
antipsychotics and tyrosine kinase inhibitors.

»Abad Santos, Francisco. TREATMENT. Training
Eurapean Netwaork: Metabolic Dysfunctions asso-
ciated with Pharmacological Treatment of Schizo-
phrenia. 674921. Comision Europea. 2016-2020.

»Abad Santos, Francisco. Plataforma de Uni-

dades de Investigacion Clinica y Ensayos Clinicos.

PT17/0017/0007.1SClII. 2018-2020.

= Ovejero Benito, Maria del Carmen. Caracter-
izacion molecular, epigenética y estudio de
tetraploidias en pacientes epilépticos farmaco
resistentes del lobulo temporal. PI17/02244.
ISCIII. 2018-2020.

» Abad Santos, Francisco / Vivancos Mora, José Au-
relio. NeuroToll: Desarrollo y validacion clinica de
un aptamero terapéutico para tratamiento del ic-
tus isquémico agudo. RTC-2017-6651-1. Agencia
Estatal de Investigacion. 2018-2020.

«Abad Santos, Francisco. Identificacion de fac-
tores clinicos y farmacogeneticos predictores de
respuesta a nuevos anticoagulantes orales en el
tratamiento de la fibrilacion auricular no valvular.
PI19/00932. ISCIII. 2020-2022.

» Ochoa Mazarro, Dolores. Evaluacion del sexo vy
marcadores farmacogenéticos en el tratamiento
del dolor P119/01802. ISCIIl. 2020-2022.

» Abad Santos, Francisco. ERA4TB: European Regi-
men accelerator for Tuberculosis 853983-2. IMI 2.
2019-2025.

Granted 2020:

» Abad Santos, Francisco. Ensayo clinico aleator-
izado para evaluar la utilidad del genotipado de
CYP2D6 para mejorar la eficacia y la seguridad
del tramadol en el tratamiento del dolor post-
operatorio agudo. IC120/00131. ISCIII. 2021-
2024.
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= Abad Santos, Francisco. Estudio de casos vy can-
troles anidado en una cohorte para evaluar el
efecto de la co-medicacion en la evolucion de lain-
feccion por el coranavirus SARS-COV. Subvencion
COVID Comunidad de Madrid. 2020.

» Mejia Abril, Gina Paola. Asociacion entre el uso de
farmacos que bloguean el eje Renina-Angiotensi-
na-Aldosterona (SRAA) v la incidencia vy gravedad
de la infeccion COVID-19: un estudio caso po-
blacion. Subvencion COVID Comunidad de Madrid.
2020.

= Abad Santos, Francisco. Efectividad y seguridad de
tocilizumab en la neumonia intersticial con insu-
ficiencia respiratoria grave secundaria a infeccion
por SARS-COV2: estudio de cohortes. Subvencion
COVID Comunidad de Madrid. 2020.
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Xavier, Garcia-Sanchez, Valle, Ramon Villagrasa,
Jose, Marin, Alicia C,, Donday, Maria G., Abad-San-
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Engerix-B for Primo-Vaccination Against Hep-
atitis B Infection in Patients With Inflammato-
ry Bowel Disease: A Randomized Clinical Trial
Am J Gastroenterol 115 (11): 1802-1811. 2020.
PMID: 33156099. IF: 10,171. DOl 10.14309/
ajg.0000000000000926.

de Abajo FJ, Rodriguez-Martin S, Lerma V, Me-
jia-Abril G, Aguilar M, Garcia-Lugue A, Laredo L,
Laosa O, Centeno-Soto GA, Angeles Galvez M,
Puerro M, Gonzalez-Rojano E, Pedraza L, de Pablo
|, Abad-Santos F, Rodriguez-Manas L, Gil M, Tobias
A, Radriguez-Miguel A, Rodriguez-Puyol D, MED-
ACE2-COVID19 study group. Use of renin-angio-
tensin-aldosterone system inhibitors and risk
of COVID-19 requiring admission to hospital:
a case-population study. LANCET 395 (10238):
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1705-1714. 2020. PMID: 32416785. IF: 60,392.
DOI: 10.1016/50140-6736(20)31030-8.

Koller D, Abad-Santaos F. The pharmacogenetics of
aripiprazole-induced hyperprolactinemia: what
do we know?. Pharmacogenomics 21(9): 571-574.
2020. PMID: 32397867. IF: 2,339. DOI: 10.2217/
pgs-2020-0024.
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effect of CYP2D6 variation on antipsychotic-in-
duced hyperprolactinaemia: a systematic review
and meta-analysis. Pharmacogenomics | 20 (5):
629-637. 2020. PMID: 32015455. IF: 2,910. DO
10.1038/541397-019-0142-9.

Koller D, Almenara S, Mejia G, Saiz-Rodriguez
M, Zubiaur P, Roman M, Ochoa D, Wajnicz A,
Martin S, Romero-Palacian D, Navares-Gomez M,

Abad-Santos F. Safety and cardiovascular effects

of multiple-dose administration of aripiprazole
and olanzapine in a randomised clinical trial.
Hum Psychopharmacol 36 (1): 1-12. 2020. PMID:
32991788. IF: 2,112. DOI: 10.1002/hup.2761.
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de Pablo-Lopez, Itziar, Garcia-Lopez, Pauling,
Abad-Santos, Francisco, Rosso-Fernandez, Clara

M., Aldea-Perona, Ana, Montane, Eva, Apari-
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TOCICOV-Study Grp. Combination of Tocilizumab
and Steroids to Improve Mortality in Patients
with Severe COVID-19 Infection: A Spanish,
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@ Head of laboratory » Research interest »

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

On the one hand, in 2017 we have maintained
some projects and research lines: we have sus-
tained our collaboration with the WHO and have
contributed to the revision of the International
Classification of Diseases 11th edition (ICD-11).
Furthermore, we have intended to contribute to
the promotion of mental health not only at a Eu-
ropean level but also in Low and middle income
countries (LAMICs) and focused in improvement of
health systems. We have participated in an inter-
national project (EMERALD project) funded by the
EU aimed to enhance mental health in LAMICs by
means of improvement of all the systems related
to health care.

Following H2020 strategic plan, we have con-
solidated our research line on active aging and
wellbeing. We have been working in the project
ATHLOS - Ageing Trajectories of Health: Longi-
tudinal Opportunities and Synergies, and PATH-
WAYS - PArticipation To Healthy Workplaces And
inclusive Strategies in the Work Sectar. In addition,
we have been conducting a multi-approach study
for the identification of the available interventions
for targeting psychosocial difficulties in major de-
pression (meta-analyses and expert consultation)
(MARATONE project).

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

On the other hand, we have been working on sev-
eral 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 to
carry out a third time point assessment to know
trajectories of health in ageing people as well as
recruiting new people to make generational com-
parisons.

2) "CIBERSAM cohorts about FEP cases and can-
trols', 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 vears.

3) "Emoational fluctuation in daily life. Ecological
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 Madels and Mental Well-
being in Final Years of Life, which is addressed to
gather information on the components of wellbe-
ing 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 Phar-
macological Treatment of Schizophrenia (TREAT-
MENT)" in which we evaluate how short-term
antipsychotic drug responses impact long-term
metabolic control to identify and validate biomark-
ers with clinically predictive value for targeting
drug induced metabolic dysfunctions.

7) "Psychiatric Ratings using Intermediate Strat-
ified Markers (PRISM)'; whose overall objective is
to develop a quantitative biological approach to
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the understanding and classification of the en-
dophenotypes that contribute to neuropsychi-
atric diseases, to accelerate the discovery and
development of better treatments for patients
with Alzheimer and Schizophrenia.

Major grants »

= Ayuso Mateos, José Luis. ATHLOS: Ageing Tra-

jectories of Health: Longitudinal Opportunities
and Synergies. 635316. Comision Europea.
2015-2020.

»LOpez Garcia, Pilar. TREATMENT: Training Eu-

ropean Network: Metabalic Dysfunctions as-
sociated with Pharmacological Treatment of
Schizophrenia. 674921, Comision  Europea.
2016-2020.

» Ayuso Mateos, José Luis. Understanding mental
health and disease in Spain: determinants and
trajectory patterns in a papulation-based cohort
over 9 years. PI19/00150. ISCIll. 2020-2022.

» Ayuso Mateos, José Luis. EMPOWER: Europe-
an platform to promote wellbeing and health
in the workplace. EMPOWER: 848180. 2020-
2024,

= Ayuso Mateos, José Luis. SYNCHROS: Syner-
gies for Cohorts in health: integrating the roie
of all Stakeholders. SYNCHROS: 825884, 2019~
2021.

» Ayuso Mateos, José Luis. AGES-CM2: Ambiente
y genes en esquizofrenia. B2017/BMD-3740.
Comunidad de Madrid. 2018-2021.

Granted 2020:

» Ayuso Mateos, José Luis. RESPOND: Improv-
ing the preparedness of health systems to re-
duce mental health and psychosocial concerns
resulting from the COVID-19 Pandemic. RE-
SPOND: 101016127. 2020-2023.
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tay-Manteiga, Amparo, Lopez-Garcia, Pilar. Diet
and Neurocognition in Mood Disorders - An
Overview of the Overlooked. Curr Pharm Des
26 (20): 2353-2362. 2020. PMID: 32188376. IF:
2,208.D0I: 10.2174/13816128266662003181
52530.

Bayes-Marin, Ivet, Fernandez, Daniel, Lara, Elvira,
Martin-Maria, Natalia, Miret, Marta, Moreno-Agos-
tino, Dario, Ayuso-Mateos, Jose Luis, Sanchez-Ni-
ubo, Albert, Haro, Josep Maria, Olaya, Beatriz.
Trajectories of Immediate and Delayed Verbal
Memory in the Spanish General Population of
Middle-aged and Older Adults. Brain Sci 10 (4).
2020. PMID: 32331406. IF: 3,332. DOI: 10.3390/
brainsci10040249.
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Ayuso-Mateos, Jose Luis, Soriano, Joan B, Ancochea,
Julio. Face mask exemptions, psychiatric patients,
and COVID-19. Eur Psychiatry 64 (1). 2020. PMID:
33280621. IF: 4,464.DOI: 10.1192/).eurpsy.2020.107.

de la Torre-Lugue A, Fiol-Veny A, Essau CA, Balle M,
Baornas X. Effects of a transdiagnostic cognitive be-
haviour therapy-based programme on the natural
course of anxiety symptoms in adolescence. J. Af-
fect. Disord. 264: 474-482. 2020. PMID: 32056776. IF:
3,892.D0I: 10.1016/jjad.2019.11.078.

de la Torre-lugue, Alejandro, Ayuso-Mateos, Jose
Luis. The course of depression in late life: a lon-
gitudinal perspective. Epidemiol Psychiatr Sci 29.
2020. PMID: 32723402. IF: 5876. DOIl: 10.1017/
S204579602000058X.
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Group members »

Carvajal Molina, Fernando

de Dios Tomas, Eva
Dominguez Gadea, Luis
Garcia Navarrete, Eduardo
Luque Cardenas, Cecilia
Martin Plasencia, Pilar
Meilan Paz, Maria Luisa
Navas Garcia, Marta

Pintor Zamora, Miguel
Pulido Rivas, Paloma

Rocio Martin, Esmeralda
Torres Diaz, Cristina Virginia
Vega Zelaya, Lorena Carolina
Wix Ramos, Rybel

@ Head of laboratory » Research interest »

Epilepsy, movement disorders and some psychi-
atric pathologies are amang the main targets for
functional neurosurgery. They share several prop-
erties that make them interesting for our research
line.

Drug-resistant epilepsy affects 20-30% of patients
suffering epilepsy worldwide. One of the most ef-
ficacious treatments is surgery, including resec-
tive techniques and neuromodulation in different
forms. Presurgical evaluation usually requires the
use of very deep studies (e.g, morphological and
functional MRi) or invasive technigues (intracranial
electrodes), which are also used during treatment
(electrocorticographic recordings or extracellular
recordings for Deep Brain Stimulation -DBS). In
the same way, several pathologies affecting basal
ganglia need different ancillary tests to character-
ize the iliness (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 pathophysio-
logical processes. Understanding these processes
is the first step to its rational treatment

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

The topics we are working on include the following:

a. |dentification of basal ganglia subnuclei by ex-
tracellular recording.
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b. Physiopathology of somatosensory thalamus, by
means of somatosensory evoked potentials, electri-
cally elicited.

¢. Connectivity in epilepsy. To do that, we are study-
ing 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 dif-
ferent pathologies. Among those fields specially tar-
geted by this technigue are patients in Intensive Care
Units and neurological and psychiatric illness.

f. Cortico-cortical connectivity, especially for lan-
guage function.

Major grants »

= Pastor Gomez, JesUs. Monitorizacion neurofi-

siologica funcional intraoperatoria del lenguaje
en pacientes con sedacion. PI17/02193. ISCIII.
2018-2020.

= Torres Diaz, Cristina Virginia. Caracterizacion mo-
lecular, epigenética y estudio de tetraploidias en
pacientes epilépticos farmaco resistentes del lob-
ulo temporal. PI17/02244. 1SClIl. 2018-2020.

Publications (7) »

Pastor, Jesus, Vega-Zelaya, Lorena. Can We Put
Aside Microelectrode Recordings in Deep Brain
Stimulation Surgery?. Brain Sc 10 (9). 2020.
PMID: 32825301. IF: 3,332. DOI: 10.3390/brains-
€i10090571.
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Vega-Zelaya L, Martin Abad E, Pastor J. Quantified
EEG for the Characterization of Epileptic Seizures
versus Periodic Activity in Critically Ill Patients.
Brain Sci 10 (3). 2020. PMID: 32164273, IF: 3,332.
DQI: 10.3390/brainsci10030158.

Bribian A, Medina-Radriguez EM, Josa-Prado F,
Garcia-Alvarez |, Machin-Diaz |, Esteban PF, Mur-
cla-Belmonte V, Vega-Zelaya L, Pastor J, Garrido L,
de Castro F. Functional Heterogeneity of Mouse

and Human Brain OPCs: Relevance for Preclini-
cal Studies in Multiple Sclerosis. ] Clin Med 9 (6).
2020. PMID: 32498223. IF: 3,303. DOI: 10.3390/
Jcm9061681.

Pastor J, Vega-Zelaya L, Martin Abad E. Specific
EEG Encephalopathy Pattern in SARS-CoV-2 Pa-
tients. ] Clin Med 9 (5). 2020. PMID: 32443834 IF:
3,303. DO 10.33590/jcm3051545.

Delgado-Fernandez, Juan, Frade-Porto, Natalia,
Blasco, Guillermo, Gonzalez-Tarno, Patricia, Gil-Si-
moes, Ricardo, Li, Zhi-Qiang, Pulido Rivas, Paloma,
Garcia de Sola, Rafael. Does reintervention im-
prove survival in recurrent glioblastoma? Facing
a temporal bias in the literature. Acta Neurochir
(Wien) 162 (8): 1967-1975.2020. PMID: 32556522,
IF:1,817.D0OL 10.1007/500701-020-04432-4.

Garcia-Pallero MA, Torres Diaz CV, Hernando (G,
Plasencia PM, Manzanares R, Garcia LE, Navas M,
Pulido P, Delgado-Fernandez J, Aragon Rubio JI, Sala
RG. Prediction of memory impairment in epilepsy
surgery by white matter diffusion. \World Neuro-
surg 139: 78-87. 2020. PMID: 32229300. IF: 1,829.
DO 10.1016/j.wneu.2020.03.103.

Pastar, Jesus, \Vega-Zelaya, Lorena. Features of Ac-
tion Potentials from Identified Thalamic Nuclei
in Anesthetized Patients. Brain Sci 10 (12). 2020.
PMID: 33348660. IF: 3,332, DOI: 10.3390/brains-
ci10121002.
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— Aguirre Hernandez, Clara

— Carreras Rodriguez, Teresa

— Fernandez Alén, José Antonio
— Gago Veiga, Ana Beatriz

— Garcia Vaz, Fabiola

— Gonzalez Garcia, Beatriz

— Lopez Manzanares, Lydia

— Maeca Lallana, Virginia

— Mora Pérez, Noemi

— Nombela Merchan, Florentino
— Ramos Martin, Carmen

— Reig Rosell6, Gemma

— Sobrado Sanz, Monica

— de Toledo Heras, Maria

— Trillo Senin, Santiago

— Vazquez Doce, Aranzazu

— Ximenez-Carrillo Rico, Alvaro
— Zapata Wainberg, Gustavo Enrique

Associated Group

— RAvyala Rodrigo, José Luis
— Pagan Ortiz, Josué

— Risco Martin, José Luis

Research interest »

THE MAIN RESEARCH LINES
OF THIS GROUP ARE:

Stroke and Cerebrovascular Diseases
« Biomolecular markers of ischemia and new ther-

apeutic targets

sInterventional neuroradiology and emerging
therapies

= Population-based health services delivery / stroke
code system

s Telemedicine

»New devices for capture of parameters by
telemetry in the stroke Unit

» Detection of atrial fibrillation using a new ECG
monitoring device based on biomedical textiles

(wearables)

Movement Disorders
» Parkinson disease in young patients

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

Cephaleas
= Study of the response variables to botulinum toxin

and anti- CGRP monoclonal antibodies

» Glutamate and headaches
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= Nan-invasive outpatient monitoring of biometric
and biophysical variables as a methaod for predic-
tion of migraine crises

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

Multiple Sclerosis

» Qutcame markers and new therapies

» Immunopathogenesis of multiple sclerosis and
monoclonal antibody therapies

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

Epilepsy
» Drug-refractory epilepsy

» Genetic alterations in refractory epilepsy
= Non-convulsive epileptic status
= Neuroimaging in the emergency epileptic patient

Neuromuscular diseases
» Immunopathogenesis of myasthenia gravis

Major grants »

=\/ivancos Mora, José Aurelio. REgenerative Stem
cell therapy for STroke in Europe —Therapeutic
efficacy of allogenic adipose tissue derived mes-
enchymal stem cells for enhancing functional
outcome in stroke patients. 681044, Comision
Europea. 2015-2020.

s\/ivancas Mara, José Aurelio. MULTI-TAR-
GET&VIEW-CM: imagen multimodal de la
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respuesta terapéutica a estrategias multidiana
en enfermedades neurologicas. B2017/BMD-
3688. Comunidad de Madrid. 2018-2021.

»\/ivancos Mora, José Aurelio. Detencion de Fi-
brilacion Auricular EScondida en Atencion Pri-
maria en poblacion Categorizada por riesgo con
Un sistema de Banda de Registro ECG de larga
duracion: Estudio DESCUBRE-FA. PI18/00361.
ISCIII. 2019-2021.

»\/ivancos Mora, José Aurelio / Abad Santos, Fran-
cisco. NeuroToll: Desarrollo v validacién clinica
de un aptamero terapéutico para tratamiento
del ictus isquémico agudo. RTC-2017-6651-1.
Agencia Estatal de Investigacion. 2018-2020.

Publications (36) ’

Cebrian, Jose, Gonzalez-Martinez, Alicia, Gar-
cia-Blanco, Maria J,, Celdran-Vivancos, Diego, Lo-
pez Palacios, Eduardo, Reig-Rosello, Gemma,
Casado-Fernandez, Laura, Vivancos, Jose, Be-
atriz Gago-Veiga, Ana. Headache and impaired
consciousness level associated with SARS-
CoV-2 in CSF. NEUROLOGY 95 (6): 266-268.
2020. PMID: 32641532, IF: 8,770. DOI: 10.1212/
WNL.0000000000010213.

Ramaos, Carmen, Mayo, Pablo, Trillo, Santiago, Go-
mez-Escalonilla, Carlos, Luis Caniego, Jose, Moreu,
Manuel, Vega, Juan, Rosati, Santiago, Simal, Patricia,
Ximenez Carrillo, Alvaro, Antonio Egido, Jose, Vivan-
cos, Jose. Management of Large Vessel Occlusion

Stroke Related to Infective Endocarditis: Is Me-
chanical Thrombectomy a Safe Option?. | Stroke
Cerebrovasc Dis 29 (11); 105248-105248. 2020.
PMID: 33066888. IF: 1,787. DOI: 10.1016/j jstroke-
cerebrovasdis.2020.105248.

Gonzalez-Martinez, Alicia, Quintas, Sonia, Redon-
do, Nuria, Casado-Fernandez, Laura, Vivancos
Jose. Sporadic Creutzfeldt-Jakob disease with

tau pathology mimicking new-onset refractory
non-convulsive status epilepticus: Case report
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and review of the literature. Eur ] Neurol 28 (4):
1385-1391. 2020. PMID: 33135248. IF: 4,516.
DO 10.1111/ene. 14624,

Cristina, Tejera-Parrado, Pablo, Mir, Teresa, Perinan
Maria, Lydia, Vela-Desojo, Irene, Abreu-Rodriguez,
Araceli, Alonso-Canovas, Inmaculada, Bernal-Ber-
nal, Marta, Bonilla-Toribio, Dolores, Buiza-Rueda,
Jose, Catalan-Alonso Maria, Rocio, Garcia-Ramos,
Jose, Garcia-Ruiz Pedro, Ismael, Huertas-Fernan-
dez, Silvia, Jesus, Labrador, Miguel A-Espinosa, Lyd-
ia, Lopez-Manzanares, Carlos, Martinez-Castrillo
Juan, Posada, Ignacio J., Ana, Rojo-Sebastian, Cris-
tina, Ruiz-Huete, Javier, Del Val, Gomez-Garre, Pilar.
A genetic analysis of a Spanish population with

. — | — —

early onset Parkinson's disease. PLoS One 15 (9). 'y v i gy
2020. PMID: 32870915. IF: 2,740, DOL: 10.1371/ _ TRy
journal.pone.0238098. _ e
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Barrero F  Mallada-Frechin J, Martinez-Ginés

ML, Marzo ME, Meca-Lallana V, Izquierdo G, Ara _ - i p——
JR, Oreja-Guevara C, Meca-Lallana J, Forero L, ':"_":
Sanchez-Vera |, Moreno MJ, in representation of the p FF BT —

MS NEXT study investigators. Spanish real-world
experience with fingolimod in relapsing-remit-
ting multiple sclerosis patients: MS NEXT study.
PL0oS One 15 (4). 2020. PMID: 32240213, IF: 2,740.
DOl 10.1371/journal.pone.0230846.

Gonzalez-Martinez, Alicia, Quintas, Sonia, Celdran
Vivancos, Diego, Cebrian, Jose, Vivancos, Jose. Diag-
nosis of Syphilitic Bilateral Papillitis Mimicking
Papilloedema. Emerg Infect Dis 26 (1): 171-173.
2020. PMID: 31855531. IF: 6,259. DOI: 10.3201/
eid2601.191122.

Alpuente A, Gallardo V), Torres-Ferrds M, San-
tos-Lasaosa S, Guerrero A, Lainez M, Viguera |,
Gago-Veiga A, Irimia P, Del Rio MS, Pozo-Rosich
P. Evaluation of the concomitant use of oral
preventive treatments and Onabotulinumtoxi-
nA in chronic migraine: the PREVENBOX study.
Eur J Neurol 27 (10): 2102-2108. 2020. PMID:
32421912, IF: 4,516. DOI: 10.1111/ene. 14331.

Santos-Garcia, Diego, De Deus, Fonticaba T, Cores,
Bartolome C, Valdes, Aymerich L, Suarez, Castro E,,
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Aneiros, Angel, Jesus, Silvia, Aguilar, Miquel, Pastar,
Pau, Planellas, Lluis, Cosgaya, Marina, Garcia, Cal-
dente J., Caballol, Nuria, Legarda, Ines, Hernandez,
Vara J, Cabo, Iria, Lopez, Manzanares L., Gonzalez,
Aramburu [, Avila, Rivera M. A, Jose, Catalan M,
Nogueira, Victor, Puente, Victor, Garcia, Moreno J. M.,
Borrue, Carmen, Solano, Vila B, Alvarez, Sauco M,
Vela, Lydia, Escalante, Sonia, Cubo, Esther, Carrillo,
Padilla F, Martinez, Castrillo J. C,, Sanchez, Alonso
P, Alonso, Losada M. G, Lopez, Ariztegui N., Gaston,
Itziar, Kulisevsky, Jaime, Blazquez, Estrada M., Sei-
jo, Manuel, Ruiz, Martinez J., Valero, Caridad, Kurtis,
Monica, de Fabregues-Boixar, Oriol, Gonzalez, Ar-
dura J., Prieto, Jurczynska C., Lopez, Diaz L., McAfee,
Darrian, Mir, Pablo, COPPADIS Study Grp. Mood in
Parkinson's disease: From early- to late-stage
disease. Int ] Geriatr Psychiatry 36 (5): 627-646.
2020. PMID: 33169885. IF: 2,675. DOI: 10.1002/
gps.5461.

Santos-Garcia D, de Deus Fonticoba T, Suarez Cas-
tro E, Aneiros Diaz A, McAfee D, Catalan MJ, Alon-
so-Frech F, Villanueva C, Jests S, Mir P, Aguilar M,
Pastor P, Garcia Caldentey J, Esltelrich Peyret E,
Planellas LL, Marti MJ, Caballol N, Hernandez Vara J,
Marti Andrés G, Cabo |, Avila Rivera MA, Lopez Man-
zanares L, Redondo N, Martinez-Martin P, COP-
PADIS Study Group. Non-motor symptoms burden
is strongly correlated to motor complications in
Parkinson’s disease patients. Eur ] Neurol 27 (7).
1210-1223. 2020. PMID: 32181979. IF: 4,516,
DO 10.1111/ene. 14221,

Munarriz, Pablo M., Barcena, Eduardo, Alen, Jose
F, Castano-Leon, Ana M, Paredes, Igor, More-
no-Gomez, Luis Miguel, Garcia-Perez, Daniel,
Jimenez-Roldan, Luis, Gomez, Pedro A, Lagares,
Alfonso. Reliability and accuracy assessment
of morphometric measurements obtained with
software for three-dimensional reconstruction
of brain aneurysms relative to cerebral angiog-
raphy measures. INTERV NEURORADIOL 27 (2):
191-199. 2020. PMID: 32996346. IF: 1,479. DOI:
10.1177/1591019920961588.
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ria, Thuissard, Israel, Sainz de la Maza, Susana,
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Yolanda, Dimethyl Fumarate Study Grp. Three-Year
Effectiveness of Dimethyl Fumarate in Multiple
Sclerosis: A Prospective Multicenter Real-World
Study. CNS DRUGS 34 (12): 1275-1286. 2020.
PMID: 33226562. IF: 4,786. DOI: 10.1007/540263-
020-00775-9.
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M. C, Trillo, S, Vera-Lechuga, R., Vivancos-Mora, |,
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to intravenous thrombolysis in prehospital triage
of thrombectomy candidates. Eur ] Neurol 27 (12):
2439-2445. 2020. PMID: 32638466. IF: 4,516
DOL 10.1111/ene. 14429,

Trillo S, Ramos MC, Aguirre C, Caniego JL, Barcena
E, Bashir S, Zapata-Wainberg G, Alcantara-Mi-
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J. Assessment of Collateral Circulation Using Per-
fusion CT in Middle Cerebral Artery Thrombec-
tomy-Treated Patients. ] Stroke Cerebrovasc Dis
29 (7): 104805-104805. 2020. PMID: 32334917,
IF 1,787. DOl
dis.2020.104805.
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Trends in Intracerebral Hemorrhage Associated
with Oral Anticoagulation and Its Risks Factors
in Spain from 2008 to 2015. FEUR NEUROL 84
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Head of laboratory »

Gonzalez Alvaro, Isidoro

Group members »

Alvaro-Gracia Alvaro, José Maria

Castafeda Sanz, Santos

Garcia de Vicuiia Pinedo, Rosario
Garcia Vadillo, Jesis Alberto

Gomez Leon, Maria de las Nieves
Llorente Cubas, Irene Maria
Montes Casado, Nuria

Ortiz Garcia, Ana Maria

Rodriguez Garcia, Sebastian de la Cruz
Tomero Muriel, Eva Gloria

Triguero Martinez, Ana

Uriarte Ecenarro, Miren

Velasco Ripoll, Teresa

Vicente Rabaneda, Esther Francisca

Research interest »

The main goal for our group is personalized med-
icine in the field of autoimmune/inflammatory
rheumatic disorders (mainly rheumatoid arthritis,
spondyloarthritis, systemic lupus erythematous,
giant cell arteritis and scleroderma). Our efforts
are focused on providing new knowledge about
two unmet needs for rheumatologists: severity
biomarkers and predictors of response ta disease
modifying anti-rheumatic drugs, either synthet-
ic or biological. For the last five years, to achieve
these objectives, we have consolidated our col-
laborations both at a local level in our Institute
and at national level.

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 Carlos Il {ISCII). This
is a project that intends to deepen in personal-
ized medicine in the field of biological therapies
for immune mediated inflammatory diseases.
Although the project will end in 2018, our group
will continue including patients in the IIS-IP Bio-
bank, and we will expand the sample collection to
JAK-inhibitors.

On the ather hand, we maintain an intense col-
laborative effort with groups of the Network of
Inflammation and Rheumatic Diseases (RIER),
which belongs to the RETICS program of the ISCI-
Il. Our research has mainly focused on the detec-
tion of prognostic and cardiovascular risk factors
in rheumatoid arthritis, as well as the study of
security aspects in biological therapies. During
the las two years, and especially during 2020, we
have collaborated with Dr Amaya Puig Kroguer to
deepen in the understanding of their mechanism
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of action, resulting in the possible development
of efficient biomarkers to predict response to
these drugs. In addition, many other rheuma-
tologic diseases such as scleroderma, systemic
lupus erythematosus, systemic vasculitis, oste-
oporasis, and osteoarthritis, are objectives of our
research work. As a result of the intense activi-
ty of the group, some of its members have been
called to participate in the elaboration of several
documents establishing consensus guidelines for
the rational use of biological therapies or imaging
technigues in which the establishment of prop-
er cost/benefit ratio is of great importance in the
current economic situation.

Obviously, the COVID-19 outbreak has condi-
tioned the research of our group and several
members have been involved in collaborative ef-
forts with many other groups of IIS-IP and other
Institutions, such as Universidad Complutense
de Madrid and Centro Nacional de Biotecnologia,
to develop different research lines that have led
not only to several publications, but also to inter-
esting observations. Results from these studies
have helped to select patients that can bene-
fit most from being treated with IL-6 receptor
blockade, or have established the relevance of
detecting SARS-Cov-2 viremia in serum samples
as a predictor of severity. This information has
been already transmitted to physicians involved
in treating COVID-19 patients, allowing to im-
prove the management of these patients.

For the next years, our efforts will continue to
focus on discovering new biomarkers that may
allow to more efficiently treat patients with im-
mune mediated inflammatory disorders. In ad-
dition, we will also focus on how to improve
response to COVID-19 vaccination in a popula-
tion (patients treated with immune-modulatory
drugs) that usually presents a decreased re-
sponse to vaccines.

Major grants »

= Gonzalez Alvaro, Isidoro. Red de Inflamacion y En-
fermedades Reumaticas (RIER). RD16/0012/0011.
ISCIII. 2017-2021.

» Castaneda Sanz, Santos. New approaches to rare
respiratory orphan fibrotic diseases with locally ad-
ministered targeted nanaoparticles. AC17/00027.
ISCIII. 2018-2020.

» Gonzalez Alvaro, Isidoro. Prediccién en la evolu-
cion de la Artritis Reumatoide mediante técnicas
de "machine learning" PI18/00371. ISCIIl. 2019~
2027,

» Castaneda Sanz, Santos. START: Molecular strati-
fication of patients with giant cell arteritis to tailor
glucocorticoid and tocilizumab therapy. FOREUM.
2018-2020.

Granted 2020:

» Gonzalez Alvaro, Isidoro / Mufioz Calleja, Cecilia.
Dinamica de la respuesta inmunitaria como pre-

dictor del curso evolutivo de la enfermedad COV-
ID-19. Implicaciones para la toma de decisiones
terapéuticas. REINMUN-COVID. Subvencion COV-
ID Comunidad de Madrid. 2020.
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The investigation activity of the Group at present
and for the following vears is focused on:

1) Immune-mediated inflammatary diseases (IMID),
particularly including psariasis, 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
. l growing knowledge on the etiopathogenesis of these

= k d diseases and the marked improvement in their man-
agement represented by biologic therapy, markers of

the severity of the disease or ta predict whether pa-

tients will be refractory to treatment are lacking. We

are searching for new predictive biomarkers of IMID

Daudén Tello, Esteban severity and responsiveness to biologics; b) Gene Ex-
pression Profile in patients with IMIDs ¢) Epigenetic
biomarkers as predictors of therapeutic respanse to
biologic drugs in psoriasis; d) Immunoregulatory mol-

ecules and their therapeutic potential. We investigate
Group members } the possible role of GADD45, ICOSL, TSP-1, and ga-
lectins in the immunaopathogenesis of psoriasis, and

the possibility of finding new therapeutic targets for
the treatment of this disease; e) Survival analysis

— Aragiiés Montaiies, Maximiliano of conventional systemic therapies and biologics in
— de Argila Fernandez-Duran, Diego psoriasis; f) Identification of Copy-Number Variants
— Fraga Fernandez, Javier associated with the risk of developing psoriasis and
— Freih Fraih, Alwalid psoriatic arthritis, using a genome-wide analysis
— Garcia Garcia, Maria Carmen approach; g) Study of optimization strategies (dose
— Gomez Gago, Maria Jesis reduction, increase of the administration interval) in
— Llamas Velasco, Maria del Mar the treatment of moderate-to-severe psoriasis with
— Muhoz Hernandez, Patricia systemic agents: h) Regulation of CXCL12 and RAP-
— Sanchez Pérez, Abilio Javier TOR by novel miRNAs and their rale during the in-

flammatory process in Psoriasis: 1) Integrative study
of systemic inflammation in chronic inflammatory
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skin diseases and its association with cardiovascular
disease.

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

3) Connective Tissue Diseases. Determination of
the assaciation of myaositis-specific autoantibodies
and myositis-associated autoantibodies with clini-
cally amyopathic dermatomyositis.

4) Photobiology. Studies on epidemiology, clinical
phenotypes, and photobiology of salar urticaria.
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— Casanova Gonzalez, Maria José
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— Jaén Calvo, Cristina

— Marin Gomez, Alicia Carmen
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— Ortega Moreno, Lorena

— Pérez Nyssen, Olga Raquel

Research interest »

The Gastrointestinal Inflammatary Diseases Group
focuses mainly on the understanding and man-
agement of Inflammatory Bowel Disease and Hel-
icabacter pylori infection. The Group's Clinical and
epidemiological research area is specialized in coor-
dinating large-scale collaborative networks of gas-
troenterologists from more than 100 Spanish and
250 European hospitals.

The Translational research area leads multiple pro-
jects in collaboration with several Services at La
Princesa University Hospital (Immunology, Pathol-
ogy, Microbiology, Clinical Pharmacology, Pharmacy,
Rheumatology, Dermatology, Neurology, etc.), Or-
ganic Chemistry Department at the Complutense
University, Cooperative Biosciences Research
Centre from Euskadi (CIC BioGUNE), the Galician
Genomics Foundation, the National Center for Car-
diovascular Research (CNIC), the National Center for
Oncology Research (CNIO), 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). Internationally, the group leads
projects with the National Institutes of Health of
US.A. (US. N.I.H) and the Karolinska Institute (Swe-
den) and has collaborative projects and interactions
with the Imperial College London & St Mark’s Insti-
tute (UK), the University of Manchester (UK) and the
University of Lund (Sweden).

Finally, the Group is strongly oriented to the
transference to society and the scientific commu-
nity, founding several programs for the advance-
ment of biomedical research and evidence-based
clinical practice. The Group has promoted multi-
ple collabaration agreements between: 1) Na-
tional scientific societies: Asociacion Espanola
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de Gastroenterologia (AEG), Grupo Espanal de
Trabajo en Enfermedad de Crohn vy Colitis Ulcer-
osa (GETECCU), Sociedad Esparola de Gastro-
enterologia, Hepatologia y Nutricion Pediatrica
(SEGHNP), Sociedad Espanola de Medicina de Fa-
milia v Comunitaria (SEMFyC), Sociedad Espanola
de Médicas de Atencion Primaria (SEMERGEN),
Sociedad Espanola de Médicos Generales y de
Familia (SEMG); 2) International scientific socie-
ties: European Helicobacter and Microbiota Study
Group (EHMSG), European Crohn’s and Calitis Or-
ganisation (ECCO), European Society for Primary
Care Gastroenterology (ESPCG); 3) Institutions:
Centro de Investigacion Biomeédica en Red de En-
fermedades Hepaticas y Digestivas (CIBEREHD),
Universidad Auténoma de Madrid (UAM), Vander-
bilt University; 4) Patient advocacy groups; and 5)
The private sector.

Prominent lines
1. Inflammatory Bowel Disease (IBD)
1.1. Clinical Investigation in IBD

Coordination and participation in numerous (mare
than 20) clinical trials and studies in different phas-
es, with the participation of many (>100) centers;
the most outstanding anes are mentioned below:

» Direction and coordination of the "Comprehensive
study of mechanisms underlying inflammatory
bowel disease: a multi-omic approach of a newly
diagnosed cohort" (P119/01034), with 15 partici-
pating centers.

» Direction and coordination of the "Epidemiologi-
cal study of the incidence of inflammatory bowel
disease in Spain” (P-FIS, FI17/00143), with mare
than 100 participating centers.

» Direction and coordination of the clinical trial
"Identification of predictive biomarkers for re-
sponse to biologic therapies in inflammatary
bowel disease by proteomic and mass cytometry
approaches" (P-FISPI18/00622), with 19 partic-
ipating centers.

s Direction and coordination of the clinical tri-
"Withdrawal
patients with inflammatory bowel disease: Mul-

a of anti-TNF  treatment in
ticenter, prospective and randomized clinical trial"
(P-FIS15/00560), with 50 participating centers.

» Direction and coordination of the "Prospective and
multicenter study on the epidemiology and "omic”
characteristics of newly diagnosed inflammatory
bawel disease in Spain” (FIS16 /01296), with 17
participating centers.

» Direction and coordination of the national Spanish
registry DUMBQO: "Safety of inflammatory bowel
disease drugs during pregnancy and breastfeed-
ing: mothers and babies' outcomes" (Independent
Clinical Research Program, 1C19/00083), with 60
participating centers. Co-sponsared by Agencia
Espanola de Medicamentos vy Productos Sanitar-
ios (AEMPS).

» Coordination of the "Spanish Registry of Crohn's
Disease and Ulcerative Colitis" (ENEIDA).

» Direction and coordination of the SUSTAIN study:
"Effectiveness and tolerability of ustekinumab in
clinical practice in patients with active Crohn's dis-
ease".

= Spanish coordination of the multicenter study "lb-
dCAncer and seRious infections in Europe: I-CARE"
Endorsed by GETECCU and GETAID. 2015-2022.

» Coordination of the study "A Post-Authorization
Safety Study of Golimumab in Ulcerative Colitis
Using the Spanish ENEIDA Registry" At the re-
quest of the European Medicine's Agency (EMA).
Endorsed by GETECCU. 2015-2022.

= Coordination of the multicenter international
study "An Active Surveillance, Post-Authorisation
Study to Characterize the Safety of Tofacitinib in
Patients with Moderately to Severely Active Ul-
cerative Colitis in the Post-Approval Setting Using
Data from UR-CARE database" At the request of
the European Medicine's Agency (EMA). Endorsed
by GETECCU and GETAID. 2019-2023.
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» Member of the International Steering Committee of
the UR-CARE platform (United Registries of Clinical
Assessment and Research). Endarsed by ECCO.

1.2. Biologic agents in IBD

» dentification of predictive markers of response to
different biological agents.

» Correlation between anti-TNF levels and response
to treatment.

» Effectiveness of new biological drugs for IBD
treatment in clinical practice.

» Safety of biologic agents in IBD.

= Outcomes after switching to biosimilar agents in
IBD patients.

= Comprehensive understanding of the mecha-
nisms of action and modulatory effects of biologi-

cal agents to treat IBD

1.3. Multi-omic approach for the study of
IBD mechanisms

» Proteomic characterization of extracellular vesi-
cles in IBD patients.

» [dentification and validation of new biomarkers
based on proteome of extracellular vesicles.

» Metabolomic characterization of newly-diag-
nosed IBD patients.

» Proteomic characterization of involved intestinal
tissue in newly-diagnosed IBD patients.

1.4 Immunity in IBD
= \Vaccination optimization in IBD patients.

» Immunological alterations after Hepatitis B virus
(HBV) vaccination.

» Predictive variables of HBV vaccination response.

[AREA 3 /ADVANCED THERAPIES AND INDIVIDUALIZED

» Mechanisms of antibody production against an-
ti-TNF treatments, and their relation with treat-
ment response.

» Characterization of intestinal dendritic cells
and macrophages, and their circulating pre-
cursors, in IBD patients with different affected
tissues

» [dentification of the mechanisms mediating the
recruitment of circulating dendritic cells and
monacyte subsets towards the inflamed mucosa
in IBD patients.

»Study on the phenotype and distribution of B
lymphocytes and plasma cells throughout the
intestine, and characterization of their circulating
precursors, in IBD patients.

= [dentification and characterization of novel bio-
active peptides secreted by the commensal mi-
crobiota and derived from dietary proteins with
immunomodulatory properties over the intestinal
mucosa in IBD patients.

1.5. New diagnostic methods

» Genetic/Pharmacogenetics  and  individualized
medicine in 1BD.

» Improved diagnosis of concomitant diseases in
IBD.

» Characterization of the homing profile of circulat-
ing dendritic cells and monocyte subsets as novel

biomarkers in IBD.

» Circulating antibodies against microbiota peptides
as novel biomarkers in 1BD.

1.6. New therapies

» [dentification of new therapeutic targets in IBD
(PSGL-1, MT1-MMP, IFG-1, ERB, CB1 and CB2).

» LncRNA from colon biopsies and plasma-derived
EVs as markers of 1BD.
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2. H. pylori infection

» Implementation Science and evaluation of clinical
practice: evidence based recommendations on
real routine practice.

» Gastroenterology: International coordination of
the European Registry on H. pylori management, a
prospective study of clinical practice including 250
haspitals of 29 Eurapean countries.

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

» Prevalence, transmission, resistance, and soci-
osanitary factors of infection.

« Effect of eradication treatment on intestinal mi-
crobiota.

» /alidation of new diagnostic methaods.

»In situ and in vivo detection and treatment with
multifunctional nanomaterials.

3. Eosinophilic Esophagitis

» Analysis of the changes in both gene and protein
expression in esophageal biopsies of adult pa-
tients with eosinaphilic esophagitis (EoE) com-
pared with healthy subjects.

» Selection of candidate markers related to the pres-
ence of the disease or inflammatory and fibrotic ac-
tivity, as well as predicting response to treatments.

» Analysis of esophageal compliance measured by
Endoflip® system, and differences compared to
healthy subjects.

4. AEG-REDCap Platform

= Direction and coordination of the Online Platform
for collaborative Research AEG-REDCap with
over 70 projects and >1,500 researchers from 45
countries.

» Management of the AEG-REDCap Strategic Line
at CIBERend.

Major grants »

= Pérez Gisbert, Javier. Identificacién de biomarca-
dores de respuesta al tratamiento con farmacos
bioldgicos en la enfermedad inflamatoria intestinal
mediante abordaje protedmico v de citometria de
masas P118/00622. ISCIIl. 2019-2021.

» Chaparro Sanchez, Maria. Comprehensive study of
mechanisms underlying inflammatory bowel dis-
ease: a multi-omic approach of a newly diagnosed
cohort. PI19/01034. ISCIII. 2020-2022.

» Chaparro Sanchez, Maria. Seguridad de los trata-
mientos para la enfermedad inflamatoria intes-
tinal durante el embarazo vy la lactancia: Impacto
en las madres y en los ninos (Registro Dumbo)
IC119/00083. ISCIIl. 2020.

= Pérez Gisbert, Javier. Predictive biomarkers for re-
sponse to JAK-inhibitors and biologic therapies in
ulcerative colitis by a multi-omic approach. Pfizer.
2015-2023.

Publications (48) »

Gisbert JP, Chaparro M. Predictors of primary re-

sponse to biologic treatment (anti-TNF, ved-
olizumab and ustekinumab) in patients with
inflammatory bowel disease: from basic science
to clinical practice. ] Crohns Colitis 14 (5): 694-709.
2020. PMID: 31777929. IF: 8,658. DOI: 10.1093/
ecco-jcc/jjz195.

Fernandez-Tome, Samuel, Xu, Fei, Han, Yanhui, Her-
nandez-Ledesma, Blanca, Xiao, Hang. Inhibitory
Effects of Peptide Lunasin in Colorectal Cancer
HCT-116 Cells and Their Tumorsphere-Derived
Subpopulation. Int | Mol Sci 21 (2). 2020. PMID:
31947688, IF: 4,556. DOI: 10.3390/jms21020537.
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Casanova Gonzalez, Maria José, Chaparro M, Min-
guez M, Ricart E, Taxanera C, Garcia-Lopez S, Guar-
diola J, Lopez-San Roman A, Iglesias E, Beltran B,
Sicilia B, Vera MI, Hinojosa J, Riestra S, Domenech E,
Calvet X, Pérez-Calle JL, Martin-Arranz MD, Aldeguer
X, Rivera M, Monfort D, Barrio J, Esteve M, Marquez
L, Lorente R, Garcia-Planella E, de Castro L, Bermejo
F, Merino O, Rodriguez-Pérez A, Martinez-Montiel
P, Van Domselaar M, Alcain G, Dominguez-Cajal
M, Muroz C, Gomollén F, Fernandez-Salazar L,
Garcia-Sepulcre MF, Rodriguez-Lago |, Gutiérrez A,
Arguelles-Arias F, Rodriguez C, Rodriguez GE, Bu-
jandal, Llag J, Varela P, Ramos L, Huguet JM, Almela
P Romero P, Navarro-Llavat M, Abad A, Ramirez-de
la Piscina P, Lucendo AJ, Sesé E, Madrigal RE, Charro
M, Garcia-Herola A, Pajares R, Khorrami S, Gisbert
|P. Effectiveness and Safety of the Sequential Use
of a Second and Third Anti-TNF Agent in Patients
With Inflammatory Bowel Disease: Results From
the Eneida Registry. Inflamm Bowel Dis 26 (4):
606-616. 2020. PMID: 31504569. IF: 4,261. DOI:
10.1093/ibd/izz192.

Chaparro M, Guerra |, Iborra M, Cabriada JL, Bujan-
da L, Taxonera C, Garcia-Sanchez V, Marin-Jiménez
|, Barreiro-de Acosta M, Vera |, Martin-Arranz MD,
Hernandez-Breijo B, Mesanero F, Sempere L, Go-
mollon F, Hinojosa J, Bermejo F, Beltran B, Rodriguez
Pescador A, Banales JM, Olivares D, Aguilar-Melero
P, Menchen L, Ferreiro-Iglesias R, Blazquez Gomez
|, Benftez Garcia B, Guijarro LG, Marin A, Bernardo D,
Gisbert JP, PREDICROHN Study Group from GETEC-
CU. Usefulness of monitoring antitumor necrosis
factor serum levels during the induction phase in
patients with Crohn's disease. Fur ] Gastroenterol
Hepatol 32 (5): 588-596. 2020. PMID: 32251204
IF:2,251.D0I: 10.1097/MEG.0000000000001706.

Esteban, Sergio, Clemente, Cristing, Koziol, Agniesz-
ka, Gonzalo, Pilar, Rius, Cristina, Martinez, Fernando,
Linares, Pablo M., Chaparro, Maria, Urzainqui, Ana,
Andres, Vicente, Seiki, Motoharu, Gisbert, Javier P,
Arroyo, Alicia G. Endothelial MT1-MMP targeting
limits intussusceptive angiogenesis and colitis
via TSP1/nitric oxide axis. EMBO Mol Med 12 (2).
2020. PMID: 31793743, IF: 8821. DOI: 10.15252/
emmm.201910862.
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Harvey-Bradshaw Index Adapted to a Mobile Ap-
plication Compared with In-Clinic Assessment:
The MediCrohn Study. Telemed | E Health 26 (1):
80-88. 2020. PMID: 30848700. IF: 1,931. DOI
10.1089/tmj}.2018.0264.

Vale Rodrigues R, Sladek M, Katsanos K, van der
Woude CJ, Wei J, Vavricka SR, Teich N, Ellul P, Sava-
rino E, Chaparro M, Beaton D, Oliveira AM, Fragaki
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investigators. Diagnosis and outcome of oesoph-
ageal Crohn's disease. ] Crohns Colitis 14 (5):
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10.1093/ecco-jcc/jjz201.

Fiorino G, Lytras T, Younge L, Fidalgo C, Coenen S,
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J, Campmans-Kuijpers M, de Ridder L, Dignass A,
Drohan C, Feakins R, Gilardi D, Grosek J, GroR E, Hart
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Aguado Bueno, Beatriz

Bautista Sirvent, Francisco José

Castillo Sanz, Andrés Gaspar
Colmenero Blanco, Isabel
Diaz Pérez, Miguel Angel
Galvez de la Villa, Eva
Gomez Garcia, Ana Maria
Gonzalez Murillo, Africa
Gonzalez Vicent, Marta
lzquierdo Delgado, Elisa Pilar
Lassaletta Atienza, Alvaro
Ramirez Orellana, Manuel
de Rojas de Pablo, Teresa
Sebastian Pérez, Elena
Sevilla Navarro, Julian
Vicuha Andrés, Isabel

Although more than half of children diagnosed with
cancer survive, yet cancer remains the leading cause
of death by disease in children under 14 vears. The
reality for patients with metastasis at diagnosis or
those who have genetic markers of poor prognosis
or in cases of relapsed / refractory tumors, is very
negative. Therefore, new treatment options are
much needed to bail out all these patients. Our in-
terest is trying to develop treatment strategies for
children with poor prognosis, based on strategies of
immunotherapy against cancer.

We propose to develop treatment strategies for chil-
dren with malignant tumors of poor prognosis, based
on the use of immune cells, able to attack and kill the
cancer cells. This is a project that has both a clinical
aspect and a predlinical one, and which is oriented
both towards hematological malignancies and solid
tumors. For children with leukemia, we aim to eval-
uate the administration of NK cells from the donor 1
month after receiving a haploidentical transplantation.
Our current experience has allowed us to identify that
the reconstitution of an insufficient number of NK cells
1 month after transplant is a factor significantly as-
sociated with leukemic relapse, so that administration
of NK cells in this group of children may increase the
clinical benefit of transplantation. In the case of solid
tumors, we aim at evaluating a treatment that is not
experienced in childhood cancer, but it has proven an-
titumor capacity especially in melanomas. Itis the use
of tumor infiltrating lymphocytes (TILs) as an anti-tu-
mor therapy. This clinical investigation plan is accom-
panied by a parallel experimental research plan, which
aims to prepare a product of cellular immunotherapy
able to overcome the barriers imposed by the tumor
on the effector cells, known as talerance. Of the vari-
ous mechanisms known to produce tolerance, we will
begin to address the soluble molecules that induce a
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decrease in the cytotoxic capacity of both NK cells and
TlLs. We aim at making effector cells resistant to the
action of these immunoregulatory molecules, and also
setting up protocals that may have immediate clinical
translation. These strategies of cell manipulation want
to be a proof of concept, and therefare will be evaluat-
ed in preclinical models, serving as a "master protocol”
to apply to other known molecules or from which new
knowledge is generated. The results should serve for
the design of new clinical trials for the continuation of
the project.

The team is a multidisciplinary group, with proven
experience in the diagnosis and treatment of child-
hood cancer, and in developing research projects in
advanced therapies applied to refractory pediatric
cancer, and the development of clinical trials in pedi-
atric oncology. It also has all the technical means and
infrastructure for the development of the project,
ensuring their implementation to the patients who
tries to deal with potential impact for all children Ad-
vanced therapies and individualized medicine being
treated in any of the pediatric oncology units in Spain.

The group is focused in:

Pediatric Oncology. Immunotherapies strategies:
1. Celyvir.

2. Nanoimmune medicine.

3. Adoptive Celular Immunotherapy. Tumor-infiltrat-
ing lymphocytes (TILs).

4, Childhood leukemias.

5. Haematopoietic progenitor cell transplantation.

Major grants »

» Madero Lopez, Luis. Ensayo clinico fase Il de CELY-
VIR en combinacion con quimioterapia para ninos
y adolescentes con tumores solidos refractarios o
en recaida. PI17/02105. ISClIl. 2018-2020.
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»Sevilla Navarro, Julian. AVANCELL-CM: Terapias
avanzadas de precision en regeneracion v repa-
racion celular y tisular. B2017/BMD-3692. Comu-
nidad de Madrid. 2018-2021.

= Galvez de la Villa, Eva. Hacia la personalizacion
de la profilaxis de la trombosis venosa profun-
da en pacientes pediatricos afectos de leucemia
linfoblastica aguda: uso de test de generacion de
trombina. PI17/00356. ISCIIl. 2018-2020.

= Lassaletta Atienza, Alvaro. Ejercicio como tera-

pia coadyuvante en cancer pediatrico (tumores
solidos): Del laboratorio a la clinica. Parte 2: Ejer-
cicio en Meduloblastoma (ensayo clinico durante
tratamiento de radioterapia). P118/00469. ISCIII.
2019-2021.

»Sevilla Navarro, Julian. Efecto del agonista no
peptidico del receptar de trombopoyetina (Eltrom-
bapag) en la hematopoyesis de los pacientes con
Anemia de Fanconi. PI19/00782. ISCIIl. 2020~
2022,

= Ramirez Orellana, Manuel. Combination of nano-
medicine and immunotherapy for the treatment of
neuroblastoma. P119/01758. ISCIIl. 2020-2022.

Granted 2020:

= Ramirez Orellana, Manuel. Phase | trial to assess
the safety and clinical response of intra-arterial
infusion of repeated doses of autologous mes-
enchymal cells in children and adolescents with
autoimmune refractory epilepsies. 1C120/00120.
ISCIII. 2021-2024.

= Bautista Sirvent, Francisco José. Identificacion
de biomarcadores inmunes para el desarrollo de
nuevas terapias en osteosarcoma pediatrico. Fun-
dacion José Maria Buesa. 2020.

sRamirez Orellana, Manuel. Identification and
functional analyses of germline and somatic mu-
tations predisposing children in Spain to acute
lymphoblastic leukemia. CUNINA. Fundacion uno
entre Cienmil. 2020-2022.
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Steegmann Olmedillas, Juan Luis

Group members »

— Alegre Amor, Adrian

— Arranz Munoz, Eva Maria

— Arranz Saez, Maria Reyes

— Benzo Callejo, Gonzalo

— Cannata Ortiz, Maria Jimena
— Figuera Alvarez, Angela

— Garcia-Noblejas Moya, Ana Maria

— GOmez Garcia de Soria, Valle

— Jiménez Brana, Jimena

— Loscertales Pueyo, Javier

— Sanz de Benito, Maria I:\ngeles

The Group of Advanced Therapies in Oncohematol-
ogy of the Research Institute of the Hospital de Ia
Princesa has the mission of pramoting clinical, epi-
demiological and translational research in hemato-
logic malignancies.

The scape of the group is broad, reflecting the varie-
gate nature of each member's interests, and spans
from genetic studies to the commitment in the de-
velopment 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.

» 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
Spanish IP of the European Leukemia Net EUTOS pro-
jects, in epidemiological studies and good clinical prac-
tice recommendations. Secandly, as president of the
Spanish CML group (GELMC), to foster clinical research
in this group. In the next 5 years, the targets are, on one
hand, to follow this path. We have constructed a mo-
bile app for 10S, Windows, and Android for exchanging
information between GELMC members.

On the other hand, locally, our aim is to establish
common projects which could caver all the hemato-
logic malignancies cared by our group. In this regard
the plan is to set studies of quality of life, comorbid-
ities, and pharmacology.
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Chromosomal translocations and gene muta-
tions are frequently associated with the etiolo-
gy 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 he-
matopoiesis through the recruitment of down-

stream effectors of cell proliferation and survival.
Recently, it has been reported that 10% of high
risk pediatric acute lymphaoblastic leukemia
(ALL) cases bear activated JAK2 mutations, and
could be potential candidates for JAK2 inhibitor
therapeutic intervention. Acute lymphoblastic
leukemia (ALL) is the most common neoplasm
in childhood and although most cases respand
to treatment, 20% relapse, shortening survival.
Therefore, we analyzed high risk ALL samples
with next generation sequencing (NGS) to deter-
mine the percentage of JAK-family receptor mu-
tations 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 in
B-cell ALL. Furthermore, for TYK2, we provide
evidence 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 deficiency in mouse increases the suscep-
tibility to develop Abelson-induced B lymphoid
leukemia/lymphoma linked to a diminished cy-
totoxic capacity of CD8+T, NK and NKT cells as
a consequence of IFN-gamma decreased pro-
duction. Taken together, these data suggest
that TYK2 deficiency in humans is clinically si-
lent, but could predispose to tumar formation,
and patients with leukemia might be a target
population in which TYK2 deficiency is enriched.
Given the importance of maintaining an accurate
immunological response for appropriate tumor
surveillance, and that those immune responses
are based on a functional JAK-dependent signal
transduction, knowing the role in this response
of the complex formed by cytokine receptors,
JAK proteins and their target genes is highly rel-
evant. In this sense, it is necessary ta know the
role of TYK2 in the immune system, both in in-
fection and neoplasia.

LINE 3.5 BIOLOGICAL, CELLULAR AND MOLECULAR MONITORING IN ONCOHEMATOLOGY



MEDICINE ]

9 Major grants ’

» Fernandez Ruiz, Elena. Effect of TYK2 deficiency in
B Cell function: impact in lymphopraliferative dis-
eases. P119/00096. ISCIII. 2020-2022.

Publications (1) »

Turrubiartes-Martinez, Edgar, Bodega-Mayar, Irene,
Delgado-Wicke, Pablo, Molina-Jimenez, Francisca,
Casigue-Aguirre, Diana, Gonzalez-Andrade, Martin,
Rapado, Inmaculada, Camos, Mireia, Diaz-de-He-
redia, Cristina, Barragan, Eva, Ramirez-Orellana,
Manuel, Aguado, Beatriz, Figuera, Angela, Marti-
nez-Lopez, Joaquin, Fernandez-Ruiz, Elena. TYK2
Variants in B-Acute Lymphoblastic Leukaemia.
Genes (Basel) 11 (12). 2020. PMID: 33260630. IF:
3,759. DOI: 10.3390/genes 11121434,

GROUP 46

Head of laboratory ’

Munoz Calleja, Cecilia

Group members »

— Cuesta Mateos, Carlos
— Pérez Garcia, Yaiza

Research interest »

Lymphocyte migration is invalved in the patho-
genesis of many diseases. Its control constitutes
a target for different forms of immunotherapy.
Conversely, other forms of immunotherapy can
affect lymphocyte migration, leading to sec-
ondary effects, either desirable or not. Chemok-
ines mediate recirculation of lymphocytes. The
chemoakine receptor CCR7 is involved in the
homing of lymphocytes through secondary
lymphoid organs and mediates the ganglionar
dissemination of lymphoid malignancies and in-
flammatory processes. CCR7 is highly expressed
on different lymphoid malignancies and several
proofs of concept have demonstrated the ther-
apeutic benefit of targeting either the molecule
or the downstream signaling.

Immune recavery after stem cell transplantation
is one of the most important factors condition-
ing the outcome of this therapeutic procedure
since it affects the incidence of infections, graft
versus host disease and relapse. However, lit-
tle is known about the association between the
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pattern of immune reconstitution of different

immune cells and overall survival.

Dasatinib is a tyrosin kinase inhibitor used for
the treatment of chronic myeloid leukemig,
which has immunomodulatory effects, includ-
ing a lymphocytosis occurring in maost patients
which has been associated to a better outcome
of the patients.

Our group aims at three objectives:
1. The efficacy of CCR7 immunotherapy.

We are testing humanized versions of anti-CCR7
antibodies to treat ex vivo different lymphoid
cancers, including B and T cell leukemias. We are
analyzing their cytolytic activity dependent on
complement or cells. Animal models of primary
human T cell leukemias or GVHD are being used
to evaluate the in vivo efficacy of targeting CCR7.

2. Identification of biomarkers of immune
reconstitution

In a cohort of 200 patients who were treated at
our hospital with an allogeneic stem cell trans-
plantation, we have measured different T cell
subsets including naive, stem-cell like memory,
central memory and effector memory, at differ-

[AREA 3 /ADVANCED THERAPIES AND INDIVIDUALIZED

ent time points (30, 60, 90, 180 and 360 days).
We are analyzing the association between the
proportions and absolute numbers of such T
subsets and different clinical variables like GVHD
and overall survival.

3. Characterization of the immunomodulatory
effects of dasatinib.

Intravital microscopy experiments are being per-
formed to address whether dasatinib has direct
effects in the adhesive and migratory abilities of
lymphocytes. Here, we follow the hypothesis that
adhesion and/or transmigration of lymphocytes
across the HEV barrier may be impaired after dasat-
inib treatment. We will also perform multiphoton in-
travital microscopy to examine luminal crawling and
transendothelial migration of purified T and B cells.

Major grants ’

« Munoz Calleja, Cecilia. Influencia de la recon-
stitucion inmunitaria en el resultado final del
trasplante de progenitores hematopoyéticos v
profundizacion en la patogénesis de la enferme-
dad de injerto contra huésped. PI18/01163. ISCIII.
2019-2021.

Granted 2020:

» Murioz Calleja, Cecilia/ Gonzalez Alvaro, Isidoro.
Dinamica de la respuesta inmunitaria como pre-
dictor del cursa evolutivo de la enfermedad COV-
ID-19. Implicaciones para la toma de decisiones
terapéuticas. REINMUN-COVID. Subvencion COV-
ID Comunidad de Madrid. 2020.
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Publications (6) '

Sanchez-Cerrillo, lldefonso, Landete, Pedro, Al-
dave, Beatriz, Sanchez-Alonso, Santiago, San-
chez-Azofra, Ana, Marcos-Jimenez, Ana, Avalos,
Elena, Alcaraz-Serna, Ana, de Los Santos, Igna-
cio, Mateu-Albero, Tamara, Esparcia, Laura, Lo-
pez-Sanz, Celia, Martinez-Fleta, Pedro, Gabrie,
Ligia, del Campo Guerola, Luciana, de la Fuente,
Hortensia, Calzada, Maria J, Gonzalez-Alvaro,
Isidoro, Alfranca, Arantzazu, Sanchez-Madrid,
Francisco, Munoz-Calleja, Cecilia, Soriano, Joan B.,
Ancachea, Julio, Martin-Gayo, Enrigue, REINMUN
COVID EDEPIMIC Grp. COVID-19 severity associ-
ates with pulmonary redistribution of CD1c(+)

DCs and inflammatory transitional and non-
classical monocytes. | Clin Invest 130 (12): 6290-
6300. 2020. PMID: 32784290. IF: 11,864. DQOL:
10.1172/)C1140335.

Cuesta-Mateos, Carlo, Fuentes, Patricia, Schrader,
Alexandra, Juarez-Sanchez, Raquel, Loscertales,
Javier, Mateu-Albero, Tamara, Vega-Piris, Lorena,
Espartero-Santos, Marina, Marcos-Jimenez, Ana,
Sanchez-Lopez, Blanca Andrea, Perez-Garcia, Yai-
za, Jungherz, Dennis, Oberbeck, Sebastian, Wahn-
schaffe, Linus, Kreutzman, Anna, Andersson, Emma
l, Mustjoki, Satu, Faber, Edgar, Urzainqui, Ana,
Fresno, Manuel, Stamatakis, Kostantino, Alfranca,
Arantzazu, Terron, Fernando, Herling, Marco, Toribio,
Maria Luisa, Munoz-Calleja, Cecilia. CCR7 as a nov-
el therapeutic target in t-cell PROLYMPHOCYTIC
leukemia. Biomark Res 8 (1): 54-54. 2020. PMID:
33110606. IF: 4,866. DOI: 10.1186/s40364-020-
00234-z.

Kim D, Park G, Huuhtanen J, Lundgren S, Khajuria
RK, Hurtado AM, Munoz-Calleja C, Cardenoso L,
Gomez-Gardia de Soria V, Chen-Liang TH, Eldfors S,
Ellonen P, Hannula S, Kankainen M, Bruck O, Kreutz-
man A, Salmenniemi U, Lonnberg T, Jerez A, Itala-

Remes M, Myllymaki M, Keranen MAI, Mustjoki S.
Somatic mTOR mutation in clonally expanded T
lymphocytes associated with chronic graft ver-
sus host disease. Nat Commun 11 (1): 2246-2246.
2020. PMID: 32382059. IF: 12,121. DOI: 10.1038/
s41467-020-16115-w.

Lopez-Pereira, Patricia, Sola Aparicio, Elena, Vicuna
Andres, Isabel, Camara Montejano, Carmen, Munoz
Calleja, Cecilia, Alegre Amar, Adrian, Aguado Bueno,
Beatriz. Retrospective comparison between COBE
SPECTRA and SPECTRA OPTIA apheresis systems
for hematopoietic progenitor cells collection
for autologous and allogeneic transplantation
in a single center. ] Clin Apher 35 (5): 453-459.
2020. PMID: 32798328. IF: 1,629. DOI: 10.1002/
jca.21826.

Cuesta-Mateos C, Portero-5ainz |, Garcia-Pey-
dro M, Alcain J, Fuentes P, Juarez-Sanchez R,
Pérez-Garcia Y, Mateu-Albero T, Diaz-Fernan-
dez P, Vega-Piris L, Sanchez-Lopez BA, Mar-
cos-Jiménez A, Cardenoso L, Gomez-Garcia de
Soria V, Toribio ML, Munoz-Calleja C. Evalua-
tion of therapeutic targeting of CCR7 in acute
graft-versus-host disease. Bone Marrow
Transplant 55 (10): 1935-1945. 2020. PMID:
32086495, IF: 4,725, DOl 10.1038/s41409-
020-0830-8.

Dominguez JM, Pérez-Chacon G, Guillen M,
Munoz-Alonsa MJ, Somovilla-Crespo B, Cibrian D,
Acosta-Iborra B, Adrados M, Munoz-Calleja C, Cue-
vas C, Sanchez-Madrid F, Avilés P, Zapata JM. CD13
as a new tumor target for antibody-drug conju-
gates: validation with the conjugate M1130110.
] Hematol Oncol 13 (1); 32-32. 2020. PMID:;
32264921.1F: 11,059. DOI: 10.1186/513045-020-
00865-7.
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Cardiovascular diseases represent the leading
cause of mortality in developed countries includ-
ing Spain. Coronary artery disease constitutes the

main disease burden for these patients and this
explains why major preventive, diagnostic and
therapeutic research efforts are being developed
to address this highly prevalent and challenging
clinical condition. Percutaneous coronary interven-
tion, with stent implantation, remains the mast
widely used method of revascularization in these
patients.

Our group pursues several lines of investigation.

"Stent failure" canstitutes our main research inter-
est. Stent failure includes both "in-stent resteno-
sis" and "stent thrombosis" Recently it has been
suggested that neoatherosclerosis might provide
an elusive link between these conditions. Spe-
Alfonso Manterola, Fernando cifically, we sought to assess the value on novel

generation drug-eluting stents in the treatment

of patients with different clinical and anatomic
: characteristics. We are also developing strategies

Group members o , ‘

to optimize stent implantation. In these regard,
head-to-head randomized clinical studies com-
paring different therapeutic devices are of major
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— Bastante Valiente, Teresa interest. In addition, we are deeply interested in the
— Benedicto Buendia, Amparo healing and vascular repair process after stent im-
— Cuesta Cuesta, Francisco Javier plantation. In this regard, a detailed assessment of
— Diez Villanueva, Pablo the target coronary segment using sophisticated
— Garcia Guimaraes, Marcos Manuel intracoronary imaging techniques (optical coher-
— Moreno Carriles, Rosa Maria ence tomography, intravascular ultrasound) and a
— Reyes Copa, Guillermo functional evaluation of the physiology of the ves-
— Reyes Garcia, Antonio sel wall (pressure wire and fractional flow reserve),
— Rivero Crespo, Fernando are of major value. These techniques unravel nov-
— Seidelberger, Bernhard el information on vessel healing, endothelization,
neointimal hyperplasia response, and may also

° disclose risk markers for stent thrombosis. We
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are leading multicenter controlled initiatives in our
country to establish the relative value of different
coronary interventions for patients suffering from
in-stent restenosis. Likewise, we are actively in-
volved in several international initiatives focused
on the dreadful problem of stent thrombosis.

On the other hand, new intracoronary diagnos-
tic techniques provide novel insights on the "vul-
nerable plaque" and may also help to understand
mechanisms implicated in the pathophysiology of
acute caronary syndromes and in coronary athero-
sclerasis progression and regression. In this regard,
our group is actively involved in research projects
on disease progression and in establishing further
criteria to define lesion severity.

The diagnasis and clinical management of pa-
tients with acute coronary syndrome represents
a major work-load of our daily clinical activity and,
therefore, also stimulates many of our research
projects. Different strategies are being evaluated
in patients with ST-segment elevation acute my-
ocardial infarction. This includes studies assessing
preventive strategies, diagnosis and management
initiatives in these patients.

New and potent antiplatelet and antithrombot-
ic drugs and lipid lowering agents are currently
available and we are studying their value in several
subsets of patients with caronary artery disease
requiring coronary revascularization or just medical
management.

Last but not least, structural heart disease is
another important evolving field. We are deeply
interested in defining the role of some emerg-
ing interventional technigues as transcatheter
aortic valve implantation in elderly patients with
severe aortic stenaosis and the value of other
new devices aiming to correct diverse structural
heart diseases.

Major grants »

= Rivero Crespo, Fernando / Alfonso Manterola, Fer-
nando. In vivo detection of activated coronary en-
dothelium using optical coherence tomography
(OCT) combined with functionalized optical contrast
nanocomposites. PI19/00565. ISCIIl. 2020-2022.

» Alfonso Manterola, Fernando. Modelo integral de
prediccion de fibrilacion auricular en pacientes con
ictus criptogenico. Sociedad Espanola de Cardi-
ologia. 2019-2023.

Granted 2020:

» Suarez Sipmann, Fernando. Validacion clinica de
un método capnodinamico para la monitarizacion
continua del volumen vy perfusion pulmonar
efectivos en pacientes en ventilacion mecanica.
PI20/01548. ISCIII. 2021-2023.

Publications (61) »

Antuna, Paula, Cuesta, Javier, Bastante, Teresa,
Montes, Alvaro, Rivero, Fernando, Alfonso, Fer-
nando. Diagnosis of Intraplaque Hemorrhage by
High-Definition Intravascular Ultrasound and
Optical Coherence Tomography. JACC Cardiovasc
Interv 13(16): 1960-1962. 2020. PMID: 32739297.
IF:8,432.DOI: 10.1016/},jcin.2020.05.027.

Antuna, Paula, Cuesta, Javier, Garcia-Guimaraes,
Marcos, Bastante, Teresa, De Rueda, Clemencia,
Rivero, Fernando, Alfonso, Fernando. Treatment
of In-Stent Restenosis When the Stent Is No
Longer There. JACC Cardiovasc Interv 13 (7): 53-55.
2020. PMID: 31883713. IF: 8,432. DOI: 10.1016/].
jcin.2019.10.032.
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Prati, Francesco, Gatto, Laura, Fabbiocchi, Franco,
Vergallo, Rocco, Paoletti, Giulia, Ruscica, Giovan-
ni, Marco, Valeria, Romagnoli, Enrico, Boi, Alberto,
Fineschi, Massimo, Calligaris, Giuseppe, Tamburino,
Corrado, Crea, Filippo, Ozaki, Yukio, Alfonso, Fernan-
do, Arbustini, Eloisa. Clinical outcomes of calcified
nodules detected by optical coherence tomogra-
phy: a sub-analysis of the CLIMA study. Euroint-
ervention 16 (5): 380-. 2020. PMID: 32310133, IF:
3,993. DOI: 10.4244/E1)-D-19-01120.

Alfonso F, Elgendy 1Y, Cortese B. Drug-coated balloons
for acute myocardial infarction. Ready for prime time?.
Eurolntervention 15 (17): 1479-1482. 2020. PMID:
32301710.1F:3,993. DOI: 10.4244/EIN15117A270.

Cuesta, Javier, Antuna, Paula, Jimenez, Cesar, Rive-
ro, Fernando, Bastante, Teresa, Garcia-Guimaraes,
Marcos, Alfonso, Fernando. Can Plaque Erosion

Be Visualized by High-Definition Intravascular
Ultrasound?. JACC Cardiovasc Interv 13 (7): 57-61.
2020. PMID: 31883724. IF: 8,432. DOI: 10.1016/].
jCin.2019.10.036.

Cassese S, Katagiri Y, Byrne RA, Brugaletta S, Alfon-
so F, Raber L, Maeng M, Iniguez A, Kretov E, Onu-
ma Y, Joner M, Sabaté M, Laugwitz KL, Windecker S,
Kastrati A, Serruys PW. Angiographic and clinical
outcomes of STEMI patients treated with biore-
sorbable or metallic everolimus-eluting stents: a
pooled analysis of individual patient data. Furoln-
tervention 15 (16): 1451-. 2020. PMID: 30719976.
IF: 3,993. DOI: 10.4244/E1)-D-18-01080.

Santos-Martinez, Sandra, Alkhodair, Abdullah,
Nombela-Franco, Luis, Saia, Francesco, Mu-
noz-Garcia, Antonio J,, Gutierrez, Enrique, Regueiro,
Ander, Jimenez-Diaz, Victor A. Rivero, Fernando,
Romaguera, Rafael, Gomez-Herrero, Javier, Rodri-
guez-Gabella, Tania, Sathananthan, Janarthanan,
Gomez Salvador, Itziar, Carrasco-Moraleja, Manuel,
Rodes-Cabavu, Josep, Webb, John, Lopez, Javier, Al-
berto San Roman, J., Amat-Santos, Ignacio J. Tran-
scatheter Aortic Valve Replacement for Residual
Lesion of the Aortic Valve Following "Healed" In-
fective Endocarditis. JACC Cardiovasc Interv 13
(17): 1983-1996. 2020. PMID: 32912458. IF:
8,432.D0I: 10.1016/)jcin.2020.05.033.
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Jeger, Raban V., Eccleshall, Simon, Ahmad, Wan
Azman Wan, Ge, Junbo, Poerner, Tudor C., Shin, Eun-
Seok, Alfonso, Fernando, Latib, Azeem, Ong, Paul .,
Rissanen, Tuomas T, Saucedo, Jorge, Scheller, Bru-

no, Kleber, Franz X, Int DCB Consensus Grp. Drug
-Coated Balloons for Coronary Artery Disease
Third Report of the International DCB Consensus
Group. JACC Cardiovasc Interv 13 (12): 1391-1402.
2020. PMID: 32473887 IF: 8,432. DOL.,

Alfonso, Fernando, Bastante, Teresa, Garcia-Guimar-
aes, Marcos. Spontaneous Coronary Artery Dissec-
tion Extension and Recurrences A Justified Fear?.
JACC Cardiovasc Interv 13 (8): 933-937. 2020. PMID:
32327090.1F:8432.D0I: 10.1016/},cin.2020.03.010.

Donas KP, Sohr A, Pitoulias GA, Alfonso F, Torsello
G. Long-Term Mortality of Matched Patients with
Intermittent Claudication Treated by High-Dose
Paclitaxel-Coated Balloon Versus Plain Balloon
Angioplasty: A Real-World Study. Cardiovasc In-
tervent Radiol 43 (1): 2-7. 2020. PMID: 31502025.
IF: 2,034. DO 10.1007/500270-019-02329-7.

Nogales-Romo, Maria Teresa, Cecconi, Alberto,
Jose Qlivera, Maria, Caballero, Paloma, Hernandez,
Susang, Jesus Jimenez-Barreguero, Luis, Alfonsa
Fernando. Sex differences in cardiac magnetic

resonance features in patients with hypertroph-
ic cardiomyopathy. Int | Cardiovasc Imaging 36 (9):
1751-1759. 2020. PMID: 32405733, IF: 1,969.
DOI: 10.1007/510554-020-01880-y.

RiveroF AntunaP Garcia-Guimaraes M, Jiménez C, Cues-
ta J, Bastante T, Alfonso F. Correlation between frac-
tional flow reserve and instantaneous wave-free ratio
with morphometric assessment by optical coherence
tomography in diabetic patients. Int ] Cardiovasc Im-
aging 36 (7): 1193-1201. 2020. PMID: 32221772 IF:
1,969.D0I: 10.1007/510554-020-01819-3.
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510554-020-01955-w.
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Our research work is developed in cardiovascular
diagnostics technologies for clinical research, in co-
ordination with physicists and basic scientists at La
Princesa Hospital.

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

Another line of clinical research focuses on the char-
acterization of the heart phenotype in patients with
hypertraphic cardiomyopathy and its association
with prognosis, by identifying new targets in cardio-
vascular imaging technology.
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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 thrombasis and dia-
betes, and can modify the natural history of CVD.

Ageis animportant determinant of arterial and venoues
outcomes. However, usual dlinical practice in a general
setting reveals a disproportionately low use of cardio-

vascular medications and intensive treatment in elderly
patients that could otherwise benefit from their use.
On the other hand, there probably is an excessive use
Suarez Fernandez, Carmen of these medications in patients with cognitive impair-
ment and short life expectancy. There is not enough in-
formation about cardiovascular therapies in very elderly

patients with multiple comorbidities/diseases.
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— Aguilar Mulet, Juan Mariano 1. To investigate the efficacy of new cardiovascular
— del Arco Galan, Carmen treatments in different settings
— Caballero Sanchez-Robles, Maria
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— Curbelo Garcia, José Juan tithrombotic treatment in elderly patients with venous
— Friera Reyes, Alfonsa thromboembolic disease and atrial fibrillation.
— Garcia Polo, lluminada
— Gil Martinez, Paloma Maria 3. To describe the natural history of CVD in very elderly
— Gonzalez Molina, Maria del Pilar patients (over 90).

— Ibanez Sanz, Patricia

— Moldenhauer Diaz, Fernando
— Parra Caballero, Pedro

— Real de Asia Cruzat, Diego

— Roy Vallejo, Emilia
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— Vinuesa Sebastian, Maria Mercedes en los ancianos dados de alta de los servicios de ur-
— Von Wernitz Teleki, Andrés Carlos gefcias hospitalarios. PI17/01624. 1SClIl. 2018-2020.
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5p as prognostic biomarkers in community-ac-
quired pneumonia. PLoS One 15 (10). 2020.
PMID: 33095833. IF: 2,740. DOI: 10.1371/jour-
nal.pone.0240926.

Pascual Gomez, Natalia F, Monge Lobo, Ivan,
Granera Cremades, Inmaculada, Figuerola Te-
jerina, Angels, Ramasco Rueda, Fernando, von
Wernitz Teleki, Andres, Arrabal Campos, Fran-
cisco Manuel, Sanz de Benito, M. Angeles. Po-
tential biomarkers predictors of mortality in
COVID-19 patients in the Emergency Depart-
ment. Rev Esp Quimioter 33 (4): 267-273. 2020.
PMID: 32657550. IF: 1,132. DOl 10.37201/
req/060.2020.

Borobia AM, Callado SG, Cardona CC, Pueyo RC,
Alonso CF, Torres IP, Gonzalez MC, Casal Code-
sido JR, Betegon MA, Barcela LA, Andicoechea
AQ, Testa AF, Colina JT, Dorribo AC, Del Arco
Galan C, Martinez Avila JC, Lugilde ST, Carcas
Sansuan AJ, INMEDIATE Investigators Group.
Inhaled Methoxyflurane Provides Greater
Analgesia and Faster Onset of Action Ver-
sus Standard Analgesia in Patients With
Trauma Pain: InMEDIATE: A Randomized
Controlled Trial in Emergency Departments.
Ann Emerg Med 75 (3): 315-328. 2020. PMID:
31623936, IF: 5,799. DOl 10.1016/j.anne-
mergmed.2019.07.028.
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— Cubillo Serna, Ana
— Fernandez Luque, Maria Jesiis

— Gabriel Sanchez, Rafael

— Gallego Arenas, I:\ngela

— Gonzalez Gamarra, Amelia

— Loeches Belinchdon, Maria del Pilar
— Loépez Gonzalez, Javier

— Mayayo Vicente, Maria Soledad

— Rodriguez Salvanés, Francisco José
— Ruiz Diaz, Maria Lourdes

— Ruiz Lopez, Marta

— Sanchez Alcalde, Rosa Maria

— Sanchez Gomez, Luis Maria

— Sierra Garcia, Maria Belén

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
professionals and population.

My research projects directed to this are "Devel-
opment, implementation and evaluation of a guide
clinical practice 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 implementa-
tion of an adaptation of a GPC RCV" under analysis
and a doctoral thesis and "A Clinical Trial Of Two Ed-
ucational Strategies In Cardiovascular Health In Child
Population (SAVINHEARTS)" assessment received
CAIBER number extramurales2010 10 projects and
has generated two publications. In analysis of the pri-
mary endpoint and two doctoral theses.

Collaborate with other groups of the institute with
the project "Effect of oral nitrates on pulse pres-
sure and arterial elasticity in patients older than 65
years with isolated 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 Diabetes in Europe. European
Project e-PREDICT" Hospital La Paz as a member of
node ISCIIl Cardiovascular Diseases Network and the
Hospital 12 October through "CARDIORISK / MAPA-
PRES Project" and | am a member of the internation-
al group RISC (research in insulin resistance).

We promote the investigation of the other group
members in these lines. Thus, we have participated
in the project "Control of blood pressure in diabetic
patients: a comparative study between treatment
based on BP measured in the medical consultation
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and based on self-measurement of BP in the pa-
tient's home" and Development from primary care
model risk stratification 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 ta the measure-
ment and control of RCV, besides analyzing and
publishing the results of studies launched aver
the years and continue to cooperate with other
groups of the Institute.

Major grants »

= Novella Arribas, Blanca. Utilizacion de un modelo
innovador basado en comunidad, para el manejo
y el seguimiento por personal de salud no médico
(PSNM) para mejorar la conciencia, el tratamien-
to vy el contral de la Hipertension Arterial (HTA).
AC19/00112.1SCHI. 2020-2022.
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Publications (3) ’

Kozakova, Michaela, Gastaldelli, Amalia, Morizzo,
Carmela, Hojlund, Kurt, Nilssson, Peter M, Ferran-
nini, Ele, Palombo, Carlo, RISC Investigators. Gam-
ma-glutamyltransferase, arterial remodeling
and prehypertension in a healthy population at
low cardiometabolic risk. ) Hum Hypertens. 2020.
IF: 2,260. DOI: 10.1038/541371-020-0337-1.

Trica, D, Mengazzi, A, Nesti, L, Hatunic, M, [et al].
Circulating palmitoleic acid is an independent
determinant of insulin sensitivity, beta cell func-
tion and glucose tolerance in non-diabetic indi-
viduals: a longitudinal analysis. Diabetologia 63
(1): 206-218. 2020. PMID: 31676981. IF: 7,518,
DOI: 10.1007/500125-019-05013-6.

Toledo-Chavarri A, Trinanes Pego Y, Rodrigo ER,
Roteta NI, Novella-Arribas B, Vicente Edo M), Gavin
Benavent P, Puigdomenech E, Molina Linde JM.
Evaluation of patient involvement strategies
in health technology assessment in Spain: the
viewpoint of HTA researchers. Int ] Technol Assess
Health Care 37. 2020. PMID: 32914735. IF: 1,494,
DOl 10.1017/50266462320000586.
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Group members »

— Barrios Blandino, Ana Maria

— Bautista Hernandez, Azucena

— de la Camara de Llanza, Rafael
— Garcia-Fraile Fraile, Lucio Jesiis
— Gutiérrez Liarte, I:\ngela

— Saez Bejar, Carmen Maria

— Salas Aparicio, Ana Maria Isabel
— Sanz Sangz, Jesis

— Sarria Cepeda, Maria Cristina
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Our group has been working on the study of HIV in-
fection for more than 20 years. We have participat-
ed in several clinical trials and international research
projects. Currently, we continue working in the Re-
search Network on AIDS (CoRIS) collecting data for
epidemiological studies from HIV-infected patients
who come to our clinic for the first time, and pe-
riodically sending blood samples to the Biobank
Netwaork of AIDS, for virological and immunological
studies. This project will keep going for years, and
we will also continue collecting the data necessary
for these studies.

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

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

In addition, anather field of interest, in which we
have mare than ten years of experience, is HIV /
HCV co-infection. This aspect of HIV infection is
currently having a major projection, due to the ap-
pearance of new drugs to treat hepatitis C, i.e direct
antiviral agents. These drugs have revolutionized
treatment achieving the greatest effectiveness until
now (more than 95%) with few side effects. We are
collaborating with the HEPAVIR cohort of co-infect-
ed patients, along with various centres in the Span-
ish territory, where we have treated more than 600
patients so far. The study of new drugs in real life is
very important because it can reveal side effects not
seen before in clinical trials.
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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,

Major grants »

» Santos Gil, Ignacio de los. Red Espanola de Inves-
tigacion en Sida (RIS). RD16/0025/0012. ISCIII.
2017-2021.

Granted 2020:

= Santas Gil, Ignacio de los. Evolucion y seguimienta
a medio v largo plazo de los pacientes supervi-
vientes de la covid-19 ingresados en un hospital
de tercer nivel: una aproximacion multidisciplinar.
Subvencion COVID Comunidad de Madrid. 2020.

Publications (25) »

Olmos, Carmen, Vilacosta, Isidre, Lopez, Javier, Saez,
Carmen, Anguita, Manuel, Elpidio Garcia-Granja,
Pablo, Sarri, Cristing, Silva, Jacabo, Alvarez-Alvarez,
Belen, Amparo Martinez-Monzonis, Maria, Carlos
Castillo, Juan, Seijas, Jose, Lopez-Picado, Amanda,
Peral, Vicente, Maroto, Luis, Alberto San Roman,
J. Short-course antibiotic regimen compared to
conventional antibiotic treatment for gram-pos-
itive cocci infective endocarditis: randomized
clinical trial (SATIE). BMC Infect Dis 20 (1). 2020.
PMID: 32546269. IF: 2,688. DOI: 10.1186/512879-
020-05132-1.

Merchante, Nicolas, Rodriguez-Fernandez, Miguel,
Figueruela, Blanca, Rodriguez-Arrondo, Francisco,
Revollo, Boris, Ibarra, Sofia, Tellez, Francisco, Me-
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rino, Esperanza, Montero-Alonso, Marta, Galindo,
Maria J., Rivero-Juarez, Antonio, de Los Santos, lg-

nacio, Delgado-Fernandez, Marcial, Garcia-Deltoro,
Miguel, Vera-Mendez, Francisco J., Garcia, Maria A,
Aguirrebengoa, Koldo, Portu, Joseba, Rios-Villegas,
Maria J., Villalobos, Marina, Aleman-Valls, Maria R,
Minguez, Carlos, Galera, Carlos, Macias, Juan, Pine-
da, Juan A, GEHEP-002 Study Grp. Impact of HIV
on the survival of hepatocellular carcinoma in
hepatitis C virus-infected patients. AIDS 34 (10):
1497-1507.2020. PMID: 32675563, IF: 4,511. DOI:
10.1097/QAD.0000000000002578.

Styczynski, Jan, Tridello, Gloria, Xhaard, Alienor,
Medinger, Michael, Mielke, Stephan, Taskinen, Mer-
vi, Blijlevens, Nicole, Rodriguez, M. Aranzazu Ber-
mudez, Solano, Carlos, Nikolousis, Emmanauil, Biffj,
Alessandra, Groll, Andreas H., Junghanss, Christian,
Tsirigotis, Panagiotis, Lioure, Bruno, Sramek, Jiri,
Holler, Ernst, Galaverna, Federica, Fagioli, Franca,
Knelange, Nina, Wendel, Lotus, Gil, Lidia, de la Cama-
ra, Rafael, Mikulska, Malgorzata, Ljungman, Per. Use
of letermovir in off-label indications: Infectious
Diseases Working Party of European Society of
Blood and Marrow Transplantation retrospective
study. Bone Marrow Transplant 56 (5): 1171-1179.
2020. PMID: 33288863. IF: 4,725. DOl 10.1038/
s41409-020-01166-w.

Elpidio Garcia-Granja, Pablo, Lopez, Javier, Vilacosta,
Isidre, Sarria, Cristing, Dominguez, Fernando, Lad-
ron, Raquel, Olmos, Carmen, Saez, Carmen, Vilches,
Silvia, Garcia-Arribas, Daniel, Cobo-Marcos, Marta,
Ramos, Antonio, Maroto, Luis, Gomez, Itziar, Car-
rasco, Manuel, Garcia-Pavia, Pablo, Alberto San Ro-
man, J. Predictive model of in-hospital mortality
in left-sided infective endocarditis. Rev Esp Car-
diol 73 (11): 902-909. 2020. PMID: 31848066. IF:
4,642.D0OI: 10.1016/).recesp.2020.04.010.

Perez Valero, Ignacio, Cabello, Alfonso, Ryan, Pab-
lo, De La Fuente-Moral, Sara, Santas, Ignacio, Jesus
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Vivancos, Maria, Gonzalez, Alicia, Gargolas, Miguel,
Cuevas, Guillermo, Diaz De Santiago, Alberto, Cano,
Joanna, Rua, Guadalupe, Yllescas, Maria, Gonzalez
Garcia, Juan Julian. Randomized Trial Evaluating
the Neurotoxicity of Dolutegravir/Abacavir/Lam-
ivudine and Its Reversibility After Switching to
Elvitegravir/Cobicistat/Emtricitabine/Tenofovir
Alafenamide: GESIDA 9016. Open Forum Infect
Dis 7 (12). 2020. PMID: 33335931, IF: 3,656. DOI:
10.1093/0fid/ofaas82.

Berenguer, Juan, Ryan, Pablo, Rodriguez-Bano, Je-
sus, Jarrin, Inmaculada, Carratala, Jordi, Pachon,
Jeronimo, Yllescas, Maria, Arriba, Jose Ramon, COV-
ID-Spain Study Grp. Characteristics and predictors
of death among 4035 consecutively hospitalized
patients with COVID-19 in Spain. Clin Microbiol In-
fect 26 (11): 1525-1536. 2020. PMID: 32758659.
IF:7,117.D0I: 10.1016/).cmi.2020.07.024.

Lungman, Per, Mikulska, Malgorzata, de la Cama-
ra, Rafael, Basak, Grzegaorz W., Chabannon, Chris-
tian, Corbacioglu, Selim, Duarte, Rafael, Dolstra,
Harry, Lankester, Arjan C.,, Mohty, Mohamad, Mon-
toto, Silvia, Murray, John, de Latour, Regis Peffault,
Snowden, John A, Yakoub-Agha, Ibrahim, Verhou-
ven, Bregje, Kroeger, Nicolaus, Styczynski, Jan, Eu-
ropean Soc Blood Marrow Transpla. The challenge
of COVID-19 and hematopoietic cell transplanta-
tion; EBMT recommendations for management
of hematopoietic cell transplant recipients, their
donors, and patients undergoing CAR T-cell ther-
apy. Bone Marrow Transplant 55 (11): 2071-2076.
2020. PMID: 32404975, IF: 4,725. DOl 10.1038/
s41409-020-0919-0.

Sanchez-Cerrillo, lldefonso, Landete, Pedro, Aldave,
Beatriz, Sanchez-Alonso, Santiago, Sanchez-Azof-
ra, Ana, Marcos-Jimenez, Ana, Avalos, Elena,
Alcaraz-Serna, Ana, de Los Santos, Ignacio, Ma-

teu-Albero, Tamara, Esparcia, Laura, Lopez-Sanz,
Celia, Martinez-Fleta, Pedro, Gabrie, Ligia, del Campo

Guerolg, Luciana, de la Fuente, Hortensia, Calzada,
Maria J., Gonzalez-Alvaro, Isidoro, Alfranca, Arant-
zazu, Sanchez-Madrid, Francisco, Munoz-Calleja,
Cecilia, Soriano, Joan B. Ancochea, Julio, Mar-
tin-Gayo, Enrique, REINMUN COVID EDEPIMIC Grp.
COVID-19 severity associates with pulmonary
redistribution of CD1c(+) DCs and inflammatory
transitional and nonclassical monocytes. ] Clin In-
vest 130 (12): 6290-6300. 2020. PMID: 32784290.
IF:11,864. DOl 10.1172/)C1140335.

Solano, Carlos, Vazquez, Lourdes, Gimenez, Estela,
de la Camara, Rafael, Albert, Eliseo, Rovira, Mont-
serrat, Espigado, lldefonso, Calvo, Carmen M, Lo-
pez-Jimenez, Javier, Suarez-Lledo, Maria, Chinega,
Anabella, Esquirol, Albert, Perez, Ariadna, Bermu-
dez, Aranzazu, Saldana, Raquel, Heras, Inmaculada,
Gonzalez-Huerta, Ana J,, Torrado, Tamara, Bautis-
ta, Guiomar, Batlle, Montserrat, Jimenez, Santiago,
Vallejo, Carlos, Barba, Pere, Cuesta, Maria a,, Pinana,
Jose L, Navarro, David. Cytomegalovirus DNAe-
mia and risk of mortality in allogeneic hemato-
poietic stem cell transplantation: Analysis from
the Spanish Hematopoietic Transplantation and
Cell Therapy Group. AM ] TRANSPLANT 21 (1):
258-271. 2020. PMID: 32812351. IF: 7,338. DOI:
10.1111/a/t16147.

Solano, Carlos, Vazquez, Lourdes, Gimenez, Estela,
de la Camara, Rafael, Albert, Eliseo, Rovira, Mont-
serrat, Espigado, lldefonso, Calvo, Carmen Martin,
Lopez-Jimenez, Javier, Suarez-Lledo, Maria, Chinea,
Anabella, Esquirol, Albert, Perez, Ariadna, Bermu-
dez, Aranzazu, Saldana, Raquel, Heras, Inmaculada,
Gonzalez-Huerta, Ana Julia, Torrado, Tamara, Batlle,
Montserrat, Jimenez, Santiago, Vallejo, Carlos, Bar-
ba, Pere, Cuesta, Maria angeles, Pinana, Jose Luis,
Navarro, David, Spanish Grp Hematopoietic Transp.
Clinical outcomes of allogeneic hematopoietic
stem cell transplant recipients developing Cy-
tomegalovirus DNAemia prior to engraftment.
Bone Marrow Transplant 56 (6): 1281-1290. 2020.
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PMID: 33319853. IF: 4,725. DOI: 10.1038/s41409-
020-01157-x.

Suarez-Garcia |, Ruiz-Alguerd M, Garcia Yubero
C, Moreno C, Belza MJ, Estébanez M, de Los San-
tos |, Masia M, Samperiz Abad G, Mufoz Sanchez
J, Omar M, Jarrin |, Cohort of the Spanish HIV/AIDS
Research Network (CoRIS). Physicians' opinions
on generic antiretroviral drugs and single-tablet
regimen de-simplification for the treatment of
HIV infection: a multicentre survey in Spain. ] An-
timicrob Chemother 75 (2): 466-472. 2020. PMID;
31665404, IF: 5,439, DOI: 10.1093/jac/dkz439.

Guerrero-Beltran C, Martinez-Sanz J, Alvarez M,
Olalla J, Garcia-Alvarez M, Iribarren JA, Masia M,
Monterao M, Garcia-Bujalance S, Blanco JR, Rivero
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gorithm used for the interpretation of doravirine
transmitted drug resistance strongly influences
clinical practice and guideline recommendations.
J Antimicrob Chemother 75 (5); 1294-1300. 2020.
PMID: 32030406. IF: 5439. DOl 10.1093/jac/
dkaa009.

Alejos B, Suarez-Garcial, Rava M, Bautista-Hernan-
dez A, Gutierrez F, Dalmau D, Sagastagoitia I, Rive-
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crob Chemother 75 (10): 3004-3014. 2020. PMID:
32667674, 1F: 5,439, DOI: 10.1093/jac/dkaa246.
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Research interest ’

MicroRNAs (miRNAs) are a family of endogenous,
small, noncading RNA molecules that modu-
late physiological and pathological processes by

post-transcriptional inhibition of gene expres-
sion. Recent studies have also begun to reveal
that altered miRNA expression profiles may be
associated with pathological processes within
the lung and lead to the development of various
pulmonary diseases, ranging from inflammatory
diseases to lung cancers. Also miRNAs are pivotal
to both adaptive and innate immunity, with regu-
latory effects on cell differentiation and immuno-
logical function.

miRNAs and community acquired
pneumonia:

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

miRNAs and Lung cancer:

The search for a biomarker that enables optimiz-
ing the early diagnosis of lung cancer is a pend-
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ing challenge. The adequate management of a
potentially malignant solitary pulmonary nodule
in early stages is especially important in fragile
and elderly patients. It is also important to use
non-aggressive technigues to obtain good quality
samples of deep breath. Exhaled breath conden-
sate (EBC) is a simple, non-aggressive technique
that provides a biological sample where different
markers can be determined.

Recent promising studies have analysed miRNA
profiles in EBC as potential biomarkers for early
diagnosis in lung cancer patients. We will focus
our efforts on establishing the utility of miRNA
determination in EBC samples as a first step in
the building process of a molecular signature for
EBC in lung cancer patients.
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» Ortega Gomez, Maria del Mar. Estudio piloto de
seroprevalencia del SARS-CoV2 en muestras al-
macenadas en el Biobanco Hospital de La Prin-
cesa. Subvencion COVID Comunidad de Madrid.
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A great interest in the role of human microbiome in
health and disease exists due ta the accessibility of
high throughput sequencing methaods. Several stud-
ies indicate that the human microbiome may con-
tribute to the regulation of multiple neuro-chemical
and neuro-metabolic pathways through a complex
series of highly interactive and symbiotic host-mi-
crobiome signaling systems that mechanistically
interconnect the gastrointestinal tract, skin, liver,
and other organs with the central nervous 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
gastrointestinal diseases such as severe gastritis,
peptic ulcer disease, gastric cancer and gastric mu-
cosa-associated lymphoid tissue (MALT) lympho-
ma. It is identified as a Group | carcinogen by the
International Agency for Research on Cancer of the
World Health Organization. Several treatment regi-
mens have been used to eradicate this microorgan-
ism. Resistance to antibiotics is considered the main
cause of treatment failure.

Since the beginning of SARS-CoV-2 (Severe
Acute Respiratory Syndrome Coronavirus-2)
pandemic, a large quantity of studies has been
performed to develop and validate real-time PCR
(RT-PCR) technigues capable of providing an ac-
curate diagnosis in respiratory samples. Howev-
er, SARS-CoV-2 has also been detected in other
types of samples such as blood. Assessment of
commercial RT-PCR technigues in serum and
plasma samples has been one of the aims of
our group, which has provided satisfactory re-
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sults. We performed a multidisciplinary study
to assess detection of SARS-CoV-2 viremia as
a marker to identify patients who are at risk of
developing severe COVID-19 and mortality. This
marker has shown better results than other bi-
omarkers such as SEIMC score, interleukin-6, or
lymphopenia.

This group includes members of the Microbiology
Department with interest in diagnosis and treat-
ment of several infectious diseases caused by path-
ogens such as fungj, Mycobacterium spp or CMV, as
well as in infections in cystic fibrosis patients. Since
March 2020, a huge interest in SARS-CoV-2 infec-
tion has emerged.

The main lines of research are: (1) Study of gas-
tric microbiome and its relationship with H. pylori
infection and other human diseases with poten-
tial therapeutic applications. (2) Detection of an-
timicrobial resistance in H. pylori (national and
international surveys) and molecular methods for
detection of clarithromycin resistance and heter-
oresistance. (3) Study of the in vitro activity of wine
phenolic compounds against H. pylori. (4) Determi-
nation of the role of Non-Tuberculous Mycaobac-
teria on the development of several diseases. (5)
Detection of SARS-CoV-2 viremia as a marker to
identify patients who are at risk of developing se-
vere COVID-19 and mortality.
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— RAdrados de Llano, Maria Magdalena
— Arellano Gaian, Ramon Cristobal

— Castro Tejero, Pablo
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— Murillo Gonzalez, Maria Teresa
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— Roch Gonzalez, Maria

Research interest ’

This group is focused on four research lines:

1. Identification of clinical and Biological
Markers as risk and predictive factors in Pros-
tate Cancer.

a. Cooperative projects with Fundacian Cen-
tro Nacional de Investigaciones Oncologicas
(CNIO) to determine the prognostic value of ex-
pression of molecular markers in patients with
high-risk localized 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 present-
ed in abstract form in IJROBP 2019. Manuscript in
preparation.

c. IRONMAN-ES: "Estudio prospectivo observacio-
nal de parametros clinicos y biomarcadores en can-
cer de prostata avanzado en hospitales de Espana’”;
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
evaluate radical radiotherapy for oligo-metastatic
cancer patients.

2. Advances in Prostate Cancer Treatment:

a. A phase Il clinical trial to determine the opti-
mum duration of androgen deprivation alongside
high-dose radiotherapy in localized intermediate
and high-risk PCa patients ("Phase Ill Trial com-
paring Long-Term Versus Short-Term Androgen
Deprivation Combined With High-Dose Radio-
therapy For Localized Prostate Cancer: GICOR
Protocol DARTO1/05" EudraCT 2005-000417-
36 ClinicalTrials.gov, NCT02175212).
5-year data reported in Lancet Oncal 2015 and In
J Radiat Oncol Biol Phys 2016. Substudy analysis
of prognostic and predictive value of Testoster-
one nadir is ongoing.

number
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b. Collaboration with the ICECaP Working Group, a
multidisciplinary team of academic cancer research-
ers from the Dana-Farber Cancer Institute-Harvard
Medical School:

= "Intermediate Clinical Endpoints In Cancer Of The
Prostate (ICECaP) Initiative'; a Meta-analysis. Pub-
lishedin JCO 2017.

»"Event-Free Survival, a PSA-Based Composite
Endpoint, is Not a Surrogate for Overall Survival
in Localized Prostate Cancer" Sent to publication.

c. Participation in 6 Randomized Phase Il clinical
trials 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 can-
cer (MDV3100-14, MDV3100-13, JNJ-56021927,
TALAPRO-2 (C3441021) EORTC 1333 and EORTC
1531).

3. High Technology and Innovation:

a. Over the last 10 years we have active-
ly worked in Intensity Modulated Radiation
Treatment - Image Guided Radiotherapy (IM-
RT-IGRT) versus three-dimensional con-formal
radiotherapy (3DCRT): comparative results on
patients treated in a single institution, which
demanstrate the significant reduction in acute
and late genitourinary and rectal toxicity in pa-
tients with prostate cancer treated with IM-
RT-IGRT. The results have been presented in
international meetings and reported in indexed
journals.

b. Implementation of the new technology VMAT
(Volumetric Modulated Arc Therapy) and Stereo-
tactic Body Radiation Therapy for the treatment of
localized and oligometastatic PCa

[AREA 3 /ADVANCED THERAPIES AND INDIVIDUALIZED

» Design and implementation of a Phase Il clini-
cal trial: Dose Intensification With a Focal Boost
to Dominant Intraprostatic Lesion Using Volu-
metric Modulated Arc Therapy /Image Guided
Radiotherapy in Patients With Localized Pros-
tate Cancer, Protocol ID: CaP-VMAT-DIL. Clin-
icalTrials.gov Identifier: NCT03030625. Active
recruitment.

» Participation in a Phase Il clinical trial: Tratamiento
delas Oligo-metastasis de Cancer de Prostata Me-
diante SBRT- Codigo SBRT-SG 05. NCT02192788

STAGE: Recruitment completed.

» Participation in a Phase Il clinical trial
EC/2018/0130PEACE VV/STORM: A randomized
phase Il trial for the Salvage Treatment of
OligoRecurrent nodal prostate cancer Metastases
(STORM).PROMOTOR: Ghent University. GICOR

L, 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 suc-
cessfully experienced groups in the conservative
treatment of invasive bladder cancer. We continue
to study the optimal sequence of treatment con-
cerning tumor control, bladder preservation, quality
of life and efficient delivery. The results have been
presented in international meetings and reported in
indexed journals.
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b. Collaboration- inclusion in clinical trial of Radio.lm-
munotherapy in this context. "Eficacia del atezolizum-
ab con radioterapia concomitante en pacientes con
cancer de vejiga musculo-invasivo!'Code: SOGUG-
2017-A-IEC(VE))-4EudraCT: 2018-004348-47
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el, Blanco-Carrera, Concepcion, Cabezas-Agricola,
Jose Manuel, Diaz, Jose angel, Garcia-Centeno, Ro-
gelio, Aragones, Julian, Marazuela, Monica. LAT-1
and GLUT-1 Carrier Expression and Its Prognos-
tic Value in Gastroenteropancreatic Neuroen-
docrine Tumors. Cancers (Basel) 12 (10). 2020.
PMID: 33066332. IF: 6,126, DOl 10.3390/can-
cers12102968.

De Bruycker, A, Spiessens, A, Dirix, P, Koutsouv-
elis, N., Semac, |, Liefhooghe, N., Gomez-lturria-
ga, A, Everaerts, W, Otte, F, Papachristofilou, A,
Scorsetti, M., Shelan, M., Siva, S, Ameve, F, Guck-
enberger, M., Heikkilae, R,, Putora, P. M., Zapatero
A., Conde-Moreno, A, Counago, F, Vanhoutte, F,
Goetghebeur, E., Reynders, D, Zilli, T, Ost, P. PEACE
V - Salvage Treatment of OligoRecurrent nodal
prostate cancer Metastases (STORM): a study
protocol for a randomized controlled phase Il tri-
al. BMC CANCER 20 (1). 2020. PMID: 32398040. IF:
3,150. DOI: 10.1186/512885-020-06911-4.

Boiza-Sanchez, Macarena, Manso, Rebeca, Balague,
Olga, Chamiza, Cristing, Askari, Elham, Salgado, Ro-
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Research interest ’

Advances in head and neck cancer include new
knowledge on etiology and progress on organ pres-
ervation treatments modalities. Head and neck
cancer (HNC) is mainly related to smoking, however,
another risk factor, the human papillomavirus (HPV),
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has emerged in recent years. HPV related carcino-
ma constitutes a distint entity which presents in
young adults, not heavy smokers, usually present-
ing as regionally advanced disease and with better
prognosis, probably due to their different molecular
profile. In the other hand, organ preservation with
chemaradiation is feasible in locally advanced head
and neck cancer without compromising survival.

Our group pursues four lines of investigation: 1)
Monitor the evolving incidence of HPV-induced
OPSCC in our region and identify new molecular
mechanisms in these tumors, related to increased
radiosensitivity. For the next years we are plan-
ning to expand this research, analyzing all patients
with oropharyngeal cancer treated from 2011 to
2015 from six large hospitals in Madrid and study-
ing the percentage of HPV positive. Thus, we will
have a clear picture of the incidence of oropharyn-
geal cancer related to HPV infection in our region.
We have applied for a grant to study the gene ex-
pression profile of HPV positive and HPV negative
oropharyngeal cancer, with potential implications
on treatment choices. 2) Advance in organ preser-
vation treatment in locally advanced head and neck
within a multidisciplinary approach of chemothera-
py, radiotherapy and inmunotherapy. We will partic-
ipate in phase I, randomized, study of the effects
of leukocyte interleukin injection plus radiotherapy
in patients with advanced squamous cell carcinoma
of the oral cavity. 3) Test new drugs that can reduce
acute and late toxicity derived from chemoradia-
tion, such as mucositis and xerostomia. Our multi-
centric phase Ill study on the benefit of Clonidine for
the prevention of oral mucositis in head and neck
cancer patients has completed accrual now and
statistical analysis is planned for this year. Also, the
study on intranasal Fentanyl for the treatment of
pain associated with oral mucositis, has completed
its accrual now. 4) We are also working in surgical
rehabilitation, including dental implants and man-
dibular reconstruction in order to improve quality of

life of head and neck cancer patients. A review on
neck dissection after chemoradiation for head and
neck cancer has been done, in collaboration with the
E.N.T. department, and the Radiology department to
establish which patients undergaing a conservative
treatment need to be operated.
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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 ox-
idative advanced state. Vardenafil is one of the
more effective 5-phosphodiesterase inhibitors
in patients with ED and DM. We have determined
plasma proteome of patients with DM and the
effect of vardenafil administration in the expres-
sion of proteins related to inflammatory oxidative
stress and cellular homeostasis. We have ob-
served 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.

Urothelial cancer: Exosomes extracellular vesi-
cles are potent intercellular mediators contain-
ing membrane and cytosalic proteins, mMRNA and
specific mIRNA, whichin turn can be obtained from
fluids such as urine. We have analyzed urinary
exosomas, miIRNA and protein content in arder
to find diagnostic markers for bladder urothelial
cancer. Some of the miRNAs that are involved
in tumor cell proliferation, inhibition of tumor
suppressor genes, activation of EMT and met-
astatic state, are significantly reduced in urinary
exosomes from patients with bladder urothelial
carcinoma and may be useful as non-invasive di-
agnostic biomarkers in bladder cancer.

With regard to surgical techniques, we have opti-
mized the diagnosis and therapeutic endourologic
approach to the upper urothelial tract cancer.
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