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LETTER FROM
THE SCIENTIFIC

DIRECTOR

Francisco Sdnchez Madrid
SCIENTIFIC DIRECTOR

In 2021, 12 years have passed since the first
agreement for the creation of La Princesa Health
Research Institute was signed. Throughout this
time, I have had theimmense pleasure of holding
the scientific direction of this Institute, which has
brought so much prestige and visibility to its re-
search centres as well as to its researchers.

The year began with the audit for the renewal of
our accreditation as a Health Research Institute
by the Institute of Health Carlos lll. Due to the
preventive measures established because of the
COVID-19 pandemic, the accreditation process
had to be carried out online. Thanks to our IT skills
and resources, we were able to successfully re-
spond online to all the requirements of the audit
team, including a virtual visit to the facilities. The

accreditation of our Institute was renewed in May
until 2026.

The audit team interviewed more than 100 mem-
bers of our Institute, including consalidated and
emerging researchers, researchers in training,
directors and personnel of research platforms,
directors and management staff. Among their
conclusions, they highlighted that all the profes-
sianals of the IIS Princesa had a positive and sat-
isfactory vision of the actions carried out by the
Institute, as well as a high pride of belonging to
our Institution.

Focusing on the scientific output of 2021, the
number of articles, manographic reviews and ed-
itorials, has decreased compared ta 2020, likely
due to the exceptionally high output of this year.
This high number of publications in 2020 was due,
on the one hand, to the large number of articles
on the pandemic and its effects and, on the oth-
er hand, to the fact that online working favoured
dedicating more time to expedite the publication
of pending works. Most likely, this downward
trend will continue in 2022, although we expect
that the annual growth that the Institute expe-
rienced in past years will soon be consolidated.
The number of articles published in 2021 was
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636, 10% less than in 2020. On the contrary,
the accumulated impact factor has maintained
a value very similar to that shown last vear,
reaching a figure of 3917.951 (assessed with
the 2019 Journal of Citations Report), thus in-
creasing the relative impact per article.

As in previous years, the IS Princesa has im-
plemented different initiatives to encourage
Open Access publication. As a result, 65% of
our articles were published in Open Access
format. In addition, 45% of the total number of
our publications were led by researcher of IS
Princesa, which shows the scientific leadership
of the members of our Institute.

The number of contracts signed for clinical
studies this year has been 121, of which 80
correspond to clinical trials and 41 to observa-
tional studies.

Regarding academic output, it should be noted
that 27 doctoral theses have been defended,
more than twice as many as during 2020. Of
note, 6 of them obtained and European Doc-
torate mention. During this vear, four patents
have been registered, and two applications of
previous years have been granted.

As in previous years, | would like to make a
special mention of the rest of the activities
carried out by members of the Institute, such
as teaching and clinical assistance. They con-
tribute to generate new ideas and research hy-
potheses, aiming at providing the best service
to citizens and high quality training to the next
generations.

In 2022, the Institute will continue with its
efforts to address, above all, generational re-
newal, but also the new requirements of open
science, data management plans, as well as
the improvement of our participation in pro-
jects of the Horizon Europe programme.

Like every year, l would not like to finish without
thanking the work carried out by all members
af the Institute. Their effort and dedication has
been crucial to achieve the milestone of the re-
newal of the accreditation, as well as the very
positive data that we offer below. | would also
like to thank all the personnel of the scientific
platforms and the Technical Unit for offering
their suppart and collaborating in this success.

Thank you very much and let's continue doing a
professional and dedicated work. ll
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MEMBERS OF THE
INSTITUTE

The Health Research Institute of the University
Hospital La Princesa was constituted on December
15, 2009 under an agreement signed by the Madrid
Health Service - representing the University Hospi-
tals La Princesa, Santa Cristina, and the children’s
Hospital Nino Jesds - the Autonomous University
of Madrid, the Biomedical Research Foundation of
the University Hospital La Princesa and the Agency
"Pedro Lain Entralgo" of the Community of Madrid
for Training, Research and Health Studies. Almost a

-
‘ Q Kk k

SaludMadrid

‘; Hospital Universitario
sauveaic €@ La Princesa

‘;: Hospital Universitario
savoveais Sa@Nta Cristina

‘« Hospital Universitario
saoveors NINO Je@sSUS

* ******

Direcciéon General de Investigacion,
Comunidad | Pocenciay Documentacion

de Madrid | CONSEJERIA DE SANIDAD

\_ J

year later, after an audit from the Institute of Health
Carlos lI, it got the Accreditation as a Health Re-
search Institute.

In 2013 the activity of the Agency of Training, Research
and Health Studies of the Community of Madrid "Pe-
dra 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 Documentation. Il

UA'M
Universidad Autonoma
de Madrid

‘ FI B FUNDACION DE )
INVESTIGACION BIOMEDICA

hospital universitario la princesa



INSTITUTO DE
INVESTIGACION
SANITARIA
HOSPITAL

UNIVERSITARIO
DE LA PRINCESA

ORGANIZATION
CHART

CONSEJO
RECTOR

Comiteé Cientifico
Extremo

[Comisién Etica Animal]

[Comité de Etica de Inv.] Comiteé Cientifico

con medicamentos Interno
COMISION
DELEGADA
DIRECTOR
CIENTIFICO

( Plataformas de soporte )
( Unidades de soporte )
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GOVERNING COUNCIL

CHAIRMAN

Antonio Zapatero Gaviria

Deputy Minister of Health Assistance, Comunidad
de‘Madrid

V/ICE-CHAIRMAN
Amaya Mendikoetxea Pelayo
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 Ceial 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 Atencién Primaria, Servicio Madrilefo
de Salud

Cristina Murga Montesinos
Centro de Biologia Molecular Severo Ochoa,
Madrid

Federico Plaza Pinol
Director of Government Affairs, Roche Farma Espana
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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

Directress 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 Nifio Jesus.

Manuel Fresno Escudero
Centro de Biologia Molecular Severo Ochoa, Madrid

Manuela Garcia Lépez
Universidad Autonoma de Madrid

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

Juan José Muioz 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

Directress of Fundacion de Investigacion
Biomédica Hospital Universitario La Princesa

SCIENTIFIC DIRECTOR

Francisco Sanchez Madrid

EXTERNAL SCIENTIFIC COMMITTEE

CHAIRMAN

Xose Ramon Garcia Bustelo

Chairman, 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

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

INTERNAL SCIENTIFIC
COMMITTEE

CHAIRMAN

Francisco Sanchez Madrid

Scientific Director of Instituto de Investigacion
Sanitaria Hospital Universitario La Princesa

HOSPITAL
UNIVERSITARIO

INSTITUTO DE
INVESTIGACION
SANITARIA

DE LA PRINCESA

MEMBERS

Fernando Alfonso Manterola

Cardiology Deparment, Hospital Universitario
La Princesa

Julio Ancochea Martinez
Respiratory Department, Hospital
Universitario La Princesa

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

Carmelo Garcia Monzon
Internal Medicine Department, Hospital
Universitario Santa Cristina

Isidoro Gonzalez Alvaro
Rheumatology Department, Hospital
Universitario La Princesa

Maonica Marazuela Azpiroz
Endocrinology Department, Hospital
Universitario La Princesa

Cecilia Muioz Calleja

Inmunology Department, Hospital
Universitario La Princesa

/1]



ANNUAL
REPORT OF
SCIENTIFIC

ACTIVITY

112/

2021

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

Enrique Alday Muioz
Anesthesiology Department, Hospital
Universitario La Princesa

MEMBERS
Angel Carlos Abanades Cuenca
Patient representative

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

Carmen del Arco Galan
Emergency Department, Hospital Universitario La
Princesa

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

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

Pablo Miranda Garcia
Gastroenterology Department, Hospital
Universitario La Princesa

Pablo Montalvo Rebuelta
Lawyer, ASJUSA

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
Raquel Moguer Gonzalez
Angel Nafiez Pagan

FOUNDATION FOR BIOMEDICAL
RESEARCH (FIBHLPR)

DIRECTRESS

Rosario Ortiz de Urbina Barba
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HUMAN RESOURCES DEPARTMENT LEGAL
Maria Mar Martin Cuena Maria Jesiis Bono Sahuquillo
Silvia Duque Sanz

RESEARCH MANAGEMENT
PROJECTS MANAGEMENT DEPARTMENT
DEPARTMENT Jesis Capa Algara
Maria del Carmen Barrio Fuentes Silvia Gonzalez Herraez
Jesiis Santamaria Pérez
SECRETARY
ACCOUNTING DEPARTMENT Ana Aroca Martinez
Jorge Gomez Juan
WARD STAFF
CLINICAL TRIALS MANAGEMENT José Corrochano de la Cruz

DEPARTMENT
Sara Cardenal Rodriguez
Alberto Sebastian Martinez-Caba

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

Income 10.431.539 8.005.466
Expenses 10.416.006 7.990.091

ACTIVE ASSETS

Non-current active assest

Intangible fixed assets 59.693
Material fixed assets 423.884
Current active assets

Debtors and Client to collect 1.068.391
Financial short term investments 0

Cash 17.424.174

Total Active Assets 18.976.142
PASSIVE ASSETS

Net Worth

Own funds 2.435.964
Non-refundable grants 622.261
Non-current Passive Assets

Long term debts 0

Current Passive Assets

Short term provisions 7.596.238
Refundable grants 7.342.432
Creditors to pay 491.012
Short term accruals 488.235

Total Passive Assets 18.976.142
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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

2.897.979 1.066.828 6.466.730 2.000

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
m Donations
W Grants

| Private invoicing

Use of overhead income:

Personnel - Research (Platforms + Research programs) 42%
Products and services — Equipment — Repairs 40%

/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 sam-
ples for the use by the scientific community. Its main
tasks are: foster the setting of new collections, pro-
vide the scientific community access to biological
samples and associated data, guarantee the rights
of patients donating samples, and advice to inves-
tigators 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 Cabanas
Angel Lancho Sanchez

Plataforma ISCIII.

* Instituto de Salud Carloslil

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

TECHNICAL STAFF

Ancor Sanz Garcia

MEDICAL WRITER

Manuel Gomez Gutiérrez

SCIENTIFIC MANAGEMENT
SUPPORT UNIT

The Scientific Management Support Unit of
[IS-Princess has as main objective the organ-
ization, planning and coordination of all struc-
tures of support for the scientific environment
and the researchers of the Institute, under the
supervision of the Scientific Director of the In-
stitute.

COORDINATOR

Francisco Javier Aspa Marco

“WHITE” ROOM

The "white” room located in the Nino JesUs
Hospital, is a facility specialized to work with
minimal or absent levels of contamination
that meets the requirements of Good Manu-
facturing Practices (GMP). The "white” Room
has Certification of Compliance with GMP
since April 2010, both 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 De-
partment of Immunology and Molecular Biol-
ogy, University 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 Munoz Calleja

GENOMIC UNIT

The Genomics Unit is responsible for the de-
velopment and implementation of technol-
ogies for molecular biology and genomics,
equipment maintenance, and provision of
technical advice on various technologies to
research groups. It uses different technologies
as spectrophotometry, automated extraction
of nucleic acids, RNA integrity determination,
conventional PCR and RT- PCR, real time PCR
and RT-PCR, software for search and integra-
tion of experimental data and, recently, mas-
Sive seguencing.

TECHNICAL DIRECTOR

Fernando Carrasco Ramiro

ELECTRONIC MICROSCOPE
SERVICE

The Electron Micrascopy Service of UAM pro-
vides technical assistance and scientific sup-
port to research groups interested in using
electron microscopy techniques for ultrastruc-
tural analysis of biological samples and immu-
nodetection of antigens. It has a transmission
electron microscope and the material needed
for sample preparation.

TECHNICAL DIRECTOR

Maria Teresa Rejas Marco

PROTEOMIC UNIT

Proteomics service's objectives are to provide the
research groups with support and scientific and
technical advice in the identification and charac-
terization of praoteins by mass spectrometry (MS)
techniques.

COORDINATOR

Ana Isabel Marina Ramirez

HIGH DEFINITION
VIDEOMICROSCOPY

The Institute Videomicroscopy Service provides
the infrastructure and scientific expertise need-
ed for studies of fluorescence, confocal and
evanescent wave microsopy, with special em-
phasis on the observation of dynamic process-
es 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 control animals for ex-
perimental research.

DIRECTOR

David Munoz Valverde

DATA ANALYSIS UNIT

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

INSTITUTO DE
INVESTIGACION D
SANITARIA

HOSPITAL

UNIVERSITARIO
DE LA PRINCESA
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COORDINATOR

Guillermo J. Ortega Rabbione

BIOINFORMATICIAN

Jorge Garcia Martinez

UNITS

BIOLOGICAL AND TARGETED
THERAPIES UNIT

Biological therapies are the result of the large parallel
progress in understanding the pathogenesis of chranic
inflammatory and autoimmune diseases and in bio-
technology. Their development is one of the most sig-
nificant 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 criteria of scientific
thoroughness, safety, efficiency and cost-effectiveness.

COORDINATOR

Rosario Garcia de Vicuiia Pinedo

MULTIDISCIPLINAR TEAM

Maria Chaparro Sanchez

Esteban Daudén Tello

Isidoro Gonzalez Alvaro

Maria del Mar Llamas Velasco

Virginia Meca Lallana

Alberto Morell Baladron

Rosario Ortiz de Urbina Barba

[ FOREWORD IP / SCIENTIFIC PLATFORMS ]

Francisco Javier Pérez Gisbert

Esther Ramirez Herraiz

CLINICAL TRIALS UNIT

The Clinical Trials Unit was created with the prima-
ry objective of promoting clinical research as well
as providing support ta researchers. Clinical trials
or abservational studies promoted and/ar led by
researchers are considered independent clinical
research.

SCIENTIFIC DIRECTOR

Francisco Abad Santos

DIRECTOR

Dolores Ochoa Mazarro

DEPUTY DIRECTOR

Manuel Roman Martinez

COORDINATOR

Sergio Luquero Bueno

STAFF
Gina Paola Mejia Abril

Paola Camargo Mamani

Ana Casajus Rey

Antia Gomez Fernandez

Diana Maria Campoddnico

Samuel Alejandro Jiménez Guardiola
Tamara Michelle Moreno Silva
Carmen Méndez-Benegassi Cid
Tamara de la Torre Muiioz

Carmen Candau Ramos




Laura Garcia Castro

Marta de los Rios Rodriguez
Marina Aldama Martin
Samuel Martin Vilchez
Alejandro de Miguel Caceres
Soledad Rubio Dominguez
Jaime Pérez Calvo

Maria Eugenia Flores Ruiz

Yao Yuan Chang

SECRETARY-CTA

Ana del Rio Moreno

Irene Roman Martinez

Rebeca Manzanares Lopez
Roberto Rodriguez Dominguez

PLATAFORMA ISCIII.

Instituto de Salud Carlos!il

INNOVATION UNIT

The Innovation Unit of the Hospital de La
Princesa was born with the foundation of the
Research Institute, and is respansible, with
the existing resources, to analyze new tech-
nological trends and their implementation at
the Institute.

The Innovation Unit of the Health Research
Institute Hospital Universitario de La Princesa
was consolidated when it joined the Platform
for Innovation in Medical and Health Technol-
ogies (ITEMAS), getting access to the funding of

the 2013 call for grants from the Strategic Ac-
tion in Health, from Institute of Health Carlos IIl.

COORDINATOR

Francisco Sanchez Madrid

INNOVATION COMMITTEE

EMERGENCY DEPARTMENT
Maria Concepcion Alonso Cerezo
Carmen del Arco Galan

CLINICAL ANALYSIS DEPARTMENT

Gustavo Casero Balboa

Elena Espaiiol Pueyo

Ana Gago Veiga

Eduardo Garcia Navarrete

Jorge Gomez Zamora

Sergio Gonzalez Alvarez

Fidel lllana Robles

Luis Jesis Jiménez-Borreguero

Maria Elena Martin Pérez

Alberto Morell Baladron

HOSPITAL
UNIVERSITARIO
DE LA PRINCESA

INSTITUTO DE
INVESTIGACION D
SANITARIA
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Ramon Moreno Balsalobre
Thoracic surgery Department

Rosario Ortiz de Urbina Barba
Directress of Fundacion de Investigacion
Biomédica Hospital Universitario La Princesa

Maria Pilar Prieto Alaguero
Nursing Department

Francisco Redondo Montserrat
Nursing Department

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

Luis Sanchez-Urdazpal Gonzalez
General and Gastrointestinal Surgery Department

Ancor Sanz Garcia
Data Analysis Unit

Carmen Suarez Fernandez
Internal Medicine Department

Maria Mercedes Vinuesa Sebastian
Quality Coordinator

SECRETARY INNVOVATION COMMITTEE
AND INNOVACION STAFF

Lara Pérez Martinez

PLATAFORMA ISCIII.

Instituto de Salud Carlos il

COMMITTEES

QUALITY COMMITTEE

To achieve objective results of excellence and get a
continuous improvement, the Quality Commission
not only elaborates, but also continuously manitors
the implementation of quality procedures estab-
lished in our Institute.

[ FOREWORD IP / SCIENTIFIC PLATFORMS ]

COORDINATOR
M? Angels Figuerola Tejerina
Preventive Medicine Deparment

QUALITY COMMITTEE
Arantzazu Alfranca Gonzalez
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a focus on training for translational research to
imprave the competitiveness of institutions and
the qualifications of the personnel that integrates
them.
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Research Institute Hospital Universitario de La
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(training of undergraduate, graduate, and Continu-
ing Specialized Health).
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COMMITTEE FOR EQUAL OPEN SCIENCE COMMITTEE

OPPORTUNITIES AND DIVERSITY The Open Science Committee will act as the main
U -MANA_G ENT body responsible for promoting and coordinating
The Committee for Equal Opportunities acts as | Open Science policies within the framework of the 1S

the main bady responsible for promoting and co- Princesa

ordinating the Institute’s gender equality policies.
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Research Areas

AREA 1:

CELLULAR AND MOLECULAR ETI-
OPATHOGENIC MECHANISMS IN
INFLAMMATORY AND AUTOIM-
MUNE DISEASES

COORDINATOR

Francisco Sanchez Madrid

DEPUTY DIRECTRESS
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. Identify 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 tech-
niques 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 fostering
interactions between basic and clinical
groups.

Five most relevant publications of the area:

Grupo 2 — Maria Yainez Mo

Suarez H, Andreu Z, Mazzeo C, Toribio V, Perez
AE, Lopez S, Garcia S, Hurtado B, Marato E, Pe-
laez L, Arribas EA, Tolentino T, Barreda G, Marina
Al, Peinado H, Yanez M. CD9 inhibition reveals
a functional connection of extracellular ves-
icle secretion with mitophagy in melanoma
cells. ] Extracell Vesicles. 2021. 10. (7):e12082.
IF:25,841.(1).

Grupo 8 — Maria Josefa Calzada Garcia
Sevilla J, Labrousse D, Fernandez C, Fernandez
L, Barreira B, Mondejar G, Alfaro E, Lopez IP,

Perez S, Peces G, Pichel JG, Peinado VI, Cagol-
ludo A, Calzada MJ. Cigarette Smoke Directly
Promotes Pulmonary Arterial Remodeling
and Kv7.4 Channel Dysfunction. Am | Respir
Crit Care Med. 2021. 203. (10):;p. 1290-1305.
IF:21,405. (1).

Grupo 1 - Francisco Sanchez Madrid

Alcaraz A, Bustos E, Fernandez I, Calzada D,
Torralba D, Marina E, Lorenzo E, Vazquez E,
de Alburquerque JB, Ruef N, Gémez MJ, San-
chez F, Dopazo A, Stein JV, Ramiro A, Sanchez
F. Immune synapse instructs epigenomic and
transcriptomic functional reprogramming in
dendritic cells. Sci Adv. 2021. 7. (6):eabb39965.
IF:14,143. (1),

Grupo 11 — Federico Mayor Menéndez
Cabezudo S, Sanz M, Caballero A, Tasset |,
Rebollo E, Diaz A, Aragay AM, Cuervo AM,
Mavyor F, Ribas C. G alpha q activation mod-
ulates autophagy by promoting mTORC1
signaling. Nat Commun. 2021. 12. (1):4540.
IF:14,919. (1).

Grupo 22 - Julio Ancochea Bermudez
Izquierdo JL, Almonacid C, Gonzalez Y, Del Rio C,
Ancochea J, Cardenas R, Lumbreras S, Soriano
JB. The Impact of COVID-19 on Patients with
Asthma. Eur. Resp. . 2021. 57. (3):2003142.
IF:16,671.(1).

Line 1 Intercellular communication in the
inflammatory response.

Group 1 Francisco Sanchez Madrid

Group 3 Maria Yanez Mo

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

Areas:

Research lines:
23

Research groups:
48

a
a&

Personnel dedicated
to research: 505

Men:
200

Women:
305
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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 ifiguez Pefia

Line 5 Cellular mechanisms and molecular
determinants of allergybased diseases.

Group 20 Carlos Blanco Guerra

Group 15 Maria Dolores Ibaiiez Sandin

Line 6 Inflammatory processes in nephrological
diseases.
Group 21 Guillermina Barril Cuadrado

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 Agueda Gonzalez Rodriguez

AREA 2:

TRANSLATIONAL NEUROSCIENCE
COORDINATOR

José Luis Ayuso Mateos

DEPUTY DIRECTRESS
Maria Dolores Ochoa Mazarro

General objectives:
1. Design, synthesis and characterization of new
compounds with potential neuroprotective

[ FOREWORD IP / RESEARCH AREAS ]

effect on neurodegenative diseases and
stroke.

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

3. Drug characterization in preclinical studies in
animal models and in clinical trials in humans

4. Expand the knowledge about affective disorders
in the population, studying risk factors, clinical
evolution and respanse to treatment, in order to
improve the mental health of the population.

Five most relevant publications of each area:

Grupo 16 - Manuela Garcia Lopez

Fernandez C, Luengo E, Trigo P, Garcia N, Negredo
P, Lopez MG. Protective role of microglial HO- 1
blockade in aging: Implication of iron metabolism.
Redox Bial. 2021.38.p. 101789-101789.1F:11,799.(1).

Grupo 35 - José Aurelio Vivancos Mora
Gonzalez A, Fanjul , Ramos C, Serrano J, Bustamante
M, Villa A, Alvarez C, Garcia del Alamo Y, Vivancas J,
Gago AB. Headache during SARS-CoV-2 infection
as an early symptom associated with a more
benign course of disease: a case-control study. Eur
JNeurol. 2021. 28. (10):p. 3426- 3436.1F:6,089. (1).

Grupo 33 - José Luis Ayuso Mateos

Cabello M, Rico LA, Martinez JC, Sanchez A, Caballero
FF, Borges G, Mellor B, Haro JM, Prina M, Koskinen S,
Ayuso JL. The role of ageing in the wish to be dead:
disentangling age, period and cohort effects in
suicide ideation in European population. Epidemiol
Psychiatr Sci. 2021.30.e17. 1F:6,892. (1).

Grupo 41 - Javier Egea Maiquez

Rosa JM, Farre V, Ortega MC, Navarrete M, Lopez
AB, Palomino A, Fernandez E, Vila V, Decouty C,
Narros P, Clemente D, Egea J. TLR4-pathway
impairs synaptic number and cerebrovascular
functions through astrocyte activation following
traumatic brain injury. Br ] Pharmacol. 2021. 178.
(17):p. 3395-3413. IF:8,740. (1).

Grupo 32 - Francisco Abad Santos
Zubiaur P, Soria P, Koller D, Navares M, Ochoa D,
Almenara S, Saiz M, Mejia G, Villapalos G, Roman



M, Martin S, Abad F. Impact of polymorphisms
in transporter and metabolizing enzyme
genes on olanzapine pharmacokinetics
and safety in healthy volunteers. BIOMED
PHARMACOTHER. 2021. 133. p. 111087~
111087.1F:6,530. (1).

Line 1 Neuropharmacology and
neuroprotection.
Group 16 Manuela Garcia Lopez
Group 28 Cristobal de los Rios Salgado
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 Jesis Pastor Gomez

Line 6 Cerebrovascular diseases.
Group 35 José Aurelio Vivancos Mora

AREA 3:

ADVANCED THERAPIES AND
INDIVIDUALIZED MEDICINE
COORDINATOR

Isidoro Gonzalez Alvaro

DEPUTY DIRECTRESS
Maria Chaparro Sanchez

General objectives:

1. Identification of biomarkers that allow
predicting the prognosis and / ar re-
sponse to treatment in inflammatory,
infectious or tumor diseases.

2. Optimization of biological therapies by
identifying biomarkers predictive of thera-
py response.

3. lIdentification 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.

Five most relevant publications of each area:

Grupo 37 - Esteban Dauden Tello

Lozano M, Adlam D, Garcia M, Sanz A, Vera P, Rivero
F, Cuesta J, Bastante T, Baranowska AA, Vara A,
Martin E, Vicente M, Martin P, Samani NJ, Sanchez
F AlfonsoF, de la Fuente H. Differential miRNAs in
acute spontaneous coronary artery dissection:
Pathophysiological insights from a potential
biomarker. EBioMedicine. 2021. 66. p. 103338-
103338.1F:8,143.(1).

Grupo 48 — Jess Jimenez Borreguero
Martin F, Lopez R, del Pozo C, Delgado JF, Ortega
GJ, Castro MA, Sanz A. Association of Prehospital
Oxygen Saturation to Inspired Oxygen Ratio
With 1-, 2-, and 7-Day Mortality. JAMA Netw
Open. 2021. 4. (4):215700. IF.8,485.(1).

Grupo 38 - Javier Pérez Gisbert

Chaparro M, Garre A, Mesonero F, Rodriguez C,
Barreiro M, Martinez J, Arroyo MT, Mancenido N,
Sierra M, Vera |, Casanova MJ, Nos P, Gonzalez
C, Martinez T, Bosca M, Calafat M, Busquets
D, Girona E, Llad J, Martin MD, Piqueras M,
Ramos L, Suris G, Bermejo F, Carbajo AY,
Casas D, Fernandez A, Garcia MJ, Ginard D,
Gutiérrez A, Hernandez L, Lucendo AJ, Marquez
L, Merino O, Rancel FJ, Taxonera C, Lopez A,
Rubio S, Domeénech E, Gisbert JP. Tofacitinib in
Ulcerative Colitis: Real-world Evidence From
the ENEIDA Registry. | Crohns Colitis. 2021. 15.
(1):p. 35-42.1F:9,071.(1).

Grupo 36 - Isidoro Gonzalez Alvaro

Galvan JM, Rodriguez SC, Roy E, Marcos A, Sanchez
S, Fernandez C, Alcaraz A, Mateu T, Rodriguez P,
Sanchez |, Esparcia L, Martinez P, Lopez C, Gabrie
L, Del Campo L, Suarez C, Ancochea J, Canabal A,
Albert P, Rodriguez DA, Aguilar JM, Del Arco C, de los
Santos |, Garcia L, de la Camara R, Serra JM, Ramirez
E, Alonso T, Landete P, Soriano JB, Martin E, Fraile
A, Zurita ND, Garcia R, Cardenoso L, Sanchez F,

HOSPITAL
UNIVERSITARIO
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Alfranca A, Munoz C, Gonzalez I, REINMUN G. IL-6 serum
levels predict severity and response to tocilizumab in
COVID-19: An observational study. J Allergy Clin Immunol.
2021147 (1)p. 72-72.1F:10,793.(1).

Grupo 58 - Fernando Alfonso Manterola

Gatzov P, Monsuez JJ, Agoston G, Aschermann M,
Badran HM, Cohen A, Huber K, Shlyakhto E, Ural D,
Ferreira |, Alfonso F. Heart Failure 2019. Eur. Heart J.
2021.42.(6):p. 557-559. 1F:29,983. (1).

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

[ FOREWORD IP / RESEARCH AREAS ]

Line 5 Biological, cellular and molecular monitoring
in oncohematology.

Group 45 Elena Fernandez Ruiz

Group 46 Cecilia Muiioz 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 49 Blanca Novella Arribas

Line 7 New therapies in infectious pathologies.
Group 50 Ignacio de los Santos Gil
Group 517 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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SCIENTIFIC OUTPUT

GLOBAL ANALYSIS

Publications:

Impact Main Impact |, y ’ % International % Open %
- “ 1% | collaborations | Access | _Leadership:
636 3917,951 6,16 19 54 9 39 65 45

| Articles [T 3466,192 6,10 20 54 8 39 65 42
EE 253,452 9,05 35 50 31 42 38 85
| Review [ 216,307 5,15 5 57 5 36 83 64

New Projects: Total number of patents or useful models:
New Research projects in 2021: 24. 70 applications, 14 granted and 5 licensed /
New Human Resources grants in 2021: S. transferred.

Clinical Trials: Number of spin-offs and start-ups
Ongoing Clinical Trials during the year 2021: 420 created and active:

Clinical Trial agreements signed in 2021: 121 1 start-up created in 2018 and active as of

December 31, 2020.
Clinical Practice Guidelines:

Clinical practice guidelines: 15 Theses:
Number of theses defended: 27
Patents Number of theses with European mention: 6
APPLICATIONS GRANTED APPLICATIONS . L
Number of sessions / communication conferences
? ! ’ held: 38
Number of press releases: 3 1
Number of innovations generated by Number of news published in printed press: 17
IS (2021): News in other audiovisual media (Radio TV): 25
13 projects enrolled in the year and 36 in de- (15in TV, 10 in Radio)
velopment phase in 2021. Number of news in specialised and non-special-
ised digital media: 52
Total number innovation projects Number of Research Bulletin “Factor de Impac-
generated by 11S: 102. to” with the last scientific news with wide dis-
semination among patients, researchers and
Number of patents or useful models media: 2
during 2021:7 applications, 2 granted. Number of visitors to the website: 94.524

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 2020.
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:

01/01/2021 31/12/2021

First Stage Researcher (R1): 53 61

Recognised Researcher (R2) 163 198
Established Researcher (R3) 31 37
Leading Researcher (R4) 70 70

PUBLICATIONS

After the increase in the number of publications
in the year 2020, due to the number of articles
published on COVID-19, in 2021, 636 publica-
tions have been registered by members of the
Institute, which represents a decrease of 10%.
However, this decrease has not affected the
cumulative impact factor, which remains stable
compared to last year, once again close to 4,000
points. This figure indicates the high quality of the
journals in which our work has been published.

The following graph shows the historical evo-

lution from 2010 to 2020.

3.932 3918

3500
3000 2.766 2.771
2.399
2.254

2500 2.224 2054
2000 1.800 1.789
1500 1326 1.471
1000
500

0

2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021

The decrease in the number of articles combined with the stability in the cumulative impact
factor have caused a significant increase in the average impact factor. This parameter was the
second highest in the history of our Institute, exceeding 6 points.
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The following table shows the evolution of the
mean impact factor from 2010 to 2021.

2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020

Regarding the distribution by quartiles, 54% of the all publications were published in first quartile jour-
nals and 80% of them were published in first and second quartile journals.

The following table shows a graph with the distribution of publications by quartile from 2010
to 2021.

A more detailed analysis relative to each area in the last 5 years shows that area 1 had the greatestin-
crease of all areas in the number of publications during the year 2020 and the greatest decrease during
2021, while the scientific output of areas 2 and 3 in this year has remained fairly stable compared to
the previous year. The lower number of publications in area 1 has also affected the cumulative impact
factor of this area, while in area 2 and area 3 this parameter has increased considerably with respect
to the previous year.

2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021
HQ1 WQ2 NQ3 MHQ4

800
700
600
500
400
30

o

20

o

10

o O
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Area 1:
Cellular and molecular etiopathogenic mechanisms in inflammatory and
autoimmune diseases
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Translational neuroscience
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Area 3:

Advanced therapies and individualized medicine

2500
2151
2000
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1000
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M Publications M Impact Factor
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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 IMPACT

NEW ENGLAND JOURNAL OF MEDICINE 0028-4793 91,253
LANCET 0140-6736 1 Q'I 79,323
JAMA-] AM MED ASSOC 0098-7484 1 Q1 56,274
JOURNAL OF CLINICAL ONCOLOGY 0732-183X 1 Q1 L4544
LANCET ONCOLOGY 1470-2045 1 Q1 41,316
LANCET RESPIRATORY MEDICINE 2213-2600 1 Q1 30,7

EUROPEAN HEART JOURNAL 0195-668X 6 Q1 29,983
JOURNAL OF EXTRACELLULAR VESICLES 2001-3078 1 Q1 25,841

JOURNAL OF THE AMERICAN COLLEGE OF

CARDIOLOGY 0735-1097 1 Q1 24,093
GUT 0017-5749 1 Q1 23,059
GASTROENTEROLOGY 0016-5085 1 Q1 22,682
AMERICAN JOURNAL OF RESPIRATORY

AND CRITICAL CARE MEDICINE 1073-443X 1 Q1 2105
EUR UROL 0302-2838 1 Q1 20,096
ANNALS OF THE RHEUMATIC DISEASES ~ 0003-4967 2 Q1 19,103
JOURNAL OF HEMATOLOGY &

ONCOLOGY 1756-8722 1 Q1 17,388
ADVANCED SCIENCE 2198-3844 1 Q1 16,806
TRENDS IN IMMUNOLOGY 1471-4906 1 Q1 16,687
EUROPEAN RESPIRATORY JOURNAL 0903-1936 4 Q1 16,671
AUTOPHAGY 1554-8627 1 Q1 16,016
NATURE COMMUNICATIONS 2041-1723 2 Q1 14,919
JOURNAL OF CLINICAL INVESTIGATION 0021-9738 1 Q1 14,808
JACC-CARDIOVASCULAR IMAGING 1936-878X 1 Q1 14,805
SCIENCE ADVANCES 2375-2548 1 Q1 14,143
ANNU REV PHARMACOL 0362-1642 1 Q1 13,82
ALLERGY 0105-4538 4 Q1 13,146
TRENDS FOOD SCI TECH 0924-2244 1 Q1 12,563
EMBO MOLECULAR MEDICINE 1757-4676 2 Q1 12,137
REDOX BIOLOGY 2213-2317 2 Q1 11,799
LEUKEMIA 0887-6924 1 Q1 11,528
JOURNAL OF THE AMERICAN ACADEMY

OF DERMATOLOGY 0190-9622 2 Q1 11,527
CLINICAL GASTROENTEROLOGY AND

HEPATOLOGY 1542-3565 1 Q1 11,382
JACC-CARDIOVASCULAR

INTERVENTIONS 1936-8798 1 Q1 11,195
J EXP CLIN CANC RES 1756-9966 1 Q1 11,161
BLOOD CANCER JOURNAL 2044-5385 1 Q1 11,037
ARTHRITIS & RHEUMATOLOGY 2326-5191 1 Q1 10,995
THE AMERICAN JOURNAL OF

GASTROENTEROLOGY 000255270 1 Q1 10,864
JOURNAL OF ALLERGY AND CLINICAL

IMMUNGLOGY 0091-6749 2 Q1 10,793
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TOTAL OF IMPACT

ANNALS OF NEUROLOGY
MOVEMENT DISORD

NEW PHYTOL

DIABETOLOGIA
CARDIOVASCULAR DIABETOLOGY
HAEMATOLOGICA

ADVANCED HEALTHCARE MATERIALS
NEUROLOGY

AUTOIMMUNITY REVIEWS
ENVIRONMENT INTERNATIONAL
J CLIN ANESTH

CHEST

BRITISH JOURNAL OF
DERMATOLOGY

EUROPEAN JOURNAL OF CANCER
CRITICAL CARE

CLINICAL INFECTIOUS DISEASES
JOURNAL OF CROHNS & COLITIS

J CHILD PSYCHOL PSYC

EUROPEAN RESPIRATORY REVIEW
BMC MEDICINE

BRITISH JOURNAL OF
PHARMACOLOGY

JOURNAL OF INVESTIGATIVE
DERMATOLOGY

JAMA NETWORK OPEN

NEUROLOGY-NEUROIMMUNOLOGY &
NEUROINFLAMMATION

CAN MED ASSOC )

ALIMENTARY PHARMACOLOGY &
THERAPEUTICS

EBIOMEDICINE

CLINICAL MICROBIOLOGY AND
INFECTION

STROKE
NEUROPSYCHOPHARMACOL

ACTA NEUROPATHOLOGICA
COMMUNICATIONS

CLINICAL NUCLEAR MEDICINE
NEUROTHERAPEUTICS
RHEUMATOLOGY

FRONTIERS IN IMMUNOLOGY

TOB CONTROL

JOURNAL OF MEDICINAL CHEMISTRY
BMC BIOL

0364-5134
0885-3185
1469-8137
0012-186X
1475-2840
0390-6078
2192-2640
0028-3878
1568-9972
0160-4120
0952-8180
0012-3692

0007-963

0959-8049
1364-8535
1058-4838
1873-9946
0021-9630
0905-9180
1741-7015

0007-1188

0022-202X
2574-3805
2332-7812
0820-3946
0269-2813
2352-3964
1198-743X

0039-2499
0893-133X

2051-5960

0363-9762
1933-7213
1462-324
1664-3224
0964-4563
0022-2623
1741-7007

SN NP AUl 2 N AN A2 A A A A

N

A U WA A

Q’I
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

10,422
10,338
10,152
10,122
9,951
9,941
9,933
9,91
9,754
9,621
9,452
9,41

9,302

9,162
9,097
9,079
9,071
8,982
8,839
8,775

8,74

8,551
8,485
8,485
8,262
8,171
8,143
8,067

7,914
7,855

7,801

7,794
7,62
7,58

7,561

7,552

7,446

7.431

INSTITUTO DE
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Somne 2021 [FOREWORD IP / SCIENTIFIC OUTPUT ]

ACTIVITY

TOTAL OF IMPACT

AMERICAN JOURNAL OF CLINICAL

DERMATOLOGY 1175-561 7,403
) HEADACHE PAIN 1129-2369 1 Q1 7,277
INT J EPIDEMIOL 0300-5771 1 Q1 7,196
JOURNAL OF INVESTIGATIONAL

ALLERGOLOGY & 1018-9068 3 Q1 7,033
CLINICAL IMMUNOLOGY

BRITISH JOURNAL OF HAEMATOLOGY 0007-1048 2 Q1 6,998
CANCER IMMUNOLOGY

IMMUNOTHERAPY 0340-7004 1 Q1 6,968
BRITISH JOURNAL OF SURGERY 0007-1323 2 Q1 6,939
EPIDEMIOLOGY AND PSYCHIATRIC

SCIENCES 2045-7960 2 Q1 6,892
EUROPEAN HEART JOURNAL-

CARDIOVASCULAR 2047-2404 1 Q1 6,875
IMAGING

BLOOD ADVANCES 2473-9529 1 Q1 6,799
FRONTIERS IN CELL AND

DEVELOPMENTAL BIOLOGY 22BN 2 Q1 €85
EUROPEAN JOURNAL OF

ENDOCRINOLOGY 0804-4643 1 Q1 6,664
CANCERS 2072-6694 5 Q1 6,639
MOLECULAR ONCOLOGY 1574-7891 2 Q1 6,603
CELLS 2073-4409 7 Q2 6,6
CONTACT DERMATITIS 0105-1873 3 Q1 6,6
FRONTIERS IN NUTRITION 2296-861X 1 Q1 6,576
EUROINTERVENTION 1774-024X 5 Q1 6,534
BIOMED PHARMACOTHER 0753-3322 3 Q1 6,53
REVIEWS IN ENDOCRINE & METABOLIC

DISORDERS 1389-9155 1 Q1 6,514
ENVIRON RES 0013-9351 1 Q1 6,498
TRANSLATIONAL LUNG CANCER

RESEARCH 2218-6751 1 Q1 6,498
BREAST CANCER RES 1465-5411 1 Q1 6,488
CLIN PHARMACOKINET 0312-5963 1 Q1 6,447
PEDIATRIC ALLERGY AND

IMMUNOLOGY 0905-6157 3 Q1 6,377
PHARMACEUTICS 1999-4923 2 Q1 6,321
ANTIOXIDANTS 2076-3921 6 Q1 6,312
ACTA PHYSIOLOGICA 1748-1708 1 Q1 6,311
RADIOTHERAPY AND ONCOLOGY 0167-8140 1 Q1 6,28
FRONTIERS IN ONCOLOGY 2234-943X 2 Q2 6,244
EUROPEAN JOURNAL OF NEUROLOGY 1351-5101 4 Q1 6,089
BIOMEDICINES 2227-9059 5 Q1 6,081
EUROPEAN UROLOGY FOCUS 2405-4569 1 Q1 5,996
NEUROBIOL DIS 0969-9961 1 Q1 5,996
HEART 1355-6037 3 Q1 5,994
JOURNAL OF CLINICAL ENDOCRINOLOGY

& METABOLISM 0021-972X 3 Q1 5,958
INTERNATIONAL JOURNAL OF

MOLECULAR SCIENCES (Re2-5y 12 Q1 5222
HEADACHE 0017-8748 1 Q1 5,887
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TOTAL OF IMPACT

PHARMACEUTICALS
MABS-AUSTIN

MOL CANCER RES
LIVER INTERNATIONAL

MOLECULAR NUTRITION & FOOD
RESEARCH

FRONTIERS IN PHARMACOLOGY

JOURNAL OF ANTIMICROBIAL
CHEMOTHERAPY

ALLERGY ASTHMA IMMUN
DISEASE MODELS & MECHANISMS
NUTRIENTS

LUNG CANCER

ANNALS OF THE NEW YORK ACADEMY OF

SCIENCES
AGING-US

DIABETES RESEARCH AND CLINICAL
PRACTICE

BM) GLOBAL HEALTH
FRONTIERS IN ENDOCRINOLOGY

EUROPEAN JOURNAL OF
IMMUNOLOGY

SEMINARS IN ARTHRITIS AND
RHEUMATISM

JOURNAL OF THE AMERICAN HEART
ASSOCIATION

BONE MARROW TRANSPLANTATION
ISCIENCE
MECH AGEING DEV

BIOCHEMICAL SOCIETY
TRANSACTIONS

DERMATOLOGY

THERAPEUTIC ADVANCES IN
MUSCULOSKELETAL DISEASE

INFLAMMATORY BOWEL DISEASES

FRONTIERS IN CELLULAR AND INFECTION
MICROBIOLOGY

NEUROPHARMACOLOGY

JOURNAL OF INFECTIOUS DISEASES
ARTHRITIS RESEARCH & THERAPY
RMD OPEN

JOURNAL OF NEUROSURGERY
FRONTIERS IN MEDICINE

REVISTA ESPANOLA DE CARDIOLOGIA

PROGRESS IN NEURO-
PSYCHOPHARMACOLOGY & BIOLOGICAL
PSYCHIATRY

PAIN PHYSICIAN

JOURNAL OF PERSONALIZED MEDICINE
JOINT BONE SPINE
NEUROENDOCRINOLOGY

PSYCHONEUROENDOCRINOLOGY

1424-8247
1942-862
1541-7786
1478-3223

1613-4125
1663-9812
0305-7453

2092-7355
1754-8403
2072-6643
0169-5002

0077-8923
1945-4589
0168-8227

2059-7908
1664-2392

0014-2980

0049-172

2047-9980

0268-3369
2589-42
0047-6374

0300-5127
1018-8665
1759-720X
1078-998
2235-2988

0028-3908
0022-1899
1478-6354
2056-5933
0022-3085
2296-858X
0300-8932

0278-5846

1533-3159
2075-4426
1297-319X
0028-3835

0306-4530

a0 N 2 A

N B

= A

Y

- W U NN =222 N N N = N N O N

N = U =

Q’I
Q2
Q2

Q1
Q1
Q1

Q2
Q1
Q1
Q1

Q1
Q1
Q1

Q1
Q1

Q2
Q1

Q1

Q1
Q1
Q1

Q2
Q1
Q1
Q2
Q1
Q1
Q1
Q2
Q2
Q1

Q1
Q1

Q1

Q1
Q1
Q2
Q2
Q1

5,863
5,857
5,852
5,828

5,82
5,811
5,79

5,764
5,758
5,717
5,705

5,691
5,682
5,602

5,558
5,555

5,532
5,532

5,501

5,483
5,458
5,432

5,407
5,366
5,346
5,325
5,293

5,251
5,226
5,156
5,117
5,115
5,091
5,078

5,067

4,97
4,945
4,929
4,914

4,905
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Somne 2021 [FOREWORD IP / SCIENTIFIC OUTPUT ]

ACTIVITY

TOTAL OF IMPACT

BIOMOLECULES 2218-273X 4,879
ARCHIVOS DE BRONCONEUMOLOGIA 0300-2896 'IO Q2 4,872
INT J EAT DISORDER 0276-3478 1 Q1 4,861
JOURNAL OF AFFECTIVE DISORDERS 0165-327 3 Q1 4,839
J PSYCHIATR RES 0022-3956 2 Q1 4,791
REVISTA ESPANOLA DE

CARDIOLOGIA 0300-8932 8 Q2 4,753
AMERICAN HEART JOURNAL 0002-8703 1 Q2 4,749
ANNALS OF MEDICINE 0785-3890 2 Q1 4,709

EUROPEAN HEART JOURNAL-ACUTE

CARDIOVASCULAR CARE AULEHEYSS 1 Q2 eI
EUROPEAN JOURNAL OF CLINICAL

INVESTIGATION 0014-2972 2 Q1 4,686
JOURNAL OF RHEUMATOLOGY 0315-162X 2 Q2 4,666
ANTIBIOTICS 2079-6382 5 Q2 4,639
EUROPEAN JOURNAL OF INTERNAL

MEDICINE 0953-6205 2 Q1 4,624
UNITED EUROPEAN GASTROENTEROLOGY

JOURNAL 2050-6406 2 Q2 4,623
FRONTIERS IN PHYSIOLOGY 1664-042X 2 Q1 4,566
OSTEOPOROSIS INTERNATIONAL 0937-941X 2 Q2 4,507
CLINICAL AND EXPERIMENTAL

RHEUMATOLOGY 0392-856X 6 Q2 4,473
EXPERT REVIEW OF CLINICAL

IMMUNOLOGY 1744-666X 2 Q2 4,473
JOURNAL OF ALZHEIMERS DISEASE 1387-2877 1 Q2 4,472
CANCER MEDICINE 2045-7634 1 Q2 4,452
CKJ: CLINICAL KIDNEY JOURNAL 2048-8505 1 Q1 4,452
CLINICAL GENETICS 0009-9163 1 Q2 4,438
ACTA DERMATO-VENEREOLOGICA 0001-5555 3 Q1 4,437
EUROPEAN JOURNAL OF

PHARMACOLOGY 0014-2999 1 Q2 4,432
VACCINES 2076-393X 1 Q2 4,422
ACS CHEMICAL NEUROSCIENCE 1948-7193 1 Q2 4,418
MOLECULES 1420-3049 2 Q2 4,411
THERAPEUTIC ADVANCES IN

GASTROENTEROLOGY 1756-283X 1 Q2 e
SCIENTIFIC REPORTS 2045-2322 10 Q1 4,38
BRITISH JOURNAL OF CLINICAL

PHARMACOLOGY 0306-5251 1 Q2 4,34
MULTIPLE SCLEROSIS AND RELATED

DISORDERS 2211-348 1 Q2 4,339
EUROPEAN JOURNAL OF

ANAESTHESIOLOGY L 2 Q2 4,33
CLINICAL ORTHOPAEDICS AND RELATED

RESEARCH 0009-921X 1 Q1 4,291
COMMUN NONLINEAR SCI 1007-5704 1 Q1 4,26
JOURNAL OF ENDOCRINOLOGICAL

INVESTIGATION 0391-4097 1 Q2 4,256
EXPERT OPINION ON DRUG SAFETY 1474-338 2 Q2 4,25
JOURNAL OF CLINICAL MEDICINE 2077-383 20 Q1 4,241
INTERNATIONAL JOURNAL OF

CARDIOLOGY 0167-5273 6 Q2 4,164
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JOURNAL OF CARDIOVASCULAR
TRANSLATIONAL RESEARCH

OBESITY SURGERY
MICROORGANISMS

DIGESTIVE AND LIVER DISEASE

HEALTH PLACE

MOLECULAR DIAGNOSIS & THERAPY
J BONE ONCOL

J GLOB ANTIMICROB RE
PREVENTIVE MEDICINE

EUR J CLIN NUTR

NUTRITION

FRONTIERS IN NEUROLOGY
SURGERY

EXPERIMENTAL DERMATOLOGY

WORLD JOURNAL OF BIOLOGICAL
PSYCHIATRY

JOURNAL OF PHARMACEUTICAL AND
BIOMEDICAL ANALYSIS

ADDICTIVE BEHAVIORS
EMERGENCIAS
ADVANCES IN THERAPY
LIFE

TECH COLOPROCTOL

EXPERT REVIEW OF RESPIRATORY
MEDICINE

PAIN MEDICINE

CHEM RES TOXICOL

JOURNAL OF VIRAL HEPATITIS
FRONTIERS IN PUBLIC HEALTH
DIAGNOSTICS

EUR ) TRAUMA EMERG S
ANNALS OF HEMATOLOGY
AGING & MENTAL HEALTH

PFLUGERS ARCHIV-EUROPEAN JOURNAL
OF PHYSIOLOGY

HPB

ENDOCRINE

JOURNAL OF NEUROENDOCRINOLOGY
RHEUMATOLOGY AND THERAPY
PATHOGENS

SLEEP MEDICINE

CLINICAL ENDOCRINOLOGY

CLINICAL AND EXPERIMENTAL
DERMATOLOGY

JOURNAL OF GASTROINTESTINAL
SURGERY

NURS EDUC TODAY
FRONTIERS IN PEDIATRICS
CLINICAL & TRANSLATIONAL ONCOLOGY

CLINICAL THERAPEUTICS

1937-5387

0960-8923
2076-2607
1590-8658
1353-8292
1177-1062
2212-1374
2213-7165
0091-7435
0954-3007
0899-9007
1664-2295
0039-6060
0906-6705

1562-2975

0731-7085

0306-4603
1137-6821
0741-238X
0024-3019
1123-6337

1747-6348

1526-2375
0893-228X
1352-504
2296-2565
2075-4418
1863-9933
0939-5555
1360-7863

0031-6768

1365-182X
1355-008X
0953-8194
2198-6576
2076-817
1389-9457
0300-664

0307-6938

1091-255X

0260-6917
2296-2360
1699-048X

0149-2918

2

R N N I N UL G G U I O U § Y

A N =2 N =2 a N =2 W N = A -

N 2 a2 N =2 N

(RSN @ ) [P =Y

Q1
Q2
Q2
Q1
Q2
Q3
Q2
Q1
Q2
Q2
Q2
Q1
Q2

Q2

Q2

Q1
Q1
Q2
Q2
Q1

Q2

Q2
Q2
Q2
Q1
Q2
Q1
Q2
Q1

Q2

Q1
Q3
Q3
Q3
Q2
Q2
Q3

Q2

Q2

Q1
Q1
Q3
Q3

4,132

4,129
4,128
4,088
4,078
4,074
4,072
4,035
4,018
4,016
4,008
4,003
3,982
3,96

3,941

3,935

3,913
3,881
3,847
3,817
3,781

3,772

3,75
3,739
3,728
3,709
3,706
3,693
3,673
3,658

3,657

3,647
3,633
3,627
3,494
3,492
3,492
3,478

3.47

3,452

3,442
3,418
3,405

3,396
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Somne 2021 [FOREWORD IP / SCIENTIFIC OUTPUT ]

ACTIVITY
TOTAL OF IMPACT

BRAIN SCIENCES 2076-3425 3,394
INTERNATIONAL JOURNAL OF

i st vis 1661-7827 3 Q1 3,39
RESEARCH AND PUBLIC HEALTH

JOURNAL OF DERMATOLOGICAL

TREATMENT 0954-6634 1 Q2 3,359
CANCER CHEMOTH PHARM 0344-5704 1 Q3 3,333
JOURNAL OF GERIATRIC CARDIOLOGY 1671-5411 1 Q2 3,327
LARYNGOSCOPE 0023-852X 1 Q1 3,325
REVISTA DE PSIQUIATRIA Y SALUD

MENTAL Q 1888-9891 2 Q2 3,318
NEUROLOGICAL SCIENCES 1590-1874 3 Q2 3,307
LEUKEMIA & LYMPHOMA 1042-8194 3 Q3 3,28
EUROPEAN JOURNAL OF CLINICAL

MICROBIOLOGY & INFECTIOUS DISEASES 003479723 | 0E S
DERMATOLOGY AND THERAPY 2193-8210 2 Q2 3,264
PLOS ONE 1932-6203 6 Q2 3,24
CLINICAL LYMPHOMA MYELOMA &

EONEn 2152-2650 1 Q3 3,231
) EPIDEMIOL 0917-5040 1 Q2 3,211
ACTA NEUROLOGICA SCANDINAVICA 0001-6314 1 Q3 3,209
) ADV NURS 0309-2402 1 Q1 3,187
HEALTH AND QUALITY OF LIFE

OUTCOMES 1477-7525 1 Q2 3,186
EUROPEAN JOURNAL OF PEDIATRICS 0340-6199 2 Q1 3,183
HIV MEDICINE 1464-2662 1 Q3 3,18
JOURNAL OF PAIN RESEARCH 1178-7090 1 Q3 3,133
NEUROLOGIA (BARCELONA, SPAIN) 0213-4853 8 Q3 3,109
BMC INFECTIOUS DISEASES 1471-2334 1 Q3 3,09
PREHOSP EMERG CARE 1090-3127 1 Q1 3,077
PSYCHOLOGY & HEALTH 0887-446 2 Q2 3,073
NEUROSCIENCE LETTERS 0304-3940 1 Q3 3,046
JOURNAL OF HUMAN HYPERTENSION 0950-9240 1 Q3 3,012
CIRCULATION JOURNAL 1346-9843 1 Q3 2,993
FRONTIERS IN PSYCHOLOGY 1664-1078 1 Q2 2,988
CLINICAL RHEUMATOLOGY 0770-3198 1 Q3 2,98
EPILEPSY & BEHAVIOR 1525-5050 1 Q2 2,937
REVIEWS IN CARDIOVASCULAR MEDICINE  1530-6550 1 Q3 2,93
) MED ETHICS 0306-6800 1 Q1 2,916
JOURNAL OF THORACIC DISEASE 2072-1439 1 Q3 2,895
J INT NEUROPSYCH SOC 1355-6177 1 Q2 2,892
HORM-INT ) ENDOCRINO 1109-3099 2 Q3 2,885
NPJ PRIMARY CARE RESPIRATORY

EDICE 2055-1010 1 Q2 2,871
HORMONE RESEARCH IN PAEDIATRICS 1663-2818 1 Q2 2,852
HEALTH SOC CARE COMM 0966-410 1 Q1 2,821
) CLIN APHERESIS 0733-2459 1 Q3 2,821
DIAGNOSTIC MICROBIOLOGY AND

INFECTIOUS DISEASE Breeses L 0E 20
EUROPEAN JOURNAL OF EMERGENCY

St 0969-9546 2 Q2 2,799
UPDATES IN SURGERY 2038-131X 1 Q2 2,797
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TOTAL OF IMPACT

BMC MED INFORM DECIS

AGEING SOC

AMERICAN JOURNAL OF CARDIOLOGY
PATIENT PREFERENCE AND ADHERENCE
BRAIN BEHAV

PARKINSONS DIS-US

OPERATIVE NEUROSURGERY

J APPL RES INTELLECT

BMJ OPEN

CATHETERIZATION AND
CARDIOVASCULAR INTERVENTIONS

J THEOR BIOL

RHEUMATOLOGY INTERNATIONAL
JOURNAL OF CLINICAL DENSITOMETRY
J ANAT

MED BIOL ENG COMPUT

EUR ) OPHTHALMOL

INJURY-INTERNATIONAL JOURNAL OF
THE CARE OF THE INJURED

AM ] SURG
PHARMACOGENOMICS
JOURNAL OF ASTHMA

INTERNATIONAL JOURNAL OF CLINICAL
PRACTICE

J CLIN MONIT COMPUT

CLINICAL, COSMETIC AND
INVESTIGATIONAL DERMATOLOGY

BMC NEUROLOGY

AMERICAN JOURNAL OF EMERGENCY
MEDICINE

CHRONIC RESPIRATORY DISEASE
MEDICINA-LITHUANIA

SCANDINAVIAN JOURNAL OF
GASTROENTEROLOGY

DIGEST DIS

ACTA NEUROL BELG

SURG-J R COLL SURG E

GROWTH HORMONE & IGF RESEARCH
BMC MUSCULOSKEL DIS

INTERNATIONAL JOURNAL OF
CARDIOVASCULAR IMAGING

ACTA CYTOLOGICA

BMC CARDIOVASCULAR DISORDERS
TRIALS

APPL NEUROPSYCH-ADUL
TRANSPLANT INFECTIOUS DISEASE
BMC ANESTHESIOL

INT ) TECHNOL ASSESS

JOURNAL OF CARDIOVASCULAR
MEDICINE

SURGICAL INFECTIONS
ACTA ANAESTH SCAND

1472-6947
0144-686X
0002-9149
1177-889X
2162-3279
2090-8083
2332-4252
1360-2322
2044-6055

1522-1946

0022-5193
0172-8172
1094-6950
0021-8782
0140-118
1120-6721

0020-1383

0002-9610
1462-2416
0277-903

1368-5031
1387-1307
1178-7015
1471-2377
0735-6757

1479-9723
1010-660X

0036-5521

0257-2753
0300-9009
1479-666X
1096-6374
1471-2474

1569-5794

0001-5547
1471-2261
1745-6215
2327-9095
1398-2273
1471-2253
0266-4623

1558-2027

1096-2964
0001-5172

N N = & v vy NN

N N 2 a2 o 4

= A A

W = a a a

R\ N U U (U (L

Q2
Q3
Q2
Q3
Q3
Q2
Q1
Q2

Q3

Q2
Q4
Q4
Q2
Q2
Q3

Q2

Q2
Q3
Q3

Q2
Q3
Q3
Q3
Q2

Q4
Q2

Q4

Q4
Q3
Q3
Q4
Q2

Q3

Q3
Q3
Q4
Q3
Q3
Q4
Q3

Q3

Q3
Q4

2,796
2,786
2,778
2,711
2,708
2,704
2,703
2,7
2,692

2,692

2,691
2,631
2,617
2,61
2,602
2,597

2,586

2,565
2,533
2,515

2,503
2,502
2,489
2,474
2,469

2,444
2,43

2,425

2,404
2,396
2,392
2,372
2,362

2,357

2,319
2,298
2,279
2,248
2,228
2,217
2,188

2,16

2,15
2,105
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2021

[ FOREWORD IP / SCIENTIFIC OUTPUT ]

TOTAL OF IMPACT
JOURNAL m pusLicaTion | QUARTIL FACTOR

WORLD NEUROSURGERY 1878-8750 2,104
GASTROENTEROLOGIA Y HEPATOLOGIA 0210-5705 5 Qh 2,102
PHARMACOGENETICS AND GENOMICS 1744-6872 1 Q4 2,089
UROLOGIA INTERNATIONALIS 0042-1138 1 Q3 2,089
REVISTA ESPANOLA DE ENFERMEDADES
DIGESTIVAS 1130-108 4 Q4 2,086
CYTOPATHOLOGY 0956-5507 2 Q3 2,073
SURG INNOV 1553-3506 1 Q3 2,058
NEFROLOGIA 0211-6995 6 Q4 2,033
JOURNAL OF ORAL AND MAXILLOFACIAL
SURGERY 0278-2391 1 Q3 1,895
MEDICINE 0025-7974 1 Q3 1,889
CLIN NEUROL NEUROSUR 0303-8467 1 Q3 1,876
THERAPEUTIC APHERESIS AND DIALYSIS 1744-9979 1 Q4 1,762
CIRUGIA ESPANOLA 0009-739X 3 Q3 1,653
JOURNAL OF CUTANEOUS PATHOLOGY 0303-6987 2 Q4 1,587
DIAGNOSTIC CYTOPATHOLOGY 8755-1039 2 Q4 1,582
APPL ARTIF INTELL 0883-9514 1 Q3 1,58
JOURNAL OF STOMATOLOGY ORAL AND
MAXILLOFACIAL SURGERY 2T L0 L QA 1582
REVISTA CLINICA ESPANOLA 0014-2565 3 Q3 1,556
ANALES DE PEDIATRIA 1695-4033 2 Q4 1,5
CORONARY ARTERY DISEASE 0954-6928 4 Q4 1,439
JOURNAL OF ELECTROCARDIOLOGY 0022-736 1 Q4 1,438
INT J CLIN PHARM TH 0946-1965 1 Q4 1,366
REVISTA IBEROAMERICANA DE
MICOLOGIA 1130-1406 1 Q4 1,044
PATENTS Inventors: Antonio Cuadrado Pastor, Raguel

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 In-
navation and the transfer of innovative advances to
industry. As a sign of this commitment, researchers
at our center, in collaboration with other institutions,
have developed the patents shown below.

EUROPEAN PATENT APPLICATIONS

Titulo: Treatment of NRF2-related diseases
Number: EP2138202511

Date of applicant: 15/01/2021

Owners/s: Fundacion de Investigacion Hospital
Universitario de La Princesa (5%), CSIC (42,5%),
UAM (37,5%), Universidad Miguel Hernandez de
Elche (15%)

Fernandez Ginés, Jose Antonio Encinar, Rafael Leon
Martinez, Juan Felipe Franco Gonzalez, Manuela
Garcia Lopez, Maria Isabel Rodriguez Franco, Ana
Isabel Rojo Sanchis.

NATIONAL PATENT APPLICATIONS

Title: Método de deteccion temprano de dano
hepatico me-diante la proteina morfogenética
6sea 2 (BMP2) EN BIOPSIA Li-QUIDA

Number: P202130777

Date of applicant: 10/08/2021

Owners/s: Fundacion de Investigacion Haspital
Universitario de La Princesa (100%) Inventors:
Patricia Maranon Barnusell, Paloma Narros
Fer-Nandez, Esther Rey Fernandez, Carmelo
Garcia Monzon, Javier Egea Maiquez, Agueda
Gonzalez Rodriguez



Title: Derivados de n-sulfonilureas y su uso
terapéutico

Number: P202130839

Date of applicant: 08/09/2021

Owners/s: Fundacion de Investigacion Hospital
Universitario de La Princesa (90%), Consejo Su-
perior de Investigaciones Cientificas (CSIC) (10%)
Inventors: Francisco Javer Egea Maiguez,
Paloma Narros Fernandez, Lau-ra Cerrada
Galvez, Alejandra Palomino Antolin, Victor Far-
ré Alins, Celine Decouty Pérez, Ana Belén Lopez
Rodriguez, José Luis Marco Contelles.

NATIONAL PATENT GRANTED

Title: Compuestos derivados de 2-iodo-7-(((2-
(5-metoxi-1h-indol-3-il)etilJamino)metil)-1-
alquil/aril-6,7,7a,8-tetrahidro-3h-pirrolo[2,1-]]
quinolina-3,9(5h)-diona como agentes anti-
oxidantes, inductores de nrf2 y moduladores
nicotinicos para el tratamiento de enferme-
dades neurode-generativas.

Number: P201530190

Grant date: 02/02/2021

Owners/s: Universidad Complutense de Ma-
drid (3%), Universidad Autonoma de Madrid (12%)
Fundacion de Investigacion Hospital Universi-
tario de La Princesa (85%).

Inventors: Rafael Ledn Martinez, Sheila Abril
Comesana, PatrycdaMichalska, Izaskun Buendia
Abaitua, Mercedes Salaices Sanchez, Jose Car-
los Menéndez Ramos y Manuela Garcia Lopez.

Title: Compuestos agonistas nicotinicos vy anti-
oxidantes para el tratamiento de enfermedades
neurodegenerativas.

Number: P201930908

Grant date: 03/11/2021

Owners/s: Fundacion de Investigacion Hospital
Universitario de La Princesa (79%) Universidad
Autonoma de Madrid (16%) y Universidad Com-
plutense de Madrid (5%)

Inventors: Rafael Leon Martinez, Sheila Abril
Comesana, Pablo Duarte Florez, Enrique
Crisman Vigil, Patryga Michalska, Mercedes
Salaices San-chez v José Carlos Menéndez
Ramos.

INSTITUTO DE
INVESTIGACION

SANI
HOSPITAL

UNIVERSITARIO
DE LA PRINCESA

TARIA I

41/



ANNUAL

Somne 2021 [FOREWORD IP / SCIENTIFIC OUTPUT ]

ACTIVITY

COMPETITIVE PROJECTS

GRANTS:
Funding Institution Calls Granted
Instituto de Salud Carlos Il Proyectos de Investigacion 8
Investigacion Clinica Independiente 2
Proyecto de Desarrollo Tecnolégico 1

Proyectos asociados Contrato
Miguel Servet

RICORS 3
Infraestructura de Investigacion 1
Mutua Madrilefia Proyectos de Investigacion 3
Fundacion Jerome Lejeune Proyectos de Investigacion 1
Prueba de Concepto 1

Agencia Estatal de Investigacion
PROYECTOS DE I+D+i 1
Gilead Proyectos Hepatitis 1
H2020 1

Research staff fully or partially funded
through competitive calls in 2021:

Funding Institution Calls Granted

Agencia Estatal de Investigacion = Contratos predoctorales para la formacion 1
de doctores 2021

Retos Colabaracion 1

Promocion de empleo joven 2

N

Juan de la Cierva-Formacion

Plataformas 2

Comunidad de Madrid Garantia Juvenil 9
Programas de actividades de [+D 2

ISCIll Persanal técnico bioinformatico 1
Ayudas Sara Borrell 3

Miguel Servet 1

Miguel Servet |l 1

Contratos Predoctorales 4

Gestion eninvestigacion en salud en los 1S 1

Investigacion Clinica Independiente 4

Proyectos de Investigacion 7

Redes de Investigacion 3

Rio Hortega 3

Juan Rodes 3

Intensificacion 2

Ministerio de Educacion Formacio de Profesorado Universitario 2
H2020 Proyectos de Investigacion 1

/ 42 |



DEFENDED DOCTORAL

THESES

The thesis represents a systematic and exhaustive research work on a subject, which is considered a crucial

stepin the training of new generations of researchers. During 2021, a total of 27 theses have been defended by

member of the IIS. Six of them was a European thesis.

THESES

Doctoral Candidate Defense date

Caballero
Lombrana, Alvaro

Alba Rubio, Claudio

Rodriguez Galan,
Ana

Castillo Gonzalez,
Raquel Ana

Sanchez Gomez,
Inés

Molejon Garcia,
Adolfo Javier

Fernandez
Mendivil, Cristina

Rojo Aldama,
Eukene

Ramasco Rueda,
Fernando

Pacheco Barcia,
Vilma Emilia

Galvan Roman,
José Maria

Andino Ruiz,
Ricardo

Cuesta Cuesta,
Francisco Javier

Sanz Martin, Maria
del Pilar

Nuevo interactoma de la proteina Gqy su
implicacion en la homeostasis vascular

Estudio bioinformatico de muestras
clinicas en la infeccion de helicobacter
pylori:importancia del microbioma

Mirna dynamics in T cell activation

Gal-1 and LAT1 as regulatory molecules in
skin inflammatory diseases

The role of the transcription factor TCFL5 in
the physiopathology of B lymphocytes

G Protein Coupled Receptor Kinase (GRK)-
2: Involvement in DNA Damage Response
and Functional
Repercussions in Senescence

Microglial heme oxigenase | (HO-1)
modulation for the treatment of age-
related diseases

Estudio de las caracteristicas
epidemiologicas, clinicas y de la respuesta
al tratamiento en una cohorte de pacientes
con colitis microscopica

Utilidad de la determinacion
preoperatoria de los niveles séricos de
MR-Proadrenomedulina para predecir

la necesidad de soporte organico
postoperatorio en cirugia oncoldgica
abdominal

indice de Respuesta Inflamatoria Sistémica
(IRIS): Factor Pronostico en el Cancer de
Pancreas

Capacidad prondstica de los microRNAs
circulantes en la neumonia adquirida en la
comunidad

Oxigenoterapia de alto flujo en pacientes
con insuficiencia respiratoria aguda severa

Uso de dispositivos vasculares
bioabsorbibles en el tratamiento de |la
reestenosis intrastent

Evaluacion de la reconstitucion inmunitaria
postrasplante autdlogo de progenitores
hematopoyéticos en pacientes con
mieloma maltiple

Ribas Nnez, Catalina /
Mayor Menéndez,
Federico

Alarcon Cavero, Teresa

Sanchez Madrid,
Francisco

Sanchez Madrid,
Francisco / Cibrian
Vera, Danay

Fresno Escudero,
Manuel / Gironés Pujol,
Nuria

Penela Marquez,
Petronila

Garcia Lépez, Manuela

Pérez Gisbert,
Francisco Javier /
Casanova Gonzalez,
Maria José

Gilsanz Rodriguez,
Fernado / Planas Roca,
Antonio

Mondejar Solis, Rebeca
/ Colomer Bosch,
Ramon

Aspa Marco, Francisco
Javier

Vega Gonzalez,
Maria Gema / Suarez
Fernandez, Carmen

Alfonso Manterola,
Fernando

Munoz Calleja, Cecilia

17/3/21

19/2/21

18/6/21

15/7/21

18/3/21

9/6/21

1/7/21

17/5/21

23/4/21

28/1/21

24/9/21

7/4/21

9/4/21

23/6/21
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Doctoral Candidate

Miqueleiz
Zapatero, Ana

Ferrer Barcelo, Luis

Zorzo, Cristina

Pelaez Laderas,
Adrian

Bouthelier de
Pedro, Antonio

Chicharro Manso,
Pablo

Nogueira Pérez,
Angel

Marcos Jiménez,
Ana Maria

Calzaferri,
Francesco

Farré Alins, Victor

Martins Neves,
Maria Margarida

Jeronimo Dos
Santos, Tiago

Palomino Antolin,
Alejandra

Deteccion de Helicobacter pyloriy su
resistencia antibidtica: métodos
fenotipicos, genotipicos, y secuenciacion
del genoma completo

Tratamiento de la anemia ferropénica
posthemorragia digestiva aguda:
ferroterapia oral vs. intravenosa

Importancia de la progresion del dano
estructural pulmonar en adultos con
fibrosis quisticamediante tomografia
computarizada y su relacién con la
evolucion clinica y espirométrica

Characterisation of the virome of an
agricultural ecosystem to understand virus
ecology and evolution in a heterogeneous
environment

Papel del transportador de aminoacidos LAT1
en eritropoyesis y su regulacion por el factor
de respuesta a hipoxia HIF2a

Identificacion de MicroARNSs como
biomarcadores de gravedad y respuesta al
tratamiento en pacientes con psoriasis

Importancia de la capacidad funcional en
el paciente con enfermedad renal crénica
avanzada (ERCA) v la relacion con el
binomio nutricion-inflamacion

Effect of the tyrosine kinase inhibitor dasatinib

on lymphocyte trafficking

Design, synthesis and pharmacological
evaluation of novel blood-brain barrier-
permeable non- nucleotide purine derivatives
as P2X7 antagonists for the treatment of

neurodegenerative diseases

Validacion de biomarcadores y dianas
terapéuticas de origen inflamatorio en

traumatismo craneoencefalico

Mecanismos moleculares subyacentes al papel
del GRK2 en la progresion del cancer de mama

An equity-oriented analysis on using diabetes-
related technology in children and adolescents

with type 1 diabetes mellitus

Estrategias antiinflamatorias para la proteccion
de la unidad neurovascular en modelos de

isquemia cerebral

Alarcon Cavero, Teresa 26/11/21
Canelles Gamir, Pilar /
Medina Chulig, Enrique /
Pérez Gisbert, Francisco 2oz
Javier
Giron Moreno, Rosa
Maria / Caballero
Sanchez-Robles, Maria 2z
Paloma
Garcia-Arenal
Rodriguez, Fernando / 13/12/21
John McLeish, Michael
Aragonés Lopez, Julian 12/11/21
de la Fuente Flores,
Hortensia / Llamas 28/5/21
\/elasco, Maria del Mar
Barrlll Cuad.rado, 16/12/21
Guillermina
EUROPEAN THESES:

Cecilia Munoz
Calleja / Stein,
Jens

Garcia Garcia,
Antonio /
Rios Salgado,
Cristobal de los

Egea Maiquez,
Francisco Javier

Mayor
Menéndez,
Federico /

Petronila

Argente Oliver,
Jesus

Egea Maiquez,
Francisco Javier

Penela Marquez,

Doctoral . _ Defense
Candidate

2/7/21

25/2/21

18/6/21

3/5/21

4/11/21

20/12/21



CLINICAL GUIDELINES

Clinical Guidelines are the compendium of recom-
mendations based on the systematic review of
evidence and the evaluation of benefits and risks
of different alternatives, with the aim of improving
patients” healthcare. During 2021, IS Princesa re-
searchers have participated in the development of
15 clinical guidelines.

Garcia Pastor, A, Lapez-Cancio Martinez, E., Rodri-
guez-Yanez, M, de Lecinana, M. Alonso, Amaro, S.,
Arenillas, J. F, Ayo-Martin, O, Castellanos, M, Fuentes,
B, Frejo, M. M., Gomis, M., Gomez Choco, M., Martinez
Sanchez, P, Morales, A, Palacio-Portilla, E. J, Segura, T,
Sereng, J,, Vivancos-Morg, J, Roquer, J,, Soc Espanola
Neurologia. Recommendations of the Spanish So-
ciety of Neurology for the prevention of stroke. In-
terventions on lifestyle and air pollution. Neurologia
36 (5): 377-387. 2021, PMID: 32917433, IF: 3,109. DOI:
101016/).nrl.2070.05.018.

Adamuz, C, Ayuga, MA, Carro, A, Gonzalez, LD, Here-
dia, JR, Madaria, Z, Masia, MD, Rossi, M, Testal, MS, de
Bes, JT, Azcarate, P, Barriales, R, Benito, B, Calvo-Igle-
sias, F, Moure, AF, de la Guia, F, Martinez, A, Alday, JM,
Monivas, \/, Malina, EP, Vera, TR, de la Rosa, A, Avan-
zas, P, Congost, GB, Boraita, A, Bueno, H, Calvo, b,
Campuzano, R, Delgado, V, Dos, L, Ferreira-Gonzalez, |,
Dablas, JIG, Figal, DP, Ayala, AS, Tejedar, AV, Ferreiro, JL,
Alfonso, F. Comments on the 2020 ESC guidelines
on sports cardiology and exercise in patients with
cardiovascular disease. Rev. Esp. Cardiol. 74 (6):
488-493. 2021. PMID: 33773942, IF: 4,753. DO
10.1016/).recesp.2020.12.010.

Sambola, A, Andrea, R, Ariza, A, Berga, G, Cid, B,
de Sa, EL, Martinez-Selles, M, Moreno, R, Oje-
da, S, Sanchis, J, Huelmos, A, Quevedo, PJ, Juarez,
M, Asenjo, RM, Pedreira, M, Leor, OR, Roldan, |,
Romaguera, R, Avanzas, P, Congost, GB, Borai-
ta, A, Bueno, H, Calvo, D, Campuzano, R, Delgado,
V, Dos, L, Ferreira-Gonzalez, |, Doblas, JIG, Figal,
DP, Avala, AS, Tejedor, AV, Ferreiro, JL, Alfonso, F.
Comments on the 2020 ESC guidelines for the

management of acute coronary syndromes in
patients presenting without persistent ST-seg-
ment elevation. Rev. Esp. Cardiol. 74 (6): 482-487.
20271. PMID: 33775589. IF: 4,753. DOI: 10.1016/j.
recesp.2020.12.001.

Garcia-Alfonso, P, Saiz-Rodriguez, M., Mondejar,
R., Salazar, J., Paez, D, Borobia, A. M., Safont, M. |,
Garcia-Garcia, |, Colomer, R., Garcia-Gonzalez, X.,
Herrero, M. J,, Lopez-Fernandez, L. A, Abad-San-
tos, F. Consensus of experts from the Spanish
Pharmacogenetics and Pharmacogenomics So-

ciety and the Spanish Society of Medical On-
cology for the genotyping of DPYD in cancer
patients who are candidates for treatment with
fluoropyrimidines. Clin. Transl. Oncol. 2021. PMID:
34773566. IF: 3,405. DOl 10.1007/512094-021-
02708-4.

Mathioudakis AG, Tsilochristou O, Adcock IM, Bikov
A, Bjermer L, Clini E, Flood B, Herth F, Horvath I, Ka-
layci O, Papadopaoulos NG, Ryan D, Sanchez Garcia
S, Correia-de-Sousa J, Tonia T, Pinnock H, Agache |,
Janson C. ERS/EAACI statement on adherence to
international adult asthma guidelines. Eur Respir
Rev 30 (161). 2021. PMID: 34526316. IF: 8,839. DOI:
10.1183/16000617.0132-2021.

Rodriguez-Yanez M, Gémez-Choco M, Lopez-Can-
cio E, Amaro S, Alonso de Lecinana M, Arenil-
las JF, Ayo-Martin O, Castellanos M, Freijo MM,
Garcia-Pastor A, Gomis M, Martinez Sanchez P,
Morales A, Palacio-Portilla EJ, Roguer J, Segura T,
Serena J, Vivancas-Mora J, Fuentes B, Comité ad
hoc del Grupo de Estudio de Enfermedades Cere-
brovasculares de la Socie. Stroke prevention in
patients with arterial hypertension: Recommen-
dations of the Spanish Society of Neurology's
Stroke Study Group. Neurologia 36 (6): 462-471.
2021. PMID: 32893074, IF: 3,109. DOI: 10.1016/).
nrl.2020.04.031.

Avendano-Sola C, Camara R, Castellanos M, Ez-
peleta D, Garcia-Azorin D, Martinez Cl, Lecum-
berri R, Marti de Gracia M, Marguello ER, Rovi-
ra A, Sancho-Lopez A, Garrido P. Recomenda-
ciones diagndstico-terapéuticas del grupo
de trabajo de expertos de FACME ad-hoc
sobre el manejo de la trombosis venosa ce-
rebral relacionada con la vacunacion frente
a COVID-19. Neurologia 36 (6): 451-461. 2021
PMID: 33994625. IF: 3,109. DOl 10.1016/j.
nrl.2021.05.001.

SEC Working Group for the 2020 ESC Guidelines for
the Management of Atrial Fibr, Expert Reviewers
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for the 2020 ESC Guidelines for the Management of
Atrial Fibri, Working Group for the 2020 ESC guide-
lines for the management of atrial fibrillat, Expert
reviewers for the 2020 ESC guidelines for the man-
agement of atrial fibri, SEC Guidelines Committee,
Alfonso Manterola, Fernando. Comments on the
2020 ESC/EACTS guidelines for the management
of atrial fibrillation. Rev Esp Cardiol (Engl Ed) 74 (5):
378-383. 2021. PMID: 33736964, IF: 5,078. DOI.
10.1016/j.rec.2020.11.023.

SEC Working Group for the ESC 2020 Guidelines for
the Management of Adult Congen, Spanish Soci-
ety of Cardiology Working Group for the ESC 2020
Guidelines on the, Expert reviewers for the ESC 2020
Guidelines for the Management of Adult Congeni,
Guidelines Committee of the Spanish Cardiology
Society, Alfonso Manterola, Fernando. Comments
on the 2020 ESC guidelines for the management
of adult congenital heart disease. Rev Esp Cardiol
(Engl Ed) 74 (5): 371-377. 2021, PMID: 33771487 IF:
5,078.DOI: 10.1016/j.rec.2020.11.025.

Garcia-Ramos, R., Santos-Garcia, D., Alonso-Ca-
novas, A. Alvarez-Sauco, M., Ares, B., Avila, A,
Caballol, N., Carrillo, F,, Escamilla Sevilla, F., Freire,
E. Gomez Esteban, J. C, Legarda, |, Lopez Man-
zanares, L., Lopez Valdes, E., Martinez-Torres, |,
Mata, M., Parees, |, Pascual-Sedano, B., Mir, P,
Martinez Castrillo, J. C. Management of Parkin-
son's disease and other movement disorders in
woman of childbearing age: Part 1. Neurologia 36
(2): 149-158. 2021. PMID: 32718872 IF: 3,109. DOI:
10.1016/}.nrl.2070.05.010.

Fuentes, B, Amaro, S, Alonso de Lecinana, M, Are-
nillas, J F, Ayo-Martin, O, Castellanos, M, Freijo,
M, Garcia-Pastor, A, Gomis, M, Gomez Choco, M,
Lopez-Cancio, E, Martinez Sanchez, P, Morales, A,
Palacio-Paortilla, E J, Rodriguez-Yanez, M, Roquer,
J, Segura, T, Serena, J, Vivancos Mora, José Aurelio,
Comité ad hoc del Grupo de Estudio de Enferme-
dades Cerebrovasculares de la Socie. Stroke pre-
vention in patients with type 2 diabetes or predi-
abetes. Recommendations from the Cerebrovas-
cular Diseases Study Group, Spanish Society of
Neurology. Neurologia 36 (2): 305-323. 2021. PMID:
32981775.1F: 3,109. DOl 10.1016/}.nrl.2020.04.030

[ FOREWORD IP / SCIENTIFIC OUTPUT ]

Garcia-Ramos, R, Santos-Garcia, D, Alonso-Cano-
vas, A, Alvarez-Sauco, M, Ares, B, Avila, A, Caballol,
N, Carrillo, F, Escamilla Sevilla, F, Freire, E, Gomez
Esteban, J C, Legarda, |, Lopez Manzanares, Lyd-
ia, Lopez Valdes, E, Martinez-Tarres, |, Mata, M,
Pareés, |, Pascual-Sedano, B, Martinez Castrillo, ]
C, Mir, P. Management of Parkinson's disease and
other movement disorders in women of child-
bearing age: Part 2. Neurologia 36 (2): 159-168.
2021. PMID: 32980194, IF: 3,109. DOI: 101016/,
nrl.2020.05.012

Abad Santos, Francisco. Guia clinica para la atencion
al paciente long covid/ covid persistente.

Fernandez de Misa Cabrera, Ricardo, Novelli Cana-
les, Silvana, Calzado Villareal, Leticia, Garcia Her-
rera, Adriana, Lopez Lerma, Ingrid, Marin Niebla,
Ana, Marin Palomo, Alicia, Muniesa Montserrat,
Cristina, Rodriguez Pinilla, Socorro Maria, Zapate-
ro Laborda, Almudena. Linfoma cutaneo prima-
rio. Guia multidisciplinar para el abordaje diag-
nostico y terapéutico del paciente con linfoma
cutaneo primario.

Zapatero Labaorda, Almudena, Gonzalez, Emma, Al-
dave, Diego. Moderate Hypofractionation in rad-
ical and postoperative prostate cancer. Prostate
Cancer Controversies IV.

CLINICAL TRIALS

Clinical Trials represent an indication of being at the
forefront of R+D in the health sector. 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 2021, 1211 new agreements have been
signed for clinical trials led by IIS members.

OCHOA MAZARRO, DOLORES. “ENSAYO CLINICO
CRUZADO, ALEATORIZADO DE BIOEQUIVALENCIA DE
DESVENLAFAXINA 100 mg COMPRIMIDOS DE LIB-
ERACION PROLONGADA, TRAS SUADMINISTRACION
ORAL EN DOSIS MULTIPLE A VOLUNTARIOS SANOS
EN AYUNAS.". Sponsored by: Laboratorios Normon,
S.A. Sponsored's protacol code: N-DEV-19-252. Eudra
CT.2019-003272-38.



OCHOA MAZARRO, DOLORES. "Ensayo clinico cru-
zado, replicado, aleatorizado de bioequivalencia
de atorvastatina 80 mg comprimidos recubiertos
con pelicula, tras su administracion oral en dosis
Ginica a voluntarios sanos en ayunas". Sponsored
by: Labaratorios Normon, S.A. Sponsored's protocol
code: N-ATO-20-261. Eudra CT: 2020-004750-29.

CARRERAS RODRIGUEZ, MARIA TERESA. “Estudio
DETCOG-COVID: Estudio observacional para eval-
uar la repercusion del confinamiento en el con-
texto de la pandemia por COVID-19 en pacientes
con diagnostico de Deterioro Cognitivo. Version
3.0". Sponsored by: Dra. Maria Teresa Carreras Ro-
driguez. Sponsored's protocol code: Estudio DET-
COG-COVID.

PASTOR GOMEZ, JESUS. “RESPUESTA CEREBRAL
A LA MUSICA EN PACIENTES EN COMA O CON SE-
DO-ANALGESIA”. Sponsored by: Dr. JesUs Pastor
Gomez.

VALDES ANCA, ALVARO. “ESTUDIO OBSERVACIO-
NAL SOBRE LA IMPLANTACION DE UN PROGRA-
MA DE CIRUGIA LAPAROSCOPICA EXTRAPERITO-
NEAL DE LA HERNIA INGUINAL: RESULTADOS DU-
RANTE LA CURVA DE APRENDIZAJE". Sponsored
by: Dr. Alvaro Valdés Anca.

ROCIO MARTIN, ESMERALDA. "Valor diagnéstico
de los potenciales evocados miogénicos vestibu-
lares en el vértigo posicional paroxistico benigno".
Sponsored by: Dra. Esmeralda Rocio Martin.

MAQUEDA GONZALEZ, ROCIO Y DI MARTINO,
MARCELQ. “Utilidad de la tomografia computariza-
da multicorte preoperatoria con volumetria pan-
creatica como predictor de fistula pancreatica tras
la duodenopancreatectomia cefalica”. Sponsored
by: Dra. Rocio Maqueda y Dr. Marcelo di Martino.

CORREA BENITO, ALBA. “INTERNATIONAL, PRO-
SPECTIVE SNAPSHOT COLLABORATIVE AUDIT OF
ACUTE DIVERTICULITIS (AUDITORIA INTERNACIO-
NAL PROSPECTIVA DE LA DIVERTICULITIS AGUDA)".
Sponsored by: Birmingham Surgical Trials Consortium
(Bowel Disease Research Foundation in the United
Kingdom). Sponsared's protocal code: DAMASCUS.

SAMPEDRO NUNEZ, MIGUEL ANTONIO. “Cuidado
nutricional en pacientes criticos hospitalizados
por el COVID 19: estudio observacional de segui-
miento de 1 ano”. Sponsored by: SOCIEDAD DE
ENDOCRINOLOGIA, NUTRICION Y DIABETES DE
LA COMUNIDAD DE MADRID. Sponsared's protocol
code: NUTRICOVID.

SANCHEZ TORRES. JOSE MIGUEL. “Estudio alea-
torizado de fase Il de sitravatinib en combinacion
con nivolumab frente a docetaxel en pacientes
con cancer de pulmdn no microcitico no escamoso
avanzado con progresion de la enfermedad duran-
te o después de la quimioterapia con platino y el.
Sponsored by: Mirati Therapeutics INC. Sponsored's
protocol code: 516-005. Eudra CT: 2019-001043-41.

MIRANDA, PABLO. “RME-FRIA VS RME-ESTANDAR
PARA EL TRATAMIENTO DE LESIONES COLONI-
CAS NO PEDICULADAS HOMOGENEAS DE GRAN
TAMANO. ENSAYO CLINICO ALEATORIZADO Y
MULTICENTRICO". Sponsored by: GRUPO DE RE-
SECCION DE LA SOCIEDAD ESPANOLA DE EN-
DOSCOPIA DIGESTIVA (GRSEED). Sponsored's pro-
tocol code: RMEFRIA.2019.

ABAD SANTOS, FRANCISCO vy LOSCERTALES
PUEYO, JAVIER. "Monitorizacion terapéutica y es-
tudio farmacogenético de ibrutinib en pacientes
con leucemia linfocitica cronica”. Sponsored by: Dr.
Jorge Labrador (Hospital Universitario de Burgos).
Sponsored's protocol code: JLG-IBRU-2020-01.

MARAZUELA AZPIROZ, MONICA. “Ensayo de 78
semanas para comparar el efecto y la seguri-
dad de la insulina icodec una vez a la semana y
de insulina glargina 100 unidades/ml una vez al
dia, ambas en combinacion con tratamiento an-
tidiabético no insulinico, en pacientes con diabe-
tes tipo. Sponsored by: Novo Nordisk Pharma SA.
Sponsored's protocol code: NN1436-4477. Eudra
CT: 2020-000442-34.

COLOMER | BOSCH, RAMON. “Primer ensayo en
humanos, abierto, de aumento escalonado de la
dosis con cohortes de ampliacion para evaluar la
seguridad de GEN1046 en sujetos con tumores
solidos malignos”. Sponsored by: Genmab A/S.
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Sponsored's protacol code: GCT1046-01. Eudra CT:
2018-003402-63.

LOPEZ MANZANARES, LYDIA. "Ensayo abierto
de 58 semanas de Tavapadon en la enfermedad
de Parkinson (ensayo TEMPO-4)". Sponsared by:
Cerevel Therapeutics LLC. Sponsored's protocol
code: CVL-751-PD-004.

CASADO ESCRIBANO, PEDRO PABLO. "Efectos
de semaglutida sobre la capacidad funcional en
pacientes con diabetes tipo 2 y arteriopatia per-
iférica.”. Sponsared by: Novo Nardisk Pharma S.A.
Sponsored's protocol code: NN9535-4533. Eudra
CT: 2019-003399-38.

GONZALEZ MARTINEZ, ALICIA; MECA LALLA-
NA, VIRGINIA; MUNOZ CALLEJA, CECILIA; SAN-
CHEZ MADRID, FRANCISCO. “Papel de los miRNA
como biomarcadores en patologia inmunome-
diada: Esclerosis Miltiple”. Sponsored by: Dra.
Alicia Gonzalez. Sponsared's protocol code: AGM-
ALE-2019-01.

MURILLO GONZALEZ, MARIA TERESA. “Radiotera-
pia antiinflamatoria a dosis bajas para el tratamien-
to de la neumonia por covid-19: estudio prospectivo
multicéntrico”. Sponsared by: GRUPO DE INVESTI-
GACION CLINICA EN ONCOLOGIA RADIOTERAPICA
(GICOR). Sponsored's protocol code: IPACOVID.

IBANEZ ZURRIAGA, AMPARO. “Estudio de Preva-
lencia y Adecuacion del Uso Hospitalario de Anti-
microbianos en Espaia”. Sponsored by: Grupo de
Atencion Farmacéutica al Paciente con Enferme-
dad Infecciosa de la Sociedad Espanola de Farma-
cia Hospitalaria (SEFH). Sponsored's protocal cade:
AFI-AMO-2019-01.

CASTRO TEJERO, PABLO. “E*-RADIatE - OligoCare:
A pragmatic observational cohort study to evalu-
ate radical radiotherapy for oligo-metastatic can-
cer patients (Un estudio de cohorte observacional
pragmatico para evaluar la radioterapia radical
en pacientes con cancer oligo-metast. Sponsored
by: European Organisation for Research and Treat-
ment of Cancer (EORTC). Sponsored's protocal code:
E2-RADIatE (1811) - oligocare (1822).

[ FOREWORD IP / SCIENTIFIC OUTPUT ]

CISNEROS SERRANO, CAROLINA. “A non-inter-
ventional, cross-sectional, observational cohort
study to evaluate health-related quality of life
(HRQoL) and utility measure in patients with se-
vere uncontrolled asthma in Spain”. Sponsored by:
Astrazeneca Farmacéutica Spain, S.A. Sponsored's
protocol code: Estudio UTILITY.

PEREZ GISBERT, JAVIER. “Estudio clinico fase
2a aleatorizado, doble ciego, controlado con
placebo, de grupos paralelos, multicéntrico y
de prueba de concepto para evaluar la seguri-
dad y eficacia de JNJ-64304500 como terapia
complementaria a la terapia biologica estandar
con ant. Sponsored by: Janssen-Cilag S.A. Spon-
sored's protocol code: 64304500CRD2002. Eu-
dra CT: 2020-002701-26.

COLOMER | BOSCH, RAMON. "Ensayo clinico de
fase IB de palbociclib y binimetinib en cancer de
mama triple negativo avanzado con hiperacti-
vacion de ERK y/o CDK4/6". Sponsored by: Fun-
dacion Oncosur. Sponsored's pratocol code: PAL-
BOBIN. Eudra CT: 2020-000930-16.

ALEGRE AMOR, ADRIAN. "Estudio aleatorizado
de fase Ill, multicéntrico, abierto, para evaluar la
eficacia y seguridad de Belantamab Mafodotin
en combinacion con Pomalidomida y Dexameta-
sona (B-Pd) versus Pomalidomida mas Bortezo-
mib y Dexametasona (PVd) en participantes con
miel. Sponsored by: GlaxoSmithKline Research &
Development Limited. Sponsored's protocol code:
207499 / DREAMM 8 / G5K2857916. Eudra CT:
2018-004354-21.

DIEZ VILLANUEVA, PABLO. “Comportamiento de
Edoxaban en pacientes con fibrilacion auricular
no valvular e insuficiencia cardiaca en Espana.
Estudio EMAYIC". Sponsored by: Fundacion Casa
del Carazan. Sponsored's protocol code: EMAYIC /
SEGEDO-2020-01.

OCHOA MAZARRO, DOLORES. "Ensayo clinico cru-
zado, aleatorizado de bioequivalencia de rasagilina
1 mg comprimidos bucodispersables vs rasagilina
1 mg comprimidos de liberacién inmediata, tras su
administracion oral en dosis Gnica a voluntarios sa-



nos en ayunas”. Sponsored by: Laboratorios Alter S.A.
Sponsored's protocol code: UECHUP-RAS/21-1. Eudra
CT.2021-000315-23.

OCHOA MAZARRO, DOLORES. “ENSAYO CLINICO
CRUZADO, REPLICADO, ALEATORIZADO DE BIO-
EQUIVALENCIA DE MIRABEGRON 50 mg COM-
PRIMIDOS DE LIBERACION PROLONGADA, TRAS
SU ADMINISTRACION ORAL EN DOSIS UNICA A
VOLUNTARIOS SANOS EN PRESENCIA DE ALI-
MENTOS". Sponsored by: Laboratorios Normon
S.A. Sponsared's protocol code: N-MIA-21-264. Eu-
dra CT: 2021-000283-29.

ALFONSO MANTEROLA, FERNANDO. “Eficacia y
Seguridad de la Furosemida Intravenosa adminis-
trada con Suero Salino Hipertonico en el Hospital
de dia de Insuficiencia Cardiaca. Estudio SSH-IC".
Sponsared by: Dra. Marta Cobo Marcos (Servicio
Cardiologia, Hospital Universtario Puerta del Hier-
ro). Sponsored's pratocol code: SSH-IC. Eudra CT:
2019-002852-17.

VIEIRA CAMPOS, ALBA. “ESTUDIO MULTICENTRI-
CO, TRANSVERSAL, NO INTERVENCIONAL PARA
EVALUAR LA CALIDAD DE VIDA Y EL BIENESTAR
SUBJETIVO EN PACIENTES CON ENFERMEDAD DE
ALZHEIMER TEMPRANA (PRODROMICA Y LEVE)
(ESTUDIO ALZQOL)". Sponsored by: Roche Farma,
S.A. Sponsored's protocol code: ML42346 / ROCG-
ALZ-2020-01.

MARAZUELA AZPIROZ, MONICA. “Estudio compar-
ativo de fase IlIb, abierto, aleatorizado, doble ciego,
controlado con placebo y multicéntrico de la cotadu-
tida en participantes con nefropatia cronica y diabe-
tes mellitus de tipo 2". Sponsored by: Astrazeneca AB.
Sponsored's protocol code: D5676C00001. Eudra CT:
2020-000255-12.

OCHOA MAZARRO, DOLORES. “ENSAYO CLINICO
CRUZADO, ALEATORIZADO DE BIOEQUIVALENCIA
DE RIVAROXABAN 10 mg COMPRIMIDOS RECUBI-
ERTOS CON PELICULA, TRAS SU ADMINISTRACION
ORAL EN DOSIS UNICA A VOLUNTARIOS SANOS EN
AYUNAS". Sponsored by: Laboratorios Normon S.A.
Sponsored's protocal code: N-RIA-20-262. Eudra CT:
2020-005613-41.

RUBIN DE CELIX, CRISTINAY PEREZ GISBERT, JAVI-
ER. “COMPLICACIONES POSTQUIRURGICAS EN
PACIENTES CON ENFERMEDAD INFLAMATORIA
INTESTINAL EN TRATAMIENTO CON FARMA-
COS BIOLOGICOS". Sponsored by: Dra. Marfa José
Garcia Garcia (Hospital Universitario de Valdecilla).
Sponsored's protocol code: MJG-VED-2019-01 /
GIS_POSTSURG.

OCHOA MAZARRO, DOLORES. “ENSAYO CLINICO
CRUZADO, ALEATORIZADO DE BIOEQUIVALEN-
CIA DE RIVAROXABAN 20 mg COMPRIMIDOS RE-
CUBIERTOS CON PELICULA, TRAS SU ADMINIS-
TRACION ORAL EN DOSIS UNICA A VOLUNTARIOS
SANOS EN PRESENCIA DE ALIMENTOS". Spon-
sored by: Laboratarios Normon S.A. Sponsored's
protocol code: N-RIA-20-263. Eudra CT. 2020-
005614-18.

CARRERAS RODRIGUEZ, MARIA TERESA. "ESTUDIO
EN FASE Il, MULTICENTRICO, ABIERTO Y DE UN SOLO
GRUPO PARA EVALUAR LOS EFECTOS FARMACOD-
INAMICOS DE LA ADMINISTRACION UNA VEZ A LA
SEMANA DE GANTENERUMAB EN PARTICIPANTES
CON ENFERMEDAD DE ALZHEIMER PRECOZ (PRO-
DROMICA A LEVE)". Sponsored by: Roche Farma, SA.
Sponsored's protocol code: WN29722. Eudra CT. 2020-
001384-87.

DELGADO JIMENEZ, YOLANDA. “Ensayo alea-
torizado, doble ciego y controlado con placebo
de Spesolimab en pacientes con hidradenitis
supurativa moderada o grave". Sponsored by:
BOEHRINGER INGELHEIM ESPANA, S.A. Spon-
sared'’s protocol code: 1368-0052. Eudra CT: 2020-
003672-40.

CARRERAS RODRIGUEZ, MARIA TERESA. “ESTU-
DIO DE CONTINUACION ABIERTO Y MULTICEN-
TRICO PARA EVALUAR LA SEGURIDAD, LA TOLER-
ABILIDAD Y LA EFICACIA DE LA ADMINISTRACION
A LARGO PLAZO DE GANTENERUMAB EN PAR-
TICIPANTES CON ENFERMEDAD DE ALZHEIMER".
Sponsored by: Roche Farma, S.A. Sponsored's pro-
tocol code: WN42171. Eudra CT: 2020-000766-42.

ACEDO DOMINGUEZ, NATALIA. “CARACTERI-
ZACION DE LOS EVENTOS TROMBOEMBOLICOS
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VENOSOS EN PACIENTES CON COVID-19 EN LA
COMUNIDAD DE MADRID: ESTUDIO RETROSPEC-
TIVO"» Sponsored by: ASOCIACION MADRILENA
DE HEMATOLOGIA Y HEMOTERAPIA. Sponsored's
protocol code: AMHH-ETV-2020-01.

SANTANDER VAQUERO, CECILIO. “Estudio alea-
torizado, doble ciego y controlado con placebo
que evalia la eficacia, tolerabilidad y seguridad
de ESO-101 en pacientes adultos con esofagi-
tis eosinofilica activa”. Sponsored by: EsoCap AG.
Sponsored's protocol code: ACESO. Eudra CT: 2020-
000082-16.

SANCHEZ TORRES, JOSE MIGUEL. “Estudio obser-
vacional para IDEntificar pacientes con CPNM avan-
zado/metastasico y translocacion de ALK y ROS1
y conocer su manejo terapéutico (IDEALK&ROS)".
Sponsored by: Pfizer S.L.U. Sponsored's protocol code:
A-8081057 / PFI-ALK-2015-01.

OCHOA MAZARRO, DOLORES. “ENSAYO CLINICO
CRUZADO, REPLICADO, ALEATORIZADO DE BIO-
EQUIVALENCIA DE MIRABEGRON 50 mg COM-
PRIMIDOS DE LIBERACION PROLONGADA, TRAS
SU ADMINISTRACION ORAL EN DOSIS MULTIPLE
AVOLUNTARIOS SANOS EN AYUNAS.". Sponsored
by: Laboratarios Normon S.A. Sponsared's protocol
code: N-MIA-21-265. Eudra CT: 2021-000285-15.

CASTANEDA SANZ, SANTOS. “Estudio y Seguimiento
de la Efectividad clinica y seguridad Comparada de
Teriparatida biosimilar en el manejo de la Osteopo-
rosis postmenopausica o senil (ESECTO0)". Sponsored
by: Fundacion Hispana de Osteoporosis y Enferme-
dades Metabdlicas Oseas (FHOEMO). Sponsored's
protocol code: ESECTO / FHO-TER-2020-01.

CISNEROS SERRANO, CAROLINA VICTORIA. “Estu-
dio de la hiperinsuflacion dinamica tras la prueba
de la marcha de 6 minutos en los pacientes con
asma moderada-grave”. Sponsored by: Chiesi Es-
panaS.AU.

ROMERQ LAORDEN, NURIA. "Estudio Fase 2 de dos
grupos, multicéntrico y abierto para determinar
la eficacia y la seguridad de dos pautas posologi-
cas diferentes de JNJ-42756493, un pan-inhibidor

[ FOREWORD IP / SCIENTIFIC OUTPUT ]

tirosina quinasa del FGFR, en sujetos con cancer
urotelial metastasico o no resecable. Sponsored
by: JANSSEN-CILAG S.A. Sponsored's protocol code:
42756493BLC2001. Eudra CT. 2014-002408-26.

AGUADO BUENO, BEATRIZ. "Estudio en fase llI,
abierto, aleatorizado y multicéntrico de ravuli-
zumab en participantes adultos y adolescentes
con microangiopatia tromboética (MAT) después de
un trasplante de células madre hematopoyéticas
(TCMH)". Sponsored by: ALEXION PHARMACEUTI-
CALS INC. Sponsored's protocol code: ALXN1210-
TMA-313. Eudra CT: 2020- 000144-61.

AGUADO BUENO, BEATRIZ. “Ensayo aleatoriza-
do, doble ciego y controlado con placebo de la
seguridad, tolerabilidad y eficacia de RV521
en el tratamiento de sujetos adultos que se
han sometido a un trasplante de células hema-
topoyéticas (TCHP) con infeccion respiratoria
de vias alt. Sponsored by: Reviral Ltd. Spon-
sored's protocol code: REVCO06. Eudra CT: 2019-
003746-33.

HERNANDEZ MARIN, BERTA. “Estudio aleatorio,
controlado, abierto, de fase 2 de Cemiplimab
como unAgente Gnico y en combinacién con RP1
en pacientes con Carcinoma de células esca-
mosas cutaneas”. Sponsored by: Replimune, Inc.
Sponsored's protacol code: RPL-002-18. Eudra CT:
2018-003964-30.

ROMERO LAORDEN, NURIA. “ESTUDIO DE BIOMAR-
CADORES PARA DETERMINAR LA FRECUENCIA DE
DEFECTOS EN LA REPARACION DEL ADN EN HOM-
BRES CON CANCER DE PROSTATA METASTASICO".
Sponsored by: JANSSEN-CILAG, S.A. Sponsored's pro-
tocol code: 64091742PCRO002.

LLAMAS VELASCO, MAR. “Estudio fase 3b, mul-
ticéntrico, randomizado, doble ciego, de grupos
paralelos, controlado con placebo que evalda
la seguridad y eficacia de Risankizumab com-
parado con Placebo en paciente adultos con
psoriasis en placa de moderada a severa con
afectacion p. Sponsared by: ABBVIE SPAIN S.L.U.
Sponsored's protocol code: M15-994. Eudra CT:
2020-000581-42.



CHICHARRO MANSO, PABLO. “Caracterizacion
del Paciente Adulto con Dermatitis Atopica (DA)
moderada a grave en Unidades de Dermatologia
del ambito hospitalario en Espaia”. Sponsored
by: LEO PHARMA S A.U. Sponsared's protocol code:
NIS-AD-2193.

LOPEZ MANZANARES, LYDIA. “ESTUDIO EN FASE
1B, ALEATORIZADO, CON DOBLE ENMASCARA-
MIENTO, COMPARATIVO CON PLACEBO Y MUL-
TICENTRICO, PARA EVALUAR LA EFICACIA Y LA
SEGURIDAD DE PRASINEZUMAB INTRAVENOSO
EN PARTICIPANTES CON ENFERMEDAD DE PAR-
KINSON INCIPIENTE". Sponsored by: F. Hoff-
mann-La Roche Ltd. Sponsored's protocol code:
BN42358. Eudra CT: 2020-004997-23.

DOLORES OCHOA. Ensayo clinico cruzado, alea-
torizado de bioequivalencia de tadalafilo/finas-
terida 5 mg/5 mg comprimidos recubiertos con
pelicula versus tadalafilo 5 mg comprimidos recu-
biertos con pelicula y finasterida 5 mg comprimi-
dos recubiertos con pelicula, tras su a. Sponsored
by: LABORATORIOS ALTER. Sponsared's protocol
code: UECHUP- TADFIN/21-3. Eudra CT. 2021-
001350-65.

DOLORES OCHOA. Ensayo clinico cruzado, alea-
torizado de bioequivalencia de tadalafilo/finas-
terida 5 mg/5 mg comprimidos recubiertos con
pelicula versus tadalafilo 5 mg comprimidos recu-
biertos con pelicula y finasterida 5 mg comprimi-
dos recubiertos con pelicula, tras su a. Sponsored
by: LABORATORIOS ALTER. Sponsared’s protocol
code: UECHUP- TADFIN-21-2. Eudra CT. 2021-
001334-19.

DOLORES OCHOA. Estudio de fase lll, multinacio-
nal, observador ciego, aleatorizado, controlado
con placebo para demostrar la eficacia de una do-
sis nica de la vacuna en investigacion RSVPreF3
OA de GSK en adultos de 60 afios o0 mas de edad.
Sponsored by: GlaxoSmithKline, S.A. Sponsored's
protocol code: 212494 (RSV OA=ADJ-006). Eudra
CT: 2020- 000753-28.

RAMON COLOMER BOSCH. Estudio fase 1, prim-
ero en humanos, abierto, de escalado de dosis y

Estudio de expansion de cohorte de MGD19, una
proteina DART bioespecifica que se une a PD-1y
CTL-4 en pacientes con Neoplastias irresecables
o metastasicas. Sponsored by: MACROGENICS INC.
Sponsored's protocol code: CP-MGD019-01. Eudra
CT: 2019-003418-16.

CAROLINA CISNERQOS. PRIME. Estudio observa-
cional prospectivo multicéntrico en varios paises
sobre patrones de pacientes asmaticos leves.
Sponsored by: Chiesi Farmaceutici, S.p.A. Spon-
sored's protocal code: CHI-SAL-2020-01 (CLI-
01535AA0-01).

FERNANDO RIVERO. Tratamiento del fendmeno
de flujo lento tras angioplastia primaria con hip-
eremia mediada por hiperaflujo (estudio RAIN-
FLOW). Sponsored by: Fundacion Epic. Sponsored's
protocol code: RAIN-FLOW.

DOLORES OCHOA. ENSAYO CLINICO CRUZADO,
ALEATORIZADO DE BIOEQUIVALENCIA DE DESVEN-
LAFAXINA 100 mg COMPRIMIDOS DE LIBERACION
PROLONGADA TRAS SU ADMINISTRACION ORAL
EN DOSIS UNICA A VOLUNTARIOS SANOS CON
COMIDA. Sponsored by: Laboratorios Normon S.A.
Sponsared's protocol code: N-DEV-20-257. Eudra CT:
2020-003002-37.

RAFAEL DE LA CAMARA. "Estudio de fase Ill, alea-
torizado y doble ciego de la eficacia y la seguridad
de la rezafungina inyectable en comparacion con
la pauta antimicrobiana de referencia para pre-
venir enfermedades fiingicas invasivas en adul-
tos que reciben alotrasplante de sang. Sponsored
by: Cidara Therapeutics, INC. Sponsored's protocol
code: CD101.IV.3.08 A4. Eudra CT: 2017-004981-
85.

Carmen Suarez Fernandez. Seguridad de edox-
aban en pacientes con fibrilacién auricular no
valvular (FANV) y diabetes mellitus tipo 2 (DM2).
Sponsored by: SEMI (Sociedad Espanola de Medici-
na Interna). Sponsared's protocol cade: SEMI-FA-
DIA-2020.

ANA BARRIOS BLANDINO. Temocilina VS mero-
penem para el tratamiento de la bacteriemia por
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enterobacterales resistentes a cefalosporinas de
tercera generacion: ensayo aleatorizado y prag-
matico. Sponsored by: FISEVI, Fundacion Publica
Andaluza para la gestion de la Investigacion en Sa-
lud de Sevilla. Sponsored's protocol code: ASTARTE.
Eudra CT: 2020-000064- 39.

Pablo Chicharro Manso. Estudio observacional
prospectivo con pacientes adultos en tratamien-
to con Dupixent para la dermatitis atopica. Spon-
sared by: Sanofi Aventis group. Sponsored's proto-
col code; GLOBOSTAD(0BS15990).

Guillermina Barril Cuadrado. Respuesta inmune y se-
guridad de la vacunacion COVID-19 en pacientes
con ERC avanzada, en dialisis y trasplantados renal-
es. SENCOVAC. Sponsored by: Sociedad espanola de
nefrologia. Sponsored's protocol code: SENCOVAC.

Esher Vicente Rabaneda. Evaluacién ecografica
de pacientes con gota que cumplen criterios pre-
liminares de remision. Sponsored by: Servicios de
reumatologia de los hospitales universitarios de Al-
icantey La Paz.

Cecilio Santander \Jaquero. Estudio de fase Il, aleator-
izado, doble ciego, controlado con placebo para eval-
uar la seguridad y la eficacia de etrasimod en sujetos
adultos con esofagitis eosinofilica. Sponsored by:
Arena Pharmaceuticals Ins. Sponsored's protocol code:
APD334-206. Eudra CT. 2020-003226-23.

Javier Loscertales Pueyo. Estudio de fase 3, mul-
ticéntrico, aleatorizado, prospectivo y abierto
de ibrutinib en monoterapia, frente a venetoclax
mas obinutuzumab con duracion fija, en pacien-
tes con leucemia linfocitica critica no tratada pre-
viamente. Sponsored by: Universidad de COLONIA.
Sponsored's protocol cade: CLL17. Eudra CT: 2019-
003854-99.

Concepcion Alonso. “Analisis genémico integral de
polipos y cancer colorrectal en pacientes con sin-
drome de Lynch”. Sponsared by: M.D. ANDERSON
CANCER CENTER (MDACC).

Maria Victoria Mugica Garcia. Registro Alergodata.
Sponsored by: Sociedad espanola de alergologia

[ FOREWORD IP / SCIENTIFIC OUTPUT ]

e inmunologia clinica. Sponsored's protocol code:
SEA-OMA-2020-01.

Julio Ancochea Berm(dez. Estudio epidemioldgico
transversal, multicéntrico para estimar la carga
de infeccion por el virus respiratorio sincital (VRS)
en adultos mayores de 60 aios de edad, que acu-
den al Centro de Atencion Primaria o Consultas
Externas Hospitalarias con sintomato. Sponsored
by: GlaxoSmithKline S.A.

Francisco Abad. Estudio abierto de fase I, de dosis
nica, dos periodos y una secuencia para inves-
tigar el prefil famacocinético de metoprolol ad-
ministrado en monoterapia y con tesofensina en
mujeres y varones adultos sanos metabolizadores
amplios e insuficientes del cit. Sponsored by: San-
ionaSA.

Dolores Ochoa Mazarro. Estudio de fase |, doble ciego,
aleatorizado y controlado con placebo para evaluar
la seguridad, la tolerabilidad, lafarmacocinética y el
efecto alimentario de BUL- GSK098 administrado en
dosis orales Gnicas y miiltiples a voluntarios sanos.
Sponsored by: Farmacologia

Ignacio de los Santos. Estudio en vida real de
bictegravir/emtricitabina/tenofovir alafenamida
en pacientes infectados por el virus vih naive, us-
ando una estrategia testytreat. Sponsored by: FI-
BAO. Sponsored's protocol code: CHT-BIG-2020-01
- BIGNOW.

Ange\a Gutiérrez. Ensayo clinico piloto para eval-
uar la eficacia, seguridad y tolerabilidad del cam-
bio a un tratamiento con Bictegravir/FTC/TAF(B-
ktarvy) mas darunavir/cobicistat en pacientes
infectados por VIHH-1 altamente tratados. Spon-
sored by: Asociacion RIS (Red de Investigacion en
SIDA). Sponsored's pratacol code: BIDA. Eudra CT:
2020-003103-34.

Maria Pilar Lopez Martin. Ensayo en Fase lll, ran-
domizado, multicéntrico con tratamiento abier-
to de tratuzumab deruxtecan (T-DXd;DS-8201a)
frente a quimioterapia a eleccion del investigador
en pacientes con cancer de mama con expresion
baja del receptor del factor de crecimiento e. Spon-



sored by: AstraZénecaAB. Sponsared's protocol code:
D9670C00001. Eudra CT. 2019-004493-26.

Guillermina Barril Cuadrado. Estudio Adherence: ad-
herencia a una dieta muy baja en proteinas suple-
mentada con ceto/hidroxi-analogos (ernamin) en pa-
cientes con enfermedad renal cronica no en dialisis".
Sponsored by: Laboratorios ERN. Sponsored's protocol
code: ADHERENCE.

Fernando Suarez. Ensayo clinico aleatorizado ad-
aptativo, controlado, abierto y multicéntrico para
investigar el rendimiento seeguro y eficaz del
sistema de tratamiento por electroestimulacion
diafragmatica (Diaphragm Pacing Therapy sys-
tem, DPTS) Lungpacer en pacientes en. Sponsored
by: Lungpacer Medical Inc. Sponsored's protocal
code: P-300.

Yolanda Delgado. Ensayo abierto de extension a
largo plazo del tratamiento con Spesolimab en
pacientes adultos con hidradenitis supurativas
(HS). Sponsored by: Boehringer Ingelheim Espana
SA. Sponsored's protocol code: Bl 655130. Eudra
CT. 2020-005587-55.

Guillermina Barril Cuadrado. Ensayo Internacio-
nal, aleatorizado, doble ciego, controlado con
placebo para evaluar el efecto de ciclosicilato
de sodio y zirconio sobre los resultados cardio-
vasculares relacionados con arritmias en par-
ticipantes en hemodialisis cronica con hiper-
potasemi. Sponsored by: AstraZeneca AB. Spon-
sored's protocol code: D9487C00001. Eudra CT:
2020-005561-14.

Aranzazu Vazquez Doce. Estudio fase I/1l integra-
das, multicéntrico, con enmascaramiento doble,
aleatorizado, comparativo con Dysport y un pla-
cebo, de aumento escalonado de la dosis y de
bisqueda de dosis, para evaluar la seguridad y a
eficacia de IPN10200 en el tratamiento de I. Spon-
sored by: Ipseninnovation S.A.S

Julio Ancochea BermUdez. Ensayo clinico random-
izado Fase Il para evaluar el efecto de loratadina
asociada a rapamune en linfangioleiomiomatosis
(LAM). Sponsored by: Fundacio Institut d'invetigacio

Biomédica de Bellvitge (IDIBELL). Sponsored's pro-
tocol code: LORALAM. Eudra CT: 2020-000702-29.

Sergio Casabona Francés. Estudio de fase 3, mul-
ticéntrico, internacional, doble ciego, aleatorizado,
controlado con placebo, de induccion y manten-
imiento para evaluar la eficacia y la seguridad de
CC-93538 en sujetos adultos y adolescentes con
esofagitis eosinfilica. Sponsored by: Celgene In-
ternational. Sponsared's protocol code: C-93538-
EE-001. Eudra CT. 2020-004336-16.

Dolores Ochoa Mazarro. “ENSAYO CLINICO CRU-
ZADO, ALEATORIZADO DE BIOEQUIVALENCIA DE
MEMANTINA 20 MG COMPRIMIDOS BUCODIS-
PERSABLES VS MEMANTINA 20 MG COMPRIM-
IDOS RECUBIERTOS CON PELICULA, TRAS SU
ADMINISTRACION ORAL EN DOSIS UNICA A VOL-
UNTARIOS SANOS EN AYUNAS.". Sponsored by:
Laboratorios Normon. Sponsored's protocol code:
N-MEM-21-268. Eudra CT: 2021-003654-23.

Julio Ancochea Bermudez. Ensayo de fase Ill mul-
ticéntrico, aleatorizado y controlado para deter-
minar la eficacia y la seguridad de dos niveles de
dosis de Plitidepsin en comparacion con el control
en pacientes adultos que precisan de hospital-
izacion para el tratamiento médico de. Spansared
by: PHARMA MAR, S.A. Sponsored's protocal code:
APL-D-003-20. Eudra CT: 2020- 005951-19.

Dolores Ochoa Mazarro. Estudio fase Ill, obser-
vador-ciego, aleatorizado, internacional para eval-
uar la consistencia de lotes de la vacuna candidata
de GSK para inmunizacion materna frente al VRS,
asi como, la respuesta inmune, seguridad y reac-
togenicidad de esta vacuna candidat. Sponsored by:
GlaxoSmithKline. Sponsored's protocol code: 214709
(RSV MAT-010). Eudra CT: 2021-000357-26.

Esther Vicente Rabaneda. Registro Espaiiol Mul-
tidisciplinar de Esclerodermia. Sponsored by: So-
ciedad Espanola Multidisciplinar de Enfermedades
Autoinmunes Sistémicas (SEMAIS). Sponsored's
protocol code: REMSCLE,

Alberto Garcia Valedillo. Evolucion del sindrome de
Sjogren primario y factores asociados a un peor
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prondstico. Spansored by: Fundacion Espano-
la de Reumatologia. Sponsored's protocol code:
SjogrenSER PROS.

Jose Miguel Sanchez Tarres. Assessment of early re-
sistance mechanism to first-line osimertinib in EG-
FR-mutant non-small-cell lung cancer (NSCLC) us-
ing spatial transcriptomics. Spansored by: Fundacion
Oncosur. Spansored's protocol code: ESR-20-20709.

Maria Pilar Lopez Martin. Ensayo fase lll de Trastuzu-
mab Deruxtecan (T-DXd) con o sin Pertuzumab ver-
sus Taxanos, Trstuzumab y Pertuzumab en primera
linea de cancer de mama metastasico HER2 positivo
(DESTINY-Breast09). Sponsored by: AstraZénecaAB.

Jose Miguel Sanchez Torres. Estudio observacio-
nal para describir las caracteristicas genotipicas y
las mutaciones de resistencia en el NSCLC ALK+".
Sponsored by: ONCOSUR. Sponsored'’s protocol
code: ALK-PATHFINDER.

MIGUEL SAMPEDRQO. Estado nutricional de los paci-
entes con tumor neuroendocrino gastroenteropan-
credtico en espaiia: nutrigente. Sponsored by: GETNE.
Sponsored's protocol code: GETNE-52109.

Ana Isabel Ballesteros. Analisis observacional
del tratamiento con palbociclib en pacientes con
cancer de mama avanzado y/o metastasico RH+/
HER2- en primera linea de tratamiento dentro de
practica clinica habitual. Sponsored by: FIBHCSC.
Sponsored's protacol code: PALBOSPAIN.

Claudia Valenzuela. Estudio Fase Il de extension de
etiqueta abierta para evaluar la seguridad y efi-
cacia a largo plazo de PRM-151 en pacientes con
fibrosis pulmonar idiopatica(FPI). Sponsored by:
HOFFMAN-LA ROCHE. Sponsored's protocol code:
WAL2294. Eudra CT: 2020- 001429-30.

Dolores Ochoa. Estudio de fase 3, aleatorizado, doble
ciego, para evaluar la seguridad, reactogenicidad e
inmunogenicidad de la coadministracion de Ad26.
COV2.S y vacunas de la gripe en adultos sanos de 18
anos de edad enadelante. Sponsored by: JANSSEN-CI-
LAG. Sponsored's protocol code: VAC31518C0OV3005.
Eudra CT: 2021-003953-43.

[ FOREWORD IP / SCIENTIFIC OUTPUT ]

CAROLINA CISNERQS. Estudio de validacion
transversal de las versiones adaptadas local-
mente del cuestionario sobre el deterioro y el
riesgo del asma (AIRQ) como herramienta que
identifica a pacientes con asma en riesgo de re-
sultados adversos por asma no controlada en
Alemani. Sponsored by: AstraZeneca. Sponsored's
protocol code: D2287R00171 (Espana).

Jesus Sanz Sanz. Eficacia virologica de dolutegra-
vir/lamivudina en personas viroldgicamente sus-
primidas con resistencia confirmada o sospecha-
da a lamivudina. Estudio VOLVER. Sponsored by:
SEIMCG-GESIDA. Sponsored's protocol code: GESIDA
11820. Eudra CT: 2021- 000290-84.

Dolores Ochoa. “Ensayo clinico cruzado, aleato-
rizado de bioequivalencia de dos formulaciones
de ibuprofeno arginina 600 mg (comprimidos re-
cubiertos con pelicula versus granulado para so-
lucion oral) tras su administracion oral en dosis
Ginica a voluntarios sanos en ayunas. Sponsored
by: ZAMBON SAU. Sponsored's protacol code:
Z7100J01. Eudra CT: 2021-003442-21.

Lydia Lopez Manzanares. Estudio epidemiologi-
co en demencia frontotemporal. Sponsored by:
CENTOGENE GMBH. Sponsared's protocol code:
EFRONT 05-2021.

Santos Castaneda. Registro espaiiol de artritis
idiopatica juvenil sistematica y enfermedad still
del adulto. Sponsored by: Socieda espanola de re-
umatologia pediatrica. Sponsared's protocol code:
Registro AlJ-Still.

Claudia Valenzuela. Estudio fase Il aleatorizado,
doble ciego, controlado por placebo para evaluar
la eficacia y seguridad del PRM-151 en pacien-
tes con fibrosis pulmonar idiopatica. Sponsored
by: HOFFMAN-LA ROCHE. Sponsored's protocol
code: WA42293 (PRM-151-303). Eudra CT. 2020-
000791-38.

Dolores Ochoa Mazarro. "Ensayo clinico cruzado, ale-
atorizado de bioequivalencia de sildenafilo 100mg
comprimidos recubiertos con pelicula tras su admin-
istracion oral en dosis (nica a voluntarios sanos en



ayunas". Sponsored by: Laboratorios Alter S.A. Spon-
sored's protocol code: UECHUP-SIL/21-4. Eudra CT:
2021-003689-12.

Julio Ancochea. “Estudio de extension en una
cohorte de pacientes adultos con infeccion por
SARS-COV-2 que precisaban ingreso hospita-
lario y recibieron tratamiento con plitidepsi-
na en el estudio APLICOV-PC". Sponsored by:
PHARMA MAR, S.A. Sponsared's protocol code:
E- APLICOV-PC / AV-APL-A-003-21. Eudra CT:
2021-004966-37.

Mario Fernando Munoz Guerra. “Ensayo clinico
aleatorizado, doble ciego, controlado con pla-
cebo y con tratamiento activo, para evaluar la
eficacia analgésica y la seguridad de una com-
binacion oral de ibuprofeno (arginina)-tramadol
HCI administrada a pacientes con dolor moder-
ado a seve. Sponsored by: Farmalider S.A. Spon-
sored'’s pratocol code: FMLD-I0TRA2- 47_FIIl. Eu-
dra CT: 2020-005530-15.

JesUs Sanz sanz. "DGT/3TC frente a BIC/FCT/
TAF como terapia de mantenimiento en perso-
nas que viven con VIH: ensayo clinico abierto y
aleatorizado". Sponsored by: Fundacion SEIMC
GESIDA. Sponsored's protocal code: PASO DOBLE
GeSIDA 11720. Eudra CT. 2020-003686-18.

Marfa Lourdes Iglesias de Ussel y Pérez. "Ensayo clini-
co simple ciego para estudiar la tolerabilidad, efica-
cia, calidad de vida y adherencia de latanoprost/
timolol sin conservantes (Fixaprost) comparadpos
con bimatoprost/timolol con conservantes (Gan-
fort P) en pacientes con glaucoma de angulo ab.
Sponsored by: LABORARATOIRES THEA S.AS. Spon-
sored's protocol code: LT2347-PIV-02/20. Eudra CT.
2020-000438-16.

Dalares Ochoa. “Estudio abierto, aleatorizado,
de dosis (nica, cruzado de dos secuencias y dos
tratamientos, para evaluar la biodisponibilidad
relativa de amilmetacresol, alcohol diclorobencili-
co y lidocaina hidrocloruro en voluntarios sanos,
en ayunas.”. Sponsored by: GEISER PHARMA S.L.
Sponsored’s protocol code: GO8-04-01. Eudra CT:
2021-003423-15.

Cecilio Santander Vaguero. "Ensayo de fase llI,
doble ciego en pacientes adultos y adoles-
centes con esofagitis eosinofilica para dem-
ostrar superioridad en comparacion con pla-
cebo de un tratamiento ocasional y/o continuo
de 48 semanas con comprimidos bucodispers-
ables de budesonida p. Sponsored by: Dr. Falk
Pharma GmbH. Sponsored’s protocol code: BUL-
3/EER. Eudra CT: 2017-003516-39.

Almudena Zapatero Laborda. "DAROL: Estu-
dio observacional de darolutamida en pacien-
tes con cancer de prostata resistente a la cas-
tracion no metastasico”. Sponsored by: BAYER
HISPANIA S.L.U. Sponsored's protocol code: BAY-
DAR-2021-01.

Lydia Lopez Manzanares. "Registro en Espana
del uso de los inhibidores de la COMT en el
manejo de pacientes con enfermedad de Par-
kinson que presentan fluctuaciones motoras
tempranas (REONPARK)". Sponsored by: LABO-
RATOTRIOS BIAL S.A. Sponsored's protacal code:
ES-BIAL-PD-001.

Ramon Colomer Bosch. "Estudio de fase 3, alea-
torizado, doble ciego, controlado con placebo, en
el que se evalla abemaciclib con la hormonotera-
pia adyuvante de referencia en participantes con
cancer de mama HR+, HER-2+, de riesgo alto y con
afectacion ganglionar, que hayan co. Sponsored by:
Lilly S.A.U. Sponsored's protacol code: 13Y-MGJPCW.
Eudra CT. 2020-004035-24.

Fernando Alfonso Manterola. "Primera investi-
gacion clinica en humanos del catéter para an-
gioplastia coronaria transluminal percutanea
recubierto de everolimus de Chansu Vascular
Technologies: Evaluacion clinica en el trata-
miento de sujetos con reestenosis intrastent
de lesiones de a. Sponsored by: Chansu Vascu-
lar Technologies LLC. Sponsored's protacol code:
TP1125.

Fernando Alfonso Manterola. "Seguimiento clinico
post-marketing del dispositivo Sequent SCB "all
comes". Sponsored by: B. Braun Melsungen AG.
Sponsared's protocol code: SCORE.
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Maria Teresa Carreras. “Estudio en fase Il mul-
ticéntrico, aleatorizado, doble ciego y controlado
con placebo para evaluar la eficacia, la seguridad
y la tolerabilidad de AVP-786 (bromhidrato de
deudextrometorfano [d6-DM]/sulfato de qui-
nidina [Q]) para el tratamiento de la agit. Spon-
sored by: Avanir Pharmaceuticals, Inc. Sponsored's
protocol cade: 20-AVP-786-307. Eudra CT: 2020-
000798-26.

lgnacio de los Santas. “Ensayo clinico doble-ciego,
controlado con placebo, aleatorizado, Fase Ib, de
ApTOLL para el tratamiento de COVID-19". Spon-
sared by: APTATARGETS S.L. Sponsared's protocol
code: APTACOVID. Eudra CT: 2021-000026-99.

Javier Pérez Gisbert. VACUNAS CONTRA LA
COVID-19 EN LA ENFERMEDAD INFLAMATORIA
INTESTINAL: EFICACIA, SEGURIDAD Y FACTORES
IMPLICADOS. Sponsored by: GETECCU. Spon-
sored's protocal code: VaCoVEii.

Concepcion Pérez. "Ensayo clinico de inter-
vencion en fase Ill, multicéntrico, aleatoriza-
do, con doble enmascaramiento, controlado
y con grupos paralelos para confirmar la efi-
cacia y la seguridad de Qutenza en pacientes
con dolo europatico posquirdrgico. Spon-
sored by: Avanir Pharmaceuticals, Inc. Spon-
sored's protocol code: AVOO1. Eudra CT: 2021~
001409-64.

Fernando Alfonso Manterola. “ESTUDIO ALEATOR-
IZADO PARALELO PARA EVALUAR LA UTILIDAD
DE LA REVISION ANGIOGRAFICA RUTINARIA 6
MESES DESPUES DEL INTERVENCIONISMO PER-
CUTANEO EN EL TRONCO CORONARIO IZQUI-
ERDO (ESTUDIO ANGELINE". Sponsored by: Fun-
dacion Epic. Sponsored's protocol code: EPIC23.

Alejandra Gullén Ojesto. Estudio de fase 111, doble
ciego, controlado con placebo y abierto, de la efi-
cacia y la seguridad a largo plazo de Firibastat
(QGCO01) administrado por via oral una vez al dia
durante un maximo de 48 semanas, en pacientes
con hipertension resistente/dific. Sponsared by:
Quantum Genomics. Sponsored's protocol code:
QGC001-3QG2. Eudra CT: 2021- 001404-14.

[ FOREWORD IP / SCIENTIFIC OUTPUT ]

Virginia Meca. "Estudio De Fase 111, Multicén-
trico, Aleatorizado, Ooble Ciego Y Con Doble
Simulacion Para Evaluar La Séguridad Y La Efi-
cacia De Ocrelizumab En Comparacion Cc;>n_
Fingolimod En Nifnos Y Adolescentes Con Escle-
rosis M.dltiple Remitente-Recurrente”. Spon-
sored by: HOFFMAN-LA ROCHE. Sponsored's
protocal code: WN42086. Eudra CT: 2020-
004128-41.

Diego Real de Alsua. Evaluacion de las oscila-
ciones neurales en personas adultas con o sin
sindrome de Down mientras ejecutan tareas
cognitivas”. Sponsored by: FUNDACIO INSTI-
TUT HOSPITAL DEL MAR D'INVESTIGACIONS
MEDIQUES. Sponsored's protocol code: IMIMFT-
CL_EEGDS.

Javier Garcia Septiem. "Implantacion de células
derivadas del miisculo esquelético para el trat-
amiento de la incontinencia fecal: un estudio
clinico de fase lll, aleatorizado, controlado, doble
ciego y dos brazos de tratamiento”. Sponsaored by:
Innovacell AG. Sponsored'’s protocol code: IG01-
02-5-009.

Dolores Ochoa. "Ensayo clinico aleatorizado de
biodisponibilidad relativa de bencidamina hidro-
cloruro - cetilpiridinio cloruro 3 mg / 1 mg pas-
tillas para chupar, tras su administracion oral en
dosis Gnica a voluntarios sanos en ayunas con
disefio cruzado replicado.”. Sponsored by: GEISER
PHARMA S.L. Spansored's protocol code: G20-04.
Eudra CT: 2022-000900-37.

Cecilio Santander VVaquero. "Ensayo de fase Il a
doble ciego, doble simulacion, aleatorizado, de
grupos paralelos y sin prioridades, sobre la efi-
cacia y la tolerabilidad de 2 mg una vez al dia
frente a 1 mg dos veces al dia de comprimidos
orodispersables de budesonida para la induc.
Sponsored by: Dr. Falk Pharma GmbH.

BOOKS

Ibafnez Sandin, Maria Dolores. El libro de las enfer-
medades alergicas. La alergia a la leche. pp. 231-
243.2021.1SBN 9788492937837



Tasker, Jeffrey G, Bains, Jaideep S, Chowen King, Julie

Ann. Glial-Neuronal Signaling in Neuroendocrine
Systems: 11 (Masterclass in Neuroendocrinology).
pp. 1-338.2021.1SBN 9783030623821

Romero Martinez, Alejandro, Lopez Munoz, Fran-
cisco, Egea Maiquez, Francisco Javier. Melatonin:
Production, Functions and Benefits. Melatonin:
Production, Functions and Benefits. 2021. ISBN
9781536190311.

Ramos, Eva, Lopez Munoz, Francisco, Egea
Maiquez, Francisco Javier, Romero, Alejandro.
Melatonin: Production, Functions and Benefits.
Chapter 11. Cerebral Ischemia and Traumat-
ic Brain Injury: Protection by Melatonin. 2021.
ISBN 9781536190311,

Rudilla, D, Oliver, A, Galiana, L, Valenzuela, Clau-
dia, Ancochea Bermudez, Julio. Palliative Care for
Chronic Cancer. Patients suffering from a chron-
ic, irreversible ilinesss: a novel study on the psy-
chological intervention out of the hospital. pp.
133-143.2021. ISBN 9783030545253.

Abad Santos, Francisco. Guia clinica para la
atencion al paciente long covid/ covid persistente.
2021.1SBN 9788418576 440.

Fernandez de Misa Cabrera, Ricardo, Novelli Ca-
nales, Silvana, Calzado Villareal, Leticia, Garcia
Herrera, Adriana, Lopez Lerma, Ingrid, Marin
Niebla, Ana, Marin Palomo, Alicia, Muniesa
Montserrat, Cristina, Rodriguez Pinilla, Socaorro
Maria, Zapatero Laborda, Almudena. Linfoma
cutaneo primario. Guia multidisciplinar para
el abordaje diagnostico y terapéutico del paci-

ente con linfoma cutaneo primario. 2021. ISBN
9788409293223

Zapatero Laborda, Almudena, Gonzalez, Emma,
Aldave, Diego. Prostate Cancer Controver-
sies IV. Moderate Hypofractionation in radical
and postoperative prostate cancer. 2021 ISBN
9788409288007

Blanco Guerra, Carlos Alberto. El libro de las enfer-
medades alergicas. La alergia al latex. 2027. ISBN
9788492937837

Lopez Raigada, Azahara, Vega de la Osada,
Francisco Félix, Blanco Guerra, Carlos Alberto.
Sesiones Interhospitalarias Sociedad Ma-
drid-Castilla La Mancha de Alergologia e In-
munologia Clinica. Anafilaxia perioperatoria:
una historia de misterio en biisqueda del cul-
pable. 20217, ISBN 9788478856824,

Adan, AM, Andreu, JL, Arraiza, A, Casado, P, Cer-
vera, R, Codesido, M, Daudén Tello, Esteban, Es-
cobar, C, Garcia/Ruiz, M, Gil, A, Hinojosa, J, Mar-
sal, S, Palau, J, Pascual, C, Puig, L, Saldana, R. IMID
: una vision compartida.pp. 1-130. 2021. ISBN
9788409264667

Sampedro, R, Martos, ML, Daudén Tello, Esteban.
FOCUS en Psoriasis. PrincipaPrincipales atributos
de Risankizumab en el entorno actual. 2021. ISBN
9788418673665.

Caverni Munoz, Alberto, Pérez Torres, Almudena,
Barril Cuadrado, Guillermina. Consenso multidisci-
plinar de nutricién en ERC e infeccién por SARS-
CoV-2. 2021. ISBN 9788409216079.

INSTITUTO DE
INVESTIGACION D
SANITARIA

HOSPITAL
UNIVERSITARIO
DE LA PRINCESA

/ 57/



ANNUAL
REPORT OF
SCIENTIFIC

ACTIVITY

/ 58 /

2021

[ FOREWORD IP / COMMUNICATION AND

Communication and

The cancept of communicating science in journals
or scientific congresses is deeply rooted in the field
of scientific research, but scientists are becoming
increasingly more aware of the need to dissemi-
nate 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 tools to carry out
this task: the web (wwwi.iis-princesa.org) and the
newsletter “Impact Factor” The Institute 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 in-
formation about courses, congresses, job offers or

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

The Impact Factor newsletter, published by the IIS
Princesa since 2011, both in paper and electronic
formats, shows the most outstanding scientific ad-
vances, the most relevant news and the successes
of our researchers.

These activities are reinforced 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.

Courses

Ponente/Director

Fecha/s Titulo
23-feb Curso de Soporte Vital para R1
24-feb Curso de Soporte Vital para R1
25-feb Curso de Soporte Vital para R1
8-abr Curso de proveeqor de Soporte Vital
Basico
9-abr Curso de proveeaﬂo_r de Soporte Vital
Basico
13-abr Curso de proveeqor de Soporte Vital
Basico
15-abr Curso de proveeqor de Soporte Vital
Basico
15-abr Novedades Terape(ticas
8iun - 8iul Analisis de estadistica aplicada a
) ) biomedicina en el entorno R. Nivel basico
11-jun Curso de Formacion en Diabetes
22-jun Curso First Touch
21 - 22 sept Curso Vascular Residentes
27-sept — 1 dic Curso de‘e.stadlstlca aplicada a
biomedicina en el entorno R
28-30 sep Curso de Soporte Vital para R1
30-sept Novedades terapéuticas
7-nov Curso de Formacion Inicial Ecografia
19-oct Curso Excelencia Codigo Sepsis

Mariano Aguilar Mulet
Mariano Aguilar Mulet

Mariano Aguilar Mulet

Mariano Aguilar Mulet
Mariano Aguilar Mulet
Mariano Aguilar Mulet

Mariano Aguilar Mulet

Borja Quiroga Gili

Isidoro Gonzalez Alvaro / Nuria
Montes Casado

Servcio de Endicronologia
Servicio Urologia
Santiago Trillo Senin

Isidoro Gonzalez Alvaro / Nuria
Montes Casado

Mariano Aguilar Mulet
Borja Quiroga Gili
Andrés von Wernitz Teleki

Fernando Ramasco Rueda


http://www.iis-princesa.org/

DISSEMINATION ]

Dissemination

Fecha/s
22-oct

12 nov / 17 Dic / 20-ene
2022 / 21 ene-22

dic-13
nov

16-nov

17-18 nov
23 nov - 25-nov

30 nov — 2-dic

Workshops
Fecha/s

2-nov

3-nov

3-nov
4-nov

5-nov

5-nov

8-nov
10-nov

10-nov

11-nov

12-nov

Titulo

Formacion Desfibrilador semiautomatico
Curso Big Data
Curso Internacional Soporte Vital
Avanzado

Curso Retos en infeccion Perioperatoria

Competencias en Ecografia Clinica para
Atencion Primaria

Curso de Soporte Vital Avanzado del
European Resuscitation Council (ERC)

Curso de Soporte Vital Avanzado del
European Resuscitation Council (ERC)

Titulo
Design Thinking

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

Cirigia minimamente invasiva. Cirugia del
Siglo XXI

Simulacion clinica Hospital de La Princesa
Abrochense los cinturones

¢Cémo es la vida de un medicamento?
Etapas del desarrollo clinico

Inmunologia del tubo digestivo: del
laboratorio a los pacientes

Biobancos: la ciencia al alcance de todos

Dale un giro a tu dolor, aprende a
manejarlo

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

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

Investigacion traslacional: linea directa
entre el laboratorio y el paciente

Ponente/Director

Angel Soria Coiradas

Daniel Alvarez Covos

Fernando Ramasco Rueda
Fernando Ramasco Rueda

Andrés von Wernitz Teleki
Mariano Aguilar Mulet

Mariano Aguilar Mulet

Ponente/Director

Jorge Gbmez Zamora / Lara Pérez
Martinez

Javier Aspa Marco

Guillermo Reyes Copa / Elena
Martin Pérez / Ramén Moreno
Balsalobre

Rosa Méndez Hernandez / Jesus
M. Nieves Alonso

Dolores Ochoa Mazarro / Manuel
Roman / Samuel
Martin

Maria Chaparro / Alicia C. Marin /
Montserrat Baldan
/ Laila Aldars / Lorena Ortega
Moreno / Irene Soleto Fernandez /
Irene Mora / Cristina Ramirez

Mara Ortega Gomez / Laura
Gomez Cabanas / Angel Lancho
Sanchez

Almudena Mateos Gonzalez

Pedro Rodriguez / Alejandra Reolid

Francisca Molina Jiménez /
Jennifer Fernandez Pacheco /
Cecilio Santander Vaquero / Sergio
Casabona Francés / Pedro Lorenzo
Majano Rodriguez

Agueda Gonzalez Rodriguez /
Javier Egea Maiquez / Esther Rey
Fernandez / Yaiza Garcia Garcia
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Sessions

Ponente/Director

28-29 oct

26 nov

30 nov

9 dic

28-ene

4-feb

11-feb

18-feb

25-feb

4-mar

11-mar

16-jun

15-abr

22-abr

29-abr

6-may

12-may

/ 60 /

Il Jornada de Neurogastroenterologia y
Motilidad

XVI e-Simposium Nutricién en
Enfermedad Renal Cronica: Abordaje
Multidisciplinar

72 Jornada Comité de Calidad Percibida
(online)

Jornadas Centros de Salud Mental de
Madrid (online)

Estudio de la funcion de PD-L1 y su interaccion
con PD-1 en la biologia endotelial

Transfer of extracellular vesicle-
microRNA controls germinal center
reaction and antibody production

Terapia dirigida con everolimus como
nuevo tratamiento de la neumonia
intersticial asociada a esclerodermia (SSc-
ILD) en ratones PSGL-1 KO

Polarizacion de macrofagos: posible
relevancia en Covid-19

Mitochondria drive a bacteria-induced
metabolic reprogramming in CD4+ T cells
that orchestrates CD8+ T cell responses

Post-synaptic Dendritic Dells: Functional
Reprogramming Upon Antigen
Presentation

Impacto de la hipoxia en la progresion
de la enfermedad hepatica metabélica

ISG20L2, una exoribonucleasa en
activacion T

Modulacién de la muerte celular

en neutréfilos y monocitos por la
interaccion PSGL-1/Pselectina. Posible
implicacion en la patogénesis del SLE

The role of ISG15 in dendritic cells and
contact hypersensitivity

Galectin-1 Expression in CD8+ T
Lymphocytes Controls Inflammation in
Contact Hypersensitivity

Non-redundant roles of CD1c+ dendritic
cells in perpetuation of rheumatoid
arthritis pathology

Procesos inflamatorios y moleculares
subyacentes en patologia pulmonar

Cecilio Santander Vaquero

Guillermina Barril Cuadrado / Angel

Nogueira Pérez

Alberto Pardo Hernandez

José Luis Ayuso Mateos

Seminars

Giulia Setti

Lola Fernandez Messina

Elena Gonzalez Sanchez

Angel Corbi

Jes(s Osuna

Diego Calzada Fraile

Agueda Gonzalez Rodriguez

Ana Rodriguez Galan

Antonio Munoz Callejas

Irene Fernandez Delgado

Raquel Castillo

Enrique Martin- Gayo

Maria Josefa Calzada Garcia
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13-may

19-may

20-may

26-may

27-may

1-jun

2-jun

10-jun

17-jun

24-jun

1-jul

8-jul

29-sept

30-sept

6-oct

7-oct

14-oct

14-oct

Efectos del inhibidor de tirosin quinasas
dasatinib en el trafico linfocitario

Papel de la reprogramacion metabélica
e inducida por los factores de respuesta
hipoxia (HIF) en fisiopatologia

Treatment duration and immune exhaustion
determines personalized dendritic-cell vaccine
efficacy for chronic HIV patients

¢Podemos reducir el dafo por reperfusion en
ictus, infarto de miocardio o cirugias? O cémo
el manejo de Na+ vy Ca2+ por las mitocondrias
es importante para las senales redox y el dano
oxidativo en hipoxia e isquemia

Infeccion por VIH-2 y respuesta al
tratamiento con inhibidores de la integrasa

RPTOR y AIRL6IP como genes diana de
microRNAs en psoriasis

Open Science en investigacion publica.
Gestion de datos de investigacion

Evaluacion de la reconstitucion inmunitaria
postrasplante autélogo de progenitores
hematopoyéticos en pacientes con
mieloma mdaltiple

Extracellular vesicles from Listeria
monocytogenes-infected dendritic cells
alert the innate immune system

T cell immune specificity changes after
vaccination in healthy and COVID-19
convalescents subjects

Aberrant antiviral state of CD1c+ dendritic
cells associates with NK cell activation and
Sjogren’syndrome pathology

Gal-1 and LAT1 as regulatory molecules in
skin inflammatory diseases

Horizonte Europa

La Galectina 1 como posible biomarcador
diagnéstico en enfermedades inflamatorias
mediadas por mecanismos inmunes (EIMMI)

Iniciativas de Programacion Conjunta
Internacional

Impacto de la co-exposicion a VIH y
Schistosoma en la fisiopatologia vascular
pulmonar

Papel del transportador de aminoacidos
LAT1 en eritropoyesis y su regulacién por
el factor de respuesta a hipoxia HIF2a

Sesion formativa sobre el manejo de la
herramienta del Editor CVN de la Fundacion
Espanola para la Ciencia y la Tecnologia
(FECYT) dirigida a personal investigador

Ana Marcos Jiménez

Julian Aragonés Lopez

Marta Calvet Mirabent

Antonio Martinez Ruiz

Silvia Requena
Hortensia de la Fuente

Noa B. Martin Cofreces

Pilar Sanz Martin

Radl Izquierdo

Laura Esparcia Pinedo

lldefonso Sanchez Cerrillo

Raquel Castillo

Esther Rodriguez Blanco / Carmen
Bello / Juan Riese

Ana Triguero

Ignacio Baanante / Marina Moreno
Llanos / Candida Sanchez-Barco

Sandra Medrano Garcia

Antonio Bouthelier

Estefania Gutiérrez
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21-oct
20-oct

28-oct

3-nov

4-nov

10-nov

11-nov

17-nov
25-nov
1-dic

2-dic

15-dic

16-dic

19 abr - 9 may
26 abr - 12 may

10 may - 18 jul
10 may - 13 jun
24 may - 20 jun

4 oct - 2 nov
18 oct - 7 nov
18 oct - 18 nov

25 oct - 14 nov

1 nov - 5 dic
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Blocking SLC7A5-mediated amino acid
uptake by T cells efficiently prevents graft
vs host disease

Biobancos: Ciencia Abierta para Todos

SCAD vs AT-AMI: differential miRNA
profile and pathophysiological insights

Investigacion multicentrica traslacional
en infeccion por Helicobacter pyloriy
Enfermadad Inflamatoria Intestinal

Analysis of Expression of Different Histone
Deacetylases in Autoimmune Thyroid
Disease

La investigacion clinica en el Servicio de
Neurologia

Papel de los linfocitos T de memoria
residentes en la persistencia del VIH en
tejido
La investigacion clinica en Enfermeria

Esofagitis Eosinofilica: blsqueda de
biomarcadores minimamente invasivos

Astrocytes in Metabolism

Macrophage-Mediated Subversion of Anti-
Tumour Immunity

Nuevas aproximaciones en Quimica Médica
para el tratamiento de enfermedades
neurodegenerativas

Linfocitos Treg y Th17: de lingjes,
subpoblaciones y estadios de
diferenciacion

Nieves Fernandez-Gallego

Maria del Mar

Marta Lozano Prieto

Francisco Javier Pérez Gisbert

Pablo Sacristan
José Aurelio Vivancos Mora

Meritxell Genesca

Sergio Gonzalez Alvarez
Pedro Majano
Julie Ann Chowen King

Paloma Sanchez Mateos
Cristobal de los Rios Salgado

Roberto Gonzalez
Amaro

Training carried out on the Plataforma Conocimiento Princesa

Ponente/Director

Metodologia en cuidados enfermeros

Soporte vital basico para personal
sanitario

El e-learning en sanidad
Codigo Sepsis Princesa

Pildoras formativas telematicas:
minivideos docentes

Simulacion en el manejo de la via aérea
Metodologia en cuidados enfermeros

Soporte vital avanzado para personal
sanitario

Medidas preventivas en la atencién a
pacientes con enfermedades infecto-
contagiosas

Codigo sepsis princesa

Antonio Cano Manchon

Diana Parrado Lépez

M. Elena Fernandez Martinez
Grupo Codigo Sepsis

M. Elena Fernandez Martinez

Noemi Diaz Velasco
Antonio Cano Manchén

Diana Parrado Lopez

Dra. Manuela Garcia Cebrian

Grupo Codigo Sepsis



Continuing education La Princesa

Titulo Ponente/Director

Competencias en Ecografia Clinica Urgencias
Princesa

Competencias en Ecografia Clinica para Atencion
Primaria

Metodologia enfermera

Codigo Sepsis Princesa

Medidas preventivas en la atencion a pacientes con
enfermedades infectocontagiosas

Simulacion en el manejo de la via aérea

Curso sobre retos en antibioterapia en el paciente
critico

Competencias en Ecografia Clinica para Atencion
Primaria

Urgencias quirdargicas. Actualizacion diagnostica y
terapéutica

Codigo Sepsis Princesa

Metodologia enfermera

Soporte Vital Avanzado para personal sanitario

Andrés von Wernitz teleki / Ana Maria Martinez
Molina / Emilia Roy Vallejo / Fernando Alfageme
Roldan / Francisco Javier Val de Santos / Ifigo Guerra
Molina / Jorge Sorando Ortin / Jose Ignacio Alonso
Gonzalez / Juan Mariano Aguilar Mulet / Sonia
Gonzalez Del Val

Andrés von Wernitz teleki / Ana Maria Martinez
Molina / Emilia Roy Vallejo / Fernando Alfageme
Roldan / Francisco Javier Val de Santos / Ifigo Guerra
Molina / Jorge Sorando Ortin / José Ignacio Alonso
Gonzalez / Juan Mariano Aguilar Mulet / Sonia
Gonzalez del Val

Antonio Cano Manchon / Maria José Rubio Pérez

Azucena Bautista Hernandez / David Jiménez
Jiménez / Fernando Ramasco Rueda / Rosa Méndez
Hernandez

Alvaro Morales Caballero / Amparo Lopez- Guerrero
Almansa / Arantxa Ortega Sanchez / Ignacio
Redondo Pascual / Jess Merino Pérez / Juan Soler
Ruiz / Manuela Garcia Cebrian

Diana Parrado / Elena Rojo Rodriguez / Jesus Nieves
/ Noemi Diaz Velasco / Sheila Santidrian

Fernando Ramasco Rueda / Carlos Figueroa /
Carmen Vallejo / David Arribas Méndez / Diana
Parrado / Julia Hernando Santos / Mar Orts
Rodriguez / Maria Semiglia / Nelly Zurita Cruz /
Rafael Gonzalez de Castro / Rosa

Méndez Hernandez / Sheila Santidrian / Sonia
Exposito Carazo

Andrés von Wernitz teleki / Ana Maria Martinez
Molina / Emilia Roy Vallejo / Fernando Alfageme
Roldan / Francisco Javier Val de Santos / Ifigo Guerra
Molina / Jorge Sorando Ortin / José Ignacio Alonso
Gonzalez / Juan Mariano Aguilar Mulet / Sonia
Gonzalez del Val

Andrés von Wernitz teleki / Francisco Javier Val de
Santos / Inigo Guerra Molina / Jorge Sorando Ortin /
Juan Mariano Aguilar Mulet / Maria Cristina Santiago
Poveda

Andrés von Wernitz teleki / Azucena Bautista
Hernandez / Carmen de las Cuevas / Carmen

Saez Bejar / David Jiménez Jiménez / Fernando
Ramasco Rueda / Ifigo Garcia Sanz / Maria
Semiglia / Maria José Rubio Pérez / Marta Chicot
Llano / Natalia Pascual Gémez / Nelly Zurita Cruz /
Rosa Méndez Hernandez / Sara Navarro Ausere /
Tamara Soler

Antonio Cano Manchon / Maria José Rubio Pérez /
Susana Cabrera Fernandez

Diana Parrado / Elena Rojo Rodriguez / Francisco
Javier Val de Santos / Juan Mariano Aguilar Mulet /
Maria Cristina Santiago Poveda / Noemi Diaz Velasco
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Titulo Ponente/Director

Soporte Vital Basico para personal sanitario

Actualizacion en oftalmologia

Competencias digitales docentes en formacion
virtual: disefio instruccional y herramientas practicas

Curso Avanzado en eLearning: Creacion de
Minivideos Docentes

Curso de Bienvenida a los nuevos Residentes

Curso de Historia Clinica Electronica
Electrocardiografia

Soporte Vital Inmediato para Residentes

Curso de Traumatologia para nuevos residentes

Cirugia para nuevos Residentes

Curso de interpretacion basica de radiologia simple

Actualizacion en medicamentos biolégicos vy
biosimilares

Manejo de la disfagia orofaringea en el
paciente geriatrico

Taller de suturas de heridas. Hospital El Escorial

Diana Parrado / Elena Rojo Rodriguez / Francisco
Javier Val de Santos / Juan Mariano Aguilar Mulet /
Maria Cristina Santiago

Poveda / Noemi Diaz Velasco

Eduardo L6pez Palacios / Paula Marticorena Alvarez

M? Elena Fernandez Martinez
M?2 Elena Fernandez Martinez

Jorge Sorando Ortin / Juan Mariano Aguilar Mulet

Francisco Javier Val de Santos / Juan Mariano Aguilar
Mulet

Amparo Benedicto Buendia / Juan Mariano
Aguilar Mulet

Ana del Rey Ubago / Ana Maria Martinez Molina

/ Andrés von Wernitz teleki / Barbara Retana
Fernandez / Diana Parrado / Elena Rojo Rodriguez

/ Elvira Contreras Murillo / Francisco Javier VVal de
Santos / Javier Martin Ruiz / Jorge Sorando Ortin /
Luis Picazo Garcia / Lydia Chao Ricoy / Maria Cruzate
Aparicio / Marta Cafio Hortoneda / Noemi Diaz
Velasco / Raquel Caminero Garcia / Sonia Gonzalez
del Val / Teresa Coco / Beatriz Gonzalez Chesa /
Juan Mariano Aguilar Mulet / Maria Cristina Santiago
Poveda

Juan Mariano Aguilar Mulet / Rafael Carbonell

Juan Mariano Aguilar Mulet / Adrian Martin Segura
/ Alvaro Gancedo Quintana / Ana Escobar Delgado
/ Cynthia Lana Esteban / Ifigo Garcia Sanz / Jose
Maria Lopesino / Julia Revuelta Ramirez / Lara
Blanco Terés / Livia

Delgado Burdalo / Ramén Sanz Ongil / Rocio
Maqueda / Rodrigo Tovar Pérez

Itxaso Galan Gonzalez / José Manuel Mufioz / Juan
Mariano Aguilar Mulet

Carolina Aguilar Guisado / Isabel Barcia Martin /
Mercedes Garcia Gimeno / Susana Sanchez Suarez

Elisa Martin de Francisco Muga / Inés Alonso
Gonzalez / Luisanna Sambrano

Libertad Martin Prieto / Mar de Castro Marinas /
Pablo Cereceda Barbero / Sonia Morales Artero
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CELLULAR AND
MOLECULAR
ETIOPATHOGENIC
MECHANISMS IN
INFLAMMATORY
AND AUTOIMMUNE
DISEASES

LINE 1.1 INTERCELLULAR COMMUNICATION IN THE INFLAMMATORY RESPONSE

LINE 1.2 CELLULAR AND MOLECULAR RESPONSES TO HYPOXIA

LINE 1.3 ANIMAL MODELS OF INFLAMMATORY DISEASES AND INTERCELLULAR SIGNALLING

LINE 1.5 CELLULAR MECHANISMS AND MOLECULAR DETERMINANTS OF ALLERGY BASED DISEASES

LINE 1.6 INFLAMMATORY PROCESSES IN NEPHROLOGICAL DISEASES

LINE 1.7 INFLAMMATORY MECHANISMS IN PULMONARY DISEASES

LINE 1.8 INFLAMMATORY RESPONSE IN HEPATIC DISEASES

LINE 1.9 MECHANISMS AND MEDIATORS OF ENDOCRINE DISEASES

LINE 1.10 CHILDREN'S DEVELOPMENT (OBESITY AND GROWTH)

LINE 1.11 METABOLIC SYNDROME AND VASCULAR RISK



ANNUAL
REPORT OF
SCIENTIFIC

ACTIVITY

LINE 1.1 INTERCELLULAR COMMUNICATION IN THE INFLAMMATORY RESPONSE

~
(=2]
oo
~

2021

[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

de la Fuente Flores, Hortensia
Fernandez Delgado, Irene
Fernandez Messina, Lola

Martin Cofreces, Noa Beatriz
Martin Gayo, Enrique

Moreno Gonzalo, Olga

Ramirez Huesca, Marta Esther
Rojas Gomez, Amelia

Saiz Alvarez, Maria Laura
Sanchez Alonso, Santiago

Ursa Pecharroman, Maria Angeles
Vallejo Rodriguez, Maria Angeles
Vara Vega, Alicia

Activation of the adaptive immune response requires
the formation of intimate contacts between anti-
gen-bearing cells (e.g. dendritic cells, DC) and T lym-
phacytes. 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 transmissian depends
of receptor-dependent adhesive contacts, soluble
factors, and vesicles, e.g. exosomes. Exosomes are
small extracellular vesicles biosynthesized from mul-
ti-vesicular bodies (MVB) and released 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 con-
tacts. We will characterize the role of specific bits of
information originated within the T cell and carried
by exasomes, e.g. membrane transporters for spe-
cific metabalites, captured by the DC during the es-
tablishment and maintenance of synaptic contacts.
The regulation of anti-viral and anti-bacterial genes
determining the ability of DCs to respand to these
challenges will define their Alert State. We are as-
sessing the role of epigenetic changes at a DNA level
in function of post-synaptic DCs, alone and in com-
bination with metabolic changes and post-transla-
tional modifications to specific proteins, for example,
Ubiquitin-like modifiers such as I1SGylation. Cell vi-
ability, survival, and migration of post-synaptic DCs
will be determined in viva. We will also characterize
the rale of ISGylation on the Alert state during T-DC
synapsis and inflammation. Finally, the role of the
[-type amino-acid transporter 1 molecule (LAT1)
and L--tryptophan metabolism and important T cell
immunoregulatory molecules will be analyzed in the
context of the immune response associated to ath-
erasclerasis and skin-inflammatory diseases in ani-



MECHANISMS IN INFLAMMATORY AND AUTOIMMUNE DISEASES |

mal models to identify the molecular basis of these
autoimmune diseases. These studies will open new

avenues for vaccination strategies and novel thera-
pies to treat autoimmune-related diseases.

Major grants }

» Sanchez Madrid, Francisco. INFLAMUNE-CM:
Nuevos mecanismos moleculares v celulares
implicados en la fisiopatologia inmune vy
enfermedades inflamatorias. B2017/BMD-3671.
Comunidad de Madrid. 2018-2021.

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

» Sanchez Madrid, Francisco. Inmunometabalismo
de la psoariasis (IPD). Ayudas a equipos de
investigacion 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
immunotherapy. PI19/00549. ISCIIl. 2020-2022.

» Martin Gayo, Enrique. 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.

» Sanchez Madrid, Francisco. Dinamica de la
respuesta inmunitaria como predictor del
curso evolutivo de la enfermedad COVID-19.
Implicaciones para la toma de decisiones
terapéuticas. PREDINMUN COVID. Fondo
Supera Covid-19 CRUE-Banco Santander.
2020- 2021.

.Granted 2021:

» Sanchez Madrid, Francisco. La sinapsis inmune
como mecanisma educativo de linfocitos v células
innatas para la regulacion de procesos infecciosas e
inflamatorios (ISEDINF). PID2020- 120412RB-I00.
Agencia Estatal de Investigacion. 2021-2024.

»« Sanchez Madrid, Francisco. Transferencia de
exosomas de células inmunes para para potenciar la
inmunidad. PDC2021- 21797-100. Agencia Estatal de
Investigacion. 2021-2023.

» Sanchez Madrid, Francisco. Microscopio optico
de fluorescencia para la observacion de muestras
gruesas v tejidos: Mesoscopia. IFEQ21/00085.
ISCII2022.

Publications (21) »

Galvan-Roman JM, Rodriguez-Garcia SC, Roy-Valle-
jo E, et al. IL-6 serum levels predict severity and re-
sponse to tocilizumab in COVID-19: An observational
study. J Allergy Clin Immunol 147 (1): 72-. 2021. PMID:
33010257.1F: 10,793. DOI: 10.1016/}jaci.2020.09.018.

Marcos-Jimenez, Ana, Sanchez-Alonso, Santiago,
Alcaraz-Serna, Ana, Esparcia, Laura, Lopez- Sanz,
Celia, Sampedro-Nunez, Miguel, Mateu-Albero, Ta-
mara, Sanchez-Cerrillo, lldefonso, Martinez-Fleta,
Pedro, Gabrie, Ligia, del Campo Guerola, Luciana,
Rodriguez-Frade, Jose Miguel, Casasnovas, Jose M,
Reyburn, Hugh T, Vales-Gomez, Mar, Lopez-Trasca-
sa, Margarita, Martin-Gayo, Enrigue, Calzada, Maria
Jose, Castaneda, Santos, de la Fuente, Hortensia,
Gonzalez-Alvaro, Isidoro, Sanchez-Madrid, Fran-
cisco, Munoz-Calleja, Cecilia, Alfranca, Arantzazu.
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Deregulated cellular circuits driving immunoglob-
ulins and complement consumption associate with
the severity of COVID-19 patients. Eur | Immunol 57
(3): 634- 647.2021. PMID: 33251605. IF: 5,532. DOI:
10.1002/eji.202048858.

Alcaraz-Serna A, Bustos-Moran E, Fernandez-Del-
gado |, Calzada-Fraile D, Torralba D, Marina- Zarate
E, Lorenzo-Vivas E, Vazquez E, de Alburquergue
JB, Ruef N, Gémez MJ, Sanchez-Cabo F, Dopazo
A, Stein JV, Ramiro A, Sanchez-Madrid F. Immune
synapse instructs epigenomic and transcriptomic

functional reprogramming in dendritic cells. Sci
Adv 7 (6). 2021. PMID: 33536205. IF: 14,143. DOL:
10.1126/sciadv.abb9965.

Horndler, Lydia, Delgado, Pilar, Abia, David, Balabanoy,
lvaylo, Martinez-Fleta, Pedro, Carnish, Georgina, Lla-

mas, Miguel A, Serrano-Villar, Sergio, Sanchez-Ma-

drid, Francisco, Fresno, Manuel, van Santen, Hisse M,
Alarcon, Balbino. Flow cytometry multiplexed meth-

od for the detection of neutralizing human antibod-
ies to the native SARS-CoV/-2 spike protein. EMBO
Mol Med 13 (3).2021. PMID: 33471406. IF: 12,137.DOI:
1015252/emmm.202013549.

Lozano-Prieto, Marta, Adlam, David, Garcia-Guimaraes,
Marcos, Sanz-Garcia, Ancor, Vera- Tome, Paula, Rivero,
Fernando, Cuesta, Javier, Bastante, Teresa, Baranows-
ka-Clarke, Anna A, Vara, Alicia, Martin-Gayo, Enrique,
Vicente-Manzanares, Miguel, Martin, Pilar, Samani,
Nilesh J., Sanchez-Madrid, Francisco, Alfonso, Fernando,
de la Fuente, Hortensia. Differential miRNAs in acute

spontaneous coronary artery dissection: Pathophys-
iological insights from a potential biomarker. EBio-
Medicine 66: 103338-103338. 2021. PMID: 33866193.
IF:8143. DOI: 10.1016/).ebiom.2021.103338.

Martin-Cofreces, Noa Beatriz, Valpuesta, Jose Ma-
ria, Sanchez-Madrid, Francisco. Folding for the
Immune Synapse: CCT Chaperonin and the Cyto-
skeleton. Front Cell Dev Biol 9: 658460- 658460.
2021. PMID: 33912568. IF: 6,684, DOl 10.3389/
fcell.2021.658460.

Gambera S, Patifio-Garcia A, Alfranca A, Garcia-Castro
J. RGB-Marking to Identify Patterns of Selection and

Neutral Evolution in Human Osteosarcoma Models.
Cancers (Basel) 13(9). 2021. PMID: 33919355. IF: 6,639.
DOI: 10.3390/cancers13092003.

Hartana CA, Rassadkina Y, Gao C, Martin-Gayo E,
Walker BD, Lichterfeld M, Yu XG. Long noncoding
RNA MIR4435-2HG enhances metabolic function
of myeloid dendritic cells from HIV-1 elite control-
lers. ) Clin Invest 131 (9). 2021. PMID: 33938445, IF;
14,808. DO 10.1172/)CN46136.

Rafael Blanco-Dominguez, Raguel Sanchez-Diaz,
Hortensia de la Fuente, Luis J Jiménez- Borreguero, Ad-
ela Matesanz-Marin, Marta Relano, Rosa Jiménez-Ale-
jandre, Beatriz Linillos- Pradillo, Katerina Tsilingiri,
Maria L Martin-Mariscal, Laura Alonso-Herranz,
Guillermmo Moreno, Roberto Martin-Asenjo, Marcos M
Garcia-Guimaraes, Katelyn A Bruno, Esteban Daud-
en, Isidoro Gonzalez-Alvaro, Luisa M Villar-Guimerans,
Amaia Martinez-Leon, Ane M Salvador- Garicano, Sam
A Michelhaugh, Nasrien E Ibrahim, James L Januzzi, Jan
Kottwitz, Sabina lliceto, Mario Plebani, Cristina Bas-
so, Anna Baritussio, Mara Seguso, Renzao Marcolongo,
Mercedes Ricote, Delisa Fairweather, Héctor Bueno,
Leticia Fernandez-Friera, Fernando Alfonso, Alida L P
Caforio, Domingo A Pascual-Figal, Bettina Heideck-
er, Thomas F Luscher, Saumya Das, Valentin Fuster,
Borja Ibanez, Francisco Sanchez-Madrid, Pilar Martin.
A Novel Circulating MicroRNA for the Detection of
Acute Myocarditis. N Eng| | Med 384 (21): 2014-2027.
2021. PMID: 34042389. IF: 91,253. DOI: 10.1056/NE]J-
Moa2003608.

Castillo-Gonzalez R, Cibrian D, Sanchez-Madrid F.
Dissecting the complexity of gamma delta T- cell
subsets in skin homeostasis, inflammation, and

malignancy. | Allergy Clin Immunol 147 (6): 2030-
2042. 2021. PMID: 33259837 IF: 10,793. DOL:
10.1016/},aci.2020.11.023.

Castillo-Gonzalez R, Cibrian D, Fernandez-Gallego
N, Ramirez-Huesca M, Saiz ML, Navarro MN, Fres-
no M, de la Fuente H, Sanchez-Madrid F. Galectin-1
Expression in CD8 + T Lymphocytes Controls In-
flammation in Contact Hypersensitivity. | Invest
Dermatol 141 (6): 1522-. 2021. PMID: 33181141, IF:
8,551.DOI: 10.1016/},jid.2020.10.020.
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Rodriguez-Serrano DA, Roy-Vallejo E, Zurita Cruz
ND, Martin Ramirez A, Rodriguez-Garcia SC, Areva-
lillo-Fernandez N, Galvan-Roman JM, Fontan
Garcia-Rodrigo L, Vega-Piris L, Chicot Llano M, Ar-
ribas Méndez D, Gonzalez de Marcos B, Hernando
Santos J, Sanchez Azofra A, Avalos Pérez-Urria E,
Rodriguez-Cortes P, Esparcia L, Marcos-Jimenez
A, Sanchez-Alonso S, Llarente I, Soriano J, Suarez
Fernandez C, Garcia-Vicuna R, Ancochea J, Sanz
J, Munoz-Calleja C, de la Camara R, Canabal Ber-
langa A, Gonzalez-Alvaro |, Cardefioso L, REIN-
MUN-COVID Group. Detection of SARS-CoV-2 RNA
in serum is associated with increased mortality
risk in hospitalized COVID-19 patients. Sci Rep 11
(1): 13134-13134.2021. PMID: 34162948. IF: 4,380.
DOI: 10.1038/s41598-021-92497-1.

Rodriguez-Galan A, Dosil SG, Gomez MJ, Fernan-
dez-Delgado I, Fernandez-Messina L, Sanchez-
Cabo F, Sanchez-Madrid F. MiRNA post-tran-
scriptional modification dynamics in T cell
activation. iScience 24 (6); 102530-102530.
2021, PMID: 34142042, IF: 5,458, DOI: 10.1016/).
I5C1.2021.102530.
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have a great potential as carriers of therapeu-
Head of laboratory tics or biomarkers for diagnosis in the liquid

biopsy. Our translational efforts aim at exploit-

ing the tools against tetraspanin molecules to
develop new isolation, detection and quantifi-
cation devices, as well as to develop synthetic
exosome mimetics as reference materials or

UNIVER. vaccination strategies.
E LA PRIN

In addition, tetraspanin enriched microdomains
are connected to different cytoskeletal compo-
nents and signalling pathways and have been
shown to regulate different steps of the infec-
tious cycle of several viruses, ranging from vi-
ral entry to budding, but also including other
aspects that are not so evidently linked to cell
membranes such as viral replication. There-
fore, a parallel research line in our group aims
at establishing the anti-viral potential of tet-
raspanin-targeted reagents as broad-spectrum

Yanez Mo, Maria therapeutics.
Group members } Major grants )
— Benayas Lopez, Beatriz » Yanez Mo, Maria. Translational NeTwork for the
— Lopez Martin, Soraya CLinical application of Extracellular VesicleS (Ten-
— Palma Cobo, Miguel tacles). RED2018-102411-T. Agencia Estatal de
— Toribio Serrano, Victor Investigacion. 2020-2021.

& .Granted 2021:
Research interest » Yariez M6, Maria. Validacion clinica de un sistera para

detectar translocaciones de alk en vesiculas extracelu-
lares en plasma. DTS2 1/00134. 1SCIIl. 2022-2023.
Our group is focused on the functional charac-
terization of membrane microdomains based » Yanez Mo, Maria. Microdominios de membrana, exo-
on tetraspanin proteins, which are involved in somas, virus v vacunas. PID2020-119627GB-100.
cell-cell adhesion and migration as well as in Agencia Estatal de Investigacion. 2021-2024.
the biogenesis and cargo selection of extra-
cellular vesicles (EVs). EVs represent a novel = Yariez Mo, Maria. Vacunas basadas en exosomas
mechanism of intercellular communication and mimeticas. PDC2021-121052. 2022-2023.
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®
@ Head of laboratory » @ Group members ’

Urzainqui Mayayo, Ana Carmen

— Gonzalez Sanchez, Maria Elena
— Muiioz Callejas, Antonio
— Silvan Montoya, Javier

Research interest ’

P-Selectin Glycoprotein Ligand-1 (PSGL-1) is
a leukocyte receptor that interacts with P-, E-
and L-Selectins and is respansible for the initial
steps of leukocyte extravasation to inflamma-
tion sites. Our laboratory has described that
PSGL-1 acts as an immunoregulatory receptor
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that participates in the generation of regulatory

T cells (Treg) and contributes to the maintenance
of peripheral tolerance in mice. We described
that PSGL-1 knock-out (KO) mice develop a pro-
gressive autoimmune disease similar to sys-
temic sclerosis (SSc) (Pérez-Frias et al, Arthritis
and Rheumatol 2014). In addition, we observed
that the absence of P-Selectin, main PSGL-1 li-
gand, causes an autoimmune syndrome similar
to human systemic lupus erithematasus (SLE),
with generation of anti-dsDNA autoantibodies,
immune complex 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 arteri-
al hypertension (PAH), the maost severe form of
connective tissue-related autoimmune diseas-
es, due to increased levels of Angiotensin Il and
endothelial dysfunction, with low production of
NO (Gonzéalez-Tajuelo et al, Arthritis and Rhu-
matol. 2019). Remarkably, clinical studies with
patients indicate that PSGL-1 and P-selectin ex-
pression 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
expressing ADAMS8 associate with the presence
of SSc. (Silvan J et al, J Invest Dermatal, 2018).
Lupus patients present reduced expression of
P-selectin in skin vessels and reduced expres-
sion 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
ta scleroderma (SSc-ILD) and lupus (SLE-ILD),
which is ane 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 po-
tential treatment targets.

— 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 cel-
lular proteastasis and its contribution to sclero-
derma and SLE pathology.

Major grants ’

» Urzaingui Mayayo, Ana Carmen. Estudio de la
relevancia de la interaccion PSGL-1/P- selecti-
na en la proteostasis celular y generacion de
NETS vy su posible implicacion en la patogéne-
sis de esclerodermia y lupus. PI20/01690. IS-
ClI. 2021-2023.

» Gonzalez Sanchez, Elena. Tratamiento in-
tratraqueal de la neumonia intersticial asoci-
ada a esclerodermia (SSc-ILD), con el farmaco
everolimus en ratones PSGL-1 KO. Beca Cate-
dra EPID Futuro. 2020-2021.
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Head of laboratory }

Aragonés Lopez, Julian

Group members }

— Bouthelier de Pedro, Antonio

— Elorza Peregrina, Ainara Estibaliz

— Fuertes Yebra, Esther

— Guajardo Grence, Andrea

— 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

00
Research interest }

Aninsufficient oxygen supply (hypoxia) is a hall-
mark of numerous life-threatening pathologies
with unmet medical needs such as solid tumor

growth, chronic obstructive pulmonary disease
(COPD), ischemic diseases and abesity. Cells
are equipped with oxygen-sensing systems
to mount a programmed response when oxy-
gen becomes limited. Hypoxia-inducible factors
(HIF1, HIF2 and HIF3) are central regulators of
this cellular response to oxygen fluctuations. 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 metabolic re-
programming, which is one the central biologi-
cal functions executed by the HIF factors. 1) HIF
factors and renal cell carcinoma: the HIF factors
are induced in hypoxic areas in the inner core of
the solid tumors but in clear cell renal cell carci-
noma (ccRCC) - which loss VhI {the main repres-
sor of HIFs in normoxia) - show constitutive HIF
expression irrespectively of the oxygen levels of
the tumor. In these tumors HIF1 shows its cell
autonomous anti-proliferative capability, where-
as HIF2 acts as an oncoprotein. Therefore, ccRCC
are being studied extensively to understand
the role of HIF in cancer bioclogy. Our studies
have shown that the HIF2a isoform acts as an
mTORC1 activator through the amino acid car-
rier SLC7AS5, which is essential to sustain ccRCC
tumor growth. We have recently found a novel
link between glucose and lipid metabolism and
HIF factors, which impact remarkably in ccRCC
progression. Independently of these projects in
ccRCC tumor metabolism, we have recently ini-
tiated a project identifying unanticipated mo-
lecular links between HIF pathways and cancer
immunclogy. 2) HIF factors and airway dysfunc-
tion in pulmonary disease: Pulmonary diseases
such as chronic obstructive pulmonary disease
(COPD) and sleep-apnea hypoapnea syndrome
(SAHS) are the most common respiratory dis-
eases causing illness and death, and are being
projected to be the third leading cause of death
worldwide by 2020. They are characterized by
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an insufficient level of oxygen in the blood (hy-
poxemia), continuous in the COPD and inter-
mittent in the SAHS, and they are associated
to pulmonary oxidative damage, an exaggerat-
ed inflammatory response in the lung and sys-
temically. Surprisingly, despite the fact that lung
tissue - bronchial epithelium - is a first barrier
encountered by oxygen, the role of the HIF oxy-
gen-sensing responses in lung pathophysiology
remains largely unknown. Based on (i) our recent
studies about the HIF pathways as activators
of proliferative markers in bronchial epithelium
including mTORC1, we are currently studying to-
getherin collaboration with other researchers in-
cluding pneumologists in Hospital de la Princesa
[1S-IP (Dr. Julio Ancochea) the role of HIF oxygen
sensing pathways in (i) lung protection and repair
(ii) ventilation and (iii) their potential to identify
novel biomarkers for diagnosis and prognosis of
fatal respiratory diseases. 3) Role of HIF oxygen
sensing pathways in cellular adaptation to hy-
poxia through the mitochondrial reprogramming.
Along this line, NDUFA4L2 is a target gene of hy-
poxia-inducible factors (HIF) that has the ability
to decrease overall mitochondrial oxygen con-
sumption through the inhibition of mitochondrial
complex |. These properties of NDUFA4L2 also
diminish the production of reactive oxygen spe-
cies (ROS) in mitochandria, which is essential for
cell protection against oxidative damage asso-
ciated to hypoxic scenarios. Thus, although the
protective role of NDUFA4L2 in in vitro scenar-
ios where ROS are important for cell viability is
well known, it is also crucial to know the patho-
physiological role of NDUFA4L2 in vivo. We have
recently generated NDUFA4L2-deficient mice
to understand its in vivo role in disease models
associated to hipoxia.

Major grants }

» Aragonés Lopez, Julian. Papel de los factores
de respuesta a hipoxia HIF1/2 en la regulacion
del metabolismo de aminoacidos v su impacto
en fisiopatologia. PID2019- 106371RB-100.
Agencia Estatal de Investigacion. 2020-2023.

Publications (3) }

Burmakin M, Fasching A, Kabayashi H, Urrutia AA,
Damdimopoulos A, Palm F, Haase \VH. Pharmaco-
logical HIF-PHD inhibition reduces renovascular
resistance and increases glomerular filtration by
stimulating nitric oxide generation. Acta Physiol
(Oxf) 233 (1). 2021. PMID: 33900001. IF: 6,311. DOL:
10.1111/apha.13668.

Diaz-Saez, Francisco, Blanco-Sinfreu, Carla,
Archilla-Ortega, Adria, Sebastian, David, Rome-
ro, Montserrat, Hernandez-Alvarez, Maria Isabel,
Mora, Silvia, Testar, Xavier, Ricart, Wifredo, Fernan-
dez-Real, Jose Manuel, Mareno-Navarrete, Jose
Maria, Aragones, Julian, Camps, Marta, Zorzano,
Antonio, Guma, Anna. Neuregulin 4 Downregu-
lation Induces Insulin Resistance in 3T3-L1 Ad-
ipocytes through Inflammation and Autophagic
Degradation of GLUT4 Vesicles. Int ] Mol Sci 22 (23).
2021. PMID: 34884763, IF: 5,923. DOl 10.3390/
ijms222312960.

Pescador, Nuria, Francisco, Vera, Vazquez, Pa-
tricia, Maria Esquinas, Eva, Gonzalez-Paramos,
Cristina, Pilar Valdecantas, M., Garcia-Martinez,
Irma, Urrutia, Andres A, Ruiz, Laura, Escalona-
Garrido, Carmen, Foretz, Marc, Viollet, Benoit,
Angel Fernandez-Moreno, Miguel, Calle- Pas-
cual, Alfonso L., Jesus Obregon, Maria, Arag-
ones, Julian, Valverde, Angela M. Metformin

reduces macrophage HIF1 alpha-dependent
proinflammatory signaling to restore brown
adipocyte function in vitro. Redox Biol 48. 2021,
PMID: 34736121, IF: 11,799. DOl 10.1016/j.re-
dox.2021.102171.
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GROUP 7

Head of laboratory ’

Martinez Ruiz, Antonio

Group members }

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

Research interest }

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 hy-
poxia triggers a conformational shift in mitochondrial
complex | that increases its D form, which acidifies the
mitochondrial matrix, and that this functional shift of
complex lis akey step in the superoxide burst. We have
also discovered that mitochondrial Na+/Ca2+ exchang-
er (NCLX) is involved in this superoxide burst, showing
that mitochondrial Na+ import by NCLX alters oxidative
phospharylation and induces superoxide production.

We are now investigating the involvement of NCLX
in reperfusion after stroke. Our work proposes
NCLX as a pharmacological target in the treatment
of diseases in which hypoxia and reactive oxygen
species production are present, including recovery
and reperfusion after ischemic stroke.

2. Oxidative post-translational
modifications and redox proteomics

We have previously studied the functional role of
S-nitrosylation and we have developed methads for
detecting oxidative cysteine post-translational mod-
ifications (thiol redox proteomics), which we have ap-
plied to the study of neurogenesis, ebselen- induced
oxidative stress and drug-induced erythrocyte death.
We are currently studying the role of protein sulfhy-
dration, an oxidative madification of cysteines with
sulfhydric acid, H2S. In a collaborative international
project, we are currently studying the role of protein
sulfhydration in neurogenesis in Down syndrome.

Major grants }

Martinez Ruiz, Antonio. Dano oxidativo en reper-
fusion tras ictus: deteccion protedmica de dianas
redox y papel del intercambiador mitocondrial
de sodio/calcio NCLX. RTI2018-094203-B-I00.
Agencia Estatal de Investigacion. 2019-2021.

Publications (1) »

Caballano-Infantes, Estefania, Diaz, Irene, Belen Hi-

tos, Ana, Margot Cahuana, Gladys, Martinez-Ruiz

Antonio, Soria-Juan, Barbara, Rodriguez-Grinolo,

Rosario, Hmadcha, Abdelkrim, Martin, Franz, Soria,
Bernat, Tejedo, Juan R., Javier Bedoya, Francisco.
Stemness of Human Pluripotent Cells: Hypox-
ia-Like Response Induced by Low Nitric Oxide.
Antioxidants (Basel) 10 (9). 2021. PMID: 34573040.
IF: 6,312. DOI: 10.3390/antiox10091408.
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GROUP 8

Head of laboratory }

Calzada Garcia, Maria Josefa

Group members }

— Sevilla Montero, Javier

00
Research interest }

Hypoxia plays critical roles in the pathobiclogy
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 consequenc-
es in the context of chronic diseases will have a
positive impact in the diagnosis and treatment
of these pathologies. Our group is currently in-
vestigating the role of hypoxia in the regulation

of the matricellular protein thrombospondin-1
(TSP-1)in the context of chronic pulmonary dis-
eases characterized by a decrease in oxygen
tension and pulmonary hypertension, these in-
cluding Pulmonary Arterial Hypertension (PAH)
and Chronic obstructive pulmonary disease
(COPD).

These pathologies are rapidly progressive pul-
monary vascular diseases with a multifactorial
etiopathogenesis that resultin loss of pulmonary
function and emphysema, right-sided heart fail-
ure and ultimately death. However, the underly-
ing cellular and molecular mechanisms are largely
unknown. Our recently published results shed
light on some of the processes in which TSP-1 ac-
tively participates in the development of PAH and
point to this protein as a causal molecule in ex-
perimental and clinical PAH and therefore repre-
sents a candidate therapeutic target (Rogers NM.
et al. Cardiovascular Res. 2017; Labrousse-Ari-
as 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-
1in vascular remodeling 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 contrac-
tile myofibroblasts.

To these aims we have optimized techniques
such as Traction Farce Microscapy (TFM) to eval-
uate the functional relevance of contractility
molecular markers on these cells and CLARITY,
a technique that allows high-resolution infor-
mation from a complex system, while maintain-
ing the global perspective needed to understand
system function.
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Marcos-Jimenez, Ana, Sanchez-Alonso, San-
tiago, Alcaraz-Serna, Ana, Esparcia, Laura,
Lopez- Sanz, Celia, Sampedro-Nunez, Miguel,
Mateu-Albero, Tamara, Sanchez-Cerrillo, llde-
fonso, Martinez-Fleta, Pedro, Gabrie, Ligia, del
Campo Guerola, Luciana, Rodriguez-Frade, Jose
Miguel, Casasnovas, Jose M., Reyburn, Hugh T,
Vales-Gomez, Mar, Lopez-Trascasa, Margarita,
Martin-Gayo, Enrique, Calzada, Maria Jose, Cas-
taneda, Santos, de la Fuente, Hortensia, Gonza-

lez-Alvaro, Isidoro, Sanchez-Madrid, Francisco,
Munoz-Callgja, Cecilia, Alfranca, Arantzazu. De-
regulated cellular circuits driving immu-
noglobulins and complement consumption
associate with the severity of COVID-19 pa-
tients. Eur J Immunol 51 (3): 634- 647. 2021.
PMID: 33251605. IF: 5,532, DQOI: 10.1002/
e)1.202048858.

Major grants ’

» (alzada Garcia, Maria José. Efectos del humo de
tabaco en la vasculatura pulmonar. Mecanismos

moleculares subyacentes al desarrollo de hiper-
tension pulmonar secundaria a EPOC. Agencia Es-
tatal de Investigacion. PID2019-104406RB-100.
2020- 2023.

Publications (2) ’

Sevilla-Montero, Javier, Labrousse-Arias, David,
Fernandez-Perez, Cintia, Fernandez-Blanco, Lau-
ra, Barreira, Bianca, Mondejar-Parreno, Gema,
Alfaro-Arnedo, Elvira, Lopez, Iciar P, Perez- Rial,
Sandra, Peces-Barba, German, Pichel, Jose G,
Peinado, Victor Ivo, Cogolludo, Angel, Calzada
Maria J. Cigarette Smoke Directly Promotes Pul-
monary Arterial Remodeling and Kv7.4 Channel
Dysfunction. Am | Respir Crit Care Med 203 (10):
1290-1305. 2021. PMID: 33306938. IF: 21,405.
DOI: 10.1164/rccm.201911.22380C.
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Head of laboratory }

Cadenas Alvarez, Susana

Group members ’

— Mata Villanueva, Ana

Research interest ’

Our group studies the function of mitochondria with-

in cells and their implication in the development of
pathological conditions. Uncoupling proteins (UCPs)
have been involved in the contral 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 potentially important drug tar-
gets. The elucidation of the molecular 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 erythroid 2- re-
lated factor 2)is an essential transcription factor that
regulates the expression of several antioxidant genes
viabinding to the antioxidant response element (ARE),
and plays a pivotal role in cellular defense against ox-
idative stress. Among several pathologies related to
oxidative stress, we are particularly interested in car-
diac ischemia-reperfusion (IR) injury. Reperfusion of
ischemic myocardium results in an excessive produc-
tion of ROS that may cause tissue damage.

Our group 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-nanenal induces UCP3 expression in cells
from mouse heart and skeletal muscle. This effect is
mediated by the transcription factor Nrf2. Moreaver, we
have shown that UCP3 upregulation is accompanied by
an increase in the proton conductance of the inner mi-
tochondrial membrane, which results in a decreased
praduction of mitachondrial ROS and, consequently, in
an increased cell survival. We are currently investigating
the effects of low oxygen concentrations on UCP3 ex-
pression and their functional consequences. 2) The pro-
tective role of UCP3 against IR injury and its involvement
in ischemic preconditioning (IPC). We have detected Nrf2
nuclear accumulation and increased UCP3 protein in in-
tact mouse hearts subjected to IR, a condition known to
increase ROS generation. We are currently studying the
potential protective rale of UCP3 against IR injury and its
involvement in IPCin the isolated perfused mouse heart
and in viva. 3) The implication of Nrf2 inIPC. There is ex-
perimental evidence showing that Nrf2 activation pro-
tects against IR injury. By using Nrf2 activators and Nrf2
knockout mice, we will study the role of this factorin IPC
and the molecular mechanisms involved. In addition, we
have established a collaboration with cardiac surgeans to
study the molecular and cellular alterations taking place
intheischemic human heart.

LINE 1.2 CELLULAR AND MOLECULAR RESPONSES TO HYPOXIA
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@ Major grants ’ @ Publications (1) ’

« Cadenas Alvarez, Susana. Mecanismos de cardi-
oproteccion sensibles al estado redox en el dano
par isquemia-reperfusion. ISCIIIl. PI19/01030.
2020-2022.

Mata, Ana, Cadenas, Susana. The Antioxidant Tran-

scription Factor Nrf2 in Cardiac Ischemia- Rep-
erfusion Injury. Int ] Mol Sci 22 (21). 2021. PMID:
34769371, 1F: 5,923.DOI: 10.3390/jms222111939.

GROUP 11

Head of laboratory ’

Mayor Menéndez, Federico

Group members ’

— Asensio Lopez, Alejandro

— Caballero Lombraiia, Alvaro

— Garcia Higuera, Irene

— Martins Neves, Maria Margarida
— Navarro Lérida, Inmaculada

— Ortega Giménez, Alba

— Ramos Barbeito, Paula

— Ribas Niez, Catalina

— Sanz Flores, Maria

00
Research interest }

An integrated knowledge of the complex func-
tioning of cellular signalling networks and of their
alterations or maladaptive rewiring in pathological
conditions is key for understanding the molecu-
lar basis of disease and for the design of targeted
therapeutic strategies. Regulatory nodes or hubs
within these signalling networks are particular-
ly relevant since these proteins display a complex
interactome and thus integrate multiple upstream
inputs and trigger pleiotropic downstream outputs.
The main aim of our group Is to better understand
the role of the G protein-coupled receptor kinase
2 (GRK2) hub in the onset or progression of prev-
alent diseases and the molecular mechanisms in-
volved. GRK?2 is a versatile protein that modulates
signalling mediated by many members of the large
G protein-coupled receptor (GPCR) superfamily and
also via phospharylation or scaffolding interactions
with a growing array of non-GPCR cellular part-
ners. From a pathophysiological perspective, GRK2
is emerging as an oncomodulatar, functionally in-
teracting with signalling networks related to the
hallmarks of cancer in a tumour and cell type-de-
pendent way. On the other hand, GRK2 levels and
activity are convergently upregulated in the heart
and in tissues that are key for metabolic control
during cardiovascular pathologies and in obesity
and insulin resistance-related contexts, which are
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frequent clinical co-morbidities, pointing to this pro-
tein as.a potentially relevant “synergic” therapeutic
target. The group pursues the following lines of in-
vestigation:

1. Integrative role of GRK2 in the crosstalk of sig-
nalling cascades acting within the breast tumour
microenvironment

2. GRK2 in epidermal homeostasis and in kerat-
inocyte-immune cells crosstalk and potential
pathological implications in skin inflammato-
ry diseases and in squamous cell carcinomas.

3. GRK2 in obesity and insulin resistance-related
contexts: participation of GRK2 in determining
the pro-inflammatory profile of macrophag-
es and impact of myeloid GRK2 in inter-organ
crosstalk in cardiometabolic disease.

4. Explore the functional implications of the Gal-
phag interactome on autophagy and nutrient
sensing and on oxidative stress processes and
its impact on endothelial cell function and cardi-
ovascular disease.

Major grants }

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

» Mayor Menéndez, Federico. INFLAMUNE-CM:
Nuevos mecanismos moleculares vy celulares
implicados en la fisiopatologia inmune vy enfer-
medades inflamatorias. B2017/BMD-3671. Co-
munidad de Madrid. 2018-2021.

» Ribas NUnez, Catalina. Un nueva interactoma de
Ggimplicado en la modulacion de autofagia v es-
trés oxidativo: repercusion en disfuncion endote-
lial'y patalogias relacionadas. P118/01662. ISCIII.
2015-2021.

» Mayor Menéndez, Federico. Interactome re-
wiring by phosphorylation and acetylation

barcodes: implications in metabolic reprogram-
ming in breast cancer. Fundacion Ramon Areces.
2019-2021.

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 remadelling. CIBER-CV. Intramural.
2020-2023.

Granted 2021:

Mayor Menéndez, Federico / Murga Montesinos,
Cristina. Redes de senalizacion de GRK2 y me-
canismas moleculares de procesos patologicos.
PID2020-117218RB-100. Agencia Estatal de In-
vestigacion. 2021-2024.

Mayor Menéndez, Federico. COVTRAVI-19 CM.
Comunidad de Madrid. 2021-2022.

Publications (5) ’

Smit MJ, Schlecht-Louf G, Neves M, van den
Bor J, Penela P, Siderius M, Bachelerie F, Mayor

F. The CXCL12/CXCR4/ACKR3 Axis in the Tu-

mor Microenvironment: Signaling, Crosstalk,
and Therapeutic Targeting. Annu Rev Pharma-
col Toxicol 61: 541-563. 2021. PMID: 32956018.

[F:

13,820. DOI: 10.1146/annurev-pharm-

tox-010919-023340.

Arcones, Alba C, Martinez-Cignoni, Melanie
Raguel, Vila-Bedmar, Rocio, Yanez, Claudia, Lla-
do, Isabel, Proenza, Ana M., Mayor, Federico, Jr,

Murga, Cristina. Cardiac GRK2 Protein Levels
Show Sexual Dimorphism during Aging and Are
Regulated by Ovarian Hormones. Cells 10 (3).
2021. PMID: 33803070. IF: 6,600. DOI: 10.3390/
cells10030673.
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Arcones, Alba C., Vila-Bedmar, Rocio, Mirasierra,
Mercedes, Cruces-Sande, Marta, Vallejo, Mario,
Jones, Ben, Tomas, Alejandra, Mayar, Federico,
Jr, Murga, Cristina. GRK2 regulates GLP-1R-me-
diated early phase insulin secretion in vivo.
BMC BIOL 19 (1). 2021. PMID: 33658023. IF:
7,431.D0OI 10.1186/512915-021-00966-w.

Reglero, Clara, Ortiz del Castillo, Belen, Rivas,
VVeronica, Mayor Jr, Federico, Penela, Petronila.
Mdm2-Mediated Downmodulation of GRK2 Re-

stricts Centrosome Separation for Proper Chro-
mosome Congression. Cells 10 (4). 2021. PMID:
33806062. IF: 6,600. DOI: 10.3390/cells10040729.

Cabezudo, Sofia, Sanz-Flores, Maria, Caballero, Al-
varo, Tasset, Inmaculada, Rebollo, Elena, Diaz, An-
tonio, Aragay, Anna M., Cuervo, Ana Maria, Mayor
Jr, Federico, Ribas, Catalina. G alpha q activation

modulates autophagy by promoting mTORC1 sig-
naling. Nat Commun 12 (1). 2021. PMID: 34315875.
IF: 14,919. DOI: 10.1038/s41467-021-24811-4.

GROUP 12

[
@ Head of laboratory } @ Group members }

Fresno Escudero, Manuel

— Barrocal Lopez, Beatriz

— (Callejas Hernandez, Francisco

— Cuesta Rubio, Natalia

— de Chorro y de Villa-Ceballos, Maria de
los f\ngeles

— Galan Martinez, Javier

— Garcia Prieto, Teresa

— Gironés Pujol, Nuria

— Jiménez Martinez, Marta

— Maza Moreno, Maria del Carmen

— Merino Valverde, Javier

— Stamatakis Andriani, Konstantinos

— Torres Gérica, Patrici

— Ubeda Cantera, Maria
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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
PGF2a negatively regulates adipacyte differentia-
tion through the transcription factor NFAT. More-
over, NFATc4 deficiency induces obesity in mice
indicating a key role in obesity. We also found that
galectin-1(Gal-1) deficiency abalished diet induced
obesity and insulin resistance in mice. Gal-1 is
needed for the differentiation of preadipocytes by
regulation of the key proadipogenic transcription
factor PPAR-? and in the differentiation of brown
adipocytes

Cox2 inhibitors reduce cancer but their therapeu-
tic use has been hampered by their side effects.
As an alternative, we have analyzed genes reg-
ulated by Cox2 or PGs that may provide a pro-
tooncogenic advantage. Among those, mPGES-1,
DUSP10, Trop2 and many from the TGFB pathway,
as PMEPA1, which, interestingly, were induced by
PGF2a. DUSP10 controls stress response to se-
rum deprivation and confluence arrest and binds
and dephosphorylates Yes-associated protein 1
(YAP) in colorectal cancer. PGF2a TGFR-PMEPAT
pathway is a critical mediator of epithelial plastici-
ty and ovarian carcinoma progression. Those mol-
ecules are amenable to drug discovery, lacking the
unwanted side effects of COX-2 pharmacological
inhibitars.

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

On the other hand, TCFL5is a member of the bHLH
transcription factor family with multiple isoforms
in both humans and mice. Complete deletion of
the isoforms drastically reduces tumor properties

of colon cancer cells. Interestingly, the two major
isoforms (TCFL5 and CHA) showed a reciprocal
regulation and different functions in the cell, with
CHA exercising a protumaral effect. TCFL5 / CHA
expression is essential for NFKB2 activity regu-
lating the expression of anti-apoptotic genes such
as BCL2 and also controlling the expression of the
pluripotency markers SOX2, NANOG and KLF4.

We have also defined a set of genes regulated by
TCFL5/CHA in leukemia cell lines and established
their role in the prognosis and development of B-
and T-acute lymphablastic 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
centers and in the stage of differentiation of pro-B
to pre- B cells, two processes that are not only
characterized by a high praliferation rate but are
also MYC dependent. The lack of TCFL5 caused a
radical decrease in the levels of the most import-
ant molecules in BCR signalling, such as SYK and
BLNK, resulting in an inability to respond to stimuli,
anincreasein cell death and an abnormal cell cycle.

Using TcfI5 deficient mice, we found that TCFL5 is
expressed in early mouse embryanic development
during the preimplantation period and plays a role
in the differentiation of embryonic cells to germline
precursors by controlling the expression of genes
importantin this differentiation.

Finally, in the infection by the protozoan parasite
T. cruzi we are working on the impact of T. cruzi
genetic variability on the clinical outcome and
immunopathology of Chagas' disease as well as
drug susceptibility. All intended for impraved un-
derstanding and prevention of Chagas' disease.
Different genetic lineages have been defined in
Trypanosoma cruzi, the causative agent of Cha-
gas disease. However, understanding of their
comparative biology and pathogenesis is frag-
mentary. We have identified different T dependent
immune responses both in patients and mouse
models, which differ depending on the infecting
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strain. Besides, we are studying how the parasite
enters, infects and escapes destruction by myeloid
cells, defining Slamf1 (CD150) as a new T. cruzi re-
ceptor. 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 repression
of NADPH oxidase. We have studied the role that
CD4+ T cell subsets and myeloid subclasses in-
cluding myeloid-derived suppressor cells (MDSC)
may play in the immunopathogenesis of Chagas”
disease, with special focus on myocarditis in ani-
mal models and in patients. Different heartimmu-
nopathogenic responses depend on host genetics.
Nonetheless, Systems Biology approaches have
allowed us defining immunopathogenic markers
independent of host and parasite genetics. We
have found many metabolic alterations in T. cruzi
infection suggesting a stressful condition in the
heart, some of which can be used as biomarkers.
Serum miRNAs are also excellent biomarkers of
Chagas' disease progression.

Major grants ’

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

» Fresno Escudero, Manuel. INFLAMUNE-CM.
Nuevos mecanismos moleculares y celulares
implicados en la fisiopatologia inmune y enfer-
medades inflamatarias. B2017/BMD-3671.
Comunidad de Madrid. 2018-2021.

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

» Gironés Pujol, Nuria. Abordaje multiomico al es-
tudio de la inmunopatogénesis de la enferme-
dad de Chagas. PGC2018-096132-B-100. AEI
2015-2021.

» Fresno Escudero, Manuel. TDFL5/CHA en la
diferenciacion vy activacion de linfocitos B vy
T en la generacion de leucemias. PID2019-
104760RB-100. AEI. 2020-2023.

« Fresno Escudero, Manuel. ACE2 como bio-
marcador con utilidad para identificacion de
poblacian de alto riesgo para infeccion por
SARS-2 COV vy pronostica de evolucion en
COVID-19. CSIC-COV19-108. CSIC. 2020-
2021.

Granted 2021:

» Fresno Escudero, Manuel. Plataforma y modelos
preclinicos para el abordaje multidisciplinar en
covid19 vy en respuestas a futuras pandemias.
Contracovid-19. COMUNIDAD DE MADRID.
2021-2022

Publications (10) }

Horndler, Lydia, Delgado, Pilar, Abia, David, Balabanov,
lvaylo, Martinez-Fleta, Pedro, Carnish, Georgina, Lla-
mas, Miguel A, Serrano-Villar, Sergio, Sanchez-Ma-
drid, Francisco, Fresno, Manuel, van Santen, Hisse
M., Alarcon, Balbino. Flow cytometry multiplexed
method for the detection of neutralizing human

antibodies to the native SARS-CoV-2 spike pro-
tein. EMBO Mol Med 13 (3). 2021. PMID: 33471406.
IF: 12,137.DOI: 10.15252/emmm.202013549.

Rodriguez-Angulo, Hector O., Lamsfus-Calle, An-
dres, Isoler-Alcaraz, Javier, Galan-Martinez, Javier,
Herreros-Cabello, Alfonso, Callejas-Hernandez,
Francisco, Chorro-de-Villaceballos, Maria A., Maza,
Maria C., Santi-Rocca, Julien, Poveda, Cristina,
Maral-Salmoral, Javier Del, Marques, Juan, Mendo-
za, lvan, Ramirez, Juan David, Guhl, Felipe, Carrillo,
Irene, Perez- Tanoira, Ramon, Gorgolas, Miguel,
Perez-Ayala, Ana, Monge-Maillo, Begona, Norman,
Francesca, Perez-Molina, Jose A, Lopez-Velez, Ro-
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gelio, Fresno, Manuel, Giranes, Nuria. Autoantibod-
ies against the immunodominant sCha epitope
discriminate the risk of sudden death in chronic
Chagas cardiomyopathy. Ann N Y Acad Sci 1497
(1): 27-38. 2021. PMID: 33682151. IF: 5,691. DOI:
10.1111/nyas.14586.

Salcines-Cuevas D, Teran-Navarro H, Calderon-Gon-
zalez R, Torres-Rodriguez P, Tobes R, Fresno M,
Calvo-Montes J, Molino-Bernal ICPD, Yanez-Diaz
S, Alvarez-Dominguez C. Glyceraldehyde- 3-phos-
phate Dehydrogenase Common Peptides of Listeria
monocytogenes, Mycobacterium marinum and
Streptococcus pneumoniae as Universal Vaccines.
Vaccines (Basel) 9 (3). 2021. PMID: 33802959. IF;
4,422.D0I: 10.3390/vaccines9030269.

Teran-Navarro H, Salcines-Cuevas D, Cal-
deron-Gonzalez R, Tobes R, Calvo-Montes J,
Pérez-Del Molino Bernal IC, Yanez-Diaz S, Fresno
M, Alvarez-Dominguez C. A Comparison Between
Recombinant Listeria GAPDH Proteins and GAPDH
Encoding mRNA Conjugated to Lipids as Cross-Re-
active Vaccines for Listeria, Mycobacterium, and
Streptococcus. Front Immunal 12: 632304-632304.
2021, PMID: 339537009. IF: 7561. DOI: 10.3389/fim-
mu.2021.632304.

Castillo-Gonzalez R, Cibrian D, Fernandez-Gallego
N, Ramirez-Huesca M, Saiz ML, Navarro MN, Fres-
no M, de la Fuente H, Sanchez-Madrid F. Galectin-1
Expression in CD8 + T Lymphocytes Controls In-
flammation in Contact Hypersensitivity. ] Invest
Dermatol 141 (6): 1522-. 2021. PMID: 33181141, IF:
8,551. DOl 10.1016/},jid.2020.10.020.

Francisca S, Arranz A, Merino J, Punzon C, Perona R,
Fresno M. Early p38 Activation Regulated by MKP-
1Is Determinant for High Levels of IL-10 Expres-
sion Through TLR2 Activation. Front Immunol 12:
660065-660065. 2021. PMID: 34234775, 1F: 7,561.
DQI: 10.3389/fimmu.2021.660065.

Callejas-Hernandez, Francisco, Herreros-Cabello,
Alfonso, del Moral-Salmoral, Javier, Fresno, Manuel|,

Girones, Nuria. The Complete Mitochondrial DNA
of Trypanosoma cruzi: Maxicircles and Minicircles.
Front Cell Infect Microbiol 11.2021. PMID: 34268138.
IF: 5,293. DOI: 10.3389/fcimb.2021.672448.

Fresno, Manuel, Girones, Nuria. Myeloid-Derived

Suppressor Cells in Trypanosoma cruzi Infection.
Front Cell Infect Micrabiol 11.2021. PMID: 34513737,
IF: 5,293. DOI: 10.3389/fcimb.2021.737364.

Galan-Martinez, Javier, Stamatakis, Konstantinos,
Sanchez-Gomez, Ines, VVazquez-Cuesta, Silvia, Gi-
rones, Nuria, Fresno, Manuel. Isoform-specific
effects of transcription factor TCFL5 on the pluri-
potency-related genes SOX2 and KLF4 in colorec-
tal cancer development. Mol Oncol. 2021. PMID:
34623757.1F:6,603. DOl 10.1002/1878-0261.13085.

Rodriguez-Angulo, Hector O., Colombet-Naranjo, Di-
ana, Maza, Maria C., Poveda, Cristina, Herreros-Ca-
bello, Alfonso, Mendoza, Ivan, Perera, Juan C.,, Goyo,
Juan D, Girones, Nuria, Fresno, Manuel. Molecular
Remodeling of Cardiac Sinus Node Associated with
Acute Chagas Disease Myocarditis. Microorgan-
isms 9 (11). 2021. PMID: 34835334, IF: 4,128. DOI:
10.3390/microorganismsS112208.
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GROUP 13

Head of laboratory ’

Penela Marquez, Petronila

Group members ’

— Albitre Sanz, I:\ngela
— Ortiz del Castillo, Belén
— Rivas Guerrero, Verdnica

Research interest ’

Breast cancer is a heterogeneous disease at the
molecular and histopathological level with different
clinical outcomes that make it challenging to identify
and raise targeted therapies. Its incidence is much
higher in the developed world, suggesting that the
western lifestyle with unhealthy dietary habits (ex-
cessive caloric intake, imbalanced diets, obesity) and
chronic stress states (adrenergic overstimulation)
may influence the onset and pragression of this dis-
ease by progressively weakening the pracesses that
preserve genome stability.

In breast cancer, the main altered proteins responsible
for genomic instability and tumour cell heterogeneity

are ATM kinase, Brcal ligase and the tumour sup-
pressor transcription factor p53. Notably, in ~ 80% of
ductal breast carcinomas p53is restrained by activa-
tion or amplification of the ligase Mdm?2, but thera-
pies based on these targets are not yet satisfactory.
In addition, adaptive mechanisms involving dynamic
rewiring of cell signalling networks can contribute to
fostering cellular instability and malignancy. Another
important problem is the emergence of resistances
amongst all breast cancer subtypes, paralleled by en-
hanced genomic instability and tumour metabolic re-
programming. All this complexity highlights the need
for a deeper understanding of the pathways 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, cellular dissemination or
chemoresistance. Understanding how dynamic sig-
nalling nodes interact with breast cancer susceptibility
genes to strengthen these malignant features will pave
the way for new therapeutic approaches. Our laborato-
ryis addressing the role of the regulatory feedback loop
involving serine- threonine kinase GRK2 and the Mdm2
ligase in cell-autonomous malignant transformation,
as wellas in the interplay of the transformed cell with
the tumour micro-environment and the systemic con-
dition of the patient. Our results indicate that these
proteins modulate each other differently in normal ep-
ithelial cells and in tumour cells, responding in different
ways to signals that stimulate adrenergic receptorsand
other G-protein coupled receptors (GPCR) or growth
factor tyrosine kinase receptars (RTK).

We aim at understanding the rale of phasphorylated
and ubiquitinated proteins modified by the interplay
between GRK2 and Mdm?2 in diverse cellular process-
es such as cell cycle control and cell division, differen-
tiation, energy metabolism or senescence, which are
key in maintaining a normal cell behaviour. We also aim
to gain insight into the connection of these malecules
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with hormonal (adrenergic, estrogenic) and metabolic
stress, by analysing its impact on the functionality of
BRCA1, and other proteins related to genomic stabil-
ity, as well as on stromal remodelling processes such
as tumour angiogenesis, which together will promote
tumour progression.

Major grants ’

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

Granted 2021:

» Penela Marquez, Petronila. Papel de GRK2 en la dis-
funcién de BRCA1 vy en la resistencia a inhibidores
PARP en modelos tumorales de mama mas alla del
estatus de BRCA. PI21/01834. ISCIll. 2022-2024.

= Penela Marquez, Petronila. Analisis de la regula-
cion post-traduccional de los procesos relacio-
nados con angiogénesis e inflamacion durante
la progresian vy recurrencia diferencial del cancer
colorectal. Fundacion Ramaon Areces. 2021-2024.

Publications (2) ’

Smit MJ, Schlecht-Louf G, Neves M, van den Bor
J, Penela P, Siderius M, Bachelerie F, Mayor F. The
CXCL12/CXCR4/ACKR3 Axis in the Tumor Mi-
croenvironment: Signaling, Crosstalk, and Thera-
peutic Targeting. Annu Rev Pharmacol Toxicol 61:
541-563. 2021. PMID: 32956018. IF: 13,820. DOI:
10.1146/annurev-pharmtox-010919-023340.
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Reglero, Clara, Ortiz del Castillo, Belen, Rivas,

Veronica, Mayor Jr, Federico, Penela, Petronila.
Mdm2-Mediated Downmodulation of GRK2 Re-
stricts Centrosome Separation for Proper Chro-
mosome Congression. Cells 10 (4). 2021. PMID:
33806062. IF: 6,600. DOI: 10.3390/cells10040729.
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GROUP 17

Head of laboratory ’

Murga Montesinos, Cristina

Group members ’

— Concepcion Arcones, Alba

Research interest ’

Pathological insults and metabolic cues are in-

creasingly being regarded as key modulators of
immunological responses and inflammatory pro-
cesses. Thus, metabolic signals that affect inflam-
matory routes are a strategic focus of research to
unveil the mechanistic basis of human physiology,
but also of different pathologies, in particular those
with an inflammataory or metabolic component such
as insulin resistance, obesity, metabolic dysregula-
tion and cardiovascular conditions.

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

Inthisline, our group focuses its research efforts on
the following lines:

1. Analysis of the phenotypic differences in the
response of mice with decreased or increased
levels of GRK2 towards several types of meta-
bolic challenges under physiological and patho-
logical conditions. We are unveiling whether the
response of different metabolically- relevant
tissues to these challenges varies with GRK2
dosage. Also whether 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 pub-
lished research that describes the influence of
GRK2 on the control of pancreatic insulin secre-
tion and on glucagon-induced hepatic glucose
production.

2. Changes in the levels of GRK2 protein in mac-
rophages and other inflammatory cells con-
tribute to the contral of insulin sensitivity,
adipasity and obesity in animal models of dis-
ease. We have published how myeloid GRK2 af-
fects whole body responses such as glycaemic
control and hepatic inflammation. Furthermore,
we described the influence of the perivascular
adipose tissue of animals with low GRK2 levels
in myeloid cells on the response of vessels ta
different vasoconstrictor and vasodilator stimuli
in the face of vascular dysfunction and vascular
insulin resistance developed by a high fat diet.

3. Finally, we have recently reported that the ex-
pression of GRK2 in different tissues shows
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sexual dimorphism, and we have also published
that changes in the amount of this kinase in car-
diaiand skeletal muscle with age do not follow
the same pattern in male and female mice. This
is particularly important since the dynamics of
GRK2 appears to parallel the increase in cardio-
vascular risk that is observed in females
after menopause. We are thereforeinves-
tigating whether these gender-specific changes
in the amount of GRK2 may reflect or, addition-
ally, canimpact the sexual dimorphism observed
for cardiovascular risk with age using models of

pre and post-menopausal female mice.

Major grants ’

Granted 2021:

» Mayor Menéndez, Federico / Murga Montesinos,
Cristina. Redes de senalizacion de GRK2 y me-
canismos moleculares de procesos patologicos.
PID2020-117218RB-100. Agencia Estatal de In-
vestigacion. 2021-2024.

Publications (2) ’

Arcones, Alba C, Martinez-Cignoni, Melanie
Raquel, Vila-Bedmar, Rocio, Yanez, Claudia, Lla-
do, Isabel, Proenza, Ana M., Mayor, Federico, Jr,
Murga, Cristina. Cardiac GRK2 Protein Levels
Show Sexual Dimorphism during Aging and Are
Regulated by Ovarian Hormones. Cells 10 (3).
2021. PMID: 33803070. IF: 6,600. DOI: 10.3390/
cells10030673.

Arcones, Alba C, Vila-Bedmar, Rocio, Mirasierra,
Mercedes, Cruces-Sande, Marta, Vallejo, Mario,
Jones, Ben, Tomas, Alejandra, Mayor, Federico, Jr,
Murga, Cristina. GRK2 regulates GLP-1R-mediated
early phase insulin secretion in vivo. BMC BIOL 19
(1). 2021. PMID: 33658023, IF: 7,431. DOI: 10.1186/
512915-021-00966-w.
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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 madification results in the production of bioactive
lipids as oxo or nitro fatty acids, agents that can modulate
the activation, differentiation and function of different cell
types, as thase involved in the inflammatory process and
the immune response. Their actions take place through
their ability to covalently modify transcriptional regulatory
proteins and enzymes and to activate various nuclear and
membranereceptors, finally modifying protein function and
altering patterns of gene expression.

Enzymatic oxygenation of fatty acids generates sig-
nalling mediators, as those of the eicosanoids lipid

family, which includes prostaglandins and leukot-
rienes. Current knowledge shows their key role as
signalling molecules in an array of pathophysiological
pracesses, being regarded 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 com-
pounds named cyclopentenones (CyPGs), which play
animportant role in the inflammatory pracess, acting
as anti-inflammatory pro-resolving agents.

Electrophilic fatty acid species also include nitro-con-
taining fatty acids as nitroalkene derivatives of linoleic
and oleic acid (LNO2 and OA-NO2). These compounds
are a novel class of endogenaus, electrophilic media-
tors that can also exert adaptive anti- inflammatory
signalling reactions,

Our research is aimed to the study of the molecular
mechanisms involved in the actions displayed by these
electrophilic fatty acids as modulators of inflammation
and 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 an the molecular and cellular basis of the
actions of electrophilic fatty acids in inflammation
and the immune respanse is required to clearly un-
derstand the potential benefits and risks of pharma-
ceuticalintervention with these lipids in the onset and
progress of inflammatory diseases.

Major grants }

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

LINE 1.3 ANIMAL MODELS OF INFLAMMATORY DISEASES AND INTERCELLULAR SIGNALLING




ANNUAL
REPORT OF
SCIENTIFIC

ACTIVITY

LINE 1.5 CELLULAR MECHANISMS AND MOLECULAR DETERMINANTS OF ALLERGY BASED DISEASES

~
(I
N
~

2021

[AREA 1/ CELLULAR AND MOLECULAR ETIOPATHOGENIC

GROUP 20

Head of laboratory }

4
M

aludMadrid

Blanco Guerra, Carlos Alberto

Group members }

— Belver Gonzalez, Maria Teresa

— Daschner, Alvaro

— de Frutos Moreno, Maria Consolacion
— Jimenez Saiz, Carlos Rodrigo

— las Heras Almazan, Maria Paloma

— Migica Garcia, Maria Victoria

— Ramos Garcia, Tania Maria

— Rosace, Domenico

— Valls Sanchez, Ana Maria

— Vega de la Osada, Francisco Félix

Research interest }

Allergic diseases are increasing worldwide, relat-
ed to a complex interaction between genetic and
environmental factors, and reaching prevalence
rates higher than 30%. Among them, respiratory

allergy, including bronchial asthma and rhinocon-
junctivitis, is a research priority target for most
health organizations. Nowadays, allergen specif-
icimmunotherapy is the only way to modify the
natural course of allergic respiratory diseases.
Meanwhile, food & drug allergies are also rising
problems, due to both the potential severity of
reactions and to their great impact on patient
quality of life. In this context, our group has the
following main research lines, in collaboration
with the allergy research network ARADVAL (IS-
ClIRD16/0006):

— Searching for biomarkers of allergy severity:
multicentric BIOGRIAL study led by Dr. Barber
from San Pablo CEU University and funded by
ISCIII, including patients with respiratory- food-
and drug-allergies, is now ongoing.

— Immunotherapy for respiratory allergy: a 2-yr
placebo controlled clinical trial has been fin-
ished, checking immunological changes induced
by grass-pollen immunotherapy on respiratory
allergy, a doctoral thesis is in the writing phase.

— Astudy onsevere bronchial asthma treated with
biological drugs, cooperating with San Pablo CEU
university, is ongoing.

— (Cross-reactivity between Cupressus arizanica
and Cryptomeria japonica has been checked in
collaboration with ALK-Abello.

— A study on adverse reactions to iodinated- and
gadolinium-contrasts led by Dr. Vega is ongoing, in
which tolerance to alternative contrasts is assessed
by means of a protocol of fast challenge tests at full
dose. First results have been already published and
a doctoral thesis will soon be presented.

— We have participated in a research project
(Retos Investigacion: Proyectos [+D+i 2017,
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MINECO) with Dra. Cuadrado from INIA (Na-
tional Food Research Institute), focused on nut
allergy. Both DNA- and immunological- bio-
sensars will be developed.

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

Flaxseed allergy has been characterized
in collaboration with Madrid Complutense
University.

Dra. Magica and Dra. Ramos are caollaborating
with the Spanish Allergy Society in the Aller-
godata study, recording patients treated with
biological drugs.

Dr. Daschner continues with its productive re-
search lines on Anisakis allergy, which made it
possible, in a collaborative study with the ISCII,
to perform an epidemiological analysis of Hos-
pitalizations due to Anisakiasis and establish a
new estimate of nationwide allergy cases. He
continues to work in the field of Evolutionary
Medicine with a multidisciplinary approach and
in collaboration with the National Museum of
Natural Sciences.

Finally, Dr. Rodrigo Jiménez-Saiz has joined
our group as Miguel Servet Investigator. He
is interested in understanding immunologi-
cal principles of Th2 immunity in the context
of allergic disease, particularly as it pertains
to acute allergic reactions (anaphylaxis) and
its modulation by the microbiota, the mast
cell-neuron axis during allergen immuno-
therapy and the impact of allergic disease on
the development of atherosclerosis. (https://
www.jimenezsaizlab.com/).

Major grants }

Jiménez Saiz, Rodrigo. Prevention of peanut-in-
duced anaphylaxis through bacterial metabolism.
NFRFE-2019-00083. New Frontiers in Research
Fund — Exploration Grant (Canada). 2020-2022.

Jiménez Saiz, Rodrigo. Prevention and immu-
nomodulation of peanut induced anaphylaxis
through bacterial metabalism. FRF2021-13. Nu-
tricia Research Foundation (The Netherlandas).
2020-2022.

Jiménez Saiz, Rodrigo. Identification of atherogen-
ic mechanisms of food allergy and anaphylaxis.
CP20/00043.1SClNI. 2021-2026.

Granted 2021:

= Jiménez Saiz, Rodrigo. Neuroinmunomodu-

lacion de mastocitos durante inmunoterapia a
alérgenos. BECA20AS. Fundacion de la Sociedad
Espanola de Alergologia e Inmunclogia Clinica
(SEAIC). 2021-2023.
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Publications (4) ’

Vera A, Frein A, Mdgica MV, Vega F, Belver MT, Blan-
co C. Neutrophilic Generalized Fixed Drug Erup-
tion Induced By Etoricoxib. | Investig Allergol Clin
Immunol 31 (6): 517-519. 2021. PMID: 33720837 IF:
7,033.DOI: 10.18176/jiaci.0687.

Kolkhir, Pavel, Altrichter, Sabine, Asero, Ric-
cardo, Daschner, Alvaro, Ferrer, Marta, Gime-
nez- Arnau, Ana, Hawro, Tomasz, Jakob, Thilo,
Kinaciyan, Tamar, Kromminga, Arno, Konstan-
tinou, George N., Makris, Michael, Metz, Mar-
tin, Skov, Per Stahl, Staubach, Petra, Sussman,
Gordon, Zhang, Ke, Maurer, Marcus. Autoim-
mune Diseases Are Linked to Type Ilb Au-
toimmune Chronic Spontaneous Urticaria.
ALLERGY ASTHMA IMMUN 13 (4): 545-559.

2021. PMID: 34212543, IF: 5,764. DOI: 10.4168/
aair.2021.13.4.545.

Lopez-Sanz, Celia, Jimenez-Saiz, Rodrigo, Ehlers, Anna
M. Local inflammation enables a basophil-neuronal
circulTCH in atopic dermatitis. ALLERGY. 2021. PMID:
34318483, 1F: 13,146. DOI: 10.1111/all15026.

Mori, Francesca, Giovannini, Mattia, Barni, Simo-
na, Jimenez-Saiz, Rodrigo, Munblit, Daniel, Biagioni,
Benedetta, Liccioli, Giulia, Sarti, Lucrezia, Liotti,
Lucia, Ricci, Silvia, Novembre, Elio, Sahiner, Umit,
Baldo, Ermanno, Caimmi, Davide. Oral Immuno-
therapy for Food-Allergic Children: A Pro-Con De-
bate. Front Immunol 12. 2021. PMID: 34650547, IF:
7,561.D0I: 10.3389/fimmu.2021.636612.

GROUP 15

@ Head of laboratory }

Ibafez Sandin, Maria Dolores

@ Group members ’

Bazire Batiz, Raphaélle
— Escudero Diez, Carmelo
Rodriguez del Rio, Pablo
Sanchez Garcia, Silvia

Research interest ’

Study of the intestinal microbiota.

— Microbiotain the development of cow's milk aller-
gy ininfants as a longitudinal epigenetic influence
(infants, their mathers and their grandmathers)
from a genomic and metabolomic point of view.
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— Micraobiota and biomarkers as predictors of al-
lergic diseases and in newborns: asthma, atopic
dermatitis, food allergy

Study of anaphylaxis markers. Characterization of
the human miRNA profile and other markers dur-
ing anaphylaxis and assessment of their capacity
as diagnostic markers and their participation in the
molecular mechanisms of this event.

Food immunotherapy for food allergy

— Milk allergy. Evaluation of the impact of sublin-
gual immunotherapy (SLIT) pretreatment on the
safety and efficacy of subsequent oral immuno-
therapy (ITO) in children with persistent cow milk
protein allergy (CMPA). Evaluation of immuno-
logical, dietary and quality of life changes associ-
ated with milk immunotherapy.

— Peanutallergy. Long-term efficacy and safety of
AR-101 characterized oral desensitization im-
munaotherapy in subjects with peanut allergy.

— LTP immunotherapy far the treatment of pa-
tients with allergy to plant foods: Efficacy and
mechanisms involved in specific sublingual
immunotherapy with Prup3 (Pru p3- ITSL) in
patients with allergy to nsLTPs with severe
symptoms in their response to peach, peanut,
mugwort and olive Severe asthma in children
and adolescents: control and management in a
multidisciplinary Severe Asthma Unit.

Major grants ’

» |banez Sandin, Maria Dolores. ARADYAL: Asma,
reaciones adversasy alérgicas. RD16/0006/0026.
ISCIII. 2017-2021.

Publications (7) ’

Turner, Paul J,, D'Art, Yvonne M., Duca, Bettina,
Chastell, Sophia A., Marco-Martin, Guadalupe, Ve-
ra-Berrios, Rosialzira N, Alvarez, Olaya, Bazire,
Raphaelle, Rodriguez del Rio, Pablo, Vazquez-Or-
tiz, Marta, Baumert, Joseph L., van Ree, Ronald,
Mills, Clare E. N., Fernandez-Rivas, Montserrat,
Hourihane, Jonathan O'B. Single-dose oral chal-
lenges to validate eliciting doses in children with
cow's milk allergy. Pediatr Allergy Immunol 32 (5):
1056-1065. 2021. PMID: 33608940. IF: 6,377. DOL:
10.1111/pai 13482,

Eguiluz-Gracia, Ibon, van den Berge, Maarten,
Boccabella, Cristina, Bonini, Matteo, Caruso,
Cristiano, Couto, Mariana, Erkekol, FerdaOn-
er, Rukhadze, Maia, Sanchez-Garcia, Silvia, del
Glacco, Stefano, Jutel, Marek, Agache, loana.
Real-life impact of COVID-19 pandemic lock-
down on the management of pediatric and
adult asthma: A survey by the EAACI Asthma
Section. ALLERGY 76 (9): 2776-2784. 2021.
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PMID® 33772815. IF: 13,146. DOl 10.1111/
all.14831.

Bernaola Abraira M, Bartha De Las Penas |,
Lopez-Araujo GA, Escudero Diez C, Rodriguez Del
Rio P, Morales-Cabeza C, Bazire Batiz R, Ibanez
Sandin MD. Olfactory and Gustatory dysfunction
in Pediatric Population with Coronavirus Disease
(COVID-19). ] Investig Allergol Clin Immunol 37 (3):
277-279. 2021. PMID: 33522490. IF: 7,033. DO
10.18176/jiaci.0677.

Nunez-Borque E, Fernandez-Bravo S, Rodri-
guez del Rio P, Alwashali EM, Lopez-Dominguez
D, Gutierrez-Blazquez MD, Laguna JJ, Tome-Am-
at J, Gallego-Delgado ], Gomez-Lopez A, Betan-
cor D, Cuesta-Herranz J, Ibanez-Sandin MD,

Benito-Martin A, Esteban V. Increased miR-21-3p
and miR-487b-3p serum levels during anaphy-
lactic reaction in food allergic children. Pediatr
Allergy Immunol 32 (6): 1296-1306. 2021. PMID:
33876465.1F. 6,377. DO 10.1111/pai13518.

Ibanez-Sandin MD, Escudero C, Candon Morillo

R, Lasa EM, Marchan-Martin E, Sanchez-Garcia
S, Terrados S, Gonzalez Diaz C, Juste S, Martorell

A, Gazquez Garcia V, Ramirez Jiménez A, Abellan
A, Martos Calahorro MD, Tabar Al, Bartra J, Garcia
Radriguez R, Gomez Galan C, Martin-Munoz MF,

Meseguer Arce J, Miralles JC, Montoro de Francisco
AM, Poza Guedes P, Rodriguez Del Rio P, OmaBASE
task force (Pediatric Allergy Committee, Spanish
Society of Allergy and. Oral immunotherapy in
severe cow's milk allergic patients treated with
omalizumab: Real life survey from a Spanish reg-
istry. Pediatr Allergy Immunol 32 (6): 1287- 1295.
2021. PMID: 33835593. IF: 6,377. DOl 101111/
pal.13517.

Raodriguez del Rio, Pablo, Alvarez-Perea, Alberto,
Blumchen, Katharina, Caimmi, Davide, Christoph
Caubet, Jean, Panagiotis Konstantinopoulos, An-
astasios, Riggioni, Carmen, Fassio, Filippo, Kar-
akoc-Avdiner, Elif, Thuy May Le, Patel, Nandinee,
Savolainen, Johannes, Vazquez- Ortiz, Marta, Al-
varo Lozano, Montserrat. Food immunotherapy
practice: Nation differences across Europe, The
FIND project. ALLERGY. 2021. PMID: 34289131. IF:
13,146. DOL: 10.1111/all.15016.

Mathioudakis AG, Tsilochristou O, Adcock IM, Bikov
A, Bjermer L, Clini E, Flood B, Herth F, Horvath |, Ka-
layci O, Papadopoulos NG, Ryan D, Sanchez Garcia
S, Correia-de-Sousa J, Tonia T, Pinnock H, Agache |,
Janson C. ERS/EAACI statement on adherence to
international adult asthma guidelines. Eur Respir
Rev 30 (161). 20271. PMID: 34526316. IF: 8,839. DOI:
10.1183/16000617.0132-2021.
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GROUP 21

Head of laboratory }

Barril Cuadrado, Guillermina

Group members }

— Alvarez 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 }

Peritoneal 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 sev-
eral drugs (Paricalcitol, Tamoxifen, Roxiglitazona) in

preventing and repairing damage to the peritoneal
membrane. In the next years we will try to clarify
which are the mechanisms respansible for the hy-
alinizing vascular disease, the role of alternatively
activated macrophages in the progression of peri-
toneal damage and we will analyze the morpholog-
ical and immunohistochemical findings in peritoneal
biopsies from patients treated with conventional or
biocompatible liquids. An ongoing project aims to
design a microchip for early noninvasive diagnosis
of mesothelial to mesenchymal transition in perito-
neal membrane using the peritoneal effluent. Pre-
liminary data have shown that peritoneal dialysis, in
animals subjected to a cerebral ischemic damage,
is able to decrease the cerebral damage induced
by high glutamate levels. In collaboration with the
Neurology Service we are conducting a clinical trial
in patients to determine whether peritoneal dialy-
sis can protect from ischemic brain damage in the
acute phase of ischemic stroke.

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

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

Down's Syndrome. We are developing a study to
evaluate renal function in a large group of these
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patients followed regularly in a monographic con-
sultation. The incidence of cardiovascular compli-
cations and bane mineral metabolism will also be
studied.

Hepatorenal polycystosis of the adult. New
drugs have been introduced in the last few years

[AREA 1/ CELLULAR AND MOLECULAR ETIOPATHOGENIC

that have demonstrated, in preliminary trials,
that they improve the prognosis of patients
with polycystosis. We are trying to determine
the mechanisms that significantly affect the
progression of these patients towards renal
failure, and implement measures to prevent this
progression.

Publications (12) ’

Furaz Czerpak, Karina, Gruss Vergara, Enrique, Bar-
ril Cuadrado, Guillermina, Perez Fernandez, Elia,

Benavides, Nardeth, de Ia Flor, Jose, Mendez, Angel,
Martin, Roberto. Usefulness of ABPM and bio-
impedance for the treatment and control of hy-
pertension in patients on chronic haemodialysis.
Nefrologia 41 (1): 17-26. 2021. PMID: 32950283, IF:
2,033.D0I: 10.1016/j.nefro.2020.06.005.

Bellafronte NT, Diani LM, Vega-Piris L, Cuad-

rado GB, Chiarello PG. Comparison between

dual- energy x-ray absorptiometry and bioelec-
trical impedance for body composition meas-
urements in adults with chronic kidney disease:
A cross-sectional, longitudinal, multi- treat-
ment analysis. NUTRITION 82: 111059-111059.
2021. PMID: 33341596. IF: 4,008. DOI: 10.1016/].
nut.2020.111059.

Quiroga, Borja, Ramos, Patricia Munoz, Giorgj,
Martin, de Santos, Antonio, Nunez, Almudena,
Ortiz, Alberto, Polo, Concepcion Redondo, Gomez,
Olga Almeria, Marcos-Jimenez, Ana, Pinedo, Lau-
ra Esparcia, Barril, Guillermina. Dynamic assess-

ment of interleukin-6 during hemodialysis and
mortality in coronavirus disease-19. Ther Apher

Dial 25 (6): 908-916. 2021. PMID: 33497039. IF:
1,762. DO 10.1111/1744-5587.13626.

Cases, Aleix, Jesus Puchades, Maria, de Seg-
uera, Patricia, Quiroga, Borja, Martin-Rodriguez,
Leyre, Gorriz, Jose Luis, Portales, Jose, SEN. Iron
replacement therapy in the management of
anaemia in non-dialysis chronic renal failure
patients: Perspective of the Spanish Nephrol-
ogy Society Anaemia Group. Nefrologia 41 (2):
123-136. 2021. PMID: 33516607. IF: 2,033. DOI:
10.1016/j.nefro.2020.11.003.

Alonso, Fabiola, Aunon, Pilar, Cavero, Teresa, Sal-
gueira, Mercedes, Praga, Manuel, Quiroga, Bor-
ja, de Francisco, Angel L. M., Macia, Manuel, Grp
Espatiol Onconefrologia ONCONE. Monographic
consultation of onconephrology. Rationale and
implementation. Nefrologia 41 (2): 154-164. 2021.
PMID: 33358219. IF: 2,033. DOl 10.1016/j.nef-
r0.2020.08.008.

Quiroga, Borja, Sanchez-Alvarez, Emilio, Ortiz, Al-
berto, de Sequera, Patricia, Spanish Soc Nephrol-
ogy. Suboptimal personal protective equipment
and SARS-CoV-2 infection in Nephrologists:
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a Spanish national survey. Clin Kidney J 14 (4):
1216-1221. 2021. PMID: 33841867. IF: 4,452, DOI:
10.1093/ckj/sfab009.

Bellafronte, Natalia Tomborelli, Vega-Piris,
Lorena, Cuadrado, Guillermina Barril, Chiarel-

lo, Paula Garcia. Performance of Bioelectrical
Impedance and Anthropometric Predictive
Equations for Estimation of Muscle Mass in
Chronic Kidney Disease Patients. Front Nutr 8.
2021. PMID: 34095195. IF: 6,576. DQOI: 10.3389/
fnut.2021.683393.

Sanchez-Alvarez E, Quiroga B, de Sequera P, en
representacion de la Junta Directiva de Sociedad
Espanola de Nefrologia. Position statement of
the Spanish Society of Nephrology on the SARS-
CoV-2 vaccines. Nefrologia 41 (4): 412-416. 2021,
PMID: 33500159. IF: 2,033. DOI: 10.1016/j.nef-
ro0.2020.12.002.

Pérez-Torres A, Caverni Munoz A, Lou Arnal LM,
Sanz Paris A, Vidal Peracho C, la Torre Catala J,
Sanchez Villanueva R, Cigarran Guldris S, Trocali
Gonzalez F, Nogueira Pérez A, Sanjurjo Amado A,
Gonzalez Garcia ME, Barril Cuadrado G. Multidis-

ciplinary nutritional consensus on assessment
and nutritional dietary treatment in patients
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and associated morbimortality. In recent years, our
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1. Promate research on lung diseases.

2. Promote quality of care in the therapeutic ap-
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3. Promote transfer of lung disease research.
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MAIN:

Eosinophilic Esophagitis (EoE) is a chronic inflam-
matory disease of the esophagus with an im-
mune-allergic basis. EoE 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 remadeling of the organ into the formation
of strictures that reduce the esophageal caliber and
aggravate the symptoms. Currently, endoscaopic bi-
opsies are the only reliable method to diagnose the
disease and monitor the response ta therapy.

In this project, we aim to analyze changes in the ex-
pression of genes and proteins in esophageal biop-
sies of adult patients with EoFE, induced after being
treated as recommended in European clinical prac-
tice guidelines, and compared with healthy subjects.
Changes in the expression of MRNA (MRNAseq),
proteins (proteomic) and in the secreted proteins
(multiplexed Elisa) willbe measured, and lymphocyte
populations in both esophageal tissue and peripheral
blood of EoE patients will be characterized (flow cy-
tometry). Data obtained by these massive analysis
techniques, together with markers of the progres-
sion of esophageal fibrosis and alteration in esoph-
ageal distensibility (as determined by EndoFLIP) will
allow us selecting a series of candidate markers re-
lated to the presence of the disease, its inflammato-
ry activity and fibrotic changes, as well as predicting
response to treatment. As a final aim, we will try to
define a set of biomarkers to be further studied in a
larger cohort (validation).

SECONDARY:
Gastraesophageal reflux disease (GERD) is the
most prevalent gastrointestinal disorder in in-



MECHANISMS IN INFLAMMATORY AND AUTOIMMUNE DISEASES |

dustrialized countries. Key mechanisms of dis-
ease include abnormaloesophagogastric junction
structure and function, and impaired oesophage-
al clearance. Recent studies have challenged the
traditional notion that reflux esophagitis develops
only when esophageal surface epithelial cells are
exposed to chemical injury from refluxed acid.

In this line, we wanted to characterize lymphocyte
populations in both esophageal tissue and periph-
eral blood of GERD patients by multiplexed flow
cytaometry. Data obtained by these techniques will
be related to the presence of the disease and itsin-
flammatory activity.
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ropean prospective incident cohort study. | Crohns
Colitis 15 (7): 1174-1183. 2021. PMID: 33433605. IF:
9,071. DOI: 10.1093/ecco- jcc/jjab007.
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During the last years our research group has
been particularly focused on identifying non-in-

vasive prognostic biomarkers of chranic liver
disease (CLD) progression to cirrhosis and hepa-
tacellular carcinoma (HCC).

HCCis the second leading cause of cancer death
worldwide and has a high mortality rate be-
cause it is only diagnosed in advanced stages,
at which available treatments are no longer ef-

fective. Therefore, new toals that improve the
diagnosis and treatment of HCC patients are
needed.

The altered expression of angiogenic and fi-
brogenic-related factors during the course of
CLD to HCC may provide a valuable tool for the
non-invasive assessment of liver fibrosis, key
for clinical decision-making. Among other clin-
ical and demaographic variables, we found that
peripheral levels of angiopoietins significantly
correlated with hepatic fibrasis in patients with
chranic 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 se-
ries of patients. In addition, our group report-
ed a significant increment of TIE2-expressing
maonocytes (TEMs) in the peripheral blood of
patients with CHC. Monocytes, essential pre-
cursars of antigen- presenting cells, notably
contribute to the pathogenesis of chronic in-
flammatory diseases and cancer. We proposed
that chronic expansion of TEMs, which are
characterized by their marked proangiogen-
ic 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. Moreover, we believe that
a more in depth understanding of TEM regu-
lation 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 bio-
marker for HCC.

Furthermore, we have also characterized
the significance of certain genetic variants
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of HDACs and other angiogenic factors, re-
ceptors 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
viral hepatitis. Hepatitis C has become a cur-
able disease with a sustained 99% response
using direct-acting antiviral therapeutic
regimens.

With the increasing number of individuals with
diabetes and obesity, non-alcoholic fatty liver
disease (NAFLD) is becoming increasingly prev-
alent, affecting more than one-quarter of adults
in the world. In addition to liver cancer, we have
other research lines:

» Actions for micro-elimination of HCV infection.

» Interaction between DAA far Chronic Hepa-
titis Cinfection and hepatocellular carcinoma

» Noninvasive evaluation of non alcoholic fatty
liver disease.

» Chronic cholestatic liver disease: Primary
Sclerosing Cholangitis and Primary Biliary
Cholangitis.

Publications (5) ’

Nyssen OP, Perez-Aisa A, Tepes B, et al. Ad-
verse Event Profile During the Treatment of
Helicobacter pylori: A Real-World Experience
of 22,000 Patients From the European Reg-
istry on H. pylori Management (Hp-EuReg).
Am | Gastroenterol 116 (6); 1220-1229. 2021.
PMID: 33840725. IF: 10,864. DOI: 10.14309/
ajg.0000000000001246.

Caldas, Maria, Perez-Aisa, Angeles, Tepes, Bo-
jan, et al. The Role of Statins on Helicobacter
pylori Eradication: Results from the European

Registry on the Management of H. pylori (Hp-
EuReg). Antibiotics (Basel) 10 (8). 2021. PMID:
34439015, IF: 4,639. DOI: 10.3390/antibiot-
ics10080965.

Sanchez-Azofra, Maria, Fernandez, Inmac-
ulada, Garcia-Buey, Maria L., Dominguez-
Dominguez, Lourdes, Fernandez-Rodriguez,
Conrado M., Mancebo, Antonio, Bonet, Lucia,

Ryan, Pablo, Gea, Francisco, Diaz-Sanchez,
Antonio, Garcia-Mayor, Marian, Martin-Car-
bonero, Luz, Castillo, Pilar, Manzano, Maria
L., Gonzalez-Mareno, Leticia, Pulido, Feder-
ico, Gutierrez, Maria L., Moreno, Jose M., Gar-
cia-Amengual, Irene M., Cuevas, Guillermo,
Guerrero, Antonio, Rivero-Fernandez, Miguel,
Portales, Maria E., Montes, Maria L., Olveira,
Antonio. Hepatocellular carcinoma risk in
hepatitis C stage-3 fibrosis after sustained
virological response with direct- acting an-
tivirals. Liver Int 41 (12): 2885-2891. 2021.
PMID: 34392590. IF: 5,828. DOIl: 10.1111/
liv.15032.

Bujanda, Luis, Nyssen, Qlga P., Vaira, Dino,
Saracino, llaria M., Fiorini, Giulia, Lerang, Frode,
Georgopoulas, Sotirios, Tepes, Bojan, Helu-
waert, Frederic, Gasbarrini, Antonio, Rokkas,
Theaodore, Bordin, Dmitry, Smith, Sinead, Lamy,
Vincent, Caldas, Maria, Resina, Elena, Munoz,
Raquel, Cosme, Angel, Puig, Ignasi, Megraud,
Francis, O'Morain, Colm, Gisbert, Javier P., Hp-
EuReg Investigators. Antibiotic Resistance
Prevalence and Trends in Patients Infected
with Helicobacter pylori in the Period 2013-
2020: Results of the European Registry on H.
pylori Management (Hp-EuReg). Antibiotics
(Basel) 10 (9). 2021. PMID: 34572640. IF: 4,639,
DOI: 10.3390/antibiotics10091058.

Jimenez-Heffernan, Jose A., Gordillo, Carlos H.,
Caldas, Maria, Valdivia-Mazeyra, Mariel, Adra-
dos, Magdalena. Cytological features in ascitic
fluid of well-differentiated papillary mesothe-
lial tumour. CYTOPATHOLOGY 33 (2): 253-256.
2021. PMID: 34806791, IF: 2,073. DOI: 10.1111/
cyt.13078.
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— Aguirre Moreno, Nerea

— Araujo Castro, Marta

— Caldas Alvarez, Maria

— (Carrillo Lozano, Elena

— Jiménez Blanco, Sara

— Justel Enriquez, Alicia

— Knott Torcal, Carolina

— Martinez Hernandez, Rebeca

— Muiioz de Nova, José Luis

— Pérez Casas, Andrés

— Ramos Levi, Ana Maria

— Ruiz Roso Guerra, Maria de Belén
— Sacristan Gomez, Pablo

— Sampedro Niiez, Miguel Antonio
— Sanchez de la Blanca Carrero, Nuria
— Serrano Somavilla, Ana

Our current and future work involve different
research fields in endocrine diseases. We are
studying the role of immunoregulatory mol-
ecules in patients with autoimmune thyroid
diseases (AITD) including Hashimota's thyroid-
itis (HT), Graves' disease (GD) and Graves' oph-
thalmopathy (GO). During the last years, we
have discovered that patients with AITD have
altered populations of regulatory T cells (Treg),
augmented Th17 cells, a defective production of
Tr1 regulatory cells and abnormalities in Natural
Killer cell levels (Endocrine 2016 51(3):478-89; |
Clin Endocrinal Metab 2017 feb 1; 102(2):672-
680; J Clin Endocrinol Metab 2018 103: 3359—
3367; J Clin Endocrinol Metab, 2020, Vol. 105,
No. 11, 1-11). We also studied additional reg-
ulatory molecules in these patients, such as
VIP (Scientific Reports 2020; 10:13018). These
abnormalities in immunaoregulatory molecules
may contribute to the pathogenesis and/or
auto- perpetuation of AITD.

We have also studied the expression of miRNAs
(miRNome) in thyroid samples from patients with
AITD and healthy controls and the potential use of
selected miRNAs as biomarkers in serum samples
fram 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 rale
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 worse clinical picture
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in GD patients (J Clin Endocrinol Metab. 2018 Mar
1,103(3):1139-1150))

We also participated in a collaborative project to
study immunoregulatory molecules and miRNAs
in different immune-mediated inflammatory dis-
eases (IMID) including rheumatoid arthritis, psori-
asis, inflammatory bowel disease and AITD, with
the aim of trying to find new predictive biomarkers
(immunoregulatory malecules) of IMID severity and
respansiveness to biological therapies. We have
identified a signature model that can contribute
to an improvement in the detection of severe IMID
forms, and also to reveal common events present
in several IMIDs, thereby studying possible links
between the different types of diseases (Journal of
Autaimmunity 111 (2020) 102472).

In the lastyears, we have been integrating the pow-
erof omicsin characterizing new clinical approaches
and susceptibility pathways in AITD. We have car-
ried out an integration study of miRNAs and mR-
NAs in order to search for new candidate genes and
miRNAs to be used as potential biomarkers and / or
therapeutic targets. The results of this project led
to the study new susceptibility pathways in AITD
suchas ciliogenesis. We abserved, for the first time,
the importantrole in the etiopathogenesis of AITD
played by genes invalved in cilia regulation (EBio-
Medicine. 2019 Dec;50:329- 342). Furthermore, we
have discovered the importantrole of HDACS in the
altered immune regulatory mechanisms observed
in patients with AITD (J Clin Endocrinol Metab. 2021
Oct 21;106(11):3213-3227). Our next approach is to
characterize the cell type specific transcriptomic
heterogeneity and regulatory networks in thyro-
cytes and infiltrating T lymphocytes in AITD thyroid
tissue, taking advantage of digital pathology ap-
proaches such as Spatial Trancriptomics.

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 receptar is significantly associ-
ated to increased malignancy (Scientific Reports |
(2018) 8:17812). Furthermare we have confirmed
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 pro-
liferation and metastatic capacity (Cancers 2020,
12,2968).

Our group also leads the Spanish Molecular Reg-
istry of Pituitary Adenomas (REMAH) with 1,400
patients registered. This strategy allows for com-
parative and relational analysis between the mo-
lecular profile of the different types of adenoma
and the clinical phenotype 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 appropriate 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 treatments, thus increasing the
range of adenomas that can be treated pharmaco-
logically.

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, our
research has an important basic-clinical transla-
tional component, based on a global approach to
the study of the aforementioned endocrine disor-
ders, covering not only their most basic aspects,
but also those related to their pathophysiology, di-
agnosis and treatment.
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» Marazuela Azpiroz, Monica. Tironet2-CM. Fi-
siopatologia tiroidea: Mecanismos implicados
en cancer, autoinmunidad y accion de las hor-
monas tiroideas. B2017/BMD-3724. CAM.
2017-2021.

» Marazuela Azpiroz, Monica / Martinez
Hernandez, Rebeca. Integromics in Autoim-
mune Thyroid Diseases: Combining miRNome,
transcriptome and single cell analysis to char-
acterize new clinical approaches and suscep-
tibility pathways in AITD. PI19/0058%4. ISCIII.
2020-2022.

Publications (22) ’

Nyssen OP, Bordin D, Tepes B, Pérez-Aisa A, Vai-
ra D, Caldas M, Bujanda L, Castro-Fernandez M,
Lerang F, Leja M, Rodrigo L, Rokkas T, Kupcinskas
L, Pérez-Lasala J, Jonaitis L, Shvets O, Gasbarrini
A, Simsek H, Axon ATR, Buzas G, Machado JC, Niv
Y, Boyanova L, Goldis A, Lamy V, Tonkic A, Przytul-
ski K, Beglinger C, Venerito M, Bytzer P, Capelle L,
Milasavljevic T, Milivojevic V, Veijola L, Malina-In-
fante J, Vologzhanina L, Fadeenko G, Arifio |, Fiorini
G, Garre A, Garrido J, F Pérez C, Puig |, Heluwaert F,
Megraud F, O'Morain C, Gisbert JP, Hp-EuReg Inves-
tigators. European Registry on Helicobacter pylori
management (Hp-EuReg): patterns and trends in
first-line empirical eradication prescription and
outcomes of 5 years and 21 533 patients. Gut 70
(1): 40-54. 2021, PMID: 32958544. IF: 23,059, DOI:
10.1136/gutjnl-2020-321372.

Caldas, Maria, Perez-Aisa, Angeles, Castro-Fer-
nandez, Manuel, et al. European Registry on Hel-
icobacter pylori Management: Effectiveness of
First and Second-Line Treatment in Spain. Antibi-
otics (Basel) 10(1). 2021. PMID: 33375717. IF: 4,639.
DOl 10.3390/antibiotics10010013.
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Marcos-Jimenez, Ana, Sanchez-Alonso, Santia-
go, Alcaraz-Serna, Ana, et al. Deregulated cellular
circuits driving immunoglobulins and comple-
ment consumption associate with the severity of
COVID-19 patients. Eur J Immunol 51 (3): 634-647.
2021, PMID: 33251605. IF: 5,532, DOl 10.1002/
eji.202048858.

Jimenez-Fonseca, Paula, Carmona-Bayonas, Alber-
to, Lamarca, Angela, Barriuso, Jorge, Castano, An-
gel, Benavent, Marta, Alonso, Vicente, del Carmen
Riesco, Maria, Alonso-Gordoa, Teresa, Custodio,
Ana, Sanchez Canovas, Manuel, Hernando, Jorge,
Lopez, Carlos, La Casta, Adelaida, Fernandez Mon-
tes, Ana, Marazuela, Monica, Crespo, Guillermo, An-
gel Diaz, Jose, Feliciangeli, Eduardo, Gallego, Javier,
Llanos, Marta, Segura, Angel, Vilardell, Felip, Carlos
Percovich, Juan, Grande, Enrique, Capdevila, Jaume,
\Valle, Juan, Garcia-Carbonero, Rocio. External Va-
lidity of Somatostatin Analogs Trials in Advanced
Neuroendocrine Neoplasms: The GETNE-TRAS-
GU Study. NEUROENDOCRINOLOGY. 2021. PMID:
33508849. IF: 4,914. DOI: 10.1155/000514808.

Araujo-Castro, M., Robles Lazaro, C,, Parra Ramirez,
P., Garcia Centeng, R., Gracia Gimeno, P., Fer-
nandez-Ladreda, M. T, Sampedro Nunez, M. A,
Marazuela, M., Escobar-Morreale, H. F, VValderra-
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bano, P. Maximum adenoma diameter, regardless
of uni- or bilaterality, is a risk factor for autono-

mous cortisol secretion in adrenal incidentalo-
mas. ] Endocrinol Invest 44 (11): 2349-2357. 2021.
PMID: 33683661. IF: 4,256. DOI: 10.1007/540618-
021-01539-y.

Puig-Domingo, Manel, Bernabeu, Ignacio, Pico,
Antonio, Biagetti, Betina, Gil, Joan, Alvarez- Es-
cola, Cristina, Jorda, Mireia, Margues-Pamies,
Montserrat, Soldevila, Berta, Galvez, Maria- An-
geles, Camara, Rosa, Aller, Javier, Lamas, Cris-
tina, Marazuela, Monica. Pasireotide in the

Personalized Treatment of Acromegaly. Front
Endocrinol (Lausanne) 12: 648411-648411. 2021.
PMID: 33796079. IF: 5,555, DQOI: 10.3389/fen-
do.2021.648411.

Rosell, Alejandra, Munoz de Nova, Jose L., La-
hera, Marcos, Mingo, Alberto, Jimenez-Heffernan,
Jose A. Clear cell thyroid carcinoma in a patient
with clear cell renal cell carcinoma: Not as clear
as it seems. CYTOPATHOLOGY 32 (4): 541-544.
2021. PMID: 33848035. IF: 2,073. DOI: 101111/
cyt12977.

Puig-Domingo M, Marazuela M, Yildiz BO, Giustina
A. COVID-19 and endocrine and metabolic diseas-

es. An updated statement from the European So-
ciety of Endocrinology. Endocrine 72 (2): 301-316.
2021. PMID: 33963516. IF: 3,633. DOl 10.1007/
512020-021-02734-w.

Gil, Joan, Margues-Pamies, Montserrat, Jorda,
Mireia, Fajardo-Montanana, Carmen, Garcia-
Martinez, Araceli, Sampedro, Miguel, Serra, Guill-
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determinants of enhanced response to somato-
statin receptor ligands after debulking in large
GH-producing adenomas. Clin Endocrinol (Oxf)
94 (5): 811-819. 2021. PMID: 32978826. IF: 3,478.
DOI: 10.1111/cen. 14339,

Rubio, Miguel A., Ramos-Levi, Ana M. Initial Ex-
perience with Alternate-Day Liraglutide for
Weight Regain Following Bariatric Surgery.
Obes. Surg. 31 (9): 4216-4218. 2021. PMID:
34212346, IF: 4,129. DOL: 10.1007/511695-021-
05535-2.

De la Hoz Rodriguez, Angela, Munoz de Naova, Jose
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rigo, Martin-Perez, Elena. Oxyphil cells in primary
hyperparathyroidism: a clinicopathological study.
Hormones (Athens) 20 (4): 715- 721. 2021. PMID:
34228313, IF: 2,885. DOl 10.1007/542000-021-
00305-2.

Araujo-Castro M, Parra Ramirez P, Robles Laza-
ro C, Garcia Centeno R, Gracia Gimeno P, Fernan-
dez-Ladreda MT, Sampedro NUfez MA, Marazuela
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of the dexamethasone suppression test for the
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34273083, IF: 2,885. DOI: 10.1007/542000-021-
00308-z.
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How the genetic make-up of an individual in-
teracts with the early maternal/neonatal and
postnatal environments 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 iden-
tify new candidate genes and to analyze paly-
genic and epigenetic causes of obesity. Diverse
new candidate genes have been identified and
are being further investigated, as well as the
interaction genotype/phenotype and ethnic in-
fluences. Metabolomic studies are underway to
better understand the processes involved in the
development of insulin resistance and type 2 di-
abetes in obese children. Metabolites that may
be involved in this process have been identified
and will be further studied. In addition, it appears
that this process may differ between males and
females even prepubertally and this will be fur-
ther explored. We have recently identified a new
monogenic cause of pathological human growth
that courses with skeletal abnormalities. The
underlying cause is due to affectation of the
insulin-like growth factor (IGF) system and this
new syndrome will be thoroughly analyzed and
new concepts of the physiological functioning of
the IGF system pursued.

Animal models are employed to analyze how
poor maternal and/or neanatal nutrition, stress
or changes in specific hormones during neona-
tal life affect adult metabolism, with special at-
tention focused on the differential responses of
males and females. Studies analyzing the effect
of increased central leptin levels on insulin sign-
aling in the CNS and adipose tissue demonstrate
a relationship between insulin resistance, hypo-
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thalamic inflammation and energy homeosta-  Jeranimo Dos Santos, Tiago, Donado Campas, Juan
sis. Hypothalamic glial cells are a main focus of  de Mata, Argente, Jesus, Rodriguez- Artalejo, Fer-
investigation for their newly recognized role in nando. Effectiveness and equity of continuous
metabalic control. We have shown them to re-  subcutaneous insulin infusions in pediatric type
spond to weight gain and metabolic hormones 1 diabetes: A systematic review and meta-anal-
such as leptin. Current interest includes analysis  ysis of the literature. Diabetes Res Clin Pract 172:
of glial responses to specific nutrients and how  108643-108643.2021. PMID: 33359572, IF: 5,602.
this could influence the metabolic outcome to DOI: 10.1016/).diabres.2020.108643.
weight gain. The implications of weight gain and
abnarmal circulating levels of leptin and insulin~ Barrios, Vicente, Frago, Laura M., Canelles, Sandra,
have also been implicated in increased suscep-  Guerra-Cantera, Santiago, Arilla-Ferreiro, Eduardo,
tibility to neurodegenerative diseases, with this Chowen, Julie A, Argente, Jesus. Leptin Modulates
susceptibility being different between malesand  the Response of Brown Adipose Tissue to Nega-
females. Future studies are planned to determine  tive Energy Balance: Implication of the GH/IGF-I
the role of astrocytes in mediating the protective Axis. Int ] Mol Sci 22 (6). 2021. PMID: 33799501. IF:
and/or detrimental responses to high fat diet in-  5,923. DOI: 10.3390/ijms22062827.
take on neurodegeneration.
Kostopoulou E, Dastamani A, Giemes M, Clement
: E, Caiulo S, Shanmugananda P, Dattani M, Gilbert
Major grants C, Hurst JA, Shah P. Syndromic Forms of Hyperin-
sulinaemic Hypoglycaemia-A 15-year follow-up
Study. Clin Endocrinol (Oxf) 94 (3): 399-412. 2021.
» Chowen, Julie Ann / Frago Fernandez, Lau- PMID: 33345357, 1F: 3,478. DOI: 10.1111/cen.14393.
ra Maria. Cross-talk entre los astrocitos hi-
potalamicos v el tejido adiposo perivascularenel  Vega-Martin, Elena, Gil-Ortega, Marta, Gonza-
metabolismo energético v la funcion cardiovas-  lez-Blazquez, Raquel, Benedito, Sara, Fernandez-
cular: Impacto de las madificaciones en la dieta. Felipe, Jesus, Ruiz-Gayo, Mariano, del Olmo, Nuria,
FFU2017-82565-C2-1-R. Ministerio de Ciencia, ~ Chowen, Julie A, Frago, Laura M., Somoza, Beatriz,
Innavacion y Universidades. 2018-2022. Fernandez-Alfonso, Maria S. Differential Deleterious
Impact of Highly Saturated Versus Monounsaturat-
» ArgenteQliver, Jests.Estudiodenuevosfactores  ed Fat Intake on Vascular Function, Structure, and
reguladores identificados en el sistema GH/IGF: Mechanics in Mice. NUTRIENTS 13 (3). 2021. PMID;
Implicaciones en patologia humana, analisis de 33808927.1F: 5,717.DOI: 10.3390/nu13031003.
los mecanismos involucrados y desarrollo de
nuevas terapias potenciales. PI19/00166. ISCII.  Mihatsch, Walter, Dorronsoro Martin, Izaskun, Barri-
2020-2022. os-Sabador, Vicente, Couce, Maria L., Martos-More-
no, Gabriel A, Argente, Jesus, Quero, Jose, Saenz de
Pipaon, Miguel. Bone Mineral Density, Body Com-
Publications (28) > position, and Metabolic Health of Very Low Birth
Weight Infants Fed in Hospital Following Current
Macronutrient Recommendations during the First
Pelletier F, Perrier S, Cayami FK, et al. Endocrine 3 Years of Life. NUTRIENTS 13 (3). 2021. PMID:
and Growth Abnormalities in 4H Leukodystro- 33804764.1F:5,717.DOI: 10.3390/nu13031005.
phy Caused by Variants in POLR3A, POLR3B, and
POLR1C. ] Clin Endocrinol Metab 106 (2): 660-674. Barrios, Vicente, Lopez-Villar, Elena, Frago, Lau-
2021. PMID: 33005949. IF: 5,958. DOI: 10.1210/cli-  ra M., Canelles, Sandra, Diaz-Gonzalez, Francisca,
nem/dgaa700. Burgos-Ramos, Emma, Fruehbeck, Gema, Chow-
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en, Julie A, Argente, Jesus. Cerebral Insulin Bolus
Revokes the Changes in Hepatic Lipid Metabo-
lism Induced by Chronic Central Leptin Infusion.
Cells 10 (3). 2021. PMID: 33800837. IF: 6,600. DO
10.3390/cells10030581.

Seraphim CE, Canton APM, Montenegro L, Piovesan
MR, Macedo DB, Cunha M, Guimaraes A, Ramos CO,
Benedetti AFF, de Castro Leal A, Gagliardi PC, Antonini
SR, Gryngarten M, Arcari AJ, Abreu AP, Kaiser UB, Sori-
ano-Guillen L, Escribano-Munoz A, Carripio R, Labar-
ta Jl, Travieso- Suarez L, Ortiz-Cabrera NV, Argente
], Mendonca BB, Brito VN, Latronico AC. Genotype-
Phenotype Correlations in Central Precocious Pu-
berty Caused by MKRN3 Mutations. | Clin Endocrinol
Metab 106 (4): 1041-1050. 2021. PMID: 33383582, IF:
5,958, DOI: 10.1210/clinem/dgaadss5.

Rubio, Leticia, Vargas, Antonio, Rivera, Patricia,
Lopez-Gambero, Antonio J., Tovar, Ruben, Chris-
tians, Julian K., Martin-de-las-Heras, Stella, Rod-
riguez de Fonseca, Fernando, Chowen, Julie A,
Argente, Jesus, Suarez, Juan. Recombinant IGF-1
Induces Sex-Specific Changes in Bone Compo-
sition and Remodeling in Adult Mice with Pap-
pa2 Deficiency. Int | Mol Sci 22 (8). 2021. PMID:
33919940. IF: 5,923. DOI: 10.3390/jms22084048.

Lennol MP, Canelles S, Guerra-Cantera S, Argente |,
Garcia-Segura LM, de Ceballos ML, Chowen JA, Fra-
go LM. Amyloid-B 1-40 differentially stimulates
proliferation, activation of oxidative stress and
inflammatory responses in male and female hip-
pocampal astrocyte cultures. MECH AGEING DEV
195: 111462-111462. 2021. PMID: 33609535. IF:
5,432.D0I: 10.1016/.mad.2021.111462.

Soriano-Guillen, Leandro, Tena-Sempere, Manuel,
Seraphim, Carlos E., Latronico, Ana C,, Argente, Je-
sus. Precocious sexual maturation: Unravelling
the mechanisms of pubertal onset through clin-
ical observations. ] Neuroendocrinol. 2021. PMID:
33904190. IF: 3,627 DOI: 10.1111/jne.12979.

Chaychenko, Tetyana, Argente, Jesus, Spiliotis, Bes-
sie E., Wabitsch, Martin, Marcus, Claude. Difference
in Insulin Resistance Assessment between Eu-

ropean Union and Non-European Union Obesity
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Insulin Resistance Project). Horm Res Paediatr 93
(11-12): 622-633. 2021. PMID: 33902033. IF: 2,852.
DOI: 10.1159/000515730.

Ros P, Argente J, Chowen JA. Effects of Mater-
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of the Offspring. Int ] Mal Sci 22 (9). 2021. PMID:
33946456, IF: 5,923. DOI: 10.3390/ijms22094792.
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Sanchez-Salido, Lourdes, Gonzalez-Gonzalez, Lau-
ra, Chowen, Julie A., de Fonseca, Fernando Rodri-
guez, Suarez, Juan, Rivera, Patricia. Analysis of Both
Lipid Metabolism and Endocannabinoid Signaling
Reveals a New Role for Hypothalamic Astrocytes
in Maternal Caloric Restriction-Induced Perina-
tal Programming. Int ] Mol Sci 22 (12). 2021. PMID:
34208173.1F:5,923. DOI: 10.3390/jms22126292.

Chowen JA, Garcia-Segura LM. Role of glial cells in
the generation of sex differences in neurodegen-
erative diseases and brain aging. MECH AGEING
DEV 196: 111473-111473. 2021. PMID: 33766745,
IF:5,432.D0I: 10.1016/j.mad. 2021111473,

Babiker, Amir, Al Noaim, Khalid, Al Swaid, Abdulrahman,
Al Fadhel, Majid, Deeb, Asma, Martin- Rivada, Alvaro,
Barrios, VVicente, Perez-Jurado, Luis A, Alfares, Ahmed,
Al Alwan, lbrahim, Argente, Jesus. Short stature with
low insulin-like growth factor 1 availability due to
pregnancy-associated plasma protein A2 deficiency
in a Saudi family. Clin. Genet. 100 (5): 601-606. 2027
PMID: 34272725.1F: 4,438. DOI: 10.1111/cge14030.

Fernandez-Luque, Luis, Al Herbish, Abdullah, Al
Shammari, Riyad, Argente, Jesus, Bin-Abbas, Bas-
sam, Deeb, Asma, Dixan, David, Zary, Nabil, Koledo-
va, Ekaterina, Savage, Martin O. Digital Health for
Supporting Precision Medicine in Pediatric Endo-
crine Disorders: Opportunities for Improved Pa-
tient Care. Front. Pediatr. 9. 2021. PMID: 34395347
IF: 3,418. DOI: 10.3389/fped.2021.715705.
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LINE 1.10 CHILDREN'S DEVELOPMENT (OBESITY AND GROWTH)

INSTITUTO DE
INVESTIGACION
SANITARIA
HOSPITAL

UNIVERSITARIO
DE LA PRINCESA

12

/121 /



ANNUAL
REPORT OF
SCIENTIFIC

ACTIVITY

2021 [AREA 1/ CELLULAR AND MOLECULAR ETIOPATHOGENIC

ra-Cantera, Santiago, Campillo-Calatayud, Ana,
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Laura M., Valverde, Angela M., Barrios, Vicente.
Increased Hypothalamic Anti- Inflammatory
Mediators in Non-Diabetic Insulin Receptor Sub-
strate 2-Deficient Mice. Cells 10 (8). 2021. PMID:
34440853, 1F: 6,600. DOI: 10.3390/cells10082085.

Garcia-Foncillas J, Argente J, Bujanda L, Cardona
V, Casanova B, Fernandez-Montes A, Horcajadas
JA, Iniguez A, Ortiz A, Pablos JL, Pérez Gamez MV.
Milestones of Precision Medicine: An Innovative,
Multidisciplinary Overview. Mol Diagn Ther 25 (5):
563-576. 2021. PMID: 34331269. IF: 4,074. DOl
10.1007/540291-021-00544-4,

Ferrer-Donato, Agueda, Contreras, Ana, Frago,
Laura M., Chowen, Julie A., Fernandez-Martos, Car-
men M. Alterations in Leptin Signaling in Amyo-
trophic Lateral Sclerosis (ALS). Int ] Mol Sci 22 (19).
2021, PMID: 34638645, IF: 5,923. DOl 10.3390/
jms221910305.

Martin-Rivada, Alvaro, Barrios, Vicente, Martinez
Diaz-Guerra, Guillermo, Pozo, Jesus, Angel Mar-
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and long-term outcomes after rhlGF-1 therapy
in two patients with PAPP-A2 deficiency. Growth
Horm IGF Res 60-61. 2021. PMID: 34358737 IF:
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Fernandez-Felipe, J., Merino, B., Sanz-Martos, A.
B. Plaza, A., Contreras, A, Naranjo, \V, Morales, L.,
Chowen, J. A, Cano, V, Ruiz-Gayo, M., Del Olmo, N.
Saturated and unsaturated fat diets impair hip-
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PMID: 34624673. IF: 4,905. DOI: 10.1016/].psyneu-
en.2021.105429.

Yanguas-Casas, Natalia, Torres, Cristina, Cre-
spo-Castrillo, Andrea, Diaz-Pacheco, Sonia,
Healy, Kiera, Stanton, Catherine, Chowen, Julie
A., Garcia-Segura, Luis M., Angeles Arevalo, Ma-
ria, Cryan, John F, de Ceballos, Maria L. High-fat
diet alters stress behavior, inflammatory pa-

rameters and gut microbiota in Tg APP mice
in a sex-specific manner NEUROBIOL DIS 159.
2021. PMID: 34478848. IF: 5996. DOI: 10.1016/].
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ra-Cantera, Santiago, Canelles, Sandra, Martin-
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Canelles S, Ros P, Freire-Regatillo A, Jiménez- Her-
naiz M, Barrios V, Argente J, Chowen JA. Sex Differ-
ences in Metabolic Recuperation After Weight
Loss in High Fat Diet-Induced Obese Mice. Front
Endocrinol (Lausanne) 12: 796661- 796661. 2021.
PMID: 34975768. IF: 5,555. DOI: 10.3389/fen-
do.2021.796661.
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PMID: 34944082. IF: 6,600. DOI: 10.3390/
cells10123576.

LINE 1.10 CHILDREN'S DEVELOPMENT (OBESITY AND GROWTH)



MECHANISMS IN INFLAMMATORY AND AUTOIMMUNE DISEASES |

LINE 1.11 METABOLIC SYNDROME AND VASCULAR RISK

HOSPITAL
UNIVERSITARIO
DE LA PRINCESA

GROUP 5

Head of laboratory }
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Group members }

Carraro Casieri, Raffaele
del Pozo Maroto, Elvira
— Garcia Garcia, Yaiza
Rodriguez de Cia, Javier
— Saez Saez, Alicia

Research interest }

Nonalcoholic fatty liver disease (NAFLD) is an increas-
ingly common chronic liver disease around the world

with adiverse histopathological spectrum ranging from
simple steatosis without significant inflammation to
steatohepatitis (NASH) with varying stages of fibrosis
and, ultimately, cirrhosis and hepatocellular carcinoma.
It is well known that NAFLD occurs moare frequently
in obese and diabetics, being currently considered as
the hepatic manifestation of the metabalic syndrome.
Although the molecular mechanisms involved in the
pathogenesis of NAFLD and progression to NASH re-

mainincompletely defined, most investigations indicate
thatinsulin resistance plays a pivotal role in NAFLD set-
up. Since NASH is becoming one of the most frequent
causes of cirrhosis and liver transplantation in the de-
veloped countries, it is crucial to identify populations at
risk for NASH in order to prioritize the diagnostic and
therapeutic interventions on those patients with anin-
creased risk for liver disease progression.

Our group seek three main research lines for the next
five years. 1) To unravel the molecular mechanisms in-
volved in the pathogenesis of NASH searching for po-
tential therapeutic targets. We are exploring the role of
autophagy in the development of NASH. We recently
reported that autophagic flux isimpaired 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 auto-
phagic flux might prevent or attenuate the progression
of NAFLD. We are also addressing the role of intermit-
tent hypoxiain the pathogenesis of NAFLD by analyzing
the expression levels of hypoxia-inducible factors 1 and
2 inliver biopsies and serum of NASH patients and mu-
rine models of NASH as well as the impact of hypoxia
on the mitochondrial function in human hepatocytes
under experimental conditions of lipid overload. 2) Iden-
tification of biomarkers able to be used for noninvasive
diagnosis of NASH. We have shown that genetic vari-
ants of SLC2AT are associated with NAFLD and that cir-
culating levels of saluble CD36 is an independent 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 score is useful for noninvasive
diagnosis of patients with NASH. We are now pursuing
diagnostic tools based on ELISA multiplex using pro-
teins of pathogenic relevance in chronic liver diseases.
3) Impact of the new direct-acting antivirals on carbo-
hydrate and lipid metabolism in patients with chronic
hepatitis C treated with these highly effective antiviral
drugs: Implications for the cardiovascular morbidity and
martality. It is well known that chronic HCV infection is
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associated with insulin resistance and type 2 diabetes
mellitus together with alterations in hepatic lipid me-
tabolism. The discavery of new direct-acting antiviral
agents has become a huge advance in the treatment
of HCV infection. Among them, sofosbuvir and other
new antivirals in combination with ribavirin has im-
proved 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 propose to determine the effects of sofosbuvir and
other direct-acting antivirals on HCV-induced metabol-
ic complications such as insulin resistance, hyperglyce-
mia and dyslipidemia. Moreover, the impact of therapy
with sofosbuvir and other related agents on metabalic
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.

Major grants }

» (arcia Manzon, Carmelo/ Landete Rodriguez, Pe-
dro. Caracterizacion de los mediadores moleculares
clave de la enfermedad hepatica grasa metaboli-
ca asociada al sindrome de apnea obstructiva del
sueno: Implicaciones diagnosticas vy terapéuticas.
PI20/00837.1SClll. 2021-2023.

» GarcdaMonzon, Carmelo. Plan estratégico multinivel
paralamicroeliminacion de lainfeccion por el virus de
la hepatitis C en un area sanitaria de la Comunidad
de Madrid. Gilead. 2021-2023.

Publications (5) }

Brea, Rocio, Valdecantos, Pilar, Rada, Patricia, Alen,
Rosa, Garcia-Monzon, Carmelo, Bosca, Lisardo,
Fuertes-Agudo, Marina, Casado, Marta, Martin-5anz,

Paloma, Valverde, Angela M. Chronic treatment with
acetaminophen protects against liver aging by tar-

geting inflammation and oxidative stress. Aging (Al-
bany NY) 13 (6): 7800-7827.2021. PMID: 33780353, IF:
5682.D0I: 1018632/aging.202884.

Bayoumi, Ali, Elsayed, Asmaa, Han, Shuanglin, Petta,
Salvatore, Adams, Leon A, Aller, Rocio, Khan, Anis, Gar-
cia-Monzon, Carmelo, Arias-Loste, Maria Teresa, Miele,
Luca, Latchoumanin, Olivier, Alenizi, Shafi, Gallego-Du-

ran, Rocio, Fischer, Janett, Berg, Thomas, Craxi, Anto-
nio, Metwally, Mayada, Qiao, Liang, Liddle, Christopher,
Yki-Jarvinen, Hannele, Bugianesi, Elisabetta, Rome-
ro-Gomez, Manuel, George, Jacob, Eslam, Mohammed.
Mistranslation Drives Alterations in Protein Levels
and the Effects of a Synonymous Variant at the Fi-
broblast Growth Factor 21 Locus. Adv Sci (Weinh) 8
(11): 2004168-2004168. 2021, PMID: 34141520. IF:
16,806. DOI: 10.1002/advs. 202004168,

Pacios-Martinez E, Garcia-Monzon C. Daptomycin
Plus Fosfomycin Versus Daptomycin Alone for Me-
thicillin-resistant Staphylococcus aureus Severe In-
fection: Post Hoc Analysis Is Warranted. Clin Infect Dis
72(11):922-923.2021. PMID: 33005937.1F:9,079. DOI:
10.1093/cid/ciaal497.

Metwally, Mayada, Bayoumi, Ali, Khan, Anis, Adams,
Leon A, Aller, Rocio, Garcia-Monzon, Carmelo, Teresa
Arias-Loste, Maria, Bugianesi, Elisabetta, Miele, Luca,
Anna, Alisi, Latchoumanin, Olivier, Han, Shuanglin,
Alenizi, Shafi, El Sharkawy, Rasha, Elattar, Afaf, Galle-
go- Duran, Rocio, Fischer, Janett, Berg, Thomas, Liddle,
Christopher, Romero-Gomez, Manuel, George, Jacob,

Eslam, Mohammed. Copy number variation and ex-
pression of exportin-4 associates with severity of
fibrosis in metabolic associated fatty liver disease.
EBioMedicine 70.2021. PMID: 34388518, IF: 8,143. DOL:
101016/j.ebiom.2021.103521.

Lopez-Pastor AR, Infante-Menéndez J, Gonzalez-
lllanes T, Gonzalez-Lopez P, Gonzalez- Rodriguez
A, Garcia-Monzon C, Vega de Céniga M, Esparza L,
Gomez-Hernandez A, Escribano O. Concerted regula-
tion of non-alcoholic fatty liver disease progression
by microRNAs in apolipoprotein E-deficient mice. Dis
Model Mech 14 (12). 2021. PMID: 34850865. IF: 5,758.
DQOI: 10.1242/dmm.049173.
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GROUP 42

Head of laboratory ’

Gonzalez Rodriguez, Agueda

Group members ’

— Chavez Isaza, Stephania

— Dominguez Alcon, Lucia Soledad
— El Bouayadi Mohamed, Liliam

— Landete Rodriguez, Pedro

— Maraién Barnusell, Patricia

— Munoz Olmedo, José Manuel

— Pefaloza Gonzalez, Angela Lucia
— Rey Fernandez, Esther

Research interest ’

Today's lifestyle is characterised by an abundance
of calories, reduced physical activity and increased
life expectancy, which has triggered the inci-
dence of obesity in epidemic proportions in recent
decades, and is particularly alarming in the child
population. This increase in obesity incidence is as-
sociated with a series of metabolic pathologies, in-
cluding type 2 diabetes mellitus, non-alcoholic fatty
liver disease and atherosclerosis, which have led to

research projects dedicated to clarifying the molec-
ular mechanisms that trigger them. This grouping of
metabolic and cardiovascular risk factors is known
as Metabolic Syndrome.

Our research group is made up of basic and clin-
ical researchers, who actively collabarate to de-
velop high level translational research focused
on the study of the molecular bases of Metabol-
ic Syndrome 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-acting antiviral agents that
has become a breakthrough in the treatment
of chronic hepatitis C, metabolic complications
and cell death associated with that disease.
On the other hand, we are exploring possible
factors (degree of systemic inflammation and
hypoxia, among others) responsible for the as-
sociation between the mast prevalent chronic
respiratory diseases and the appearance of
cardiovascular and metabolic disorders.

2. ldentification and characterisation of new mo-
lecular targets involved in peripheral insulin
resistance associated with metabolic damage.
We are looking for new therapeutic targets as-
sociated with inflammatory processes, study-
ing their implication in inflammation induced by
a high-fat dietand consequences on insulin re-
spanse in peripheral tissues, including the liver.

3. Impact of Bone Morphogenetic Proteins on
hepatic pathophysiology. Bone morphogenetic
proteins are growth factars that are booming
due to their pleiotropic role in different cellular
processes, but their involvement in the patho-
genesis of the liveris a tapic that has hardly been
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investigated. Liver pathophysiology includes
non- alcoholic fatty liver disease (NAFLD), acute
liver failure, liver fibrosis or cirrhaosis, viral hep-
atitis, hepatocellular carcinoma and alcohalic
fatty liver. This line of research therefore seeks
to identify the role of these proteins in liver
damage progression, leading to the generation
of new direct biomarkers for non-invasive di-
agnosis/prognosis of the different evolutionary
phases of these pathologies, thus contributing
to the design of new, more effective andless in-
vasive diagnostic toals.

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 higa-
do graso no alcohélico PI19/00123. ISClIIl. 2020-
2022.

» Landete Rodriguez, Pedra. Caracteristicas me-
tabolicas en madelos de hipoxia intermitente
(@apnea de suena), hipoxia continua (EPQC), am-
bas (Sindrome de overlap) y normaxia (controles).
SEPAR. 2020-2021.

» Garcia Monzon, Carmelo / Landete Rodriguez,
Pedro. Caracterizacion de los mediadores mo-
leculares clave de la enfermedad hepatica grasa
metabadlica asociada al sindrome de apnea obs-
tructiva del suena: Implicaciones diagnasticas y
terapéuticas. PI20/00837.1SCllI. 2021-2023.

Publications (4) }

Rubio-Bueno P, Hernando G, Capote-Mareno A,
Landete P, Wix R, Penaloza A, Rocio E, Zamora E,
Sariano JB, Naval-Gias L. A one-arm surgical trial
of obstructive sleep apnea (OSA) patients before
and 12 months after Bilateral Internal Ramus

[AREA 1/ CELLULAR AND MOLECULAR ETIOPATHOGENIC

Distraction of the mandible (BIRD). Sleep Med
80: 57-65. 2021. PMID: 33567348, IF: 3,492. DOI:
10.1016/j.sleep.2021.01.025.

Ampuero J, Aller R, Gallego-Duran R, Crespo J, Abad
J, Gonzalez-Rodriguez A, Gomez-Camarero J, Ca-

balleria J, Lo lacono O, Ibarez L, Garcia-Sa-
maniego J, Martin-Mateos R, Francés R,
Fernandez-Rodriguez C, Diago M, Sariano G, An-
drade RJ, Latorre R, Jorquera F, Morillas RM, Escu-
dero D, Estévez P, Hernandez-Guerra M, Augustin S,
Pareja-Megia MJ, Banales JM, Aspichueta P, Benlloch
S, Rosales JM, Salmeron J, Turnes J, Romero-Gomez
M, HEPAmet Registry. Definite and indeterminate
nonalcoholic steatohepatitis share similar clinical
features and prognosis: A longitudinal study of
1893 biopsy-proven nonalcoholic fatty liver dis-
ease subjects. Liver Int 41 (9): 2076-2086. 2021.
PMID: 33896100. IF: 5,828. DOI: 10.1111/1iv.14898.

Escribano, Oscar, Frances, Daniel E., Otero, Yolan-

da F, Egea, Javier, Gonzalez-Rodriguez, Agueda.
Editorial: New Insights Into Understanding
and Managing NAFLD. Front Med (Lausanne) 8.
2021. PMID: 34869497, IF: 5,091. DOI: 10.3389/
fmed.2021.777740.

Lopez-Pastor AR, Infante-Menéndez ],
Gonzalez-lllanes T, Ganzalez-Lopez P, Ganzalez-
Rodriguez A, Garcia-Monzén C, Vega de Céniga
M, Esparza L, Gomez-Hernandez A, Escribano
0. Concerted regulation of non-alcoholic fatty
liver disease progression by microRNAs in apo-
lipoprotein E-deficient mice. Dis Model Mech
14 (12). 2021. PMID: 34850865. IF: 5,758. DOI:
10.1242/dmm.049173.
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GROUP 16

Head of laboratory }

Garcia Lopez, Manuela

Group members }

— Baena Ropero, Irene
— del Sastre Lopez, Eric

— Fernandez Mendivil, Cristina

— Luengo Martin, Enrique

— Mayo Mariscal de Gante, Paloma Pilar
— Penasco Iglesias, Sara

— Rodriguez Ortega, Elisa

— Trigo Alonso, Paula

— Varela Jeraldo, Teresa Isabel

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. ldentification of therapeutic targets to de-
velop new drugs for neuraodegeneration. We
are particularly interested in understanding
how oxidative stress, neuroinflammation and
changes in the autophagic flux participate in
neurodegeneration, in order to develop phar-
macological 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 dis-
ease will greatly improve translation of pre-
clinical results to human disease.

3. Search of novel therapeutic strategies for
neurodegeneration based on medicinal chem-
istry, combination therapy and drug repurpos-
ing. Since oxidative stress, neuroinflammation
and impairment of autophagy have been
implicated in neurodegeneration, impacting
on several of these processes with multi-
target compounds or combination of drugs
with complementary mechanisms of action is
sought, to have better therapeutic profile than
justimpacting on a single target. For example,
Nrf2 inducers combined with scavenger ef-
fect, the inhibition of several enzymes related
to neurological disorders and agonist of the
nicotinic acetylcholine receptors are currently
being developed in our group.



Major grants ’

» Garcia Lopez, Manuela. NRF24AD-CM: Desarrol-
lo de farmacos activadores de NRF2 para tera-
pias innovadoras de la Enfermedad de Alzheimer.
B2017/BMD-3827. CAM. 2018-2021.

» (arcia 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, Antonia. Investigacion trasla-
cional sobre la regulacion farmacalogica de Nrf2
en enfermedades no transmisibles. RED2018-
102362-T. MCIU. 2020-2021.

Granted 2021:

» Garcia Lopez, Manuela. Bench to bedside tran-
sition for pharmacological regulation of NRF2 in
noncommunicable diseases. CA20121. Accion
COST. 2021-2025.

Publications (6) }

Klionsky, DJ, Abdel-Aziz, AK, Abdelfatah, S, et al.
Guidelines for the use and interpretation of as-
says for monitoring autophagy (4th edition). AU-
TOPHAGY 17 (1): 1-382. 2021. PMID: 33634751. IF:
16,016. DO 10.1080/15548627.2020.1797280.

Fernandez-Mendivil, Cristina, Luengo, Enrique, Tri-
go0-Alanso, Paula, Garcia-Magro, Nuria, Negredo, Pilar,
Lopez, Manuela G. Protective role of microglial HO-1
blockade in aging: Implication of iron metabolism.
Redox Biol 38: 101789-101789. 2021. PMID: 332124716,
IF: 11,799. DOI: 10.1016/)redox.2020.101789.

Navarro, Elisa, Norden, Diana M., Trojanowski,
Paige J., Godbout, Jonathan P, Lopez, Manuela G.
Central Activation of Alpha7 Nicotinic Signal-
ing Attenuates LPS-Induced Neuroinflamma-
tion and Sickness Behavior in Adult but Not in
Aged Animals. MOLECULES 26 (8). 2021. PMID:
33916910. IF: 4,411, DOI: 10.3390/mole-
cules26082107.

Caballero, Benjamin, Bourdenx, Mathieu, Luen-
go, Enrique, Diaz, Antonio, Sohn, Peter Dong-
min, Chen, Xu, Wang, Chao, Juste, Yves R,
Wegmann, Susanne, Patel, Bindi, Young, Zap-
porah T., Kuo, Szu Yu, Rodriguez-Navarro, Jose
Antonio, Shao, Hao, Lopez, Manuela G., Karch,
Celeste M., Goate, Alison M., Gestwicki, Jason
E., Hyman, Bradley T, Gan, Li, Cuervo, Ana Ma-
ria. Acetylated tau inhibits chaperone-medi-
ated autophagy and promotes tau pathology
propagation in mice. Nat Commun 12 (1). 2021.
PMID: 33854069. IF: 14,919. DOl 10.1038/
s41467-021-22501-9.

Galan-Ganga, M, Rodriguez-Cueto, C, Mer-
chan-Rubira, J, Hernandez, F, Avila, J, Posada-Aya-
la, M, Lanciego, JL, Luengo, E, Lopez, MG, Rabano,
A, Fernandez-Ruiz, J, Lastres-Becker, I. Cannabi-
noid receptor CB2 ablation protects against TAU
induced neurodegeneration. Acta Neuropathol.
Commun. 9 (1). 2021. PMID: 34001284. IF: 7,801.
DOI: 10.1186/s40478-021- 01196-5.

Garrosa-Jimenez, Javier, Sanchez Carro,
Yolanda, Ovejero-Benito, Maria C., del Sas-
tre, Eric, Garcia, Antonio G, Lopez, Manue-
la_G., Lopez-Garcia, Pilar, Cano-Abad, Maria F.
Intracellular calcium and inflammatory markers,
mediated by purinergic stimulation, are differ-
entially regulated in monocytes of patients with
major depressive disorder. Neurosci. Lett. 765.
2021. PMID: 346069089. IF: 3,046. DOI: 10.1016/).
neulet.2021136275.
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GROUP 28

Head of laboratory }

de los Rios Salgado, Cristobal

Group members }

— Calzaferri, Francesco

— Cano Abad, Maria Francisca

— de Pascual y del Castillo, Ricardo
— Fernandez Martin, Ana

— Garcia de Diego, Antonio Miguel
— Garcia Garcia, Antonio

— Martin Alcala, Gabriel

— Ruiz Ruiz, Cristina

— Viejo de Navas, Lucia

Research interest }

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 accept-
ed hypotheses to explain the development of
Alzheimer 's disease have not given the ex-
pected results. For this reason, new approach-

es have to be aimed.

Since | started my scientific career as an independ-
ent investigator, | have focused on drug discovery
on alternative biological targets to treat neurode-
generative diseases, like the mitochondrial Na/Ca
exchanger (NCLX) and the phosphopratein phos-
phatase PP2A. In my lab, we are designing and
synthesizing new compounds able to selectively
act on these targets. Also, we have described a
family of non-nucleotide purine derivatives that
block the purinergic P2X7 ionotropic receptors,
which are biological targets of increasing interest
for the treatment of neurainflammation-related
pathologies.

Many of these compounds present promising out-
comes in experiments assessing the neuroprotective
effect, as they mitigate the neuronal death induced
by toxic stimuli mimicking physiopathological events
where the selected targets are implicated.

Major grants ’

» Rios Salgado, Cristobal de los. Therapeutic po-
tential of the maintenance of protein phospha-
tase 2A activity: A pharmacological alternative
for the treatment of neurodegenerative diseas-
es and cancer. PI19/01724. ISClII. 2020-2022.

Publications (7) ’

Calzaferri F, Narros-Fernandez P, de Pascual R,
de Diego AMG, Nicke A, Egea J, Garcia AG, de los
Rios C. Synthesis and Pharmacological Evalu-
ation of Novel Non-nucleotide Purine Deriva-
tives as P2X7 Antagonists for the Treatment
of Neuroinflammation. | Med Chem 64(4):
2272-2290. 2021. PMID: 33560845, IF: 7,446.
DOI: 10.1021/acs.jmedchem.0c02145.
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Ismaili L, Monnin J, Etievant A, Arribas RL, Viejo
L, Refouvelet B, Soukup O, Janockova J, Hepna-
rova V, Korabecny J, Kucera T, Jun D, Andrys R,
Musilek K, Baguet A, Garcia-Frutos EM, De Si-
mone A, Andrisano V, Bartolini M, de Los Rios
C, Marco-Contelles ], Haffen E. (x)- BIGI-3h:
Pentatarget-Directed Ligand combining Cho-
linesterase, Monoamine Oxidase, and Gly-
cogen Synthase Kinase 3B Inhibition with
Calcium Channel Antagonism and Antiag-
gregating Properties for Alzheimer's Dis-
ease. ACS Chem Neurosci 12 (8); 1328-1342.
2021. PMID:33797877. IF: 4,418. DOIl: 10.1021/
acschemneuro.0c00803.

Ramos E, Lajarin-Cuesta R, Arribas RL,
Garcia-Frutos EM, Gonzalez-Lafuente L, Egea
J, de Los Rios C, Romero A. In Silico Prediction
of the Toxic Potential of Neuroprotective Bi-
functional Molecules Based on Chiral N -Prop-
argyl-1,2-amino Alcohol Derivatives. CHEM
RES TOXICOL 34 (5): 1245-1249. 2021. PMID:
33635058. IF: 3,739. DOI: 10.1021/acs.chemres-
tox.0c00518.

Borges, Ricardo, Garcia, Antonio G. One hundred
years from Otto Loewi experiment, a dream
that revolutionized our view of neurotransmis-
sion. Pflugers Arch 473 (6): 977-981. 2021. PMID:
34046754, IF: 3,657 DOI: 10.1007/s00424-021-
02580-9.

Viejo, Lucia, Rubio-Alarcon, Marcas, Arribas, Raguel
L., Moreno-Castro, Manuel, Perez-Marin, Raquel,
Braun-Cornejo, Maria, Estrada-Valencia, Mar-
tin, de los Rios, Cristobal. Synthesis and Biolog-
ical Assessment of 4,1-Benzothiazepines with
Neuroprotective Activity on the Ca2+ Overload
for the Treatment of Neurodegenerative Dis-
eases and Stroke. MOLECULES 26 (15). 2021.
PMID: 34361628. IF: 4,411, DOl 10.3390/mole-
cules26154473.

Jimenez-Pompa, A, Sanz-Lazaro, S, Hone, A, Rue-
da-Ruzafa, L, Medina-Polo, J, Gonzalez- Enguita,
C, Blazquez, J, de los Rios, C, McIntosh, JM, Albillos,
A. Therapeutic concentrations of varenicline in-
creases exocytotic release of catecholamines
from human and rat adrenal chromaffin cells in
the presence of nicotine. Neuropharmacology 195.
2021, PMID: 34097947. IF: 5,251. DOI: 10.1016/j.
neuropharm.2021.108632.

Garrosa-Jimenez, Javier, Sanchez Carro, Yolanda,
Ovejero-Benito, Maria C., del Sastre, Eric, Gar-
cia, Antonio G, Lopez, Manuela G., Lopez-Garcia,
Pilar, Cano-Abad, Maria F. Intracellular calci-
um and inflammatory markers, mediated by
purinergic stimulation, are differentially reg-
ulated in monocytes of patients with major
depressive disorder. Neurosci. Lett. 765. 2021.
PMID: 34606909. IF: 3,046. DOI: 10.1016/j.neu-
let.2021.136275.
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GROUP 41

Head of laboratory ’

Egea Maiquez, Francisco Javier

Group members }

— Farré Alins, Victor

— Lopez Rodriguez, Ana Belén
— Narros Fernandez, Paloma
— Palomino Antolin, Alejandra

Research interest »

Acute brain injuries, such as stroke and trau-
matic brain injury, account for 10% of deaths
and are the leading cause of disability worldwide
(GBD 2013 Mortality and Causes of Death Collab-
arators, 2015). The pathophysiology of acute brain
injuries is complex and multifactorial and, cur-
rently, 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) have become the main agents
that contribute to aggravate acute brain injuries
and, therefore, have become very promising ther-
apeutic targets.

Our group focuses on 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 tbraininjury and neu-
rodegenerative diseases.

1. Study of the mechanisms that control the activa-
tion of the innate immune system.
Inflammasomes are multi-protein molecular
platforms involved in the activation of caspase-1.
After activation of caspase-1, interleukins pro-
IL-13 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-assaciated molec-
ular patterns (DAMPS) and pathogen-associated
molecular patterns (PAMPs). NLRP3 is activated
in response to a wide variety of infectious stim-
uli or cellular stress caused by different signs of
sterile danger, such as high concentrations of ex-
tracellular ATP, oxidative stress, and 3-amyloid
aggregates. Our main work focuses on studying
the transduction of the signals that activate in-
flammation 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 vitro” and "in vivo" models of cerebral ischemia
(transient middle cerebral artery occlusion, tMCAQ
model) and traumatic brain injury (closed head in-
jury model).

3. Search for new diagnostic/prognostic biomark-
ers 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.

LINE 2.1 NEUROPHARMACOLOGY AND NEUROPROTECTION



Major grants ’

» Egea Maiquez, Javier. Inflammasome proteins
as new molecular targets for the diagnasis,
prognosis and treatment of traumatic brain in-
jury. PI19/00082. ISCIIl. 2020-2022.

Granted 2021:

» Egea Maiquez, Francisco Javier. Nuevas dianas
moleculares relacionadas con angiogénesis e
inflamacion para el diagnostico, pronostico y
tratamiento del traumatismo craneoencefalico.
Mutua Madrilena. 2021-2024.

Publications (9) ’

Guerrero-Hue, Melania, Rayego-Mateas, San-
dra, Vazquez-Carballo, Cristina, Palomino-Antolin,
Alejandra, Garcia-Caballero, Cristina, Opazo-Rios,
Lucas, Morgado-Pascual, Jose Luis, Herencia, Car-
men, Mas, Sebastian, Ortiz, Alberto, Rubio-Navar-
ro, Alfonso, Egea, Javier, Villalba, Jose Manuel, Egido,
Jesus, Moreno, Juan Antonio. Protective Role of
Nrf2 in Renal Disease. Antioxidants (Basel) 10 (1).
2021.PMID: 33396350. IF: 6,312. DOI: 10.3390/an-
tiox10010039.

Calzaferri F, Narros-Fernandez P, de Pascual R, de
Diego AMG, Nicke A, Egea J, Garcia AG, de los Rios C.
Synthesis and Pharmacological Evaluation of Novel
Non-nucleotide Purine Derivatives as P2X7 Antago-
nists for the Treatment of Neuroinflammation. | Med
Chem 64 (4): 2272-2290. 20271, PMID: 33560845. IF:
7446, D01 101021/acs jmedchem.0c02145.

Sanchez Montero JM, Agis-Torres A, Solano D, Soll-
huber M, Fernandez M, Villaro W, Gémez- Canas
M, Garcia-Arencibia M, Fernandez-Ruiz J, Egea J,

Martin MI, Giron R. Analogues of cannabinoids as
multitarget drugs in the treatment of Alzheimer's
disease. Eur | Pharmacol 895: 173875-173875.
2021. PMID: 33460612. IF: 4,432. DOI: 10.1016/j.
ejphar.2021.173875.

Ramos E, Lajarin-Cuesta R, Arribas RL, Garcia-Fru-
tos EM, Gonzalez-Lafuente L, Egea J, de Los Rios
C, Romero A. In Silico Prediction of the Toxic Po-
tential of Neuroprotective Bifunctional Mole-
cules Based on Chiral N -Propargyl-1,2-amino
Alcohol Derivatives. CHEM RES TOXICOL 34 (5):
1245-1249. 2021. PMID: 33635058. IF: 3,739. DOI:
10.1021/acs.chemrestox.0c00519.

Farré-Alins \, Palomino-Antolin A, Narros-Fernandez P,
Lopez-Rodriguez AB, Decouty-Perez C, Munoz-Mon-
tero A, Zamorano-Fernandez J, Mansilla-Fernan-
dez B, Giner-Garcia J, Garcia-Fejjoo P, Saez-Alegre M,
Palpan-Flores AJ, Roda-Frade JM, Carabias CS, Rosa
JM, Civantos-Martin B, Yus-Teruel S, Gandia L, Lagares
A, Hernandez-Garcdia BJ, Egea J. Serum Amyloid A1/
Toll-Like Receptor-4 Axis, an Important Link be-
tween Inflammation and Outcome of TBI Patients.
Biomedicines 9 (6). 2021. PMID: 34070533. IF: 6,081,
DOI: 10.3390/biomedicinesS060599.

Rosa JM, Farre-Alins V, Ortega MC, Navarrete M,
Lopez-Rodriguez AB, Palomino-Antolin A, Fernan-
dez-Lopez E, Vila-Del Sol V, Decouty C, Narros-Fer-
nandez P, Clemente D, Egea J. TLR4- pathway
impairs synaptic nhumber and cerebrovascular
functions through astrocyte activation following
traumatic brain injury. Br ] Pharmacol 178 (17):
3395-3413. 2021. PMID: 33830504, IF: 8,740. DO
10.1111/bph.15488.

Ramos, Eva, Lopez-Munoz, Francisco, Gil-Martin,
Emilio, Egea, Javier, Alvarez-Merz, Iris, Painuli, Sakshi,
Semwal, Prabhakar, Martins, Natalia, Hernandez-Gui-
jo, Jesus M., Romero, Alejandra. The Coronavirus Dis-
ease 2019 (COVID-19): Key Emphasis on Melatonin
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Safety and Therapeutic Efficacy. Antioxidants (Basel)
10(7). 2021. PMID: 34356384. IF: 6,312. DOI: 10.3390/
antiox10071152.

Alonso, Jose M., Escobar-Peso, Alejandro, Palomi-
no-Antolin, Alejandra, Diez-Iriepa, Daniel, Chioua,
Mourad, Martinez-Alonso, Emma, Iriepa, Isabel,
Egea, Javier, Alcazar, Alberto, Marco- Contelles,
Jose. Privileged Quinolylnitrones for the Com-

[AREA 2 / TRANSLATIONAL NEUROSCIENCE ]

bined Therapy of Ischemic Stroke and Alzheim-
er's Disease. Pharmaceuticals 14 (9). 2021. PMID;
34577561.1F: 5,863. DOI: 10.3390/ph14090861.

Escribano, Oscar, Frances, Daniel E., Otero, Yolanda
F, Egea, Javier, Gonzalez-Rodriguez, Agueda. Edito-
rial: New Insights Into Understanding and Manag-
ing NAFLD. Front Med (Lausanne) 8. 2021. PMID:
34869497.1F:5,091. DOI: 10.3389/fmed.2021.777740.
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Head of laboratory }
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Abad Santos, Francisco

Group members }

— Campodonico, Diana Maria

— (Casajus Rey, Ana

— Elizalde Horcada, Marcos

— Flores Ruiz, Maria Eugenia

— Gomez Fernandez, Antia

— Koller, Dora

— Martin Vilchez, Samuel

— Mejia Abril, Gina Paola

— Navares Gomez, Marcos

— Novalbos Reina, Jesiis Miguel

— Ochoa Mazarro, Maria Dolores
— Ovejero Benito, Maria del Carmen
— Pérez Hernandez, Concepcion
— Pintos Sanchez, Elena

— Queipo Garcia, Maria José

— Roman Martinez, Irene

— Roman Martinez, Manuel

— Saiz Rodriguez, Miriam

— Sanchez Jiménez, Patricia

— Santos Molina, Elena

— Soria Chacartegui, Paula

— Villapalos Garcia, Gonzalo

— Zubiaur Precioso, Pablo

Research interest }

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

Our group has extensive experience in conduct-
ing phase |, Iland Ill clinical trials. We have a clinical
trials unit (UECHUP), with capacity for 18 subjects
on the 7th floor of the Hospital Universitario de la
Princesa. The clinical trials conducted include phase
1 clinical trials (e.g. bioequivalence or firstin human
trials), and clinical trials in patients to evaluate the
effectiveness of new drugs, in collaboration with
various specialists at the hospital and with primary



care. Our group conducts more than 20 clinical trials
each year, and this number is expected to increase
due to demand from the pharmaceutical industry.
Last year, 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 eventu-
ally 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 previaus years, Francisco Abad Santas 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.

Major grants }

» Abad Santos, Francisco. Identificacion de facto-
res clinicos v farmacogenéticos predictores de
respuesta a nuevos anticoagulantes orales en el
tratamienta de la fibrilacion auricular no valvular.
P119/00932. ISCIIl. 2020-2022.

» Ochoa Mazarro, Dolores. Evaluacion del sexo
y marcadores farmacogenéticos en el trata-
miento del dolor P119/01802. ISCIII. 2020-
2022,

» Abad Santos, Francisco. ERA4TB: European
Regimen accelerator for Tuberculosis 853989-
2. IMI 2. 2019-2025.

» Abad Santos, Francisco. Ensayo clinico aleato-
rizado para evaluar la utilidad del genotipado de
CYP2D6 para mejorar la eficacia y la seguridad del
tramadol en el tratamiento del dolor postopera-
torio agudo. ICI20/00131. ISCIIl. 202 1-2024.

Publications (30) }

Polo-Santos, Mar, Videla-Ces, Sebastian,
Perez-Hernandez, Concha, Mayoral-Rojals,
Victor, Ribera-Canudas, Ma Victoria, Sarria-
Santamera, Antonio. An Update on Resources,
Procedures and Healthcare Provision in Pain
Units: A Survey of Spanish Practitioners.
Int ] Environ Res Public Health 18 (2). 2021.
PMID: 33430012. IF: 3,390. DOI: 10.3390/
ijerph18020451.

Zubiaur, Pablo, Soria-Chacartegui, Paula, Koller,
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Research interest ’

Our team has been devoted to researching the

nosology of mental disorders, the epidemiology
of mental disorders in general population, the
study of the efficacy and efficiency of clinical
interventions in affective disorders and the as-
sessment of the health status, quality of life and
well-being by means of analysing large popula-
tions 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 consali-
dated our research line on active aging and wellbe-
ing. We have been working in the project ATHLOS
- Ageing Trajectories of Health: Longitudinal Oppor-
tunities and Synergies, and PATHWAYS - PArticipa-
tion To Healthy Workplaces And inclusive Strategies
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in the Work Sector. In addition, we have been con-
ducting a multi-approach study for the identifi-
cation of the available interventions for targeting
psychosocial difficulties in major depression (me-
ta-analyses and expert consultation) (MARATONE
project).

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

On the other hand, we have been working on sever-
al new research projects:

1. "Trajectaries on mental health, physical health
and functioning: Third wave survey of a Spanish
cohart of the adult population”, whichis aimed to
carry out a third time point assessment ta know
trajectaries of health in ageing people as well
as recruiting new people to make generational
comparisons.

2. "CIBERSAM cohorts about FEP cases and con-
trols", which is aimed to create a common cohort
from different existing cohorts with first episode
patients and controls, and follow-up the com-
mon cohortat 5, 10 and 15 years.

3. "Emotional fluctuation in daily life. Ecological
analysis of depressive symptomatology in the
general population" which is aimed to analyse
the moad fluctuations throughout the day in a
general population sample using mabile Apps.

&4, "European Welfare Models and Mental Wellbe-
ing in Final Years of Life", which is addressed to
gather information on the companents of well-
being 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
Pharmacological Treatment of Schizophrenia
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(TREATMENT)" in which we evaluate how short-
term antipsychotic drug responses impact long-
term metabolic control to identify and validate
biomarkers with clinically predictive value for
targeting drug induced metabolic dysfunctions.

7. "Psychiatric Ratings using Intermediate
Stratified Markers (PRISM)", whose overall
objective is to develop a quantitative bio-
logical approach to the understanding and
classification of the endophenotypes that
contribute to neuropsychiatric diseases, to
accelerate the discavery and development of
better treatments for patients with Alzheim-
er and Schizophrenia.

Major grants ’

» Ayuso Mateos, José Luis. Understanding men-
tal health and disease in Spain: determinants
and trajectory patterns in a population-based
cohort over 9 years. PI119/00150. ISCIII. 2020-
2022.

» Ayuso Mateos, José Luis. EMPOWER: Eu-
ropean platform to promote wellbeing and
healthin the workplace. EMPOWER: 848180.
2020-2024.

» Ayuso Mateos, José Luis. SYNCHROS: Syn-
ergies far Cohorts in health: integrating the
roie of all Stakehalders. SYNCHROS: 825884,
2019-2021.

» Ayuso Mateos, José Luis. AGES-CM2: Ambiente
y genes en esquizofrenia. B2017/BMD- 3740.
Comunidad de Madrid. 2018-2021.

Granted 2021:

» 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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Epilepsy, movement disorders and some psychi-
atric pathologies are among the main targets for
functional neurasurgery. 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 resective
technigues and neuromodulation in different forms.
Presurgical evaluation usually requires the use of
very deep studies (e.g, morphological and functional
MRI) or invasive techniques (intracranial electrodes),
which are also used during treatment (electrocorti-
cographic recardings or extracellular recordings for
Deep Brain Stimulation -DBS). In the same way, sev-
eral pathologies affecting basal ganglia need differ-
entancillary tests to characterize the illness (genetic,
nuclear medicine, marphalogical 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 ba-
sal ganglia pathologies.

The topics we are warking on include the following:

a. ldentification of basal ganglia subnuclei by extra-
cellular recording.

b. Physiopathology of somatosensory thalamus,
by means of somataosensory evoked potentials,
electrically elicited.

c. Connectivity in epilepsy. To do that, we are
studying diffusion tensor imaging and frac-
tional anisotropy, as well as electrophisiological
recordings acquired by means of scalp or intrac-
ranial recordings.



d. Genetics and epi-genetics in epilepsy.

e. Quantified EEG (qEEG) to use as biomarker for dif-
ferent pathologies. Among those fields specially
targeted by this technique are patients in Intensive
Care Units and neurological and psychiatric illness.

f. Cortico-cortical connectivity, especially for lan-
guage function.
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Stroke and Cerebrovascular Diseases

1. Predictive models in straoke for the search of di-
agnostic and prognostic markers: Application
of machine learning techniques and search for
plasma and clinical scale biomarkers.

2. Acute phase treatments: Interventional neuro-
radiology and emerging therapies. Strategies to
improve the selection of patient candidates.

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

4. Primary and secondary stroke prevention: De-
tection of atrial fibrillation using a new ECG
monitoring device based on biomedical textiles
(wearables). Identification of risk profiles.

5. Population-based health services delivery /
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6. Telemedicine

Movement Disorders

— Parkinson disease in young patients

— Parkinson disease. Follow-up and cantral helped
by new technologies Cephaleas.

— Study of the respanse variables ta botulinum
toxin and anti- CGRP monoclonal antibadies.

— Glutamate and headaches

— Non-invasive outpatient monitoring of biometric
and biophysical variables as a method 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 neuradegenerative origin

— Management of behavior alteration in the con-
text of patients with dementia



Multiple Sclerosis

— Outcome markers and new therapies

— Immunopathogenesis of multiple sclerasis and
monoclonal antibody therapies.

— Therapeutic compliance of first line dis-
ease-modifying therapies in patients with mul-
tiple sclerasis

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
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00
Research interest ’

The main goal for our group is personalized med-
icine in the field of autaimmune/inflammatory
rheumatic disorders (mainly rheumataid 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 respanse ta disease
modifying. anti-rheumatic drugs, either synthet-
ic or biological. For the last five years, to achieve
these abjectives, we have consolidated our collab-
orations both at a lacal level in our Institute and at
national level.

Regarding the first, in 2013 we were involved
in the development of BiolMID project that was
granted by the PIE program (Integrated Projects
for Excellence at Health Research Institutes)
from the Instituto de Salud Carlos Il {ISCIII). 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 other 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-
oporosis, and osteoarthritis, are abjectives 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 orimaging
techniques in which the establishment of proper
cost/benefit ratio is of great importance in the
current economic situation.

Obviously, the COVID-19 outbreak has conditioned
the research of our group and several members
have been involved in collaborative efforts with
many other groups of 1S-IP and other Institu-
tions, 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 interesting obser-
vations. Results from these studies have helped
to select patients that can benefit most from be-
ing 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 trans-
mitted to physicians involved in treating COVID-19
patients, allowing to improve 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
immune mediated inflammatory disorders. In
addition, 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 Inflamacién y En-
fermedades Reumaticas (RIER). RD16/0012/0011.
ISCIII. 2017-2021.

» Gonzalez Alvaro, Isidoro. Prediccién en la evolu-
cion de la Artritis Reumatoide mediante técni-
cas de "machine learning". P118/00371. ISCIII.
2019-2021.

Granted 2021:

» Gonzalez Alvaro, Isidoro. Biomarcadores que
contribuyen a optimizar la ventana de oportuni-
dad en pacientes con artritis de reciente comien-
70. PI21/00526. ISCIII. 2022-2024.

» (astaneda Sanz, Santos. Impacto de la suspen-
sion temporal del metotrexato sobre larespues-
tainmune humoraly celular a la vacuna Covid-19
en pacientes con artritis reumatoide. Estudio
aleatarizado. PI21/01474. 1SCHII. 2022-2024.

« Gonzalez Alvaro, Isidoro. Inflamacién e inmu-

nopatologia de 6rganos vy sistemas. Enferme-
dades inflamatorias. RD21/0002/0027. ISCIII.
2022-2024.
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105-114.2021. PMID: 33124565. IF: 4,473.
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ty in Chronic Inflammatory Rheumatic Diseases:
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The investigation activity of the Group at present
and for the following vears is focused on:

1. Immune-mediated inflammatory diseases
(IMID), particularly including psoriasis, atopic der-
matitis and hidradenitis. The main lines of inves-

tigation are: a) Immunoregulatory molecules as
biomarkers predicting response to biological ther-
apies and disease severity in IMIDs. These are a
it group of diseases that display inflammation as a

| l major pathogenic mechanism. Their long-term

~ l\ I impact has been alleviated by the implementation

of biological therapy. Despite the growing knowl-

Daudén Tello, Esteban edge on the etiopathogenesis of these diseases
and the marked improvement in their manage-

: ment represented by biologic therapy, markers of
Group members the severity of the disease or to predict whether

patients will be refractory to treatment are lack-

ing. We are searching for new predictive bio-

— RAragiiés Montaiies, Maximiliano markers of IMID severity and respansiveness to
— Chicharro Manso, Pablo biologics; b) Gene Expression Profile in patients
— Collado Rodriguez, Maria Teresa with IMIDs c) Epigenetic biomarkers as predictors
— Crespo Martin, Olga of therapeutic response to biologic drugs in pso-
— de Argila Fernandez-Duran, Diego riasis; d) Immunaoregulatory molecules and their
— dela Fuente Flores, Hortensia therapeutic potential. We investigate the passible
— Delgado Jiménez, Yolanda role of GADD45, ICOSL, TSP-1, and galectinsin the
— Duarte Florez, Pablo immunopathogenesis of psoriasis, and the pos-
— Fraga Fernandez, Javier sibility of finding new therapeutic targets for the
— Freih Fraih, Alwalid treatment of this disease; e) Survival analysis of
— Garcia Garcia, Maria Carmen conventional systemic therapies and biologics in
— Gomez Gago, Maria Jesiis psariasis; f) Identification of Copy- Number Vari-
— Llamas Velasco, Maria del Mar ants associated with the risk of developing psori-
— Munoz Aceituno, Ester asis and psoriatic arthritis, using a genome-wide
— Muhoz Hernandez, Patricia analysis approach; g) Study of optimization
— Reolid Pérez, Alejandra strategies (dose reduction, increase of the ad-
— Rodriguez Jiménez, Pedro Antonio ministration interval) in the treatment of moder-
— Sanchez Pérez, Abilio Javier ate-tao- severe psariasis with systemic agents: h)
— Santamaria Dominguez, Cristina Regulation of CXCL12 and RAPTOR by novel miR-
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NAs and their role during the inflammatory pro-
cess in Psariasis: i) Integrative study of systemic
inflammation in chronic inflammatory skin diseas-
es 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 association of myositis-specific autoantibodies
and myositis-associated autoantibodies with clini-
cally amyopathic dermatomyositis.

4, Photobiology. Studies on epidemiology, clinical
phenatypes, and photobiology of solar urticaria.
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cardiovascular. PI21/01583. 1SClll. 2022-2024.
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Group members }

— Acosta Rubio, Diana

— Aldars Garcia, Laila

— Baldan Martin, Montserrat

— Beceiro Pedreio, Maria José

— Casanova Gonzalez, Maria José
— Chaparro Sanchez, Maria

— Duran Vegue, Almudena

— Fernandez Tomé, Samuel

— Garcia Donday, Maria

— Garre Vazquez, Ana Isabel

— Jaén Calvo, Cristina

— Marin Gomez, Alicia Carmen

— Mora Gutiérrez, Irene

— Ortega Moreno, Lorena

— Palomino Pérez, Laura Maria

— Parra Pineda, Pablo

— Ramirez Belinchon, Cristina Mercedes
— Roman San Martin, Alicia

— Soleto Fernandez, Irene

— Velasco Rodriguez-Belvis, Marta

The Gastrointestinal Inflammatory Diseases
Group focuses mainly on the understanding and
management of Inflammatory Bowel Disease and
Helicobacter pylori infection. The Group's Clinical
and epidemiological research area is specialized in
coordinating large-scale collaborative networks of
gastroenterologists from more than 100 Spanish
and 250 European hospitals.

The translational research area leads multiple
projects in collaboration with several Services at
Hospital Universitario de La Princesa (Immunol-
ogy, Pathology, Microbiology, Clinical Pharma-
cology, Pharmacy, Rheumatology, Dermatology,
Neurology, Anaesthesia, Haematology, 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
Cardiovascular Research (CNIC), the National
Center for Oncology Research (CNIO), the Astu-
rian Institute of Dairy Products (IPLA-CSIC), the
Institute of Food Science Research (CIAL- CSIC),
the Institute of Molecular Biology and Genetics
(IBGM, University of Valladolid- CSIC), Metagen-
omics Platform (CIBER-IBIMA) and Coagulopa-
thies and Haemostasis Disorders research group
of the Hospital Universitario La Paz. Internation-
ally, the group leads projects with the National
Institutes of Health of U.S.A. (N.I.H.) and the Kar-
olinska Institute (Sweden) and has collaborative
projects and interactions with the Imperial Col-
lege London & St Mark’s Institute (UK), the Uni-
versity of Manchester (UK) and the University of
Lund (Sweden).

Finally, the Group is strongly oriented to the
transference to society and the scientific com-
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munity, founding several programs for the
advancement of biomedical research and ev-
idence-based clinical practice. The Group has
promoted multiple collaboration agreements
with: 1) National scientific societies: Asociacion
Espanola de Gastroenterologia (AEG), Grupo
Espanol de Trabajo en Enfermedad de Crohn vy
Colitis Ulcerosa (GETECCU), Sociedad de Gastro-
enterologia, Hepatologia y Nutricion Pediatrica
(SEGHNP), Saciedad Espanola de Medicina de Fa-
milia y Comunitaria (SEMFyC), Sociedad Espanola
de Médicos 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 Colitis Or-
ganisation (ECCO), European Saciety for Primary
Care Gastroenterology (ESPCG); 3) Institutions:
Centro de Investigacion Biomédica 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.

The Group's research lines are organized as
follows:

1. Inflammatory Bowel Disease (IBD)

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

= |dentification of new therapeutic targets in IBD.

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

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

» (Characterization of biomarkers by proteomics at
diagnosis.

» Analysis of the metabolome in serum and urine.

= Metagenomic analysis of fecal microbiota.

» Analysis of the effect of immunomodulatory
peptides secreted by the gut microbiota on mu-
cosal dendritic cells in IBD patients.

» Transcriptomics from biopsies and plasma-de-
rived extracellular vesicles as markers.

1.2. Epidemiology in IBD.

» Evaluation of the incidence of IBD in Spain.

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

1.3. Real world evidence studies to produce

knowledge about the effectiveness, safety and

use of therapeutic agents in IBD.

» International and national leadership on real
warld evidence studies.

» International collaborations in real world evi-
dence studies.

1.4. Strategies for patient selection and optimiza-
tion of treatment with anti-TNF drugs in patients
with IBD.

= |dentification of candidate genes to predict clini-
cal response to anti-TNF drugs.

» Correlation between serological levels of TNFa
and response to anti-TNF therapy.

» |dentification of the mechanism of anti-
body production against anti-TNF drugs, in
order to identify patients at higher risk of
immunogenicity.

» Evaluation of the influence of serum levels of
anti-TNF drugs and anti-TNF antibadies on
short- and long-term response, loss of re-
sponse and response to intensification of an-
ti-TNF therapy.

» Switching to biosimilar drugs.

» Immunomodulatory effect of the combination of
biologic drugs in IBD patients.

» |dentification of biomarkers of response to
treatment with biological drugs and tofac-
itinib in IBD using a proteomic and cytometry
approach, both in blood and intestinal tissue
(P118/00622).

1.5. Strategies for advanced therapies cycling.

» Discontinuation of anti-TNF drugs in IBD pa-
tients (P115/00560).

» |dentification of predictive biomarkers of re-
lapse after discontinuation of anti-TNF ther-
apy in IBD patients.

» (Coordination of international initiatives on
treatment cycling.
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1.6. Safety

» Safety during pregnancy and lactation (coordina-
tion of the national registry DUMBO (IC115/0083)

» Risk of thromboembolic eventsin patients treat-
ed with JAK inhibitors (P121/01086)

2. H. pylori infection

» Implementation Science and evaluation of clin-
ical practice: evidence based recommendations
on real routine practice.

» International coordination of the European Reg-
istry on H. pylori management, a prospective
study of clinical practice including 250 hospitals
of 29 European countries.

» International coordination of the World Registry
on H. pylori management, including hundreds of
hospitals from the 5 continents.

» Primary Care: Surveys on practitioners, evalua-
tion of clinical registries and development of dis-
semination programs.

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

» Effect of eradication treatment on intestinal mi-
crobiota.

» \/alidation of new diagnostic methods.

Major grants }

» Pérez Gisbert, Javier. Identificacion de biomar-
cadores de respuesta al tratamiento con far-
macos biolégicos en la enfermedad inflamatoria
intestinal mediante abordaje protedmico vy de
citometria de masas P118/00622. ISCIl. 2019-
20217.

» (Chaparro Sanchez, Maria. Comprehensive study
of mechanisms underlying inflammatory bowel
disease: a multi-omic approach of a newly diag-
nased cohort. PI19/01034. 1SCIIl. 2020-2022.

» (Chaparro Sanchez, Maria. Seguridad de los trat-
amientos para la enfermedad inflamatoria intes-
tinal durante el embarazo v la lactancia: impacto

en las madres y en los ninos (registro DUMBO).
ICI19/00083. 2020-2023.

Pérez Gisbert, Javier. Predictive biomarkers for
response to JAK-inhibitors and biologic therapies
in ulcerative calitis by a multi-omic approach.
Pfizer. 2019-2023.

Granted 2021:

Pérez Gisbert, Javier / Baldan Martin, Mont-
serrat. Effect of tofacitinib on coagulation and
platelet function, and its role in thromboembolic
events. Pfizer. Investigator Initiated Sponsored
Research. 20271.

Chaparro Sanchez, Maria / Pérez Gisbert, Javi-
er. Tofacitinib in ulcerative colitis: real world ev-
idence. (To-ReWard Study). Pfizer. Investigator
Initiated Sponsored Research. 2021.

Pérez Gisbert, Javier. Analysis Of The Effective-
ness And Safety Of Switching From Originator To
Biosimilar Adalimumab In Patients With Inflam-
matory Bowel Disease. Biogen. Investigator Ini-
tiated Sponsored Research. 2021.

Chaparro Sanchez, Maria. Estudio mecanistico
e identificacion de biomarcadores de respuesta
al tratamiento con farmacos biologicos v tofac-
itinib en la enfermedad inflamatoria intestinal
mediante abordaje multi-omico. Convocatoria
de proyectos de investigacion Intramurales Cl-
BERHD, ISCIIl. 2021-2023.

Pérez Gisbert, Francisco Javier. Riesgo trom-
botico en pacientes con colitis ulcerosa en trat-
amiento con inhibidores JAK: efecto sobre la
funcion plaquetaria y la cascada de coagulacion.
P121/01086. ISCIII. 2022-2024.

Palomino Pérez, Laura Maria. Estudio de la mi-
crobiota y afectacion de intestino delgado con
videocapsula endoscopica (VCE) en pacientes
con enfermedad injerto contra huésped (EICH).
Implicacion en el pronastico v estudio de viabili-
dady rentabilidad. Mutua Madrilena. 2021-2024.
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Nyssen OP, Bordin D, Tepes B, et al. European
Registry on Helicobacter pylori management
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pirical eradication prescription and outcomes of
5 years and 21 533 patients. Gut 70 (1): 40-54.
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gugnl-2020-321372.
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Clinical Practice Guidelines. V Spanish Consen-
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ENTS 13 (1). 2021. PMID: 33396719, IF: 5,717. DOI:
10.3390/nu13010098,

Caldas, Maria, Perez-Aisa, Angeles, Castro-Fer-
nandez, Manuel, et al. European Registry on Hel-
icobacter pylori Management: Effectiveness of
First and Second-Line Treatment in Spain. Antibi-
otics (Basel) 10(1). 2021. PMID: 33375717 1F: 4,639.
DOl 10.3390/antibiotics10010013.

Gisbert, Javier P. Rifabutin for the Treatment of
Helicobacter Pylori Infection: A Review. Patho-
gens 10 (1). 2021. PMID: 33379336. IF: 3,492. DOI:
10.3390/pathogens10010015.

Chaparro M, Garre A, Mesonero F, et al. Tofacitinib
in Ulcerative Colitis: Real-world Evidence From
the ENEIDA Registry. ] Crohns Colitis 15 (1): 35-42.
2021. PMID: 32969471 IF: 9,071. DOI: 10.1093/ec-
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@ Head of laboratory } Research interest ’

Although more than half of children diagnosed
with cancer survive, yet cancer remains the lead-
ing cause of death by disease in children under 14
years. The reality for patients with metastasis at
diagnosis or those who have genetic markers of
poor prognosis or in cases of relapsed / refrac-
tory tumors, is very negative. Therefore, new
treatment options are much needed to bail out all
these patients. Our interest is trying to develop
treatment strategies for children with poor prog-
nosis, based on strategies of immunotherapy
against cancer.

We propose to develop treatment strategies for
children with malignant tumors of poor prog-
nosis, based on the use of immune cells, able
to attack and kill the cancer cells. This is a pro-
ject that has both a clinical aspect and a pre-
clinical one, and which is oriented both towards
hematological malignancies and salid tumors.
For children with leukemia, we aim to evaluate
the administration of NK cells from the donor
1 month after receiving a haploidentical trans-
plantation. Our current experience has allowed
us toidentify that the reconstitution of an insuf-
ficient number of NK cells 1 month after trans-
plant is a factor significantly associated 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 antitumor capacity especially in
melanomas. It is the use of tumor infiltrating
lymphocytes (TILs) as an anti-tumor therapy.
This clinical investigation plan is accompanied
by a parallel experimental research plan, which
aims to prepare a product of cellular immuno-
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therapy able to overcome the barriers imposed
by the tumor on the effector cells, known as
tolerance. Of the various mechanisms known to
produce tolerance, we will begin to address the
soluble molecules that induce a decrease in the
cytotoxic capacity of both NK cells and TILs. We
aim at making effector cells resistant to the ac-
tion of these immunoregulatory molecules, and
also setting up protocols that may have imme-
diate clinical translation. These strategies of cell
manipulation want to be a proof of concept, and
therefore will be evaluated in preclinical models,
serving as a "master protocal” 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 prov-
en experience in the diagnosis and treatment
of childhood cancer, and in developing research
projects in advanced therapies applied to re-
fractory pediatric cancer, and the development
of clinical trials in pediatric 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 Immunatherapy. Tumor-infil-
trating lymphocytes (TILs).

Childhood leukemias.

Haematopoietic progenitor cell transplantation.
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The Group of Advanced Therapies in Oncohematol-
ogy of the Research Institute of the Hospital de la
Princesa has the mission of promoting clinical, epide-

miclogical and translational research in hematologic
malignancies.

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

The Group has a differential interest in:

» Epidemiological studies on chronic myeloid
leukemia.

» Study of the efficacy and safety of new drugs in
hematologic malignancies.

» Immunological and genetic studies in hemato-
logic malignancies.

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

» Analysis of infectious complications of BMT.

During the past 5 years, Dr. Steegmann has fo-
cused his clinical research activity in two fields.
The first, as Spanish IP of the European Leu-
kemia Net EUTOS projects, in epidemiological
studies and good clinical practice recommen-
dations. 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 mobile 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 cover all the hema-
tologic malignancies cared by our group. In this
regard the plan is to set studies of quality of life,
comorbidities , and pharmacalogy.



MEDICINE ]

Publications (16) ’

Cuesta-Mateos, Carlos, Juarez-Sanchez, Raquel,
Mateu-Albero, Tamara, Loscertales, Javi-
er, Mol, Wim, Terron, Fernando, Munoz-Calle-
ja, Cecilia. Targeting cancer homing into the
lymph node with a novel anti-CCR7 thera-
peutic antibody: the paradigm of CLL. MAbs
13 (1). 2021. PMID: 33944659, IF: 5,857. DOI:
10.1080/19420862.2021.1917484.

Vigon, Larena, Luna, Alejandro, Galan, Miguel, Rod-
riguez-Mora, Sara, Fuertes, Daniel, Mateos, Eleng,
Piris-Villaespesa, Miguel, Bautista, Guiomar, San
Jose, Esther, Rivera- Torres, Jose, Steegmann, Juan
Luis, de Ory, Fernando, Perez-Olmeda, Mayte, Al-
cami, Jose, Planelles, Vicente, Lopez-Huertas, Ma-
ria Rosa, Garcia-Gutierrez, Valentin, Coiras, Mayte.
Identification of Immunological Parameters as
Predictive Biomarkers of Relapse in Patients with
Chronic Myeloid Leukemia on Treatment-Free Re-
mission. ] Clin Med 10 (1). 2021. PMID; 33375572.
IF: 4,241.D0I: 10.3390/jcm 10010042,

Domingo-Domenech, E., Duarte, R. F, Boumedil, A,
Onida, F.,, Gabriel, I, Finel, H., Arcese, W., Browne, P,
Beelen, D., Kobbe, G., Veelken, H., Arranz, R., Greinix,
H., Lenhoff, S, Paire, X,, Ribera, J. M., Thoampson, J.,
Zuckerman, T, Mufti, G. J,, Cortelezzi, A., Olavarria,
E., Dreger, P, Sureda, A., Montoto, S. Allogeneic
hematopoietic stem cell transplantation for ad-
vanced mycosis fungoides and Sézary syndrome.
An updated experience of the Lymphoma Work-
ing Party of the European Society for Blood and
Marrow Transplantation. Bone Marrow Trans-
plant 56 (6): 1391-1401. 2021. PMID: 33420392. IF:
5,483. DOI: 10.1038/s41409-020-01197-3.

Richardson, Paul G, Oriol, Albert, Larocca, Alessan-
dra, Blade, Joan, Cavo, Michele, Rodriguez-Otero,
Paula, Leleu, Xavier, Nadeem, Omar, Hiemenz, John
W., Hassoun, Hani, Touzeau, Cyrille, Alegre, Adrian,
Paner, Agne, Maisel, Christopher, Mazumder, Am-
itabha, Raptis, Anastasios, Moreb, Jan S, Ander-

son, Kenneth C, Laubach, Jacob P, Thuresson, Sara,
Thuresson, Marcus, Byrne, Catriona, Harmenberg,
Johan, Bakker, Nicolaas A., Mateas, Maria-Victoria,
HORIZON OP-106 Investigators. Melflufen and
Dexamethasone in Heavily Pretreated Relapsed
and Refractory Multiple Myeloma. J Clin Oncol 39
(7): 757-. 2021. PMID: 33296242. IF: 44,544, DOI:
10.1200/]C0.20.02259.

Schjesvold FH, Richardson PG, Facon T, Alegre A,
Spencer A, Jurczyszyn A, Sunami K, Frenzel L, Min
CK, Guillonneau S, Lin PL, Le-Guennec S, Campa-
na F, van de Velde H, Bensfia S, Bringhen S. Isat-
uximab plus pomalidomide and dexamethasone
in elderly patients with relapsed/refractory
multiple myeloma: ICARIA-MM subgroup anal-
ysis. Haematologica 106 (4): 1182-1187. 2021.
PMID: 32586908. IF: 9,941.DOI: 10.3324/haema-
t0l.2020.253450.

Gomez Leon N, Aguado Moreno B, Herreras Pérez
M, Ledn Ramirez LF, Alegre A, Calletti PM, Rubel-
lo D, Carreras JL, Delgado Bolton RC. Agreement
Between 18F-FDG PET/CT and Whole-Body
Magnetic Resonance Compared With Skeletal
Survey for Initial Staging and Response at End-
of-Treatment Evaluation of Patients With Mul-
tiple Myeloma. Clin Nucl Med 46 (4): 310-322.
2021. PMID: 33534256. IF: 7,794. DOI: 10.1097/
RLU.0000000000003512.

Puig N, Hernandez MT, Rosinol L, Gonzalez E, de
Arriba F, Oriol A, Gonzalez-Calle V, Escalante F, de
la Rubia J, Gironella M, Rios R, Garcia-Sanchez R,
Arguinano JM, Alegre A, Martin J, Gutiérrez NC, Ca-
lasanz MJ, Martin ML, Couto MDC, Casanova M, Ar-
nao M, Pérez-Persona E, Garzon S, Gonzalez MS,
Martin-Sanchez G, Ocio EM, Coleman M, Encinas
C, Vale AM, Teruel Al, Cortés-Rodriguez M, Paiva
B, Cedena MT, San-Miguel JF, Lahuerta JJ, Bladé J,
Niesvizky R, Mateos MV. Lenalidomide and dex-
amethasone with or without clarithromycin in
patients with multiple myeloma ineligible for
autologous transplant: a randomized trial. Blood
Cancer J. 11 (5): 101-101. 2021. PMID: 34021118. IF:
11,037. DOI: 10.1038/s41408-021-00490-8.

LINE 3.4 ADVANCED THERAPIES IN ONCOHEMATOLOGY

HOSPITAL
UNIVERSITARIO
DE LA PRINCESA

INSTITUTO DE
INVESTIGACION D
SANITARIA

/187 /



ANNUAL
REPORT OF
SCIENTIFIC

ACTIVITY

/ 188 /

2021

Harrison SJ, Perrot A, Alegre A, Simpson D, Wang
MC, Spencer A, Delimpasi S, Hulin C, Sunami K,
Facon T, Vlummens P, Yong K, Campana F, Inchaus-
pé M, Macé S, Risse ML, van de Velde H, Richard-
son P. Subgroup analysis of ICARIA-MM study in
relapsed/refractory multiple myeloma patients
with high-risk cytogenetics. Br ] Haematol 194
(1): 120-131. 2021. PMID: 34036560. IF: 6,998. DOI:
10.1111/bjh 17499,

Kendler DL, Body JJ, Brandi ML, Broady R, Can-
nata-Andia J, Cannata-Ortiz MJ, EI Maghraoui A,
Guglielmi G, Hadji P, Pierroz DD, de Villiers TJ, Ebeling
PR, Rizzoli R. Osteoporosis management in hema-
tologic stem cell transplant recipients: Executive
summary. ] BONE ONCOL 28: 100361-100361.
2021. PMID: 33996429. IF: 4,072. DOI: 10.1016/].
jb0.2021.100361.

Palanques-Pastor, Tomas, Megias-Vericat,
Juan Eduardo, Martinez, Pilar, et al. Character-
istics, clinical outcomes, and risk factors of
SARS-COV-2 infection in adult acute myeloid
leukemia patients: experience of the PETHE-
MA group. Leuk Lymphoma 62 (12). 2928-
2938. 2021. PMID: 34292118. IF: 3,280. DOL
10.1080/10428194.2021.1948031.

Mateu-Albero, Tamara, Juarez-Sanchez, Raquel,
Loscertales, Javier, Mol, Wim, Terron, Fernando,
Munoz-Calleja, Cecilia, Cuesta-Mateos, Carlos.
Effect of ibrutinib on CCR7 expression and func-
tionality in chronic lymphocytic leukemia and its
implication for the activity of CAP-100, a nov-
el therapeutic anti-CCR7 antibody. Cancer Im-
munol Immunother 71 (3): 627-636. 2021. PMID:
34297159, IF: 6,968. DOI: 10.1007/500262-021-
03014-2.

Ravandi, Farhad, Roboz, Gail J.,, Wei, Andrew H,,
Dohner, Hartmut, Pocock, Christopher, Selleslag,
Dominik, Montesinos, Pau, Sayar, Hamid, Musso,
Maurizio, Figuera-Alvarez, Angela, Safah, Hana,
Tse, William, Sohn, Sang Kyun, Hiwase, Devendra,
Chevassut, Timothy, Pierdomenico, Francesca,
La Torre, Ignazia, Skikne, Barry, Bailey, Rochelle,
Zhong, Jianhua, Beach, C. L., Dombret, Herve. Man-
agement of adverse events in patients with acute
myeloid leukemia in remission receiving oral

[AREA 3 /ADVANCED THERAPIES AND INDIVIDUALIZED

azacitidine: experience from the phase 3 rand-
omized QUAZAR AML-001 trial. | Hematol On-
col 14 (1). 2021. PMID: 34454540, IF: 17,388. DOI:
10.1186/513045-021- 01142-x.

Gonzalez de Villambrosia, Sonia, Bastos, Mariana,
Menarguez Palanca, Javier, Gayoso Cruz, Jorge,
Navarro, Jose-Tomas, Tapia, Gustavo, Alvarez
Alonso, Sara, Martin, Alejandro, Blanco, Oscar,
Abrisqueta, Pau, Castellvi, Josep, Garcia-Noble-
jas, Ana, Arranz, Reyes, Adrados, Magdalena,
Lopez, Andres, Montes-Moreno, Santiago, Grp
Espanol linfomas Trasplante GE. BCL2 trans-
location in high grade B cell lymphoma (NOS,
DH/TH) is associated with reduced progres-
sion free survival. Leuk Lymphoma 63 (1): 101-
108. 2021. PMID: 34510996. IF: 3,280. DOI:
10.1080/10428194.2021.1975189.

Serra Lopez-Matencio, Jose M., Garcia de So-
ria, Valle Gomez, Gomez, Manuel, Alanon-
Plaza, Estefania, Munoz-Calleja, Cecilia,
Castaneda, Santos. Monitoring and safety of
CAR-T therapy in clinical practice. Expert Opin
Drug Saf. 2021. PMID: 34519234. IF: 4,250. DOI:
10.1080/14740338.2021.1979958.

Laracca, Alessandra, Leleu, Xavier, Touzeau, Cyrille,
Blade, Joan, Paner, Agne, Mateos, Maria-Victoria,
Cavo, Michele, Maisel, Christopher, Alegre, Adrian,
Orial, Albert, Raptis, Anastasios, Rodriguez-Ote-
ro, Paula, Mazumder, Amitabha, Laubach, Jacob,
Nadeem, Omar, Sandberg, Anna, Orre, Marie, Tor-
rang, Anna, Bakker, Nicolaas A., Richardson, Paul G.
Patient-reported outcomes in relapsed/refrac-
tory multiple myeloma treated with melflufen
plus dexamethasone: analyses from the Phase Il
HORIZON study. Br | Haematol 196 (3): 639-648.
2021. PMID: 34671975, IF: 6,998. DOI: 101111/
bjh.17887.

Abrisqueta, Pau, Loscertales, Javier, Jose Ter-
ol, Maria, et al. Real-World Characteristics
and Outcome of Patients Treated With Sin-
gle-Agent Ibrutinib for Chronic Lymphocyt-
ic Leukemia in Spain (IBRORS-LLC Study). Clin
Lymphoma Myeloma Leuk 21 (12): 985-999.
2021. PMID: 34511320. IF: 3,231. DOI: 10.1016/).
clml.2021.07.022.

LINE 3.4 ADVANCED THERAPIES IN ONCOHEMATOLOGY



MEDICINE ]

LINE 3.5 BIOLOGICAL, CELLULAR AND MOLECULAR MONITORING IN ONCOHEMATOLOGY

INSTITUTO DE
INVESTIGACION
SANITARIA
HOSPITAL
UNIVERSITARIO

DE LA PRINCESA

GROUP 45

Head of laboratory }

4
+M

saludhadrid

Fernandez Ruiz, Elena

Group members }

— (Carracedo Rodriguez, Maria Rosa
— Delgado Wicke, Pablot
— Santos Roncero, Santa Matilde

Research interest }

Chromosomal translocations and gene mutations
are frequently associated with the etiology of he-
matologic neoplasms. The JAK family of non-re-
ceptor tyrosine kinases (which comprises four
members: JAK1, JAK2, JAK3 and TYK2) are involved
in cytokine signaling on immune and hematopoi-
etic cells and are crucial to normal hematopoiesis
through the recruitment of downstream effectors
of cell proliferation and survival. Recently, it has
been reported that 10% of high risk pediatric acute
lymphoblastic leukemia (ALL) cases bear activat-
ed JAK2 mutations, and could be potential candi-
dates for JAK2 inhibitor therapeutic intervention.
Acute lymphoblastic leukemia (ALL) is the most

common neoplasm in childhood and although
most cases respond to treatment, 20% relapse,
shortening survival. Therefare, we analyzed high
risk ALL samples with next generation sequencing
(NGS) to determine the percentage of JAK-family
receptor mutations in the Spanish population. ALL
samples were obtained from hospitals through-
out the country. We found that mutations in TRP53
and JAK2 are independent prognostic biomarkers
in B-cell ALL. Furthermare, 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 susceptibility to
develop Abelson-induced B lymphoid leukemia/
lymphoma linked to a diminished cytotoxic capac-
ity of CD8+T, NK and NKT cells as a consequence
of IFN- gamma decreased production. Taken to-
gether, these data suggest that TYK2 deficiency
in humans is clinically silent, but could predispose
to tumor formation, and patients with leukemia
might be a target population in which TYK2 defi-
ciency is enriched. Given the importance of main-
taining 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 relevant. In this sense, it is necessary to
know the role of TYK2 in the immune system, both
in infection and neoplasia.
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» Fernandez Ruiz, Elena. Effect of TYK2 deficiency
in B Cell function: impact in lymphopraoliferative
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Lymphocyte migrationis involved in the pathogene-
sis of many diseases. Its control canstitutes a target
for different forms of immunotherapy. Conversely,
other forms of immunotherapy can affect lympho-
cyte migration, leading to secondary effects, either
desirable or not. Chemokines mediate recirculation

of lymphocytes. The chemokine receptor CCR7 is
involved in the homing of lymphocytes through sec-
ondary lymphoid organs (SLO) since access ta lymph
nade (LN) of naive T cells (TN), B-cells, dendritic cells
(DC), and central memory T-cells (TCM) is medi-
ated by CCR7, which recognizes the homeostatic

chemokines CCL19 and CCL21, two cognate ligands
known to be expressed in SLOs.

CCR7 also mediates the lymph node dissemination
of lymphoid malignancies and inflammatary cells.
CCR7 is highly expressed on different lymphoid
malignancies and several proofs of concept have
demanstrated the therapeutic benefit of targeting
either the malecule or the downstream signaling.

Allogeneic hematopaietic stem cell transplantation (al-
lo-HSCT) is potentially curative for many blood disor-
ders. However, it is often associated to post-transplant
complications, being some of the most common the
accurrence of graft-versus-host disease (GvHD) and
CMV reactivation. GvHD occurs after the recipient an-
tigens are recognized as foreign by donor naive T cells.
These antigens are presented in the context of the ma-
jor histocompatibility complex (MHC) of mature DCs of
the host or the donor, presentin the SLOs. Consequent-
ly, itis necessary for both donor T lymphocytes and DCs
toreach the SLOs through a homing migratory process,
whichislargely mediated by CCR7 and its ligands CCL19
and CCL21, as mentioned before. Alloantigens include
minor histocompatibility antigens (mHAgs), which arise
from nonsynonymous single nucleatide polymarphism
differences between donor and recipient. However, to
date only about 50 mHAgs have been reported.

Immune recavery after allo-HSCT is one of the most
important factors conditioning the outcome of this
therapeutic pracedure since it affects the incidence of
infections, GvHD and relapse. However, little is known
about the assaciation between the pattern of recon-
stitution of differentimmune cells and overall survival.

Dasatinib is a tyrosine kinase inhibitor used for the
treatment of chronic myeloid leukemia that has im-
munomodulatory effects, including a lymphocytosis
occurring in most patients that has been associated
to abetter outcome.
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Our group aims at three objectives:
Assessment of the efficacy of CCR7 immunotherapy.

1. We are testing humanized versions of anti-CCR7
antibodies to treat ex vivo different lymphoid
cancers, including B and T cell leukermias. We are
analyzing their complement dependent or cell de-
pendent cytolytic activity. Animal models of prima-
ry human T cell leukemias or GVHD are being used
to evaluate the in vivo efficacy of targeting CCR7.

2. ldentification of biomarkers of immune reconstitu-
tion that may be associated to CMV reactivation,
GvHD and overall survival after HSCT.

In a cohort of 300 patients who were treated at our
hospital with an allogeneic stem cell transplantation,
we have measured:

— Different T cell subsets including naive, stem cell-
like memory, central memory and effector memo-
ry, at different time points (30, 60, 90, 180 and 360
days post- transplant).

— The activation state of lymphocyte populations
weekly after HSCT and up to one year, based on
the expression of the activation markers HLA-DR,
CD25and NKG2C.

— CMV-specific response of the donor's T-cells,
based on their expression of Interferon- gamma
when co-cultured with CMV peptides.

We are analyzing the association between the
proportions and absolute numbers of the different
T subsets and different clinical variables such as
GVHD, CMV reactivation and overall survival.

Additionally, in collaboration with Dr. Catherine Wu
from Dana Farber Cancer Institute (Boston, MA), we
are studying the presence of tissue-specific mHAgs,

which could act as predictive biomarkers of GVHD de-
velopmentand severity.

3. Characterization of the immunomodulatory ef-
fects of dasatinib.

Here, we follow the hypothesis that adhesion and/
or transmigration of lymphocytes across the HEV
barrier may be impaired after dasatinib treatment.

We have performed severalin vitro and in vivo exper-
iments, including homing and egress assays, as well
as intravital microscopy on popliteal lymph nodes,
in order to address whether dasatinib has direct ef-
fects on the adhesive and migratory abilities of T and
B lymphocytes. We are currently verifying our find-
ings on human chronic myeloid leukemia patients.
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» Munoz Calleja, Cecilia. Influencia de la recon-
stitucion inmunitaria en el resultado final del
trasplante de progenitores hematopoyeéticos
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distintas subpoblaciones leucocitarias CCR7+ en
la patogenesis de la leucemia linfocitica cronica
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lidad diagnostica y terapéutica. PI21/01803. 1S-
Clll. 2022-2024.

» Munoz Calleja, Cecilia. Impact of the tyrosine ki-
nase inihibitor disatinib on lymphoid tissue mi-
croenvironment and tumor cell niche. Fundacion
San Salvatore. 2021-2023.
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Research interest }

Intracoronary imaging is an area of intense clini-
cal research for our group. As previously described,
these technigues provide unigue insights an the
pathaophysiology of stent failure but also of vulner-
able coronary plaques (thin-cap fibroatheroma,
plaque erosion, calcified coranary nodules). New

technological advancements on optical coherence
tomography (OCT) and high-resalution intravascu-
lar ultrasound (IVUS) are currently being evaluated
by our group. Moreover, we are developing different
“translational” research initiatives with the group of
Nanomaterials for Bio- imaging from the Material
Physics Department of the Universidad Autonoma
de Madrid, to develop bio-functionalized particles
(gold-NanoShells) to target specific molecules on the
arterial wall surface (molecular imaging).

Our group is collaborating and developing several
translational research initiatives with the Department
of Immunology of our center and the CNIC (Centro Na-
cional de Investigaciones Cardiovasculares). We are
looking for molecules promoting the expression of an-
ti-inflammatory transcription factors involved in the
development of clinical and subclinical atherasclerosis.
We are also searching for novel circulating microRNAs
involved in the development of acute coronary syn-
dromes and myocarditis.

Members of the group working in the Intensive Care
Department are analyzing the pathophysiology
and therapeutic alternatives in patients with acute
respiratory distress. Likewise, research on optimal
ventilation strategies in COVID-19 patients is cur-
rently ongoing,

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

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

In the same lines, in 2021 we were awarded by the
ECAM (Ensayo Clinico Aleatarizado Multicéntrico)
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domized clinical trial. The BA-SCAD (Betablockers
and Antiplatelet agents in patients with Sponta-
neous Coronary Artery Dissection) is a pragmatic,
open-label, investigatars™ promoted, randomized
clinical trial, assessing the value of betablockers
and antiplatelet drugs in this elusive clinical entity. A
total of 60 Spanish University sites are participating
in this large randomized clinical trial.
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CARE. 2021. PMID: 34846982. IF. 3,077. DOL
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@ Head of laboratory } Research interest ’

Suarez Fernandez, Carmen

Group members }

Aguilar Mulet, Juan Mariano
Caballero Sanchez-Robles, Maria
Paloma

Casado Escribano, Pedro Pablo
Curbelo Garcia, José Juan

del Arco Galan, Carmen

Friera Reyes, Alfonsa

Garcia Polo, lluminada

Gil Martinez, Paloma Maria
Gonzalez Molina, Maria del Pilar
Gullén Ojesto, Alejandra

Ibanez Sanz, Patricia
Moldenhauer Diaz, Fernando
Parra Caballero, Pedro

Real de Asiia Cruzat, Diego

Roy Vallejo, Emilia
Ruiz-Giménez Arrieta, Nuria
Sanchez Moreno, Beatriz

Vinuesa Sebastian, Maria Mercedes

Von Wernitz Teleki, Andrés Carlos

Cardiovascular diseases (CVD) are the main cause
of mortality in developed countries. The preva-
lence and incidence of CVD are increasing. There
are a great variety of new cardiovascular drugs that
are targeted to dyslipidaemia, arterial and venous
thrombosis and diabetes, and can madify the natu-
ral history of CVD.

Age is an important determinant of arterial and
venoues outcomes. However, usual clinical prac-
tice in a general setting reveals a disproportion-
ately low use of cardiovascular medications and
intensive treatment in elderly patients that could
otherwise benefit from their use. On the other
hand, there probably is an excessive use of these
medications in patients with cognitive impairment
and short life expectancy. There is not enough in-
formation about cardiovascular therapies in very
elderly patients with multiple comarbidities/dis-
eases.

The purpose of this group is:

1. Toinvestigate the efficacy of new cardiovascular
treatments in different settings

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

3. To describe the natural history of CVD in very el-
derly patients (over 90).

———————
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Major grants }

» Real de Asua Cruzat, Diego / Suarez Fernandez,
Carmen. Estudio de los mecanismos protecto-
res frente al desarrollo de hipertension arterial
en adultos con sindrome de Down P119/00634.
ISCIII. 2020-2022.

» Real de Asua Cruzat, Diego. ICOD: Improving
Cognition in Down syndrome. ICOD: 899986.
Comision Europea. 2021-2025.

Granted 2021:

» Real de Asta Cruzat, Diego. Analysis of the im-
mune response before and after vaccination
against SARS-CoV-2 in adults with Down syn-
drome. Fundacion Jerome Lejeune. 2021- 2023.

» Sanchez Mareno, Beatriz. The utility of brain
computed tomography for the diagnosis and
tracking of Alzheimer's disease in adults with
down syndrome. Fundacion Jerome Lejeune.
2021-2023.
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cisco Javier Lucas, Tejedo, Alfons Aguirre, Garcia,
Angel Garcia, Grinspan, Martin Ruiz, Roca, Ferran
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Factors, Clinical Characteristics, and Outcomes
of Spontaneous Pneumothorax in Patients With
Coronavirus Disease 2019 A Case-Control, Emer-
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gency Medicine-Based Multicenter Study. Chest
159 (3): 1241- 1255. 2021. PMID: 33227276 IF:
9,410.DQI: 10.1016/j.chest.2020.11.013.

Fragiel, Marcos, Miro, Oscar, Llorens, Pere, et al.
Incidence, clinical, risk factors and outcomes
of Guillain-Barre in Covid-19. Ann Neurol 89 (3);
598-603. 2021. PMID: 33295021. IF: 10,422. DOI:
10.1002/ana.25987.

Diab Caceres L, Giron Moreno RM, Garcia Castillo E,
Pastor Sanz MT, Olveira C, Garcia Clemente M, Nie-
to Royo R, Prados Sanchez C, Caballero Sanchez P,
Olivera Serrano MJ, Padilla Galo A, Nava Tomas E,
Esteban Peris A, Fernandez Velilla M, Torres MI, An-
cochea Bermudez ). Effect of Sex Differences on
Computed Tomography Findings in Adults With
Cystic Fibrosis: A Multicenter Study. Arch. Bron-
coneumol. 57 (4): 256-263. 2021. PMID: 32107115.
IF: 4,872.D0I: 10.1016/j.arbres.2019.12.028.
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10.1038/541371-021-00498-4.

Ayala Gutiérrez MDM, Rubio-Rivas M, Rome-
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ID-19 as Risk Factors for Poor Outcomes: Data
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10.3390/jcm 10091844,

Real de Asua D, Fins JJ. Should healthcare workers
be prioritised during the COVID-19 pandemic? A
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2021. PMID: 33910974. IF: 2,916. DOI: 10.1136/me-
dethics-2020-107050.
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quency of five cardiovascular/hemostatic entities
as primary manifestations of SARS-CoV-2 infec-
tion: Results of the UMC-19-S 2. Int. J. Cardiol. 330:
268-272. 2021. PMID: 33529670. IF: 4,164. DOI:
10.1016/jJjcard.2021.01.051.
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L, Herreros B. Do internists know what limitation
of therapeutic effort means? Rev Clin Esp 221 (5):
274-278. 2021, PMID: 32414562, IF: 1,556. DOI:
10.1016/).rce.2020.01.005.

Rubio-Rivas, Manuel, Corbella, Xavier, Formiga,
Francesc, et al. Risk Categories in COVID-19 Based
on Degrees of Inflammation: Data on More Than
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Registry. | Clin Med 10 (10). 2021. PMID: 34065316.
IF: 4,247, DOI: 10.3390/jcm 10102214,

Coll-Vinent B, Varona M, Martin A, Carbajosa J,
Sanchez J, Tamargo J, Cancio M, Sanchez S, Del Arco
C, Mir6 O, Rios J, Garcia A, Fernandez-Simén A, Mi-
ota N, Suero C, EMERG-AF investigatars (Appendix
1). Association between acute heart failure and
major cardiovascular events in atrial fibrillation
patients presenting at the emergency depart-
ment: an EMERG-AF ancillary study. Eur | Emerg
Med 28 (3): 210-217. 2021. PMID: 33323724. IF:
2,799. D0OI: 10.1097/MEJ.O000000000000779.
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Receptor Blockers Withdrawal Is Associated
with Higher Mortality in Hospitalized Patients
with COVID-19. | Clin Med 10 (12). 2021. PMID:
34204014, IF: 4,241, DOI: 10.3390/)cm 101226 42.

Rodriguez-Serrano DA, Roy-Vallejo E, Zurita Cruz
ND, et al. Detection of SARS-CoV-2 RNA in se-
rum is associated with increased mortality risk
in hospitalized COVID-19 patients. Sci Rep 117 (1):
13134-13134. 2021, PMID: 34162948. IF: 4,380.
DOI: 10.1038/541598-021-92497-1.
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rol Pharmacogenetic Dosing Algorithm versus
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(13).2021. PMID: 34209131. IF: 4,241.DOI: 10.3390/
Jcm10132949.

Ramos-Martinez, Antonio, Parra-Ramirez, Lina
Marcela, Morras, Ignacio, et al. Frequency, risk
factors, and outcomes of hospital readmissions
of COVID-19 patients. Sci Rep 11 (1). 2021. PMID:
34215803. IF: 4,380. DOI: 10.1038/541598-021-
93076-0.

Morillo R, Jiménez D, Bikdeli B, Radriguez C, Tenes
A, Yamashita Y, Morimoto T, Kimura T, Vidal G,
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vestigators. Refinement of a modified simplified
Pulmonary Embolism Severity Index for elderly
patients with acute pulmonary embolism. Int. J.
Cardiol. 335: 111-117. 2021. PMID: 33621625. IF:
4,164, DOI: 10.1016/).jjcard.2021.02.039.

Blanco Portillo A, Garcia-Caballero R, Real de Asta
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ical conflicts for Spanish internists?. Rev Clin Esp
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Hervas C, Somovilla A, Gago-Veiga AB, Alonso J,
Del Arco C, Vivancos J, Quintas S. Headache Histo-
ry-Taking in an Emergency Department: Impact
Evaluation of a Training Session. Pain Med 22 (8):
1864-1869. 2021. PMID: 33769531. IF: 3,750. DO
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Real De Asua, Diego, Mayer, Miguel A, del Carmen
Ortega, Maria, Borrel, Jose M., de Jesus Bermejo,
Teresa, Gonzalez-Lamuno, Domingo, Manso, Cor-
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Huls, Anke, Sherman, Stephanie L., Strydom, Andre,
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21 Res Soc COVID-1. Comparison of COVID-19 and
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Clin Med 10 (16). 2021. PMID: 34442043, IF: 4,241,
DQI: 10.3390/jcm10163748.

Maria Mostaza, Jose, Suarez, Carmen, Maria Cepe-
da, Jose, Manzano, Luis, Sanchez, Demetrio, PER-
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Miré O, Jiménez S, Mebazaa A, Freund Y, Buri-
lo-Putze G, Martin A, Martin-Sanchez FJ,
Garcia-Lamberechts EJ, Alguézar-Arbé A, Jacob
], Llorens P, Pifera P, Gil VV, Guardiola J, Cardozo
C, Modol Deltell JM, Tost J, Aguirre Tejedo A, Pa-
lau-Vendrell A, LLauger Garcia L, Adroher Munoz
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incidence, risk factors, clinical characteristics,
and outcome. Eur. Heart J. 42 (33): 3127-3142.
2021. PMID: 34164664, IF: 29,983. DOI: 10.1093/
eurheartj/ehab314.

Diab Caceres L, Giron Moreno RM, Caballero
Sanchez-Robles P. Cystic Fibrosis: Quality of Life
and Radiological Monitoring. Arch. Bronconeumol.
57 (9): 563-564. 2021. PMID: 33441238 IF: 4,872,
DOl 10.1016/j.arbres.2020.12.004.

Costa, Ramon, de Asua, Diego Real, Gullon, Alejan-
dra, De Miguel, Rosa, Bautista, Azucena, Garcia,
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Carmen, Moldenhauer, Fernando, Castan, Santos.
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Score in Adults With Down Syndrome. ] Clin Den-
sitom 24 (4): 630-637. 2021. PMID: 33618949, IF:
2,617.D0I: 10.1016/),jocd.2021.11.010.
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Esteba-Castillo, Susanna, Garcia-Alba, Javier, Rod-
riguez-Hildago, Emili, Vaquero, Lucia, Novell, Ra-
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Miguel. Proposed diagnostic criteria for mild
cognitive impairment in Down syndrome popula-
tion. ] APPL RES INTELLECT 35 (2): 495-505. 2021,
PMID: 34693611.IF: 2,700. DOI: 10.1111/jar12959.

\Jarona, Mercedes, Coll-Vinent, Blanca, Martin, Al-
fonso, Carbajosa, Jose, Sanchez, Juan, Tamargo,
Juan, Cancio, Manuel, Sanchez, Susana, del Arco,
Carmen, Rios, Jose, Fernandez-Simon, Amparo, Or-
maetxe, Jose M., Suero, Coral, EMERG-AF Investi-
gators. Factors associated with poor prognosis in
patients with atrial fibrillation: An emergency de-
partment perspective the EMERG-AF study. Am. J.
Emerg. Med. 50: 270-277. 2021. PMID: 34418718.
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— Ruiz Lopez, Marta

— Sanchez Alcalde, Rosa Maria

— Sanchez Gomez, Luis Maria

— Sierra Garcia, Maria Belén

Research interest }

Ourinvestigation 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 Maorbimartality and control of CVRF implementa-
tion of an adaptation of a GPC RCV" under analysis
and a doctoral thesis and "A Clinical Trial Of Twa Ed-
ucational Strategies In Cardiovascular Health In Child
Population (SAVINHEARTS)" assessment received
CAIBER number extramurales2010 10 projects and
has generated twa publications. In analysis of the
primary 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 re-
fractory. Ministry funding for non-commercial clin-
ical 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 ISCIII Cardiovascular
Diseases Network and the Hospital 12 October
through " CARDIORISK / MAPAPRES Project" and |
am a member of the international group RISC (re-
search in insulin resistance).

We promoate 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
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based on BP measured in the medical consulta-
tion and based on self-measurement of BP in the
patient's hame" 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 trial led to the fixed-dose com-
bination of drugs for secondary prevention of IHD.
Over the next five years, thanks to the experience
gained in these projects, we plan to start a project
assessment tool doctor-patient communication
addressed to the measurement and control of
RCV, besides analyzing and publishing the results
of studies launched over the years and continue to
cooperate with other groups of the Institute.

Major grants ’

« Novella Arribas, Blanca. Utilizacién de un modelo
innovador basado en comunidad, para el manejo
y el seguimiento por personal de salud no meé-
dico (PSNM) para mejorar la conciencia, el tra-
tamiento y el control de la Hipertension Arterial
(HTA). AC19/00112. 1SCIII. 2020-2022.
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Abad Perez, Daniel, Garcia Polo, lluminada, Rod-
riguez Salvanes, Francisco Jose, Bellisco Rancal,
Sara, Ibanez Sanz, Patricia, Suarez Fernandez,
Carmen. Sustained-release isosorbide mononi-
trate as adjuvant treatment in isolated systolic
hypertension in the elderly. | Hum Hypertens 36
(2): 163-170. 2021. PMID: 33850272. IF: 3,012. DOI:
10.1038/541371-021-00498-4.

Serrano-Aguilar P, Gutierrez-lbarluzea |, Diaz P, et
al. Postlaunch evidence-generation studies for
medical devices in Spain: the RedETS approach
to integrate real-world evidence into decision
making. Int | Technol Assess Health Care 37 (1).
2021. PMID: 33942712, IF: 2188. DOI: 10,1017/
S0266462321000295.

Sanchez-Gomez LM, Polo-deSantos M, Pi-
nel-Gonzalez A, Oreja-Guevara C, Luengo- Matos
S. Systematic review of the safety and effec-
tiveness of peripheral neurostimulation of the
sphenopalatine ganglion for the treatment of re-
fractory chronic cluster headache. Neurologia 36
(6): 440-450.2021. PMID: 29338934, IF: 3,109. DOI:
10.1016/}.nr.2017.11.002.
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Research interest }

Our group has been working on the study of
HIV infection for more than 20 years. We have
participated in several clinical trials and inter-
national research projects. Currently, we con-
tinue working in the Research Network on AIDS

(CoRIS) collecting data for epidemiological stud-
ies from HIV-infected patients who come to our
clinic for the first time, and periodically sending
blood samples to the Biobank Network of AIDS,
for 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 far HIV,
including the combination of twa drugs Dolute-
gravir and lamivudine for naive and experienced
patients, and the new maturation inhibitor in a
very early phase. These trials beganin 2019 and
will last two years.

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

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

In this sense, and also in a multicentre group, we
are studying the impact of sustained viral re-
sponse in cardiovascular risk and inflammation
markers, as well as its impact in appearance of
liver cancer and cancer survival.
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Galvan-Roman JM, Rodriguez-Garcia SC,
Roy-Vallejo E, et al. IL-6 serum levels predict se-
verity and response to tocilizumab in COVID-19:
An observational study. ] Allergy Clin Immunol
147 (1): 72-.2021. PMID: 33010257, IF: 10,793. DOI:
10.1016/jaci.2020.09.018,

Escudero-Sanchez, Rosa, Ruiz-Ruigomez, Maria,
Fernandez-Fradejas, Jorge, Garcia Fernandez, Ser-
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guez Hernandez, Maria Jesus, Merino De Lucas, Es-
peranza, Martin Segarra, Oriol, Saez Bejar, Carmen,
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Francisco, Cobo Reinoso, Javier. Real-World Expe-
rience with Bezlotoxumab for Prevention of Re-
currence of Clostridioides difficile Infection. J Clin
Med 10 (1). 2021. PMID: 33374989. IF: 4,241, DOI:
10.3390/jcm10010002.

Kolodziejczak, Michalina, Gil, Lidia, de la Camara,
Rafael, Styczynski, Jan, Infect Dis Working Pa, Eu-
ropean Soc Blood & Marrow Tran. Impact of donor
and recipient Epstein-Barr Virus serostatus on
outcomes of allogeneic hematopoietic cell trans-
plantation: a systematic review and meta-anal-
ysis. Ann Hematol 100 (3): 763- 777. 2021. PMID:
33491135, IF: 3,673. DOI: 10.1007/s00277-021-
04428-9.

Cesaro, Simone, Tridello, Gloria, Knelange, Nina Si-
mone, et al. Impact of early candidemia on the
long-term outcome of allogeneic hematopoietic
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stem cell transplant in non-leukemic patients: an
outcome analysis on behalf of IDWP-EBMT. Bone
Marrow Transplant 56 (7): 1563-1572. 2021. PMID:
33514919. IF: 5,483. DOI: 10.1038/541409-021-
01212-1.
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Study Group. Self-rated health among people liv-
ing with HIV in Spain in 2019: a cross-sectional
study. BMC Infect Dis 21 (1): 129-129. 2021. PMID:
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05815-3.

Passweg, Jakab R., Baldomero, Helen, Chaban-
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ester, Arjan C.,, Mohty, Mohamad, de Latour, Regis
Peffault, Snowden, John A., Yakoub-Agha, Ibrahim,
Kroeger, Nicalaus, European Soc Blood Marrow
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row Transplant 56 (7): 1651-1664. 2021. PMID:
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Grp, GEHEP 011 Study Grp. Liver Stiffness-
Based Strategies Predict Absence of Variceal
Bleeding in Cirrhotic Hepatitis C Virus- Infected
Patients With and Without Human Immunode-
ficiency Virus Coinfection After Sustained Viro-
logical Response. Clin Infect Dis 72 (5): 96-102.
2021. PMID: 33211801. IF: 9,079. DOI: 10.1093/
cid/ciaal726.
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Research interest }

MicroRNAs (miRNAs) are a family of endog-
enous, small, noncoding RNA malecules that
modulate physiological and pathological pro-

cesses by post-transcriptional inhibition of
gene expression. Recent studies have also be-
gun to reveal that altered miRNA expression
profiles may be associated with pathological
processes within the lung and lead to the de-
velopment of various pulmonary diseases,
ranging from inflammatory diseases to lung
cancers. Also miRNAs are pivotal to both adap-
tive and innate immunity, with regulatory ef-
fects on cell differentiation and immunological
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 imprave 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 mole-
cules in cell receptor signalling cascades. In ad-
dition, some miRNAs have been identified as key
players in modulating the immune response to
severe bacterial infection, by controlling neutro-
phil activation and recruitment and the chem-
otactic signal that initiates the inflammatory
process. Moreover, several studies have estab-
lished the utility of circulating miRNAs in the
diagnosis of sepsis and in various specific in-
fections (e.g. HIV, viral hepatitis or tuberculosis).
However, there is limited scientific literature on
the usefulness of these molecules as prognosis
markers in CAP.

We aim to explore the role of different miRNAs in
CAP and their role in the regulation of the inflam-
matory response in CAP patients.
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miRNAs and Lung cancer:

The search for a biomarker that enables optimiz-
ing the early diagnosis of lung cancer is a pending
challenge. The adequate management of a poten-
tially malignant solitary pulmonary nodule in early
stages is especially important in fragile and elderly
patients. It is also important to use non-aggres-
sive techniques to obtain good quality samples of
deep breath. Exhaled breath condensate (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 de-
termination 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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Elena, Vega-Piris, Lorena, Lagares, Alfonso, Ove-
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PMID: 34521058. IF: 2,937 DOL: 10.1016/j.ye-
beh.2021.108284.

Magueda Gonzalez R, Cerdan Santacruz C, Garcia
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JM, Fernandez Jiménez G, Martin-Pérez E. Proc-
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Research interest }

A great interest in the role of human microbiome
in health and disease exists due to the accessi-
bility of high throughput sequencing methods.
Several studies indicate that the human microbi-

ome may contribute to the regulation of multiple
neuro-chemical and neuro-metabolic pathways
through a complex series of highly interactive and
symbiotic host-microbiome signaling systems that
mechanistically interconnect the gastrointestinal
tract, skin, liver, and other organs with the central
nervaus system. Several studies suggest that the
stomach contains an unexpected diversity of mi-
croorganisms but their relationship with Helicobac-
ter pylori, and with other human diseases is not well
established.

H. pylori infects 50% of the population world-
wide and colonizes the gastric mucosa causing
many gastrointestinal diseases such as severe
gastritis, peptic ulcer disease, gastric cancer
and gastric mucosa-associated lymphoid tissue
(MALT) lymphoma. It is identified as a Group |
carcinogen by the International Agency for Re-
search on Cancer of the World Health Organi-
zation. Several treatment regimens have been
used to eradicate this microorganism. Resist-
ance 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) techniques capable of praviding
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an accurate diagnosis in respiratory samples.
However, SARS-CoV/-2 has also been detected
in other types of samples such as blood. As-
sessment of cammercial RT-PCR techniques
in serum and plasma samples has been one of
the aims of our group, which has provided sat-
isfactory results. We performed a multidiscipli-
nary 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 biomarkers such as SEIMC score, in-
terleukin-6, or lymphopenia.

This group includes members of the Microbiology
Department with interest in diagnosis and treat-
ment of several infectious diseases caused by
pathogens such as fungi, Mycobacterium spp or
CMV, as well as in infections in cystic fibrosis pa-
tients. Since March 2020, a huge interest in SARS-
CoV-2 infection 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 po-
tential therapeutic applications. (2) Detection of
antimicrobial resistance in H. pylori (national and
international surveys) and molecular methods
for detection of clarithromycin resistance and
heteroresistance. (3) Study of the in vitro activi-
ty of wine phenalic compounds against H. pylori.
(4) Determination of the role of Non-Tuberculous
Mycobacteria on the development of several dis-
eases. (5) Detection of SARS-CaV-2 viremia as a
marker to identify patients who are at risk of de-
veloping severe COVID-19 and mortality.
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Galvan-Roman JM, Rodriguez-Garcia SC, Roy-Valle-
jo E, et al. IL-6 serum levels predict severity and
response to tocilizumab in COVID-19: An obser-
vational study. | Allergy Clin Immunal 147 (1): 72-.
2021. PMID: 33010257. IF: 10,793. DOI: 10.1016/).
jaci.2020.09.018.
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and Oxidative Stress Induced by Helicobac-
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PMID: 34208004. IF: 6,312. DQI: 10.3390/anti-
0x10060943.
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2021. PMID: 34183279. IF: 1,500. DOI: 10.1016/).
anpedi.2021.05.014.
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sape, C, Oliver, A, GEMARA-SEIMC REIPI Pseu-
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susceptibility phenotypes from whole genome
sequence resistome analysis. Clin. Microbiol. In-
fect. 27 (11): 1631- 1637. 2021. PMID: 34015532,
IF:8,067.DOI: 10.1016/}.cmi.2021.05.011.

Silvan JM, Guerrero-Hurtado E, Gutiérrez-Docio A,
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guez Al. Olive-Leaf Extracts Modulate Inflamma-
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Research interest }

Our line of clinical research is focused on the de-
velopment of innovative cancer therapies. We
have contributed to the clinical evaluation of ne-
oadjuvant Pertuzumab, currently the standard of
therapy in HER2+ breast cancer, or Neratinib in
advanced HER2+ breast cancer. We have evaluat-
ed in phase | and phase Il trials novel drugs such
as Nintedanib or Dovitinib, and monoclonal anti-
bodies such as Durvalumab. We have developed
medical and surgical protocols for lung, breast and
pancreatic cancers.

Our line of translational research is focused on the
discovery of biomarkers for assessing the effects
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of anticancer immunotherapy and biomarkers of
cancer, including an immunophenotype profile in
patients with advanced cancer and the rare dou-
ble amplification of FGFR-1 and CCDN1 in breast
cancer. By using a systems biology approach, we
are clustering breast cancer into subtypes defined
by biologic features that constitute therapeutic

targets.
Major grants ’

» Colomer Basch, Ramon. Un nuevo papel tu-
morogenico de la Sintasa de Acidos Grasos re-
lacionado con el compartimiento de células T
tumorales. PI20/01458. 1SCIII. 2021-2023.

Granted 2021:

« Romero Laorden, Nuria. Caracterizacion evolu-
tiva del fenotipo inmune en cancer de prostata
metastasico. PI21/01111 ISClIl. 2022-2024.

» Romero Laorden, Nuria. Biomarcadores asocia-
dos al huésped en cancer de prostata: estudio
multi-cohorte en 3 etapas. Mutua Madrilena.
2021-2024.
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2. Long-termresultsin total hip arthroplasty
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Research interest ’

This group is focused on four research lines:

1. ldentification of clinical and Biological Mark-
ers as risk and predictive factors in Prostate
Cancer.

a. Cooperative projects with Fundacion Centro
Nacional de Investigaciones Oncologicas (CNIO) to
determine the prognostic value of expression of
molecular markers in patients with high-risk local-
ized prostate cancer (REf CaPr-HLP-RT-01/ Pl 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-RTCTCG-01/PI 197). Results present-
ed in abstract form in JROBP 2019. Manuscript in
preparation.

c. IRONMAN-ES: "Estudio prospectivo observa-
cional de parametros clinicos y biomarcadores en
cancer de prostata avanzado en hospitales de Es-
pana"; in colabaration 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
optimum duration of androgen deprivation
alongside high-dose radiotherapy in local-
ized intermediate and high-risk PCa patients
("Phase Ill Trial comparing Long-Term Versus
Short-Term Androgen Deprivation Combined
With High-Dose Radiotherapy For Localized
Prostate Cancer: GICOR Protocol DARTO1/05".
EudraCT 2005-000417-36 ClinicalTrials.gov,
number NCT02175212). 5-year data reported
in Lancet Oncol 2015 and In ] Radiat Oncol Biol
Phys 2016. Substudy analysis of prognostic
and predictive value of Testosterone nadir is
angoing.
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b. Collaboration with the ICECaP Working Group,
a multidisciplinary team of academic cancer re-
searchers from the Dana-Farber Cancer Insti-
tute-Harvard Medical School:

— "Intermediate Clinical Endpoints In Cancer Of The
Prostate (ICECaP) Initiative", a Meta-analysis.
Published in JCO 2017.

— "Event-Free Survival, a PSA-Based Composite
Endpaint, is Not a Surrogate for Qverall Survival
in Localized Prostate Cancer". Sent to publication.

c¢. Participation in 6 Randomized Phase Il clinical
trials in several treatment and disease scenari-
o0s: localized-high risk prostate cancer, prostate
cancer without metastasis with biochemical
failure after radical treatment, in MO castration
resistant prostate cancer and in metastatic pros-
tate cancer (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 actively
worked in Intensity Modulated Radiation Treat-
ment - Image Guided Radiotherapy (IMRT-1G-
RT) 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:

— Design and implementation of a Phase Il clinical
trial: Dose Intensification With a Focal Boost to
Dominant Intraprostatic Lesion Using VVolumetric
Modulated Arc Therapy /Image Guided Radio-

[AREA 3 /ADVANCED THERAPIES AND INDIVIDUALIZED

therapy in Patients With Lacalized Prostate Can-
cer, Protocal ID: CaP-VMAT-DIL. ClinicalTrials.gov
Identifier: NCTO3030625. Active recruitment.

— Participation in a Phase Il clinical trial: Tratam-
lento de las Oligo-metastasis de Cancer de
Prostata Mediante SBRT- Codigo SBRT-5G 05.
NCT02192788.

STAGE: Recruitment completed.

— Participation in a Phase Il clinical trial
EC/2018/0130PEACE V/STORM: A rand-
omized phase Il trial for the Salvage Treat-
ment of OligoRecurrent nodal prostate cancer
Metastases (STORM).PROMOTOR: Ghent
University. GICOR

4. Multi-Institutional Data Base Register in
PCa:

— National Register of Prostate Cancer Treated
with Radiotherapy (RECAP)

— EORTC research project 1822 E*-RADIatE - Oli-
goCare: A pragmatic observational cohort study
to evaluate radical radiotherapy for oligo-met-
astatic 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 contin-
ue to study the optimal sequence of treatment
concerning tumor control, bladder preservation,
quality of life and efficient delivery. The results
have been presented in international meetings
and reparted in indexed journals.

b. Collaboration- inclusion in clinical trial of Ra-
dio.lImmunotherapy in this context. "Eficacia del
atezolizumab con radioterapia concomitante en
pacientes con cancer de vejiga musculo-invasi-
vo."Code: SOGUG-2017-A-IEC(VEJ)-4EudraCT:
2018-004348-47
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Publications (7) »

Resina Sierra, Elena, Miranda Garcia, Pablo, Adra-
dos, Magdalena, Santander Vaquero, Cecilio. Pe-
dunculated mucosa-associated lymphoid tissue
(MALT) Ilymphoma causing gastric outlet ob-
struction. Rev Esp Enferm Dig 113 (12): 842-843.
20271, PMID: 34315221, IF: 2,086. DOI: 1017235/
reed.2021.8204/2021.

Zilli T, Dirix B, Heikkila R, Liefhooghe N, Siva S,
Gomez-Iturriaga A, Everaerts W, Otte F, Shelan M,
Mercier C, Achard V, Thon K, Stellamans K, Moon
D, Conde-Moreno A, Papachristofilou A, Scorsetti
M, Guckenberger M, Ameye F, Zapatero A, Van De
Voorde L, Lopez Campos F, Counago F, Jaccard M,
Spiessens A, Semac |, Vanhoutte F, Goetghebeur E,
Reynders D, Ost P. The Multicenter, Randomized,
Phase 2 PEACE V- STORM Trial: Defining the
Best Salvage Treatment for Oligorecurrent Nod-
al Prostate Cancer Metastases. Eur Urol Focus 7
(2): 241-244.2021. PMID: 33386290. IF: 5,996. DOI:
10.1016/).euf.2020.12.010.

Roch, M., Zapatero, A, Castro, P, Hernandez, D,
Chevalier, M., Garcia-Vicente, F. Dosimetric impact
of rectum and bladder anatomy and intrafrac-
tional prostate motion on hypofractionated pros-
tate radiation therapy. Clin. Transl. Oncol. 23 (11):
2293-2301. 2021. PMID: 33913091. IF: 3,405. DOL
10.1007/512094-021-02628-3.

Zapatero A, Alvarez A, Guerrero A, Maldonado X,
Gonzalez San Segundo C, Cabeza MA, Martin de
Vidales C, Solé JM, Pedro Olivé A, Casas F, Bolad-
eras A, Vazquez de la Torre ML, Vara S, Calvo FA.
Prognostic value of testosterone castration lev-
els following androgen deprivation and high-
dose radiotherapy in localized prostate cancer:
Results from a phase lll trial. Radiother Oncol 160:
115-119. 2021. PMID: 33964325. IF: 6,280. DO
10.1016/j.radonc.2021.04.018.

Gonzalez de Villambrosia, Sonia, Bastos, Maria-
na, Menarguez Palanca, Javier, Gayoso Cruz, Jorge,

|

Navarro, Jose-Tomas, Tapia, Gustavo, Alvarez Alon-
so, Sara, Martin, Alejandro, Blanco, Oscar, Abris-
queta, Pau, Castellvi, Josep, Garcia-Noblejas, Ana,
Arranz, Reyes, Adrados, Magdalena, Lopez, Andres,
Montes-Moreno, Santiago, Grp Espanol linfomas
Trasplante GE. BCL2 translocation in high grade B
cell lymphoma (NOS, DH/TH) is associated with
reduced progression free survival. Leuk Lympho-
ma 63 (1): 101-108. 2021. PMID: 34510996.
IF: 3,280. DOI10.1080/10428194.2021.1975189.

Zapatero, Almudena, Maldonado Pijoan, Xavier,
Gomez-Caamano, Antonio, Pardo Masferrer, Jose,
Macias Hernandez, \Victor, Hervas Moron, Asuncion,

Munoz Garcia, Julia Luisa, Palacios Eito, Amalia, An-
guita-Alonso, Paloma, Gonzalez-Junco, Cristina,
Lopez Torrecilla, Jose. Health-related quality of
life in men with localized prostate cancer treated
with radiotherapy: validation of an abbreviated
version of the Expanded Prostate Cancer Index
Composite for Clinical Practice in Spain. Health
Qual Life Outcomes 19 (1). 2021. PMID: 34563208,
IF: 3,186. DOI: 10.1186/512955-021- 01856-7.

Jimenez-Heffernan, Jose A., Gordillo, Carlos H,,
Caldas, Maria, Valdivia-Mazeyra, Mariel, Adrados,
Magdalena. Cytological features in ascitic flu-
id of well-differentiated papillary mesotheli-
al tumour. CYTOPATHOLOGY 33 (2); 253-256.
2021. PMID: 34806791. IF: 2,073. DOI: 101111/
cyt.13078.
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Research interest }

Advances in head and neck cancer include new knowl-
edge on etiology and progress on organ preservation
treatments modalities. Head and neck cancer (HNC) is
mainly related to smoking, however, another risk factor,
the human papillomavirus (HPV), has emerged in recent
years. HPV related carcinoma constitutes a distint enti-
ty which presents in young adults, not heavy smokers,
usually presenting as regionally advanced disease and

with better prognosis, probably due to their different
molecular profile. In the other hand, organ preservation
with chemoradiation is feasible in locally advanced head
and neck cancer without compromising survival.

Our group pursues four lines of investigation: 1) Mon-
itor the evalving incidence of HPV-induced OPSCC in
our region and identify new malecular mechanisms
in these tumors, related to increased radiosensitivi-
ty. For the next years we are planning to expand this
research, analyzing all patients with oropharyngeal
cancer treated from 2011 to 2015 from six large hos-
pitals in Madrid and studying the percentage of HPV
positive. Thus, we will have a clear picture of the inci-
dence of oropharyngeal cancer related to HPV infec-
tion in our region. We have applied for a grant to study
the gene expression profile of HPV positive and HPV
negative aropharyngeal cancer, with potentialimplica-
tions on treatment chaices. 2) Advance in organ pres-
ervation treatment in locally advanced head and neck
within a multidisciplinary approach of chemotherapy,
radiotherapy and inmunotherapy. We will participate
in phase lll, randomized, study of the effects of leuko-
cyte 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 chemoradiation, such as mu-
cositis and xerostomia. Our multicentric phase |l study
on the benefit of Clonidine for the prevention of oral
mucasitis in head and neck cancer patients has com-
pleted 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
mandibular recanstruction 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
ENT. department, and the Radiology department to
establish which patients undergoing a conservative
treatment need to be operated.
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Munoz-Guerra MF, Rodriguez-Campo FJ, Escori-
al-Hernandez V, Brabyn PJ, Fernandez- Dominguez M,
Naval-Gias L. The minimally invasive arthroscopic an-
terior myotomy in the treatment of internal derange-
ment of the temporomandibular joint. A detailed
description of the surgical technique. ] Stomatol Oral
Maxillofac Surg 122 (1): 50-55. 2021. PMID: 32376499,
IF:1,569. DOI: 101016/} jormas.2020.04.006.

Rubio-Bueno P, Hernando G, Capote-Moreno A, Lan-
dete P, Wix R, Penaloza A, Rocio E, Zamora E, Soriano JB,
Naval-Gias L. A one-arm surgical trial of obstructive
sleep apnea (OSA) patients before and 12 months
after Bilateral Internal Ramus Distraction of the
mandible (BIRD). Sleep Med 80: 57-65. 2021. PMID:
33567348.1F: 3,492.D0I: 10.1016/)sleep.2021.01.025.

Munoz-Guerra MF, Rodriguez-Campo FJ, Escori-
al-Hernandez V, Brabyn PJ, Fernandez- Dominguez

M, Naval-Gias L. Is There a Relationship Between
Age, Personal Factors or Surgical Findings, and
Outcome After Temporomandibular Joint Arthros-
copy? ] Oral Maxillofac Surg 79 (5): 1000-1008.
2021. PMID: 33434521, IF: 1,895. DOL: 10.1016/j.
joms.2020.12.016.

Saiz-Radriguez M, Valdez-Acosta S, Borabia AM,
Burguefio M, Galvez-Mgica MA, Acero J, Cabaleiro T,
Munoz-Guerra MF, Puerro M, Llanos L, Martinez-Pérez
D, Ochoa D, Carcas AJ, Abad-Santos F. Influence of
Genetic Polymorphisms on the Response to Trama-
dol, Ibuprofen, and the Combination in Patients With
Moderate to Severe Pain After Dental Surgery. Clin
Ther 43 (5): 86-102. 2021. PMID: 33812699, IF: 3,396.
DOI: 10.1016/j.clinthera.2021.03.005.

Carrato, A, Cerezo, L., Feliu, J., Macarulla, T, Mar-
tin-Perez, £, \era, R, Alvarez, J, Botella-Carretero, J. I.
Clinical nutrition as part of the treatment pathway of
pancreatic cancer patients: an expert consensus. Clin.
Transl. Oncol. 24 (1): 112-126. 20271, PMID: 34363594,
IF: 3,405.D0I: 101007/512094-021-02674-X.
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Research interest ’

Our group focused on different research areas. tive 5-phosphodiesterase inhibitors in patients with

ED and DM. We have determined plasma proteome
Erectile dysfunction: Endothelial dysfunction is  of patients with DM and the effect of vardenafil ad-
one of the first symptoms of erectile dysfunction ~ ministration in the expression of proteins related to
(ED) and is closely related to atherosclerosis and  inflammatory oxidative stress and cellular homeo-
risk factors such as diabetes mellitus (DM), both of ~ stasis. We have observed a significant negative cor-
them characterized by inflammatory and oxidative  relation between plasma levels of betatropomyosin
advanced state. Vardenafil is one of the more effec- ~ and IIEF-EF score. Elevated levels of beta-tropomyo-
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sin in plasma indicate cell damage and loss of cellu-
lar regenerative capacity.

Urothelial cancer. Exosomes extracellular vesicles
are potent intercellular mediators containing mem-
brane and cytosolic proteins, MRNA and specific
miRNA, which in turn can be obtained from fluids

such as urine. We have analyzed urinary exosomas,

mIiRNA and protein content in order to find diagnos-
tic markers for bladder urathelial cancer. Some of the
miRNAs that are involved in tumor cell proliferation,
inhibition of tumor suppressor genes, activation of
EMT and metastatic state, are significantly reduced
in urinary exosomes from patients with bladder
urothelial carcinoma and may be useful as non-inva-
sive diagnostic 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.

Publications (2) »

de la Cruz, Julia E., Fernandez, Inmaculada,
Sanz-Miguelanez, Juan Luis, Fernandez- Apari-
cio, Tomas, Sanchez-Margallo, Francisco Miguel,
Soria, Federico. Assessment of the Grades of
Vesicoureteral Reflux in Stented Ureters: An
Experimental Study. Urol Int 105 (7-8): 554-
559, 2021. PMID: 33951641, IF: 2,089. DO
10.1159/000515613.

Sanchez-Azofra, Maria, Fernandez, Inmacula-
da, Garcia-Buey, Maria L., et al. Hepatocellular
carcinoma risk in hepatitis C stage-3 fibrosis
after sustained virological response with di-
rect-acting antivirals. Liver Int 41 (12): 2885-
2891. 2021. PMID: 34392590. IF: 5,828. DOl
10.1111/1iv.15032.
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