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Prologue

Valdecilla Biomedical Research Institute
Santander, Spain




The Marqués de Valdecilla Research Institute (IDIVAL) is an organisation based in Cantabria
promating excellence in research, particularly in the Marqués de Valdecilla University Hospi-
tal. IDIVAL follows the Spanish model for Health Research Institutes proposed by the Carlos
Il Health Institute, which encourages translational research as a basis for improving patient
care.

Translational research in the Valdecilla setting is carried out by doctors in collaboration with
laboratory researchers. This interaction is a key element in developing healthcare of the hi-
ghest level. Mareaver, research requires highly qualified professionals with advanced knowle-
dge in disease. Following these principles, IBIVAL fosters collaborative teams comprised of
basic and clinical researchers both from academia and the healthcare environment who are
able to transform their discoveries into practical solutions for patients, and ultimately ensure

that these discoveries are translated into benefits of the day-to-day medical practice.
Research and innovation are also a driving force for economic and social development. IDI-
VAL's commitment to our society is based on increasing knowledge about disease in order to
not only to apply this knowledge, but to also transform our productive model into a model at
least partially centred around the generation of knowledge.

The Marqués de Valdecilla University Hospital, together with the Medicine Faculty of the Uni-
versity of Cantabria, make up IDIVAL and the origin of translational research in Cantabria.
Both seek to transform our region by impraving the efficiency and quality of clinical and
translational research and converting knowledge into an economic and sacial driving force.

Maria Luisa Real Gonzalez
Minister of Health of the Government of Cantabria
President of the Board of IDIVAL
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Nane of IDIVAL's achievements in its short yet fruitful existence can be credited to this Mana-
ging Director of the Marqués de Valdecilla University Hospital, who has only held the position
fora few months at the time of writing. To give some examples, in 2015 IDIVAL produced more
than 400 indexed publications (half of which were from the first quartile), had nearly 40 active
or granted research projects and participated in over 100 clinical trials. Promoting research
is ane of the marks of IDIVAL, as evidenced by the eight grant programmes open last year.
The results of IDIVAL in a region of such a small size are undoubtedly commendable, but we
should alsa see impraving them as a goal. Therefore, in addition to strengthening initiatives
with proven results, we have to continue taking steps to boost innovation and the external
appeal of IBIVAL. For example, we need to imprave how we capture research projects, not
only in numbers but in quality and internationalisation and attract more truly competitive
clinical trials, in phases 1 and 2. Innavative proposals already under way such as the EVALTEC
programme, evaluation of new technologies, support for specific curricular development of
medical residents who choose this hospital with a number below one hundred, or support
for capturing new Heads of Department with proven track records not only demonstrate the
renewed commitment of IDIVAL to innavation, but contribute to reinforcing the innate philo-
sophy of the haspital since its first manager, the renowned Wenceslao Lopez Albo, to try to
attract the best talent. Only through work coordinated with the University of Cantabria, the
Virtual Hospital or institutions such as the IBBTEC will it be possible to achieve these ambi-
tious goals.

Julio Pascual Gomez
Manager of the Marqués de Valdecilla University Hospital

Valdecilla Biomedical Research Institute

Santander, Spain

Throughout 2015, IDIVAL started its undertaking as an accredited Research Institute, achie-
ving a number of important results:

- The total volume of publications continues to increase significantly, as does their qua-
lity, with a natable presence of publications in first decile or first quartile magazines
(those considered as the best and mast difficult) led by IDIVAL researchers.

- It has reached unprecedented success in being granted resources through the call for
projects of excellence of the ISCIII; thus IBIVALis the only accredited research institute
in Spain that has managed to receive support for two different integrated projects of
excellence.

- In collabaration with the University of Cantabria, it has put out a call for predoctoral
research training, allocating funds to finance seven positions.

- It announced a call for research projects for young researchers, receiving a total of
around 20 projects; after external evaluation, it granted funding for five projects by
novice researchers.

- It has continued the call for post-MIR training grants through the call known as Post-
MIR Valdecilla contracts (ex - Lopez Albo).

These successes should not let us forget our ongoing commitments, such as:

- Capturing European projects.

- Consolidating research groups in areas with great clinical activity.

- Capturing and consaolidating researchers of excellence.

- Publications led by IDIVAL researchers in magazines of excellence.
Management and staff at IDIVAL are committed to promoting initiatives to improve these
areas in order to support researchers.

Miguel Angel Piris
Scientific Director of IDIVAL
Head of the Anatomical Pathology Department

Marqués de Valdecilla University Hospital
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Valdecilla

Valdecilla is the unifying mark that Ramon Pelayo
de la Torriente, Marquis de Valdecilla left on the
institutions that came to be during his marquessate:
the Marqués de Valdecilla University Hospital, the
Marqués de Valdecilla Research Institute (IDIVAL),
and the Valdecilla Virtual Hospital, which today
maintains the innovative, cross-disciplinary and
philanthropic spirit with which it was created.
The innovative spirit of the Valdecilla mark is
particularly evident in IDIVAL, conceived with the
goal of promoting RED in the field of biomedical
sciences at the Marqués de Valdecilla University
Hospital with the contribution of the University
of Cantabria, placing it at a level of national and
international excellence.

IDIVALwas conceived at the end of 2013 through an
agreement between the Government of Cantabria
and the University of Cantabria, as the heir of
the Marqués de Valdecilla Training and Research
Institute (IFIMAV).IFIMAV was established in 2002
as aresearch management unitwithin the Marqués
de Valdecilla Foundation and evolved following the
model of health research institutes and in line with
the points set out in Royal Decree 339/2004 of 27
February. Therefore, the constitution of IDIVAL
implies strong support of its founding institutions,
the University of Cantabria and the Government
of Cantabria for health research in the Valdecilla
setting.

Taking over from IFIMAV, IDIVAL was launched in
2014 to harmoniously integrate basic, clinical and
public health research, encouraging translational
research and promoting a better transfer of the
scientific progress obtained in addressing the
most prevalent health problems.

Valdecilla Biomedical Research Institute
Santander, Spain



GOVERNANCE AND
ADVISORYBODIES

IDIVALis governed in accordance with its by-laws
in the Official Gazette of Cantabria (BOCNo.7 of 13
January 2014),by a Board, an Executive Committee,
aManagement Director,a Scientific Director and its
own consulting bodies: Internal Scientific Council
and External Scientific Council, appointed by the
Board.

It is also advised by the Clinical Research Ethics
Committee of Cantabria and the Bioethics

| |
C itt t the Uni ity of Cantabria i
Organisational S oty of cnatrs
research and animal research, respectively
Structure

Clinical Research
Ethic Committee

Senior Consulting Operations
Management bodies

Valdecilla Biomedical Research Institute
Santander, Spain




THE BOARD OF IDIVAL

In accordance with the IBIVAL by-laws published in the Official Gazette of Cantabria of 13 January 2014, the
board is the highest governing body of IDIVAL and has the highest level of representation. Among its functions
are approving the budget, the action plan and the annual report of the Institute as well as appointing the direc-
tars and members of advisory badies. In 2015, the Board was made up of the following individuals:

President:

D2. Maria Luisa Real Gonzalez.

MINISTER OF HEALTH AND SOCIAL SERVICES OF THE GOVERNMENT OF CANTABRIA.

Vice-president:

D.José Carlos Gomez Sal.
DEAN OF THE UNIVERSITY OF CANTABRIA

Chairs:

D. Angel Pazos Carro.

AssISTANT DEAN OF RESEARCH AND KNOWLEDGE
TRANSFER. UNIVERSITY OF CANTABRIA

D@. Maria de la Cruz Reguera Andrés.
(GENERAL SECRETARY. MINISTRY OF HEALTH.

D. Maria Antonia Mora Gonzalez.

GENERAL DIRECTOR OF PLANNING AND HEALTHCARE
MINISTRY OF HEALTH.

D.Julio Pascual Gomez.

MANAGING DIRECTOR OF THE MARQUES DE VALDECILLA
UNIVERSITY HOSPITAL.

D.Javier Le6n Serrano.

PROFESSOR IN THE DEPARTMENT OF MOLECULAR BioLoay.
UNIVERSITY OF CANTABRIA DIRECTOR OF THE INSTITUTE OF
BIOMEDICINE AND BIOTECHNOLOGY OF CANTABRIA.

D. Manuel Gémez Fleitas.

DEPARTMENT HEAD. GENERAL SURGERY DEPARTMENT.
MARQUES DE VALDECILLA UNIVERSITY HOSPITAL.
PROFESSOR IN THE DEPARTMENT OF MEDICINE AND
SURGERY. UNIVERSITY OF CANTABRIA

D. Pedro José Prada Gomez.

DePARTMENT HEAD. RADIATION ONCOLOGY DEPARTMENT.
MARQUES DE VALDECILLA UNIVERSITY HOSPITAL

D.José Antonio Riancho Moral.

SECTION HEAD. INTERNAL MEDICINE DEPARTMENT.
MARQUES DE VALDECILLA UNIVERSITY HOSPITAL.
PROFESSOR IN THE DEPARTMENT OF MEDICINE AND
PsycHIATRY. UNIVERSITY OF CANTABRIA

D. Daniel Casanova Rituerto.

SECTION HEAD. GENERAL SURGERY DEPARTMENT. MARQUES
DE VALDECILLA UNIVERSITY HOSPITAL. PROFESSOR IN THE
DEPARTMENT OF MEDICINE AND SURGERY. UNIVERSITY OF

CANTABRIA

D.Javier Crespo Garcia.
HEAD OF THE DIGESTIVE SYSTEM DEPARTMENT. MARQUES

DE VALDECILLA UNIVERSITY HOSPITAL.

PROFESSOR IN THE DEPARTMENT OF MEDICINE AND

SURGERY. UNIVERSITY OF CANTABRIA

D. Luis Martinez Martinez.

HEAD OF THE MICROBIOLOGY DEPARTMENT. MARQUES DE
VALDECILLA UNIVERSITY HOSPITAL. TENURED PROFESSOR
IN THE DEPARTMENT OF MOLECULAR BioLOGY. UNIVERSITY
oF CANTABRIA

D.José Antonio Amado Sediaris.

SECTION HEAD OF THE ENDOCRINOLOGY DEPARTMENT.
PROFESSOR IN THE DEPARTMENT OF MEDICINE AND

PsycHIATRY. UNIVERSITY OF CANTABRIA

Secretary, non-board:
D.Joaquin Caydn de las Cuevas.
HEeAD oF THE LEGAL COUNSEL OFFICE OF THE MINISTRY OF HEALTH

The Board members were renewed in 2015. The IDIVAL Board met twice in 2015. At these meetings, the audited
accounts and annual repart for 2014 and action plans and budget for 2016 were approved.

Valdecilla Biomedical Research Institute
Santander, Spain

DELEGATED COMMITTEE

President:

Julio Pascual Gomez

ORGANISATIONAL STRUCTURE
Governance And Advisory Bodies

PRESIDENT ACCORDING TO THE BY-LAWS AS MANAGING DIRECTOR OF THE MARQUES DE VALDECILLA UNIVERSITY HOSPITAL.

Chairs:

D. Angel Pazos Carro.

AssISTANT DEAN OF INVESTIGATION AND KNOWLEDGE
TRANSFER. UNIVERSITY OF CANTABRIA REPRESENTATIVE OF
THE UNIVERSITY OF CANTABRIA.

D?. Maria de la Cruz Reguera Andrés.
(GENERAL SECRETARY. MINISTRY OF HEALTH.

D.Maria Antonia Mora Gonzalez.

GENERAL DIRECTOR OF PLANNING AND HEALTHCARE
MINISTRY OF HEALTH.

D.José Antonio Riancho Moral.

SECTION HEAD. INTERNAL MEDICINE DEPARTMENT.
MARQUES DE VALDECILLA UNIVERSITY HOSPITAL.
REPRESENTATIVE OF THE UNIVERSITY OF CANTABRIA.
PROFESSOR IN THE DEPARTMENT OF MEDICINE AND
PsycHIATRY. UNIVERSITY OF CANTABRIA.

D. Luis Martinez Martinez.

HEAD OF THE MICROBIOLOGY DEPARTMENT. MARQUES DE
VALDECILLA UNIVERSITY HOSPITAL. TENURED PROFESSOR
IN THE DEPARTMENT OF MOLECULAR BloLoGY. UNIVERSITY
oF CANTABRIA REPRESENTATIVE OF THE HEALTHCARE
ADMINISTRATION.

Valdecilla
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EXTERNAL SCIENTIFIC COUNCIL

The External Scientific Council contributes as a scientific advisor in achieving the scientific excellence pursued
by IDIVAL. The External Scientific Council offers opinions at the request of the Board or the Directorate of IDIVAL
and advises an the evaluation of the Institute’s activity.

The current Council was appointed in 2009 as the advising body of the now defunct IFIMAV. Since then, some
changes to its roster have been made. The appointment of its members was endorsed by the IDIVAL Board in its
meeting on 25 February 2014, through a proposal from the management at IDIVAL. It is made up of the following
individuals:

President:
Angel Carracedo Alvarez.
PROFESSOR OF LEGAL MEDICINE. UNIVERSITY OF SANTIAGO DE COMPOSTELA.

Chairs:
Ana Maria Zubiaga Elordieta. Juan Bernal Carrasco.
PROFESSOR OF GENETICS AT THE UNIVERSITY OF BASQUE PROFESSOR OF RESEARCH OF THE SUPERIOR COUNCIL
COUNTRY, FACULTY OF SCIENCE AND TECHNOLOGY. OF SCIENTIFIC RESEARCHERS (CSIC), DIRECTOR OF THE
DEPARTMENT HEAD OF GENOMICS OF THE UPV/EHU. DEPARTMENT OF ENDOCRINE AND NERVOUS SYSTEM
. PATHOPHYSIOLOGY. ALBERTO SOLS INSTITUTE OF
Francesc Graus Ribas. BIOMEDICAL RESEARCH.
HeAD ofF THE NEUROLOGY DEPARTMENT. HoSPITAL CLINIC
OF BARCELONA. UNIVERSITY OF BARCELONA. IDIBAPS. Miguel Delgado Rodriguez.
. PROFESSOR OF PREVENTATIVE MEDICINE AND PUBLIC
Francisco Mora Teruel. HEALTH. UNIVERSITY OF JAEN.
PROFESSOR OF HUMAN PHYSIOLOGY IN THE FACULTY OF
MEDICINE AT THE COMPLUTENSE UNIVERSITY OF MADRID. Rafael Canton Moreno.
PROFESSOR OF MOLECULAR PHYSIOLOGY AND BIoPHYSICS HEAD OF THE MICROBIOLOGY DEPARTMENT OF THE
IN THE FACULTY OF MEDICINE AT THE UNIVERSITY OF lOWA. RAMON Y CAJAL HOSPITAL. ASSOCIATE PROFESSOR OF THE
Lo i DEPARTMENT OF MICROBIOLOGY, FACULTY OF PHARMACY.
Jordi Vila Estapé. COMPLUTENSE UNIVERSITY MADRID.
HEAD OF THE BACTERIOLOGY DEPARTMENT. HOSPITAL
CLINIC OF BARCELONA. PROFESSOR OF MICROBIOLOGY. Xosé Ramon Bustelo.
AUTONOMOUS UNIVERSITY OF BARCELONA. CRESIB. DIRECTOR OF THE GENOMICS AND PROTEOMICS UNIT.
. , CENTRE OF CANCER INVESTIGATION. CSIC-UNIVERSITY OF
Miguel L6pez-Botet Arbona. SALAMANCA.

PROFESSOR OF IMMUNOLOGY, POMPEU FABRA UNIVERSITY.
José Carlos Florez.

Josep M. Grinyo. ASSISTANT PHYSICIAN IN MEDICINE. DIABETES UNIT/
SENIOR CLINIC. UNIVERSITY OF BELLVITGE. UNIVERSITY OF CENTRE FOR HUMAN GENETIC RESEARCH. MASSACHUSETTS
BARCELONA. GENERAL HOSPITAL. ASSOCIATE PROFESSOR. HARVARD

MEDIcAL ScHooL.

In the meeting that took place in 2015, the activity and the financial reports of 2014 and the budget and action
plan of 2015 were reviewed. In addition, the Council assessed the monitoring undertaken by the Consalidated
and Emerging Groups.

Valdecilla Biomedical Research Institute
Santander, Spain

ORGANISATIONAL STRUCTURE
Governance And Advisory Bodies

INTERNALSCIENTIFIC COUNCIL

The Internal Scientific Council is presided aver by the Scientific Director of IDIVAL and is made up of researchers
appainted by the Board. The Internal Scientific Council of IDIVALwas formed based on a proposal by the Scien-
tific Birector for the Board at a meeting on 25 February 2014, thus retaining the Internal Scientific Council of the
now defunct IFIMAV.

Itis made up of the following individuals:

President:
Miguel Angel Piris.

SCIENTIFIC DIRECTOR OF IDIVAL. HEAD OF THE PATHOLOGICAL ANATOMY DEPARTMENT.
MARQUES DE VALDECILLA UNIVERSITY HOSPITAL.

Chairs: Luis Martinez Martinez.

Manuel Arias Rgdriguez_ COORDINATOR OF THE INFECTIOUS DISEASES AND IMMUNE

SyYSTEM AREA. HEAD OF THE MICROBIOLOGY DEPARTMENT.

MARQUES DE VALDECILLA UNIVERSITY HOSPITAL. TENURED
PROFESSOR OF THE DEPARTMENT OF MOLECULAR BI0OLOGY.
UNIVERSITY OF CANTABRIA .

COORDINATOR OF THE ORGAN AND TISSUE TRANSPLANT
AND NEW THERAPIES AREA. HEAD OF THE NEPHROLOGY
DEPARTMENT. MARQUES DE VALDECILLA UNIVERSITY
HosPITAL. PROFESSOR OF THE DEPARTMENT OF MEDICINE
AND PsYCHIATRY. UNIVERSITY OF CANTABRIA. José Antonio Riancho Moral,
Benedicto Crespo Facorro. COORDINATOR OF THE METABOLISM, DISEASES OF AGEING
AND LIFESTYLE HABITS AREA. SECTION HEAD. INTERNAL
MEDICINE DEPARTMENT. MARQUES DE VALDECILLA
UNIVERSITY HOSPITAL. PROFESSOR OF THE DEPARTMENT OF
MEDICINE AND PSYCHIATRY. UNIVERSITY OF CANTABRIA.

COORDINATOR OF THE NEUROSCIENCE AREA. SECTION
HEAD. PSYCHIATRY DEPARTMENT. MARQUES DE VALDECILLA
UNIVERSITY HOSPITAL. PROFESSOR OF THE DEPARTMENT OF
MEDICINE AND PSYCHIATRY. UNIVERSITY OF CANTABRIA.

Miguel Angel Lafarga Coscojuela.

REPRESENTATIVE OF THE UNIVERSITY OF CANTABRIA.
PRoOFESSOR OF ANATOMY AND CELLULAR BioLoGY.
UNIVERSITY OF CANTABRIA .

José Luis Fernandez-Luna.

CoORDINATOR OF THE CANCER AREA. HEAD OF THE
MOLECULAR GENETICS AREA. MARQUES DE VVALDECILLA
UNIVERSITY HOSPITAL.

Maria Amor Hurlé Gonzalez.

REPRESENTATIVE OF THE UNIVERSITY OF CANTABRIA.
PROFESSOR OF PHARMACOLOGY. UNIVERSITY OF
CANTABRIA.

Javier Llorca Diaz.

COORDINATOR OF THE CROSS-DISCIPLINARY AREA.
PROFESSOR OF PREVENTATIVE MEDICINE AND PUBLIC
HEALTH. UNIVERSITY OF CANTABRIA.

Valdecilla
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Valdecilla, and in a broader sense, the entire
biomedical environment of Cantabria, is able to
develop its work with elements to support the

S u p p 0 rt to research that unites IDIVAL's Central Support

Research Unit. This Unitis organised into six areas:
R h Project Area,Training and Methodological Support
esea rc ers Area, Clinical Trial Area, Technological Support

Area, Innovation Area and General Services Area.

Valdecilla Biomedical Research Institute
Santander, Spain




THE IDIVALBUILDING
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IDIVAL has its own facilities, located within the physical
setting of the Marqués de Valdecilla University Hospital.
The IDIVAL building measures 3,000 m2. Located inside
the building are most services of the Central Support
Research Unit, as well as laboratory spaces for IDIVAL
groups and meeting rooms. In 2015 the laboratary area
was extended to house the Neuroimaging Laboratory.

GENERALSERVICES AREA

Coordinator
Julio Muela Carriles (IDIVAL)

Technicians:

Accounting: Javier Arce Saiz (IDIVAL)
Human Resources: Aroa Sanz Carreira (IDIVAL)

Personnel Administrator:

Billing: Laura del Rio Celis (IDIVAL)
Human Resources: Maria José San Emeterio (IDIVAL)
Registrar: Elena Calvo (IDIVAL)

Valdecilla Biomedical Research Institute
Santander, Spain

The General Services Area of IDIVAL brings together the
resources needed far the cross-cutting management and
support of the other areas at IDIVAL.

PROJECTS AREA

Technicians

Beatriz Garcia Gonzalez (IDIVAL)
Raquel Leal Garcia (IBIVAL)
Charo Gonzalez Cabria (IDIVAL)
Lorena Agiiero Cobo (IDIVAL)

INNOVATION AREA

Research Results
Transfer Office:

Patricia Zorrilla de la Fuente (IDIVAL)

Innovation Unit

Sandra Ahedo Gonzalez-Zabaleta (IDIVAL)
Laura Herrero Urigiien (IDIVAL)
Paloma Glez Alvarez (IDIVAL)

® (XX
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RESEARCHER SUPPORT SERVICES
Unidad Central de Apoyo

The Projects Area at IDIVAL brings together the resour-
ces needed to manage the grants promoted by IDIVAL
itself as well as the application, execution and justifica-
tion of both public and private funds at the disposal of
the IBIVAL research groups.

IBIVAL has an Innovation Area, which forms part of the ITE-
MAS Platform of the Carlos Ill Health Institute (ISCIII). It also
includes a Results Transfer Office (OTRI), which is part of the
OTRI network.

This area aims to promote, enhance and disseminate re-
search results amangst society, encouraging the interaction
of researchers with the corporate and social environment, the
management of its patents and business creation. It carries
out actions for the promotion of innovative culture, research
and evaluation of technological solutions, preparation and
drafting of R&D projects and the search for funding, as well
as all activities needed to ensure that the R&D results from
IDIVAL research groups and researchers from the Cantabria
Health Services reach saciety through public-private partner-
ships.

TRAINING AND METHODOLOGY
SUPPORT AREA

IDIVAL, as part of its goal to strengthen and facilitate
scientific training associated with research, provides li-
brary support ta researchers and promotes, coordinates
and performs training activities in this area throughout
the year.

Valdecilla

Sanitaria
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“Marquesa de Pelayo” Library

Librarian:
Mario Corral Garcia (IDIVAL)

Administrators:

Rafael Lavin (HUMV)
M2 del Carmen Fuente (HUMV)

CLINICALTRIALAREA

Valdecilla Biomedical Research Institute
Santander, Spain

The “Marquesa de Pelayo” Library, located in the Mar-
qués de Valdecilla University Hospital, is an information
and documentation service that aims to offer Cantabria
Healthcare Services personnel and all those with access
to an updated callection to assist in maintaining the qua-
lity and improving the perfarmance of its research func-
tions, teachers and assistants.

The Library opened its doors in 192g thanks to the patro-
nage of Ms. Marfa Luisa Gomez de Pelayo. Since its inau-
guration, ithas been considered ane of the best specialist
biomedicine libraries in our country. The library, in addi-
tion to supporting the care services of the Marqués de
Valdecilla University Hospital personnel, also helps tea-
chers and students at the School of Nursing, the School of
Medicine and in general, healthcare professionals. Both
the library collections and the different services offered
by the library are available to any clinician, teacher or re-
searcher needing to use them.

The Clinical Trial Area has a Trial Agency and a Clinical
Trial Unit involved in the consulting, design, evaluation,
management, implementation and development of clini-
cal trials, including technical support to the Ethics Com-
mittee for Clinical Research of Cantabria.

The Clinical Trial Area is part of the Platform for Clinical
Research and Clinical Trial Units (SCREN -Spanish Clinical
Research Network-) of the Carlos Il Health Institute.

RESEARCHER SUPPORT SERVICES
Unidad Central de Apoyo

Clinical Trial Agency

Spanish
Clinical
Research
Network

Clinical Pharmacology:
Maria Cinta Almenara Miramén (IDIVAL)

Technician:
Blanca del Pozo Fernandez (IDIVAL)
Lorena Martin Guerra (IDIVAL)

Clinical Trial Unit

M@ Blanca Sanchez Santiago

(CLINICAL PHARMACOLOGY DEPARTMENT, HUMV)
M2 Angeles de Cos

(CLINICAL PHARMACOLOGY DEPARTMENT, HUMV)
Javier Adin

(CLINICAL PHARMACOLOGY DEPARTMENT, HUMV)

TECHNOLOGY SUPPORT
SERVICES AREA

The agency offers its organisation and resources to re-
searchers to promote clinical trials with guarantees that
preserve the quality of the study, patient safety and data
reliability. It also provides support to the Clinical Re-
search Ethics Committee of Cantabria.

The IDIVAL Clinical Trial Unit, under the Clinical Pharma-
cology Department, located in the Marqués de Valdecilla
University Hospital, measures 250 m2 and is equipped to
simultaneously serve nine patients. |t began operations
in 2012 partially financed with funds from the Farmain-
dustria R&D programme.

The Technology Support Services Area is made up of six
units: Biobank, Laser Microscopy Unit, Electron Micros-
copy Unit, Flow Cytometry and Cell Separation Unit and
Neuroimaging Unit.

Technology Services are coordinated by M? José Marin Vi-
dalled (IDIVAL).

Valdecilla
weet IDIVAL



Valdecilla Biobank

Scientific Director:
Pascual Sanchez Juan
(HUMV Neuralogy Department)

DNA AND FLUIDS GROUP
Coordinator:

M2 José Marin Vidalled (IDIVAL)
DNA and Fluids Group Technicians:
Inés Santiuste Torcida (IDIVAL)
David Ramos Melendro (IDIVAL)

SOLID SAMPLES GROUP

Coordinator:

Santiago Montes

(Anatomical Pathalogy Department, HUMV)
Solid Samples Group Technicians:

José Bernardo Revert Arce (IDIVAL)

Laura Cereceda (IDIVAL)

NEUROLOGICALTISSUES GROUP
Coordinator:
Nuria Teran Villagra

") R Boances

Scientific Coordinator:
Monica Lopez Fanarraga (UC)

Supervising Technician:
Fidel Madrazo Toca (IDIVAL)

Valdecilla Biomedical Research Institute
Santander, Spain

The VALDECILLA Biobank is a hospital biobank that mana-
ges human biological samples with the purpose of suppor-
ting biomedical research through the callection, storage
and transfer of samples and assaciated clinical data, all
under the strictest conditions of quality and confidentiality.
It is organised functionally inta two groups: the DNA and
Fluids Group and the Solid Samples Group, located on the
ground floor of the IDIVAL building and in the Anatamical
Pathology Department of the Marqués de Valdecilla Hospi-
tal respectively. Both groups have a wide range of sample
callections of various pathologies with high scientific inte-
rest while providing a variety of services through the use of
its equipment, offering comprehensive support to resear-
chers whose projects involve the use of human biological
samples.

The VALDECILLA Biobank constitutes one of the units com-
prising the Network of Haspital Biobanks Platform at the
CARLQS Il HEALTH INSTITUTE (RETICS), which has four
programmes in which the Valdecilla Biobank actively par-
ticipates: promation of strategic collections, promation of
netwark services, R&GD in biobanks and ethical, legal and
social aspects. In December 2015, the unit's autharisation
to operate as a biobank was renewed by the Ministry of
Health of Cantabria. This autharisation implies compliance
with the provisions set out in Royal Decree 1716/2011 of 18
November and its incarparation into the National Register
of Biobanks of the Carlos Il Health Institute.

In November 2015, the Valdecilla Biobank received the
ISOgoot:20715 certification for quality management.

The IDIVAL Laser Microscopy Unit offers a high-end mi-
croscopy service to internal and external research groups
with the ultimate goal of reaching top performance po-
tential in their fluorescence studies in the shortest pos-
sible time. It features the latest generation equipment
consisting of two sets of image systems, a confocal laser
scanning microscope and a fully-automated TIRF com-
bined Nikon A1R , which captures high-guality confocal
images of cells and molecular events at high speed and
sensitivity, live-cell equipment with a motarised NIKON
Ti microscape and is equipped with an Epi-fluorescence
module, incubation and micro-injection systems and an
optical system to monitor fast processes in live cells.

RESEARCHER SUPPORT SERVICES
Unidad Central de Apoyo

Electron Microscopy Unit

Scientific Coordinator:
Miguel Lafarga (UC)

Supervising Technician:
Fidel Madrazo Toca (IDIVAL)

REM(A

The Electron Microscopy Unit opened at the start of 2012.
It has a JEOL transmission microscope, Model JEM-10m1
equipped with a high-res Gatan digital camera, maod.
SCiooo Qrius, which provides excellent image quality.
This microscope allows for the analysis of ultrathin sec-
tions of cells and tissues, as well as the abservation of
microorganism and macromolecular complex prepara-
tions contrasted with negative stain.

Both the laser micrascopy and electron microscopy units
arganise an annual course on microscopy and prepara-
tion of samples for researchers and support personnel.

Cytometry and Cell Separation Unit

Scientific Coordinator:

Marcos Lépez Hoyos
(IMMUNOLOGY DEPARTMENT, HUMV)

Technical coordinators:

Dr. David San Segundo Arribas
(Immunology Department, HUMV)

Dra. Lorena Alvarez Rodriguez (IDIVAL)

Laboratory technicians:
Carolina Santa Cruz Llata (IDIVAL)

The Flow Cytometry and Cell Separation Unit was created
in 2005 as a support unit to IDIVALresearch and operates
within the Haematology Department of the Marqués de
Valdecilla University Hospital. The aim of this unit is to
provide technical and methodological support regarding
the use of flow cytometry and cell separation; this ser-
vice is offered both to researchers at the centre and any
external group that needs it. It has an upgraded FACSA-
ria Il (BD Biosciences) cytameter/sorter updated in 2013,
a FACSCanto cytometer (BD Biosciences) and an Auto-
MACS Pro Separator (Miltenyi Biotec) magnetic bead cell
separator, which allows for the separation of cell popula-
tions in infertility.

The Unit arganises an annual course on flow cytometry in
collaboration with the Inbiomed Cytometry Unit intended
for both researchers and health workers.

Valdecilla
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Genomics Unit

Scientific Coordinator:
José Luis Fernandez Luna
(MoLECULAR GENETICS UNIT HUMV)

Technicians:

Ana Fontalba Romero (HUMV)
Olga Gutiérrez Saiz (IDIVAL)

Neuroimaging Unit

Scientific Coordinator:

Benedicto Crespo Facorro
(PsYCHIATRY DEPARTMENT, HUMV)

Technicians:

Diana Tordesillas (IDIVAL)

Roberto Roiz Santibafiez (CIBERSAM)
Victor Ortiz de la Foz (IDIVAL)

Valdecilla Biomedical Research Institute

Santander, Spain

The Genomics Unit works under the Molecular Genetics
Unit of the Marqués de Valdecilla University Hospital,
located on the first floor of the IDIVAL building. It has
functioned as such since 2002, performing care-related
genetic studies for hospitals and health centres in Can-
tabria and other regions and praviding primarily sequen-
cing services.

This laboratory has implemented and developed a wide
range of techniques faor quantitative image analysis of
the human brain obtained by magnetic resonance ima-
ging (MRI), which is now at the service of IDIVAL resear-
chers and external groups in order to provide technical
and methodological support in the design and execution
of scientific studies.

The analysis techniques employed can abtain quantita-
tive data on important cerebral variables of interest (vo-
lume of cerebral structures or areas, cortical thickness,
gyrification patterns, white matter structure, activity
patterns, etc.) for the advancement of in vivo knowledge
of the brain, and therefare, possible alterations in severe
mental illness, constituting a fundamental tool in brain
research.

In 2015, space was assigned at the IDIVAL building for its
physical installation.

Units supported
by the University of Cantabria

RESEARCHER SUPPORT SERVICES
Unidad Central de Apoyo

IDIVAL has a number of facilities that the University of
Cantabria offers its researchers, such as materials cha-
racterisation, chromatography, stabling and animal stu-
dies services.

« Stabling and Animal Studies Services (SEEA)
« Materials Characterisation Service (SERCAMAT)

« Transmission Optical Microscopy
Service (SERMET)

« Supercomputing Service

« Hydrobiology Laboratory (Hydraulic research)
 Chromotography Service

« Advanced Microscopy (IBBTEC)

« Mass Sequencing Service (IBBTEC)

Valdecilla
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IDIVAL RESEARCH GRANTS

In 2015, IDIVAL developed its line of promating research through eight grant programmes. Each of these pro-
grammes has a clear educational focus and the description of their activity is featured in the training section of

this report. In 2015, IDIVAL announced the following grants:

e Inn-Val Grants.

« Next-Val Grants.

« Ges-Val Grants.

« Production Grants.

e Summer Internships.

 Pre-doctorate contracts.

« Complementary personnel for projects from the National R&D Plan

« Post-MIR Wenceslao Lopez Albo contracts programme
(described in the training section of this report).

The total amount of IBIVAL grants awarded in 2015 was as follows:

IDIVAL Grant

Inn-Val Grants

Amount granted (€)

Pending resolution in 2016

Next-Val Grants

100,000 (five projects)

Production Grants 300,000
7,960 ‘
Research Management Grant %one grant lasting three years)

Summer Internships

2,800 (four two-month grants)

Pre-doctorate contracts

29,600
?four four-year contracts)

Complementary personnel for projects from the National R&D+i Plan

150,000 (16 projects)

Post-MIR Wenceslao Lopez Albo contracts programme
(described in the training section of the report)

262,062
(three two-year contracts)

Total granted

1,203,322

Valdecilla Biomedical Research Institute
Santander, Spain

RESEARCHER SUPPQORT SERVICES
Idival Research Grants

Inn-Val Grants

In 2015, IDIVAL implemented the Inn-Val grant programme focussing on the develo-

pment of projects in technological and healthcare innovation in collaboration with

. the Botin Foundation, which acted as co-financier. It seeks to promate the transfer of

FUNDAC"C)N knowledge to saciety and the market, in addition to integrating agents in the area into
BOTIN the Valdecilla environment. The resolution of these grants is planned for 2016.

Next-Val Grants

In 2015 IDIVAL placed a call for the first NEXT-VAL (NEXT generation VALdecilla) grant programme for the deve-
lopment of ane- or two-year research projects led by novice researchers, with the aim of promating the inclusion
of new researchers in the Valdecilla environment. This call for NEXT-VAL research projects is aimed at transla-
tional research projects led by main Researchers whao have never accessed this type of competitive access grant.
The five projects selected in 2015 were:

« Main researcher: Santiago Montes Moreno (Specialist in the Anatomical Pathology Department, Mar-
qués de Valdecilla University Hospital). Praject: Molecular Biagnostics in large cell B lymphoma. Dura-
tion two years. Funding: €26,000.

« Main researcher: Marfa Sierra Pefia (Specialist in the Neurology Department, Marqués de Valdecilla Uni-
versity Hospital). Project: Study of the usefulness of neuroimaging and olfaction biomarkers in Parkin-
san’s disease assaciated with the G201g5 mutation of the LRRK2 gene as predictors of the conversion
to motor Parkinson'’s disease. Duration: Two years: €14,000.

« Main researcher: Raquel Garcia Lopez (Professaor at the University of Cantabria). Project: Role of non-co-
ding RNAs in the aortic abdominal aneurysm.New markers and potential therapeutic targets. Duration:
One year. Funding: €20,000.

« Main researcher: Carlos Ignacio Larda Diez (Professor at the University of Cantabria). Project: Genera-
tion, amplification and structural maturation of tendon tissue from skeletal progenitors. Duration: One
year. Funding: €20,000.

- Main researcher: Angela Puente Sanchez (Specialist in the Digestive System Department, Marqués de
Valdecilla University Hospital). Project: Regression of liver fibrosis after eradication of hepatitis C.Rale
of LOXL2. Buration: 2 years. Funding: €20,000.

Ges-Val Grants

In 2015, IBIVAL launched a grant programme for the development of a plan for training activities in science and
health technology research management to be carried out at IDIVAL aver a periad of two to three years. To this
end, it aims to promote the training of technicians in this field, as they learn different aspects of management,
manitoring and evaluation concerning the research promotion activities at IDIVAL, and activities of internatio-
nalisation and innovation in the field of science and health technology.

Valdecilla _




Production Grants

In 2015, IDIVAL allocated funds for group operating costs based on its 2014 production. To calculate this grant,
one must consider the impact factor of each IDIVAL research group on projects in which a group’s author is first
ar last, and differently, the impact factor of projects on those in which the group’s author is neither the first nor
last. The funds obtained have also been considered based on the group, the patents generated, RETIC or CIBER
membership, the responsibility of any group members to any IDIVAL platform. Praduction grants allocated ta
IDIVAL groups in 2015 were as follows:

GROUP Amount (€)

Anatomical Pathology and Molecular Pathology 6.86g
Apoptosis 5.002
Cell Nucleus Biology 8.876
Cell Cycle, Determining Stem Cells and Cancer 13.136
Cytokines and growth factars in the phenomena of pathological tissue plasticity 9.398
Cephalea Clinic and Genetics 4.607
Diagnosis and Treatment Using Imaging (Radiology) 5.521

Neurodegenerative Disease 18.841
Genetic epidemiology and atherosclerosis in systemic inflammatory diseases 32.917
Epidemiology and Pathogenic Mechanisms of Infectious Diseases 7-485
Epidemiology and Public Health 10.499
Cancer Genomics 30.639
Genomics, Proteomics and Vaccines 3.076
Haemorrhagic Telangiectasia Study Group 3.329

Cardiovascular Research Group 10.747
Immunopathology of Rheumatic Diseases 2.286
Melatonin and Breast Cancer 3.280
Mineral and Lipid Metabalism 13.079
Clinical and Molecular Microbiology 12.380
Advanced Microscopy, Protein Falding and the Cytoskeleton 1.880
Haematologic Neoplasms and Haematopoietic Progenitor Cell Transplantation 7-091

Neurophysiology in Epilepsy and Neurointensives 2.892
New techniques in Abdominal Surgery 5.415

Psychiatry 25.457
Cell signalling and therapeutic targets 7.772

Transplantation and Autoimmunity 14.653
Clinical Trials Unit, Medical Oncology and Palliative Medicine 3.756

Malecular Imaging 5.166

Digestion 14.375
Nanomedicine 9.334

Valdecilla Biomedical Research Institute
Santander, Spain

RESEARCHER SUPPORT SERVICES
Idival Research Grants

Summer internships

IDIVAL, in collaboration with the Institute of Biomedicine and Biotechnology of Cantabria (IBBTEC), funds sum-
mer internships for students in the biomedical and biotechnological fields at the IDIVAL research group labora-
taries. The grant funds an eight-week stay during the months of July, August and

September for students in their last year of undergraduate or master studies in a biomedical subject (biclogy,
biotechnology, nursing, pharmacy, medicine, dentistry, etc.) during the internship period.

The students selected to work in the IDIVAL Group laboratories in 2015 were:

« Alba Santos Baza. Veterinary undergraduate student. University of Ledn. Wark in the Anatomical Pa-
thalogy and Molecular Pathology Group (Head researcher: Javier Gémez Roman).

« Raquel Garcia Vilchez. Biotechnology undergraduate student. University of Ledn. Work in the Cancer
Genomics Group (Head researcher: Miguel Angel Piris).

« Laura Blanco Pefia. Biomedical Sciences undergraduate student. University of Barcelona. Work in the
Cell Cycle, Stem Cells and Cancer Group (Head researcher: Alberto Gandarillas).

« Marina Salmon Méndez. Biotechnology undergraduate student. University of Oviedo Work in the Cell
Signalling and Therapeutic Targets in Cancer Group (Head researcher: José Luis Fernandez Luna).

Pre-doctorate contracts

In 2015, IBIVAL launched, in collabaration with the University of Cantabria, a pre-doctorate contract programme
in which seven candidates were selected (four funded by IDIVAL and three by the University of Cantabria) for a
contract of up to four years with the objective of completing their doctoral thesis.

The selected candidates and their thesis directors were:

- Doctorate student: Esperanza Padin Gonzalez. Director: Ménica Lopez Fanarraga (UC).
- Doctorate student: Elena Navarro Palomares. Director: Rafael Valiente Barroso (UC).

« Doctorate student: Natalia Sanz Gomez. Director: Alberto Gandarillas Salinis (IDIVAL).

- Doctorate student: Nuria Garcia Diaz. Director: Miguel Angel Piris (Marqués de Valdecilla University
Hospital).

« Doctorate student: Maria Lazaro Diez. Director: José Ramas Vivas (IDIVAL).

Valdecilla m
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Complementary personnel for projects from the
National R&D Plan

IDIVAL, with its annual grants, has co-financed projects organised by its staff (requested but not granted) for
projects by researchers at the Institute submitted to the National Plan call. The fallowing projects started in
previous years have been co-financed by IBIVAL for the hiring of complementary personnel granted. Staff recrui-
ted through this line of co-financing in 2015 have been offered their third and second contract year, respectively.

2014 Call:

RAMQOS VIVAS, José.

KEY HOST-PATHOGEN INTERACTIONS OF CLINICAL
RELEVANCE IN ACINETOBACTER SPECIES (P113/01310).
FUNDING: €9,375.

FARINAS ALVAREZ, Carmen.

INTESTINAL COLONISATION BY MULTIRESISTANT
ENTEROBACTERIACEAE IN PATIENTS WITH RENAL AND
LIVER TRANSPLANTS: MULTICENTRE COHORT STUDY
AND RANDOMISED, CONTROLLED, OPEN CLINICAL TRIAL
(P113/01191). FUNDING: €9,375.

2013 Call:

GONZALEZ-GAY MANTECON, Miguel Angel.

STUDY OF GENETIC MARKERS OF CARDIOVASCULAR DISEASE
AND SUBCLINICAL ATHEROSCLEROSIS IN PATIENTS WITH
RHEUMATOID ARTHRITIS (P112/00060). FUNDING: €9,375.

BLANCO ALONSO, Ricardo.

STUDY OF GENETIC MARKERS OF SUSCEPTIBILITY IN PATIENTS
WITH HENOCH-SCHONLEIN VASCULITIS (Pl12/00193).
FUNDING: €9,375.

VAQUE DIEZ, José Pedro.

METASTATIC MELANOMA: MOLECULAR DIAGNOSIS ORIENTED
AT TARGETED THERAPY (P112/00357). FUNDING: €9,375.

RIANCHO MORAL, José Antonio.

DNA METHYLATION: PATHOGENIC AND BIOMARKER
FACTORS IN BONE FORMATION DISORDERS (P112/00615).
FUNDING: €9,375.

NISTALHERRERA, Juan Francisco.

ROLE OF ADIPONECTIN AND ITS RELATIONSHIP WITH TGF
BETA IN MYOCARDIAL REMODELLING INDUCED BY PRESSURE
OVERLOAD IN AORTIC STENOSIS AND ITS POST-SURGICAL
REGRESSION (P12/00998). FUNDING: €9,375.

GONZALEZ MACIAS, Jesus.

OsTEOCLAST WWNT-BETA CATENIN PATHWAY (Pl12/01405).
FUNDING: €9,375.

FERNANDEZ-LUNA, José Luis.

PROGNOSTIC AND THERAPEUTIC RELEVANCE IN ODZ1
GLIOBLASTOMA, A NEW TARGET IN CANCER (P113/01760).
FUNDING: €9,375

LOPEZ-FANARRAGA, Ménica.

ANTINEOPLASTIC DEVELOPMENT BASED ON
NANOMATERIALS (P113/01074). FUNDING: €9,375.

CRESPO GARCIA, Javier.

IMPLICATION OF DIFFERENT INNATE AND ADAPTIVE
IMMUNITY FACTORS IN THE ETIOPATHOGENESIS OF LIVER
DISEASE CAUSED BY FATTY DEPOSITS IN MORBIDLY OBESE

PATIENTS (P112/02026). FUNDING: €9,375.

SANCHEZ JUAN, Pascual.

MULTIMODAL STUDY OF ALZHEIMER'S DISEASE BIOMARKERS
IN POSTOPERATIVE COGNITIVE DECLINE (Pl12/02288).

FUNDING: €9,375.

RODRIGUEZ REY, José Carlos.

GENETIC BASIS OF HEREDITARY HIPERCOLESTEROLEMIAS
NOT DEPENDENT ON THE LDL RECEPTOR OR
APOLIPOPROTEIN B. CHARACTERISATION AND FUNCTIONAL
ANALYSIS OF VARIANTS OF THE 3' REGULATORY REGIONS OF
CANDIDATE GENES. P112/00637. FUNDING: €9,375.

MERINO PEREZ, Jesus.

STUDY OF THE ANTI-INFLAMMATORY ROLE OF
APQLIPOPROTEIN E (APOE) IN AUTOIMMUNITY (SAF2012-

34203). FUNDING: €9,375.

ALVAREZ DOMiINGUEZ, Carmen.

STUDY OF DIFFERENT VACCINE VECTORS BASED ON LISTERIA
MONOCYTOGENES AGAINST VARIOUS INFLAMMATORY,
INFECTIOUS AND CANCEROUS PROCESSES (SAF2012-

34203). FUNDING: €9,375.

LLORCA DiAZ, Javier.

GENETIC VARIANTS AND PATHWAYS RELATED TO BREAST
AND PROSTATE CANCERS, AND THEIR INTERACTION

WITH EXPOSURE TO ENDOGENOUS AND EXOGENOUS SEX
HORMONES: STUDY MCC-SPAIN (P112/00715). FUNDING:
€9,375.

RESEARCHER SUPPORT SERVICES
Idival Research Grants

m Valdecilla Biomedical Research Institute Va] d ECi]] d m
Santander, Spain Instituto de
Investigacion |D|VA|_

Sanitaria



IDIVAL considers training, dissemination of
research and innovation to be the cornerstones

n n
Tra I n I n of its activity. Therefore, it participates in a wide
range of activities including ten different lines of

training and dissemination.

Valdecilla Biomedical Research Institute
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TRAINING
Hospital Sessions

1. HOSPITAL SESSIONS JUNE: NOVEMBER:

4 th: “BECOMING A SURGEON IN THE 21ST CENTURY:
INTERNATIONAL COLLABORATION IN RESEARCH, CLINICAL
EDUCATION AND QUALITY coNTRoL”. Or. Andres Berg-
enfelz. - Professor Consultant Surgeon in Endacri-
ne-and sarcoma Surgery , Director Practicum Clinic

5 th. "EATING DISORDERS AND OBESITY: INTERACTION
OF NEURO-BIOLOGICAL-ENVIRONMENTAL RISK FACTORS
AND THE THERAPEUTIC IMPLICATIONS”. Dr. Fernando
Fernandez Aranda - Bellvitge IDIBELL University

M This dissemination activity includes manthly scientific sessions which sees the participation of internatio-
nally renowned guests and IDIVAL researchers, who run sessions within the Marques de Valdecilla University
Hospital (HUMV) setting.

These sessions are interspersed with weekly hospital sessions of the HUMV. The 2015 sessions were the fo-

15 th: *ROBOTIC SURGERY IN RECTAL PATHOLOGY". Dr.
Marcos Gémez Ruiz - Colo-rectal Surgery Unit,
_HUMV.

22 nd: "CHALLENGES IN MOLECULAR DIAGNOSTICS

IN sarcoMas”. Dr. Enrigue de Alava - Head of the

Anatomical Pathology Department, “Virgen del
_ Rocio” Hospital.

29 th: “PRESENTATION OF THE GERIATRIC DEPART-
MENT"”. Dr. Pérez del Malino - Geriatric Depart-
_ment, Liencres Hospital. HUMV.

FEBRUARY:

5 th: “CURRENT ROLE OF HYPERBARIC OXYGEN THERA-

PYIN A GENERAL HospPITAL”. Dr. Desola — President

and Medical Director of CRIS-UTH. - Professor
_of Medicine, University of Barcelona.

12 th: “NEW THERAPIES IN RHEUMATOID ARTHRITIS”.
_ Dr.Blanco - Rheumatology Department, HUMV.

19 th: “MULTIRESISTANT BACTERIA. THE SITUATION IN
SpaIN”. Dr. Rafael Canton - Head of the Micro-
_ biology Department, Ramony Cajal Hospital.

26 th: “CoMPREHENSIVE CARE IN COPD PATIENTS.
ONGOING RESEARCH”. Dr. Beatriz Abascal Bolado
_—Pneumology Bepartment, HUMV.

MARCH:

5 th: “HUMV TRANsFUsIoN GuIDE”. Dr. Ifiigo Ro-
_mon - Haematology Department, HUMV.

11 th: “MULTIPLE CHEMICAL SENSITIVITY: FROM FIC-
TION TO REALITY”. Professor Duefias Laita - Clini-
cal Hospital and Faculty of Medicine. University
of Valladolid.

19 th: “SONOGRAPHIC NEURAL MAP: THE FUTURE OF
POLYNEUROPATHY DIAGNOSIs?”. Dr. Gallardo - Ra-
diodiagnosis Department, HUMV.

26 th: “PRESENTATION OF THE RESULTS OF CLINICAL
commissioNs”. Dr. Concepcion Farifias — Quality
Coordinator, HUMV.

APRIL:

16 th: SOLID ORGAN TRANSPLANTATION: CURRENT

TRENDS”. Dr. Manuel Pascual- Director, Romand

de Transplantation Lausanne University Medi-
_cal Centre.

22 nd: “ELECTROPHYSIOLOGY FROM FRANKENSTEIN

TO NONCONVULSIVE STATUS EPILEPTICUS”. Dr. Peter

Wolfe Kaplan.- Professar of Neurology and ser-

ves as the Director of Epilepsy and EEG, Johns
_Hopkins Bayview Medical Center.

30 th: “MULTIDISCIPLINARY APPROACH TO PAIN".

Dr. Natalia Royuela - Cardiology Department,

HUMV. Dr. Maldonado - Anaesthesia Depart-
_ment, HUMV.

MAY:

7 th: "ORGAN DONATION AND TRANSPLANTATION
AcTiviTY IN THE HUMV 2014”. Dr. Mifiambres -
Transplant coordinatar, HUMV.

14 th:"IMPLEMENTING QUALITY MANAGEMENT SYS-
TEMS IN THE HospiTaL”. Dr. Canchepcion Farifias
- Quality Coordinator, HUMV.

21 st: HEPATOCELLULAR MANAGEMENT PROTOCOL IN

THE HUMV”. Dr. Rodriguez Lopez - Digestive

System Department, HUMV. Dr. Rodriguez San

Juan - General and Digestive Surgery Depart-
_ment, HUMV.

28 th: "LIGHT AS A DRIVER OF MEDICAL INNOVATION".

Mr. José Miguel Lopez-Higuera / Professor of

Electronics and Photanics; Olga M. Conde / Doc-

tor of Telecommunications Engineering, Univer-
_sity of Cantabria,

_University of Barcelona).

18 th: “LI1AISON PSYCHIATRY AT THE HUMV” . Dr. Artal .-
_Head of the Psychiatry Department, HUMV.

25 th: “NANOMEDICINE FOR CANCER. ANTITUMOUR
EFFECT OF CARBON NANOTUBES IN ANIMAL MODELS".
Monica Lépez Fanarraga-Professor, University of
Cantabria. Head of the Nanomedicine Group - IDI-
VAL.

SEPTEMBER:

24: “A New UNDERSTANDING ON ASTHMA”. Dr.Young J.
~Juhn (Mayo Clinic - Rochester - EE.UU)

OCTOBER:

1 st. “SOFT TISSUE SARCOMA CARE PROTOCOL IN THE
HUMV™. Dr. Santiago Montes Mareno - Anatomical
_ Pathology Department, HUMV.

8 th. "“SYSTEMATIC APPROACH TO ORAL MUCOSITIS AFTER

CHEMOTHERAPY FROM Dia Mépico HospitaL”. Dr. Ma-

nuel F. Fernandez Miera Nurse Angeles Marquinez
_ Carrion. Home Hospitalisation Service, HUMV.

15 th. “IMPLEMENTING A POINT OF CARE ANALYSIS PLAN
IN A UNIVERSITY HosPiTAL”. Dr. Marfa Ortiz Espejo -
Clinical Analysis Department, HUMV.

22 nd. “INpuciNG TRANSPLANT ToLERANCE UsiNg DC-
SIGN+ MacropHAGES”. Dr. Jordi Cano Ochando -
_EARLOS [l Health Institute.

29 th. “MEDICINE FROM A LEGAL STANDPOINT”. Dr. Ja-
vier Adin lbarra. Clinical Pharmacology Depart-
_ment, HUMV.

. Skills Centre. _Hospital.
llowing: —
11 th: “ORIGINAL AND BIOSIMILAR DRUGS. CLINICAL USE 12 th. "ADEQUACY OF THERAPEUTIC EFFORT". Morta-
exPERIENCE.” Or. Fernando de Mora - Director of the lity Commission - Healthcare Ethics Committee,
JANUARY: Pharmacology Department, GUAP (Autonomous _HUMV.

19 th. “BIOCHEMICAL MECHANISMS AT THE START OF
HUMAN BIRTH". Dr.J. R. De Miguel Sesmero - Obste-
__trics-Gynaecology Department, HUMV.

26 th: “EARLY IDENTIFICATION OF SCHIZOPHRENIA. FAN-
TASY OR FUTURE REALITY?. Or. Benedicto Crespa Faco-
rro — Psychiatry Department, HUMV.

DECEMBER:

3 rd: “ACTION PROTOCOL FOR PANCREATIC ADENOCARCI-
NoMA AT THE HUMV". Dr. Rodriguez San Juan - Ge-
_neral Surgery Department, HUMV.

10 th: “THE RISE OF SARCOPENIA. A CAKE FOR MANY DI-
NERs”. Dr. M@ José Sanchez Pérez — Rehabilitation
_Department, HUMV.

17 th: “IDIVAL AND THE MODEL OF HEALTH RESEARCH
INsTITUTES”. Dr. Galo Peralta - Director of Manage-
_ment of the IDIVAL.
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2. TRAINING RELATED
TO SUPPORT UNIT DEPARTMENTS

B includes activities for researchers disseminated by Institute departments. In 2015, the following dissemina-
tion activities were carried out under this line:

Il FLOW CYTOMETRY COURSE. CLINICAL AND RESEARCH TECHNIQUES AND APPLICATIONS. Co-organi-
sed with Inbiomed. g-12 June 2015 (20 hours). Accredited by the Commission on Continuing Education of
Health Professions of the Government of Cantabria with 4.1 credits (File: 4.847-143/2015).

FUNDAMENTALS OF OPTICALAND ELECTRONIC MICROSCOPY.SAMPLE PREPARATION. || Edition. 23-27
Navember 2015 (20 hours). Accredited by the Commission on Continuing Education of Health Profes-
sions of the Government of Cantabria with 4.3 credits (File: 14.200-399/2015).

3. DISSEMINATION ACTIVITIES

B The IDIVAL Innovation Area carries out dissemination and promation activities concerning the culture of
innavation. In 2015, various events in this field were carried out:

SCIENCE WEEK. Science Week was held in November 2015, an initiative coordinated by the University of Can-
tabria in which IDIVAL participated by opening its doors to five primary and secondary schools, with more
than 100 students participating. Students got to see the IDIVAL facilities, with brief presentations by resear-
chers like José Ramos Vivas, David San Segundo Arribas and Fidel Madrazo Toca, with whom they could talk
about the research professional in the context of clinical research and learn about the tools used in their daily
work, such as the Microscopy Unit, Cytametry Unit, the research laboratories, etc.

INTRODUCTORYWORKSHOP FOR BIOMEDICALRESEARCH . For the second year, the IDIVAL introductory pro-
gramme to Biomedicine “Long Live Science! An introduction to biomedical research” was held in collabora-
tion with the Ministry of Education, Culture and Sport of the Government of Cantabria. Between 4 and 12 of
November, a total of 8o students from educational centres around Cantabria took part in biomedicine works-
hops designed, directed and developed by the IDIVAL Foundation.

RESEARCHERS’ NIGHT. This European science project forms part of the PEOPLE Programme of the 7th EU Fra-
mewark Programme, promoted by the Ministry of Education and Employment of the Gavernment of Cantabria
and coordinated by the Research Institutes of Physics (IFCA) and Environmental Hydraulics (IH Cantabria) of
the University of Cantabria and the International Institute of Prehistoric Research (I11PC). IDIVAL, IBBTEC and
Smart Santander also participate in this initiative.

Valdecilla Biomedical Research Institute
Santander, Spain

TRAINING
Collaborations With Universities

4. COLLABORATIONS WITH UNIVERSITIES

M As part of its research groups, 40 of the 132 associate professors at IDIVALwork in the Marqués de Valdecilla
University Hospital. Of the 26 professors from the University of Cantabria working at the Marqués de Valdecilla
University Hospital, 23 belong to IBIVAL groups.

In terms of training in the various fields related to research, IDIVAL researchers have collaborated on the orga-
nisation and implementation of training within different masters programmes:

MASTERS IN MOLECULAR BIOLOGY AND BIOMEDICINE. University of Cantabria and University of Basque
Country Director: Dolores Delgado (Professor of Immunology. Department of Molecular Biology. University
of Cantabria).

MASTERS IN MANAGEMENT OF HEALTHCARE AND SOCIAL SERVICES . DDirector: David Cantarero Prieto
(University Prafessar in the Area of Applied Economics, Area of Public Tax Authority, Department of Eco-
nomics of the University of Cantabria). University of Cantabria.

MASTERS IN THE STUDY AND TREATMENT OF PAIN. Rey Juan Carlos University and University of Cantabria.

MASTERS IN THE INTRODUCTION TO MENTAL HEALTH RESEARCH . University of Cantabria;
Complutense University of Madrid; Autonomous University of Barcelona; University of Barce-
lona and University of Cadiz) in collaboration with CIBERSAM.

UIMP. MEETING THE SOCIO-ECONOMIC IMPACT OF BIOMEDICAL RESEARCH AND INNOVA-
TION. Directors: Alfonso Beltran (Deputy General Director for International Research Pro-
grammes and Institutional Relations, Carlos Il Health Institute), Pedro Cortegosa (General
Secretary, Carlas Il Health Institute), Galo Peralta Fernandez (Director of Management at IDI-
VAL).1-3 July 2015. Annual landmark meeting in which IDIVAL collaborates with the Carlos I
Health Institute.

5. RESEARCH METHODOLOGY

B This section includes in-house training activities and programmes organised and financed directly by IDIVAL.
In 2015, the activities of this section oriented towards training on using library resaurces were the following:

INTRODUCTION TO BIOMEDICAL INFORMATION FOR PRIMARY CARE. Dates: 22 and 23 September, 27 and 29 Octaber,
24 and 25 Navember. Buration: 18 hours / seminar. Primary Care medical students. Location: Library Trai-
ning Room. Teacher: Mario Carral, Librarian.

LiBRARY IMMERSION cOURSE FOR HUMV ResIDENTs. Date: 28 May. Buration: 1 hour. Students: HUMV Residents-1.
Teacher: Mario Corral, Librarian.

BAsIC REFERENCE SEARCH USING THE MARQUESA DE PELAYO LIBRARY FOR NURSING. Dates: 4 and 11 May and 1g and
26 October Lacation: Library Training Room. Teacher: Mario Corral, Librarian.

BAsic REFERENCE SEARCH USING THE MARQUESA DE PELAYO LIBRARY FOR MIDWIVES. Dates: 20, 21 and 22 October.
Location: Library Training Room. Teacher: Mario Corral, Librarian.

REFERENCE SEARCH IN PUBMED. 3 and 4 September. Teacher: Mario Corral, Librarian.

REFERENCE SEARCH STRATEGIES IN HEALTH. Dates: 10,11,17,18 and 26 November and 15 December (HUMV), 3 and
5 February (Laredo Hospital).

Valdecilla _
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6. RESIDENT TRAINING

W The Marqués de Valdecilla University Hospital is accredited to train internal medical residents in various spe-
cialisations, internal psychology residents, internal pharmaceutical residents, internal biology residents, inter-
nal chemistry residents and internal midwifery nursing residents. In 2015, the Marqués de Valdecilla University
Hospital offered 8o places in 3g specialisations. Furthermaore, the Marqués de Valdecilla University Hospital par-
ticipated in the training of the 20 places offered for a specialisation in Family and Community Medicine for the
Santander Area.

The medical specialisations accredited in the Margués de Valdecilla University Hospital and the number of places
offered in the last call for specialised health training were:

ALLERGOLOGY: v ] HOSPITALPHARMACY: ............ 2 CLINICAL
NEUROPHYSIOLOGY: ............... 2
CLINICALANALYSIS: v, 1 CLINICALPHARMACY: .o, 1 -
- - NEUROLOGY: ©ovooveveeeeeeenne, 2
ANATOMICAL PATHOLOGY: ..... 3 HAEMATOLOGY -
AND HAEMOTHERAPY: ............ 2 OBSTETRICS
ANAESTHESIOLOGY - AND GYNAECOLOGY: ............ 3
AND RESUSCITATION: .oovvoe.. 4 IMMUNOLOGY: oo, 1 -
- - QPHTHALMOLOGY: ©oovvee.... 1
DIGESTIVE SYSTEM ..o 2 OCCUPATIONAL MEDICINE....... 2 -
- - MEDICAL ONCOLOGY: .vvo......... 2
CLINICALBIOCHEMISTRY ........ 1 FAMILYAND -
- RADIATION
COMMUNITYMEDICINE..........
CARDIOLOGY oo 3 - 20 ONCOLOGY :
PHYSICAL MEDICINE
GENERAL AND DIGESTIVE OTOLARINGOLOGY: w.oovvroer.... 1
CURGERY 5 AND REHABILITATION: ......... 1 -
- INTENSIVE MEDICINE: PEDIATRICS
ORAL AND MAXILLOFACIAL - S 3 AND SPECIFIC AREAS: ........ 5
SURGERY: oo :
2 ! INTERNALMEDICINE: ........... 4 CLINICALPSYCHOLOGY. ... .
ORTHOPAEDIC SURGERY NUCLEAR MEDICINE: .. . 1 :
AND TRAUMATOLOGY: ........... 2 - POYCHIATRY: v 3
- MICROBIOLOGY RADIODIAGNQOSTICS: ..
THORACIC SURGERY: ..ccovvee. 1 AND PARAS|TOLOGY .............. 1 - O G OS CS 3
- HOSPITAL
MEDICAL-SURGICAL NEPHROLOGY .vvvvvooeooeoeoeo > RADIOPHYSICS :
DERMATOLOGY: ..o ] - -
PNEUMOLOGY: ..o, 2 RHEUMATOLOGY: wovvvvs . 2
ENDOCRINOLOGY - -
AND NUTRITION: oo, ] NEUROSURGERY: ...oovvoeveenonn. 1 UROLOGY: oo 1

Valdecilla Biomedical Research Institute
42 Santander, Spain
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7- TRAINING OF NEW
CLINICALRESEARCHERS

B IDIVAL's training programme in healthcare-related research and innovation, known as Post-MIR Wenceslao
Lépez Albo contracts, is specifically for residents who have completed their specialisation. It has been active
since 2003 as a way to promate training, attracting and consolidating talent in the Marqués de Valdecilla Uni-
versity Hospital environment.

This nationwide call invites recently-trained specialists from any centre in the country to develop a research
programme supervised by the Marqués de Valdecilla University Hospital of up to three years in duration which
should include a stay at one orvarious renowned international centres. In 2015, IDIVAL offered grants for a two-
year contract to three specialists; the Post-MIR Valdecilla contracts of a further seven specialists were active at
some point during 2015,

2015 CALL

RIANCHO ZARRABEITIA, JAVIER. Neurology Specia-

list, trained at HUMV. Tutor: Jon Infante. Project: Epige-

netics and new technologies in dementia: a translational

approach and innovation in care. Stay abroad: Dr. Bruce

Miller. Memory Ageing Centre in San Francisco, Universi-
__ty of California (UCSF MAC). Duration: two years.

RIANO MOLLEDA, MARIA. General Surgery Specialist,
trained at HUMV. Tutor: Manuel Fleitas, Project: Training
in hepatobiliary surgery and liver transplantation and
the study and application of solutions and machines for
preserving abdaminal solid organs for transplantation.
Stay abroad Professeur René ADAM, Paul Brousse Hos-

pital in Paris and the Hammersmith Hospital in London.

KISLIKOVA, MARIA. Nephrology Specialist, trained at Duration: two years.

HUMV. Tutor: Angel Martin de Francisco. Project: Epige-

netic Regulation of Arterial Smooth Muscle Phenotype in

CKD-Associated Vascular Disease. Stay abroad: Dr. David

Wheeler. The UCL Centre for Nephrology, University Co-
_llege of London. Duration: two years.

2014 CALL

IRUZUBIETA COZ, PAULA. Digestive System Specialist,
trained at HUMV. Tutor: Javier Crespo Garcia (Head of Di-
gestive System Dept., HUMV). Project: Role of immunity
and intestinal microbiota in liver disease due to non-al-
coholic fatty deposits in obesity. Stay Abroad: Coaperati-
ve Research Centre in Biosciences (CIC bioGUNE 6 mon-
ths) and Freeman Hospital in Newcastle and the Institute
of Cellular Medicine at the University of Newcastle for 12
_months. Buration: 3 years.

Valdecilla m
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GONZALEZ QUINTANILLA, VICENTE. Neurology Spe-
cialist, trained at HUMV. Tutar: Agustin Oterino Duran.
Project: Evolutionary study of markers of inflammation
and brain atrophy in patients with multiple sclerasis in
Cantabria. Stay abroad: Dr. Pozzilli, Sant Andrea Hospi-
tal in Roma and Dr. Salvetti, University of Sapienza and
Dr. Alan Thompsan, National Hospital for Neurology and
_ Neurosurgery, London. Buration: 2 years.

PEREZ DEL MOLINO BERNAL, INMACULADA. Microbio-
logy and Parasitology Specialist, trained at HUMV. Tutor:
Jesus Agiiero Balbin. Project: Molecular characterisation
of the Mycabacterium tuberculosis complex in Cantabria,

2013 CALL

CAMPOS JUANATEY, FELIX. Urology Specialist, trained

at HUMV. Tutor: José A. Portillo Martin (Urology Dept.

HUMV). Project: Specific training for reconstructive uro-

logic pathology and andrology. Centre abroad: Dr. An-

thony Mundy and Dr. Bavid Ralp, University College Lan-
__don Hospitals. London. Duration: 2 years.

TRAINING

Doctoral Thesis

8.D0CTORALTHESES.DOCTORAL PROGRAMMES

IDIVAL researchers participate in the twao active doctoral programmes in the Faculty of Medicine of the Univer-

sity of Cantabria:

« Doctorate in Molecular biology and biomedicine (coordinated by Dolores Delgado. The programme is
quality accredited).

« Doctorate in Health Sciences (currently coordinated by institute researcher Benedicto Crespo-Facorro).

IDIVAL training activity is reflected in doctoral theses. In 2015, IDIVAL groups participated in a total of 37 docto-
ral theses, either through their direction or authorship.

Garcia

Ricardo Blanco Alonso

vasculitis

DOCTORATE DIRECTOR(S) TITLE UNIVERSITY
its importance in the clinical and epidemiological context
of gur region. Stay abroad: Or. Troels L||.Iebael<, Microbac- Alfonso Fernando JaVIFLUOI‘C? I?:,'az BI Cardiovascular risk assessment in patients C bri
teria laboratory, Statens Serum Institut. Copenhagen Corrales Martinez  J05€ Antonio Parra Blanco with rheumatoid arthritis antabria
. Miguel A. Gonzalez-Gay Mantecén
(Denmark). Duration: 2 years.
Ana Canga Juan Antonio Garcia-Porrero Pérez  Round ligament of the hip: an anatomical, Cantabria
Villegas Juan Antonio Montero Simoén radiological, functional and molecular study
2012 CALL
Study of the protective effects of chronic
: Andrea Corrales . . treatment with melatonin on cognitive deficits .
ABASCAL BOLADO, BEATRIZ. Specialisation: Pneu- SUAREZ PINILLA, PAULA. Specialisation: Psychiatry. Pardo Noemi Rueda Revilla of the TS65ON mouse, a model e Down Cantabria
mology. Tutor: Dr. Ramén Aglero Balbin. Project: To de- Tutor: Dr. Benedicto Crespo Facorro. Project: Develop- syndrome
termine the relationship between the exercise capacity ment and implementation of a protocol for early diag-
and physical activity of patients with chronic obstructive nosis and prevention of psychosis based on proteomic Nutritional status of vitamin D and vitamin
pulmonary disease and the use of new technologies for analysis. Centre abroad: Centre for Neuropsychiatry Re- Carlos Antonio M2 Teresa Garcia Unzueta ?'diple.”%e.nt a”;'l;n":"?jb'?' P?Pt";e.s Starler] € -
— ; . : -~ : a e AR cathelicidin and beta-defensin-2) in blood an antabria
mea;urgmeht. Medical mterver?tlorl to reduce rlates ofre search, Cambridge. Buration: 2 years. Amado Diago M2 Del Carmen Farifias Alvarez pleural fluid, possible pathophysiological and
haspitalisation after exacerbation in COPD patients. Cen- diagnostic implications in pleural effusions
tre abroad: Mayo Clinic, Rochester, Minnesota. Director:
_Roberto P Benzo. Duration: 2 years. Carlos Rener Optical properties of doped wide band gap
o L:cuonsa enero Rafael Valiente Barroso binary oxides with luminescent ions: the Cantabria
PELAYO NEGRO, ANA LARA. Specialisation: Neu- effects of high pressure
rology. Tutor: Dr. José Angel Berciano Blanco. Project:
Atrophy of the lower extremities in Charcot-Marie-Tooth Bt i Long-term survival of patients with
disease type 1A: findings in muscle MRI and the clini- Montes Gaisan Eulogio Conde Garcia transplants for acute myelogenous leukaemia. Cantabria
cal-neurophysiological correlation. Centre abroad: Cen- Analysis of risk factors
tre for Neuromuscular Disease (UCL Institute of Neuro- o '
logy in Queen Square, London, UK). Director: Mary Reilly. i : Rheumatic mitral stenosis. Very long-term
Dugr\;tiog' 5 earg ) / g g?)m?iegtiaggmez ﬁiﬁ::fg::h%i;?gls l\ég:Eioa; results of surgical treatment involving Cantabria
— -2years. commissurotomy and Duran annuloplasty
. . ; . Incidence of traumatic injuries of the hand and
Clara Caridad Dieter José Morales Garcia, e F : Tt .
Michel Rollock FranciicoJosé Herrero Fernandez wrist with an occupational origin: a study of Cantabria
quality of life
. . . Treatment protocol for a multiorgan donor for
ngla'lgif':s I\GA|iIﬁRcr::|ljrlrgue(32 Eairvaca Eduardo increased pulmonary donation. Multi-centre Eeyljuan
amores Lartia national study arios
. . Miguel A. Gonzalez-Gay Mantecon - —
Javier Loricera M@ Del Carmen Glez Vela Clinical characterisation of cutaneous Cantabria
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TRAINING
Doctoral Thesis

DOCTORANDO DIRECTOR (ES) TiTULO UNIVERSIDAD DOCTORANDO DIRECTOR (ES) UNIVERSIDAD
N M@ Teresa Berciano Blanco, Effect of bexarotene in transgenic mice RV "
JZaavrlrirblzli?iI;Cho Miguel Angel Lafarga Coscojuela, with amyotrophic lateral sclerosis (ALS). A Cantabria jh;l:-ngglzlﬁg:leano Ménica Lépez Fanarraga Studytof RS O TR ([0 Ve Cantabria
José Angel Berciano Blanco histological and molecular study gametes
, . Impact of new echocardiographic techniques 3 Lo .
José Antonio onlihe detection of myoca%di:fl dysfunctictljn Marta Garcia José Antonio Riancho Moral Study of bone mass and remodelling markers Cantabria
?2:5:;3222:' Cristina Ruisanchez Villar in asymptomatic type 1 diabetes mellitus. Cantabria Hoyos Carmen Valero Diaz de Lamadrid in individuals with Down syndrome
Gonzalez Vilchez Role of myocardial deformation and three-
dimensional echocardiography Effect of inhibitor drugs for the tumour
Natalia Palmou Joaquin Jordan Bueso necrosis factor alpha on the quality of life Castilla-
José Luis Gonzalez José Luis Hernandez Hernandez Secular trend in the hip fracture rate in Cantabria Fontana Julian Eloy Solis Garcia Del Pozo in patients with ankylosing spondylitis and La Mancha
Fernandez José Manuel Olmos Martinez Cantabria (1988-2010) psoriatic arthritis
Cerebral marphological changes in first-
- . P . . Validation of the FRAX predictive model for Paula Suarez ; episode non-affective psychosis: the .
{:c)eiﬁ;_:ésefonzalez Jjooss?éli\blj;lE:Irg?:qiizl\'/l_';rrt?ssez osteoporaotic fracture in postmenopausal Cantabria Pinilla Benedicto Crespo Facorro implication of changes in BDNF,NRG1 and Cantabria
women and men over 50 years old CNR1 polymorphisms
Diagnosis and staging of rectal cancer: the ] Aq Changes in mitosis-differentiation control in :
; : Pilar Alonso Lecue Alberto Gandarillas Solinis : ] Cantabria
Juan Crespo Daniel Casanova Rituerto mﬂuencg of post chemo and radiotherapy Cantabria carcinoma of the skin
Del Pozo changes in the assessment of the mesorectal
fascia using MR
, . Roberto Miguel Santibafiez Margtiello Predictors of morbidity and mortality in COPD .
Laura Sanchez Manuel Gomez F!mtas . Analysis of survival after pulmonary and . Garrastazu Lopez  Javier Llorca Diaz patients annually Cantabria
Juan Carlos Rodriguez Sanjuan ; e . Cantabria
Moreno hepatic metastasis in colorectal carcinoma
Epidemiology of hereditary haemorrhagic
Col | dii . Roberto José Antonio Parra Blanco, telangiectasia in Spain: experience of the Cantabria
Lourdes Calera Jesus Gonzalez Macias, glorectalicancer ancilivenmetastasis:ainew : Zarrabeitia Puente Maria del Carmen Farifias Alvarez  specialised unit in the Sierrallana hospital
Urbizu Fernando Rivera Herrero staging system. Analysis of prognostic and Cantabria (2003-2013)
predictive factors
Santiago Montes ; Identification of markers with diagnostic
The impact of changes in the procedure of Moreng Miguel Angel Piris Pinilla i':md p}:ognostic use in aggressive large B-cell ~ Cantabria
LucreciaYafiez Eulogio Conde Garcia the allogeneic transplant of haematopoietic Cantabria ymphoma
San Segundo José Luis Hernandez Hernandez progenitor cells on the evolution, morbidity
and mortality of infectious complications Marcos Antonio Gonzalez Lopez Study of the prevalence of thyroid dysfunction
Sara Diaz Angulo  Marcos Lopez Hoyos anc} S i ey 1 (A3l S with chromc Cantabria
urticaria, vitiligo and alopecia areata in the
- . autonomous region of Cantabria
Luis Cadelo Luis Garcia- Castrillo Riesgo Early markers of severe sepsis in hospital Cantabria g
Gomez go- emergency departments
. a . .
E::L}gelategm mér/;\irc];o'ltr:xﬁg:;ﬁ:]zzr;dez Role of microRNA-30c in pain perception Cantabria
M2 A . Diagnostic utility of the audit questionnaire
Jorri:he:rs;gg Pedro Mufioz Cacho, and carbohydrate-deficient transferrin to Cantabria dv of the eff f reducing th b
José Antonio Amado Sefiaris detect risk-associated alcohol consumption in S;Eu yort fe?'\ eDc\t(Fc;KreA ucing t er#,lm e
the working female population. Susana Garcia Carmen Martinez-Cue Pesini of copies of the 1A gene on different :
Cerro Noemni Rueda Revilla functional and neuromorphologic phenotypes  Cantabria
found in a mouse model with Down syndrome
M@ Del Carmen ; ; Strategies to optimise results in elective alite S pllalelin e
Daniel Casanova Rituerto, i : .
Manzanares e E——— surgery for colorectal cancer: preoperative oral Cantabria
Campillo : immunonutrition T Javier Llorca Diaz . . . . .
Trinitario Pina : ; . Modification of cardiovascular risk markers in .
Murci Miguel Angel Gonzalez-Gay o . Cantabria
urcia Mantecan psoriasis after anti-TNF therapy
Maria de Pedro Marina Pollan Santamaria, Influence of non-steroidal anti-inflammatory Cantabria Miguel A. Gonzalez-Gay Mantecén
de Cardenas, i i inci P el ini isati -Schénlei :
e Cardenas Javier Llorca Diaz drug use and breast cancer incidence X:F;?: Calvo Maria del Carmen Gonzalez Vela Cl::llaargcharacterlsatlon of Henoch-Schénlein Cantabria
Ricardo Blanco Alonso purp
Maria Soledad ; : : . . i ioni i i
< Alvaro Castellanos Ortega Measuring the satisfaction of patients . Vi ; ; i 5 Endothelial function in multiple sclerosis and
: : o te G | Agustin Oterino Duran o . . , .
ARl B LR Javier Llorca Diaz admitted to the ICU and their families Cantabria Q:ﬁi‘:aii”gnza & & migraines. A cross-sectional study with active  Cantabria

Jesus Castillo Obeso

comparator
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g.RESEARCH SEMINARS
! [e

| UNIVERSIDAD
| DE CANTASBRIA

B The Biomedical Research Forum of Cantabria, consisting of researchers from IDIVAL, the University of Can-
tabria and the Institute of Biology and Biomedicine of Cantabria, has organised an ambitious programme of re-
search seminars in collaboration with clinical and basic researchers. The researchers who have coordinated the
development of this programme are as follows: Dr. Ana Batlle (HUMV), Dr. Carlos Lopez (HUMV), Br.Raman Meri-
no (IBBTEC-UC), Dr.Juan Antanio Montero (UC), Dr. Félix Sangari (IBBTEC-UC) and Dr. José Pedro Vaqué (IDIVAL).

The 2015 programme consisted of the fallowing seminars that were held in the Faculty of Medicine of the Uni-

versity of Cantabria, in the Marqués de Valdecilla University Hospital and the IDIVAL facilities.

DATE (LOCATION) SESSION SPEAKER

TRAINING
Research Seminars

FECHA (LUGAR) SESION PONENTE

18 May
(UC-F.MEDICINA)

13:00h. Metabolic programs in prostate cancer pro-
gression

Dr. Arkaitz Carracedo
Group leader, Molecular Oncology
program CIC bioGUNE

25 May
(UC-F.MEDICINE)

13:00h. Ovarian cancer: towards a personalised
treatment

Dra.Ana de Juan
Oncology Department
Margués de Valdecilla University

1June
(UC-F.MEDICINE)

13:00h. Biomedical applications of DNA origamis:
the potential of DNA nanotechnology

Lda. Sandra Sagredo
Protein Engineering Group

8 June
(UC-F.MEDICINE)

13:00h. Hepatocellular carcinoma: Therapy guided by
mutational signatures

Dra. Susana Llerena

Digestive System Department, HUMV
and Lda. Nuria Garcia

Cancer Genomics Group, IDIVAL

15 June
(UC-F.MEDICINE)

13:00h. Cytotoxic effects of nanomaterials and their
application in the biomedical area

Lda. Lorena Garcia Hevia
Department of Molecular Biology. University of Can-
tabria

22 June
(UC-F.MEDICINE)

13:00h. Bioinformatics: Advances, applications and
services for research

Dr. Carlos Prieto
Head of the Bioinformatics Department
University of Salamanca

2g June
(UC-F.MEDICINE))

13:00h. Hacking the master transcriptional program
of prostate cancer metabolism

Dra. Verdnica Torrano
Post doctorate Researcher Molecular Oncology

21 September
(Anatomical Patholo-
gy Seminar Hall)

13:00h. Understanding ambiguous pathological
models in oncogenesis

Alejandro A Gru,MD
Pathology and Laboratory Medicine
University Of Virginia Health System

5 October 13:00h. Subthalamic nucleus: a critical point of cor- Dr.Juan Martino
(Sala de Seminarios tical projection for mediating sensorimotor, Neurosurgery Department - Raquis Unit
IDIVAL) cognitive and limbic functions Marqués de Valdecilla Marqués de Valdecilla
19 October . .
) i . . . Dr.Juan Jesus Augustin
(lDl\/AHL S”rimmar 13:00h. The role of BAMBI in humoral immunity Chronic Inflammation and Autoimmune Diseases
a
26 October Dra. Paula Iruzubieta
(IDIVAL Seminar 13:00h. MCJ/DNAC)15 in Acetaminophen Induced Digestive System Department
Hall) HUMvV
g November 14:00h. Frequency and characteristics of familial Medical Oncology Department
(Sala de Seminarios melanoma in Spain: results of the FAM- Healthcare Research Institute
IDIVAL) GEM-1 study Gregorio Marafion Madrid

20 January 12:30h. A clinical focus on breast cancer: “What do Dr.). Manuel Lopez-Vega
(IBBTEC) we expect from molecular research?” HUMV-IDIVAL
3 February 12:30h. Brucellosis in Subsaharan Africa: practical and | Dr.Ignacio Moriyon
(IBBTEC) scientific challenges U. Navarra
24 February 12:30h. In search of therapeutic strategies to effec- Dr. Mariano Barbacid
(IBBTEQ) tively block K-Ras driven lung and pancreatic tumours | CNIO, Madrid
17 March 12:30h. Fuelling gene therapy research with next Dr.). Carlos Ramirez
(IBBTEC) generation lentiviral vectors CNIO, Madrid
31 March 20h. Molecular di < of Dr. Miguel A. Pitis
(IBBTEQ) 12:30h. Molecular diagnosis of cancer HUMVAIDIVAL
14 April 12:30h. “Role and Therapeutic Potential of the Endo- | Dra.Susana Mato
IBBTEC cannabinoid System in Myelin Diseases” UPV. Bilbao
( )
. 12:30h. Mutational and functional studies on PTEN Dr. Rafael Pulid
28 Aprl| tumor suppressor / Estudio mutacional-fun- CrI.PFa ;,e c uiieo
(IBBTEC) cional del supresor tumoral PTEN -blotruces
4 May 13:00h. The role of microglia in the immune respon- Dra. Elisabet Frande

(UC-F.MEDICINE)

se against Listeria monocytogenes

(IDIVAL)

10 November
(IDIVAL Seminar
Hall)

14:00h. PTPR-K IN ZEBRAFISH: A new model of
tumour

Dr. Ifiaki Jiménez Gémez
Spatial regulation of Ras-ERK signals
IBBTEC

11 May
(UC-F.MEDICINE)

13:00h. HCV in Spain

Dr.Javier Crespo
Head of the Digestive System Department
HUMV-IDIVAL

24 November
(Sala de Seminarios
IDIVAL)

14:00h. Myc roles in proliferation and erythroid
differentiation

Dra. Lucia Garcia-Gutiérrez
MYC Oncoprotein in cell differentiation and leukemia
IBBTEC

13 May
(Téllez-Plasencia
Room, Pavilion 16,

HUMV)

14:00h. Next Generation Sequencing (NGS). Mass
DNA sequencing has revolutionised research
and will have a major impact on clinical care

Dr. Eduardo Pareja
Eray Bioinformatics

o1 December
(IDIVAL Seminar
Hall)

14:00h. New antidepressant therapies: the role of
the old players

Dr. Albert Adell
Systems Neurobiology
IBBTEC

21 December
(Téllez Plasencia
Room. HUMV)

10:00h. Novel mechanisms of extracellular intrinsic
antimicrobial resistance

Miguel A. Valvano, M.D.

Professor of Microbiology and Infectious Diseases
The Wellcome-Wolfson Institute for Experimen-
tal Medicine
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FORMACION
Student Training

10. STUDENT TRAINING

As part of its research groups, 40 of the 132 associate professors at IDIVAL work in the Margués de Valdecilla
University Hospital. Of the 10 tenured professors and 10 other professors from the University of Cantabria wor-
king with the Margues de Valdecilla University Hospital, 18 belong to IDIVAL groups.

- Undergraduate Studies in Medicine at the University of Cantabria. The Marqués de Valdecilla University
Hospital develops training which teaches students of the Faculty of Medicine in their third, fourth, fifth and sixth
year of medical studies The number of students enrolled in these courses whose training involves the Marqués
de Valdecilla University Hospital (in the last five academic years) is as follows: 4th year of Medical Studies: 132,
gth year of Medical Studies: 157, 6th year of Medical Studies: 100.

M 2. Summer internship programme. In 2013, IDIVAL launched a grant programme for five students studying an
undergraduate degree or diploma in any biomedical discipline (biology, biotechnology, nursing, pharmacy, me-
dicine, dentistry, etc.) to spend a summer working in the laboratories of IDIVAL groups, a programme that has
been continued into 2014 and 2015. The students awarded the grant and the research group in which they worked
during the summer of 2015 appear in the IDIVAL grants section.

[ | 3. Spanish for Health Programme with the Comillas Foundation. IDIVAL, in collaboration with the Comillas
Foundation, hosts four medical students from New York University Langone for six weeks so they can study
Spanish for Health.

Ny

FUNDACION
COMILLAS

Valdecilla Biomedical Research Institute
Santander, Spain
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IDIVALFUNDING IN 2015

Revenue

B DIVAL recorded total revenue of €7.05 million in 2015. The revenue pertaining to the Government of Canta-
bria increased to €2.18 million, representing 30.5% of total revenue. The remaining revenue (69.5%) pertains to
both the public and private campetitive programmes at a national and international level (€2.20 million) and to
the private agreements and contracts signed during the year (€2.65 million).

ORIGIN OF REVENUE, 2015
; Percentage Distribution

0%
Regional Ministry of Health

Competitive calls 2,182,866 2.182.866

Regional pragrammes 92.534 o
R&D National Plan 2.019.891 38 %o
European Commission Programmes 70.441
Private competitive grants 18.873
Private contracts and agreements 2.651.383
Clinical Trials 613.086
Service contracts 542.329
Collabpration agreements g53.369 310/0
Donations 542.5499

Revenue from service provision 15.669 B Gobernment of Cantabria
TOTALREVENUE 7.047.344 Competitive Calls

Private contracts and agreements
L] services
Spending

M DivAL spending is essentially allocated towards developing research projects using its own financing, to
the IDIVAL research grant programme and to arganisational spending (support personnel, in-house research
personnel and operational costs)

In 2015, it allocated a total of €£3.0g9 million to developing projects with specific funding, €1.8g million to struc-
tural costs and €350,000 to investments.

The IBIVAL grant programme has represented expenditure of €g70,000 (Post-MIR Valdecilla Lopez Albo con-
tracts, productivity, co-financing of projects and contracts, etc.).

Valdecilla Biomedical Research Institute
Santander, Spain

IDIVALRED Activity
Idival Funding In 2015

PERSONNEL

B in 2015, IDIVAL had 29 Research Groups made up of researchers, collaborators and technical personnel, all
pertaining to the Marqués de Valdecilla University Hospital and the University of Cantabria. Of these research
groups, 16 are consalidated, 2 emerging, 8 clinical, 1 newly created and 2 cross-disciplinary. Of these, 20 are di-
rected by head researchers invalved with clinical activity, 7 by researchers of the University of Cantabria and 2
by Institute researchers.

In 2015, these groups had a total of 538 members, of which 59 were Main Researchers on projects developed
through competitive funding in active national ar international calls over the last five years (2011-2015).
Personnel cantracted by IDIVAL during 2015 pertain to the following programmes:

Researcher Programmes

Miguel Servet Pragramme (ISCIII): 2
IDIVAL Researchers: &

Research Training Programme

Rio Hortega Programme (ISCIII): o
Sara Borell Programme (ISCIII): 2
Wenceslao Lopez Albo Programme (IDIVAL): 10
Contracts for Research Projects
IDIVAL-funded contracts 28

ISCHI contracts: 32

MICINN contracts: 6
Privately-funded cantracts: 41
Support Services

Scren Platform (ISCII1): 2

Biabank Platfarm (ISCIII): 2

ITEMAS Platform (1SCIII): 3
Infrastructure technicians (ISCII): 1

IDIVAL support personnel: 12

Three individuals contracted through CIBER must be added to this list.

PUBLICATIONS

M Production activity originated by IDIVAL researchers is at 422 indexed papers in 2015 (excluding conference
papers published in journals). In 200 papers (47%), the first or last author pertains to IDIVAL. In 78 publications
(18%), there was collaboration with authors from other countries.

Valdecilla m
s IDIVAL



IMPACT FACTOR

B n 2015 the cumulative impact factor of IDIVAL graup publications was 1949 (SCl 2014), the percentage of
publications with an impact factor in the first quartile was 49%, and the 107 papers published in 2015 had an
impact factor in the first decile of the specialisation of 25%.

QUOTATIONS

B The first article authored by Valdecilla researchers was quoted in 1930 and 1g41. It concerned the paper publi-
shed by DOr. Gonzalez Aguilar: Gonzalez-Aguilar ). Contribution to the pathogeny of tendon tumors of giant cells.
Journal of Bone and Joint Surgery 1930; 12: 280-288.

Throughout 2015, the Valdecilla mark obtained 11,183 featured quotations according to data from the ISI web of
knowledge platform (using the descriptar “valdecilla” in the corresponding affiliation field). Therefore, in 2015
the Valdecilla mark exceeded an accumulated 87,000 citations, as more than a hundred references exceeded 100
citations, with the number of citations obtained annually continuing to increase.

2015 IDIVAL PUBLICATIONS, DISTRIBUTED BY QUARTILE
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EVOLUTION OF IMPACT FACTOR DISTRIBUTION BY QUARTILE

1 2
Aro Q Q Q4
% % %
2011 162 55,3% 50 17,1% 57 19,5% 24 8,2% 203
2012 188 51,6% B9 19,0% 64 17,6% 43 11,8% 364
2013 170 44,2% 98 25,5% 63 16,4% 54 14,0% 385
2014 7 52,1% 73 22,3% 56 17,1% 28 8,5% 328
2015 207 49,1% ag 23,5% 72 17,1% 44 10,4% 422
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IDIVAL PUBLICATIONS IN 2015 ACCORDING TO IMPACT FACTOR n

(Excluding those derived from multi-centre collaborations) BMC CANCER 3,362 6724 4
BMC FAM PRACT 1,669 1 1,669 2 4

BMC GENET 2,397 1 2,397 3 6

BMC GENOMICS 3,986 1 3,986 1 2

ACTA RADIOL 1 603 1,603 6 BMC PUBLIC HEALTH 2,264 1 2,264 2 4
ACTAS UROLESP 1,022 2 2,044 4 8 BRAIN 9196 1 9196 ; ]
ADICCIONES 1154 1 1154 4 9 BREAST CANCER RESEARCH AND TREATMENT 3,94 1 3,94 2 3
ADVANCED HEALTHCARE MATERIALS 5797 1 5797 1 1 BRITISH JOURNAL OF HAEMATOLOGY 4,711 1 4,711 1 2
ADVANCED OPTICAL MATERIALS 4,062 1 4,062 1 2 BRITISH JOURNAL OF OPHTHALMOLOGY 2,976 1 2,976 1 3
AGING-US 6,432 2 12,864 1 2 BURNS 1,88 1 1,88 4 8
ALLERGY 6,028 1 6,028 1 1 CALCIFIED TISSUE INT 3,272 1 3,272 5
ALZHEIMERS DEMENT 12,407 1 12,407 1 1 CANCER CELL 23,523 1 23,523 1 1
AM J CARDIOL 3,276 1 3,276 2 4 CANCER CHEMOTHERAPYAND PHARMACOLOGY 2,769 2 5,538 2 4
AMJ HUM GENET 10,931 1 10,931 1 1 CARDIOL) 1,062 1 1,062 4 8
AM ] MED GENET B 3,416 1 3,416 2 4 CELL DEATH DIFFER 8184 1 8184 1 1
AM] PSYCHIAT 12,295 1 12,295 L L CELL STRESS CHAPERON 3163 1 3,163 3 6
AM J RESP CRIT CARE 12,996 1 12,996 1 1 CEPHALALGIA 4,891 3 14,673 1 2
AM ) ROENTGENOL 2,731 1 2,731 2 3 CHEST 7,483 1 7,483 1 1
AM J SURG PATHOL 5:145 1 5,145 1 1 CHRONOBIOLINT 3:343 1 3,343 1 2
AM ] TRANSPLANT 5,683 2 11,366 1 1 CIR ESPAN 0,743 4 2,972 4 8
AMERICAN JOURNAL OF HEMATOLOGY 3,798 1 3,798 1 3 CLIN EXP RHEUMATOL 2,724 12 32,688 5
ANAESTHESIA 3382 L 3382 1 2 CLIN GASTROENTEROLH 7,896 1 7,896 1 1
ANGEW CHEM INT EDIT 11,261 1 11,261 1 1 CLIN LAB 1,129 1 1,129 3 7
ANN ALLERG ASTHMA IM 2,509 1 2,599 2 5 CLIN NEUROPHYSIOL 3,097 1 3,097 2 4
ANN HEPATOL 2,065 1 2,065 3 7 CLIN NUCLMED 3,931 1 3,931 1 2
ANN NEUROL 9.977 1 9.977 1 1 CLIN TRANSPLANT 1,522 1 1,522 2 5
ANN RHEUM DIS 10,377 8 83,016 1 1 CLINICA CHIMICA ACTA 2,824 1 2,824 1 2
ANN SURG ONCOL 3,93 1 3,93 1 1 CLINICAL& TRANSLATIONALONCOLOGY 2,077 6 12,462 3 7
ANN TRANSPL 1,261 1 1,261 3 6 CLINICAL CHEMISTRYAND LABORATORY MEDICINE 2,707 1 2,707 1 2
ANN VASC SURG 117 1 117 4 9 CLINICAL INFECTIOUS DISEASES 8,886 2 17,772 1 1
ANNALS OF ONCOLOGY 7,04 2 14,08 1 1 CLINICALMICROBIOLOGYAND INFECTION 5,768 2 11,536 1 1
ANTIMICROBIALAGENTS AND CHEMOTHERAPY 4,476 3 13,428 1 2 COGN NEUROPSYCHIATRY 1,912 1 1,912 3 6
APMIS 2,042 1 2,042 3 8 CRIT CARE MED 6,312 1 6,312 1 2
APPLENVIRON MICROB 3,668 1 3,668 1 3 CURR GENOMICS 2,342 3 7,026 3 7
ARCH BRONCONEUMOL 1,823 3 5469 3 7 CURR OPIN RHEUMATOL 4,886 1 4,886 1 2
ARTHRIT CARE RES 4,713 1 4,713 1 2 CURRENT NEUROPHARMACOLOGY 3,049 1 3,049 2 3
ARTHRITIS RESEARCH & THERAPY 3,753 4 15,012 2 3 CURRENT PHARMACEUTICAL DESIGN 3,452 2 6,904 1 3
AUSTRALAS | DERMATOL 1106 L 1106 3 7 CURRENT RHEUMATOLOGY REPORTS 2,87 1 2,87 2 4
BBA-MOLBASIS DIS 4,882 1 4,882 1 2 DERMATOLOGY 1,569 1 1,569 2 5
BEHAV BRAIN RES 3,028 1 3,028 2 4 DIAGNOSTIC MICROBIOLOGY AND INFECTIOUS DISEASE 2,457 1 2,457 6
BIOMED RESEARCH INTERNATIONAL 1,579 g 7,895 3 7 DIS COLON RECTUM 3,749 1 3,749 2 3
BIOSCIENCE REP 2,637 1 2,637 3 7 DRUGS 4,343 1 4,343 1 2
BLOOD 10,452 1 10,452 1 1 EMERGENCIAS 2,895 2 579 1 2
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P I

ENFERMEDADES INFECCIOSASYMICROBIOLOGIA CLINICA 2,172 10,86 J AFFECT DISORDERS 3,383 3,383

EPILEPSYBEHAV 2,257 1 2,257 2 5 J AM COLL CARDIOL 16,503 2 33,006 1 1
EUR CHILD ADOLES PSY 3,336 3 10,008 1 1 J AM GERIATR SOC 4,572 1 4,572 1 2
EUR ] DBERMATOL 1,99 1 1,99 2 4 J APPLANIM RES 0,435 1 0,435 4 8
EUR ) MED CHEM 3,447 1 3,447 1 2 ) BIOLCHEM 4,573 1 4,573 1 3
EUR NEUROPSYCHOPHARM 4,369 1 4,369 1 2 J CARDIOTHOR VASC AN 1,463 1 1,463 3 7
EUR PSYCHIAT 3.439 3 10,317 2 3 JCELLSCI 5,432 1 5,432 1 3
EUR RESPIR ) 7,636 1 7,636 1 1 J CHILD PSYCHOL PSYC 6,459 1 6,459 1 1
EUR UROL 13,938 2 27,876 1 1 J CLIN ENDOCR METAB 6,209 1 6,209 1 2
EUROINTERVENTION 3,769 3 11,307 2 3 J CLIN PSYCHIAT 5,498 1 5,498 1 2
EUROPEAN JOURNAL OF CANCER 5,417 2 10,834 1 2 J CLIN VIROL 3,016 1 3,016 2 5
EUROPEAN JOURNAL OF CLINICALPHARMACOLOGY 2,966 1 2,966 2 4 J DERMATOL TREAT 1,669 1 1,669 2 5
EUROPEAN JOURNAL OF INTERNAL MEDICINE 2,891 1 2,801 1 2 JEUR ACAD DERMATOL 2,826 2 5,652 1 2
EUROSURVEILLANCE 5,722 1 5,722 1 1 J GEN VIROL 3183 1 3183 2 3
EXPERT REV HEMATOL 2,07 1 2,07 3 7 JHEADACHE PAIN 2,801 1 2,801 2 4
EXPERT REV NEUROTHER 2,783 1 2,783 2 4 JHEART LUNG TRANSPL 6,65 1 6,65 1 1
EXPERT REVIEW OF PHARMACOECONOMICS & OUTCOMES RESEARCH 1,669 1 1,669 3 6 JHEPATOL 11,336 3 34,008 1 1
FISH SHELLFISH IMMUN 2,674 1 2,674 1 1 JHYPERTENS 4,72 1 4,72 1 2
FORENSIC SCI INT-GEN 4,604 1 4,604 1 1 JIMMUNOL METHODS 1,82 1 1,82 3 7
FRONT CELL NEUROSCI 4,289 1 4,289 1 3 J INVASIVE CARDIOL 0,949 1 0,949 4 g9
FRONTIERS IN PHYSIOLOGY 3,534 1 3,534 1 3 JINVEST ALLERG CLIN 2,506 3 7,788 2 5
GAC SANIT 1,186 1 1,86 3 8 J NEUROL 3,377 1 3,377 2 3
GASTROENT HEPAT-BARC 0,838 2 1,676 4 10 JNEUROLNEUROSUR PS 6,807 2 13,614 1 1
GASTROINTEST ENDOSC 5,369 1 5,369 1 2 J NEUROSURG 3,737 1 3,737 1 2
GENOME RES 14,63 1 14,63 1 1 J NON-CRYST SOLIDS 1,766 1 1,766 1 2
HAEMATOLOGICA 5,814 4 23,256 1 1 J PARKINSON DIS 1,91 1 1,91 3 8
HEPATOLOGY 11,055 2 22,11 1 1 J PERIPHER NERV SYST 2,758 1 2,758 2 4
HISTOLHISTOPATHOL 2,096 1 2,096 3 8 JPHYS CHEM C 4,772 1 4,772 1 3
HISTOPATHOLOGY 3,453 2 6,906 1 2 J PINEALRES 9,6 1 9,6 1 1
HUM VACC IMMUNOTHER 2,366 1 2,366 2 5 J PSYCHIATR PRACT 1,344 1 1,344 3 8
IEEE ELECTR INSULM 1,643 1 1,643 2 4 J RHEUMATOL 3,187 2 6,374 2 4
IMMUNOLOGIC RESEARCH 3,098 1 3,098 2 g J VIRALHEPATITIS 3,909 1 3,909 2 3
INFECTIOUS AGENTS AND CANCER 2,358 1 2,358 3 7 JACC-CARDIOVASC INTE 7,345 1 7,345 1 1
INJURY 2,137 1 2,137 1 2 JAMA-JOURNAL OF THE AMERICAN MEDICAL ASSOCIATION 35,289 2 70,578 1 1
INT IMMUNOPHARMACOL 2,472 1 2,472 3 6 JOURNAL OF ANTIMICROBIAL CHEMOTHERAPY 5,313 6 31,878 1 1
INT J CARDIOL 4,036 3 12,108 1 3 JOURNAL OF CLINICAL MICROBIOLOGY 3,993 1 3,993 1 3
INT ) DERMATOL 1,312 3 3,036 3 7 JOURNALOF CLINICALONCOLOGY 18,428 2 36,856 1 1
INT J DEV BIOL 1,903 1 1,903 4 g JOURNAL OF IMMUNOLOGY 4,922 1 4,922 1 2
INT ) MED ROBOT COMP 1,526 1 1,526 2 g JOURNAL OF INFECTION 4,44 2 8,882 1 2
INT ] NEUROPSYCHOPH 4,009 1 4,009 1 2 JOURNAL OF NEUROSCIENCE 6,344 1 6,344 1 1
INTERNATIONALJOURNAL OF ANTIMICROBIALAGENTS 4,296 1 4,296 1 2 KIDNEY INT 8,563 1 8,563 1 1
INTERNATIONAL JOURNAL OF CANCER 5,085 2 10,17 1 2 LANCET INFECT DIS 22,433 1 22,433 1 1
INTERNATIONAL JOURNAL OF CHRONIC OBSTRUCTIVE PULMONARY DISEASE 3,141 1 3,141 2 3 LANCET NEUROL 21,896 2 43,792 1 1
INTERNATIONALJOURNAL OF MOLECULAR MEDICINE 2,088 1 2,088 3 5} LANCET RESPIRATORY MEDICINE 9,629 1 9,629 1 1
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LEUKEMIA & LYMPHOMA 2,801 2,801

LEUKEMIA RESEARCH 2,351 1 2,351 3
LIGHT-SCIENCE & APPLICATIONS 14,603 1 14,603 1 1
LIVER INT 4,85 3 14,55 1 2
LUPUS 2197 L 2197 3 6
MATURITAS 2,042 1 2,942 1 2
MED INTENSIVA 1,336 g 6,68 4 q
MEDICINA CLINICA 1,417 g 12,753 2 5
MEDICINE 5,723 7 40,067 1 1
MEM | OSWALDO CRUZ 1,592 1 1,592 2 5
MENOPAUSE-THE JOURNAL OF THE NORTH AMERICAN MENOPAUSE SOCIETY 3,361 1 3,361 1 2
MICROBES AND INFECTION 2,861 1 2,861 2 5
MIDWIFERY 1,573 1 1,573 1 2
MODERN PATHOLOGY 6,187 3 18,561 1 1
MOL CELL BIOCHEM 2,303 1 2,303 3 7
MOL GENET METAB 2,625 1 2,625 3 6
MOVEMENT DISORD 5,68 1 5,68 1 1
MUSCLE NERVE 2,283 2 4,566 3 6
NANO LETT 13,592 1 13,592 1 1
NATURE 41,456 2 82,012 1 1
NATURE COMMUNICATIONS 1,47 1 1,47 1 1
NEFROLOGIA 1,223 2 2,446 3 8
NEPHROL DIAL TRANSPL 3,577 1 3,577 2 3
NEUROBIOLAGING 5,013 2 10,026 1 1
NEUROL MED-CHIR 0,724 1 0,724 4 10
NEUROLOGIA 1,381 1 1,381 4 8
NEUROLOGY 8,286 1 8,286 1 1
NEUROMUSCULAR DISORD 2,638 1 2,638 2 5
NEUROPSYCHOBIOLOGY 2,261 1 2,261 3 7
NEUROUROL URODYNAM 2,873 1 2,873 1 3
NEW ENGLAND JOURNAL OF MEDICINE 55,873 1 55,873 1 1
NUCL MED COMMUN 1,669 1 1,669 3 6
NUTRICION HOSPITALARIA 1,04 1 1,04 4 q
ONCOGENE 8,459 1 8,459 1 1
ONCOTARGET 6,359 8 50,872 1 1
OPT MATER EXPRESS 2,844 1 2,844 1 2
OSTEOPOROSIS INT 4,169 2 8,338 2 3
PAIN 5,213 1 5,213 1 1
PANCREAS 2,959 1 2,959 2 g
PARKINSONISM RELAT D 3,972 1 3,972 1 2
PATHOLOGY RESEARCH AND PRACTICE 1,397 2 2,794 4 8
PHARMACOEPIDEMIOLOGY AND DRUG SAFETY 2,039 1 2,939 2 4
PLASMID 1,578 1 1,578 3 8
PLOS ONE 3,234 14 45,276 1 2
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PROTEOMICS 3,807 3,807

PSYCHIAT RES-NEUROIM 2,424 3 7,272 2 5
PSYCHOLMED 5,038 1 5,038 1 1
REV ESP CARDIOL 3,792 5 18,96 2 3
REV ESP ENFERM DIG 1,414 5 7,07 4 o
REV ESP MED NUCL IMA 1,054 4 4,216 4 o
REV NEUROLOGIA 0,83 1 0,83 4 o
REVISTA CLINICA ESPANOLA 1,003 4 4,252 3 6
REVISTA ESPANOLA DE QUIMIOTERAPIA 0,797 1,594 4 q
REVISTA IBEROAMERICANA DE MICOLOGIA 1,056 1 1,056 4 q
RHEUMATOL INT 1,516 2 3,032 3 7
RHEUMATOLOGY 4,475 2 8,95 1 2
ROM J MORPHOL EMBRYO 0,659 1 0,659 4 10
RSCADV 3,84 1 3,84 1 3
SCHIZOPHR RES 3,923 3 11,769 1 3
SCI TOTALENVIRON 4,099 1 4,099 1 1
SEMIN ARTHRITIS RHEU 3,925 g 19,625 1 3
SKELETALRADIOL 1,51 2 3,02 2 5
SLEEP 4,501 1 4,501 1 2
SLEEP MED 3,154 1 3,154 2 3
TEXHEART ) 0,649 1 0,649 4 10
TISSUE ANTIGENS 2,137 1 2,137 5
TRANSLATIONAL PSYCHIATRY 5,62 1 5,62 1 2
TRANSPL INFECT DIS 2,064 2 4,128 3 §)
TRANSPLINT 2,509 2 5,198 2 3
TRANSPLP 0,982 6 5,892 3 7
TRANSPLANTATION 3,828 2 7,656 1 1
UNITED EUROPEAN GASTROENTEROLOGYJOURNAL 2,08 1 2,08 3 7
VACCINE 3,624 1 3,624 2 4
WORLD ] GASTROENTERO 2,369 2 4,738 3 6
WORLD NEUROSURG 2,878 1 2,878 1 2
XENOTRANSPLANTATION 2,84 1 2,84 2 4

TOTAL GENERAL

[om o] |
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RESEARCH IDIVAL GROUPS’
IMPACTFACTOR

B Scientific production of the 2g research IDIVAL groups descibed by impact factor is as follows:

RESEARCH PROJECTS

IDIVALRED Activity
Research Projects

Active or granted R&D National Plan projects in 2015

Active

.Throughout 2015, IBIVAL groups maintained 2g active projects from the R&0 National Plan and two European

ojects.
ADVANCED MICROSCOPY, PROTEIN FOLDING AND THE CYTOSKELETON 5,432 Pro)
ANATOMICALPATHOLOGY AND MOLECULAR PATHOLOGY 61,338 . ) ) . , )
Pl12/o0715. LLORCA DIAZ,JAVIER. Geneticvariants Pl12/00357. VAQUE DIEZ, JOSE PEDRO. Metastatic
APOPTOSIS 13,582 and pathways related to breast and prostate can- melanoma: Molecular diagnosis oriented towards
CANCER GENOMICS 178,58 cers, and their interaction with exposure ta endo- targeted therapy. CARLOS Il HEALTH INSTITUTE
genous and exagenous sex hormanes: study MCC- ~2013-2015,
CARDIOVASCULAR RESEARCH GROUP 70533  Spain. CARLOS |11 HEALTH INSTITUTE 2013-2015, ,
CELL CYCLE, DETERMINING STEM CELLS AND CANCER 1392 . . Pl12/o0615. RIANCHO MORAL, JOSE ANTONIO.
Pl12/00637. RODRIGUEZ REY, JOSE CARLOS. Ge- DNA Methylation: The pathagenic and biomarker
AL A L L netic basis of hereditary hipercolesterolemias not factor in bone formation disarders. CARLOS Il
CELLSIGNALLING AND THERAPEUTIC TARGETS 21,51 dependent an the LDL receptor or apalipoprotein _ HEALTH INSTITUTE 2013-2016.
b. Characterisation and functional analysis of va-
CEPHALEA CLINICAND GENETICS ey riants of the 3’ regulatory regions of candidate Ph2/00ggg. NIISTAL HERREBA' JUAN FRANC!S'
CLINICAL AND MOLECULAR MICROBIOLOGY 18,462 genes. CARLOS |1l HEALTH INSTITUTE 2013-2015, CO Role of adiponectin and its relationship with
- TNF- in myocardial remodelling induced by pres-
CLINICALTRIALS UNIT, MEDICAL ONCOLOGYAND PALLIATIVE MEDICINE 114,805 Pl12/02288. SANCHEZ JUAN, PASCUAL. Multimo- sure overload in aortic stenosis and its postsur-
CYTOKINES AND GROWTH FACTORS IN THE PHENOMENA OF PATHOLOGICALTISSUE PLASTICITY 29,135 dal study of Alzheimer's disease biomarkers in gical regression. CARLOS Il HEALTH INSTITUTE
DIAGNOSIS AND TREATMENT USING IMAGING (RADIOLOGY) 30,269 postoperative cognitive decline. CARLOS IIT HEAL- 201372015,
TH INSTITUTE 2013-2015. .
EPIDEMIOLOGYAND PATHOGENIC MECHANISMS OF INFECTIOUS DISEASES 70,38 — ) Ph2/01433. FERNANDEZ MIERA, MANUEL FRAN-
Pl12/02605. MIER RUIZ, MARIA VICTORIA. Epide- CISCO. Multichannel preview: Cantribution of te-
EPIDEMIOLOGY AND PUBLIC HEALTH 108,201 . . N o L o )
miological aspects, variability and survival in car- lemedicine to care continuity for complex chronic
GENETIC EPIDEMIOLOGY AND ATHEROSCLEROSIS IN SYSTEMIC INFLAMMATORY DISEASES 255,614 diac arrest care outside of the hospital for emer- patients. CARLOS Il HEALTH INSTITUTE 2013-
GENOMICS, PROTEOMICS AND VACCINES o gency services in Spain (subproject Cantabria). 2015,
: CARLOS I HEALTH INSTITUTE 2013-2015. . .
HAEMATOLOGIC NEOPLASMS AND HAEMATOPOIETIC PROGENITOR CELLTRANSPLANTATION 39,631 — i . PSl2012-33652. MARTINEZ-CUE, CARMEN. Phar-
TN E e oo VOE R EUME e Dl Ao Pl12/ooo60. GONZALEZ-GAY MANTECON, MIGUEL macological and genetic inhibition of the GABAA
34272 ANGEL. Study of genetic markers of cardiovas- R alpha g receptor and inhibition of the DyrkiA
INFECTION,IMMUNITY AND DIGESTIVE DISEASES 131,808 cular disease and subclinical atherosclerosis in gene in the Down syndrome Tsb50n mouse model:
MELATONIN AND BREAST CANCER 18,939 rheumatoid arthritis patients. CARLOS Il HEALTH _therapeutic action. MINECO. 2013-2075.
' INSTITUTE 2013-2015,. , i
MINERAL AND LIPID METABOLISM 140,119 - ] SAF2012-34059. MERINO PEREZ, JESUS. Study of
Pl12/02026. CRESPO GARCIA, JAVIER. Implication the anti-inflammatory role of apolipoprotein E
MOLECULAR IMAGING 6265 of different factors of innate and adaptive immu- _ (APOE) in autoimmunity. MINECO. 2013-20715,.
NANOMEDICINE 59,605 nity in the etiopathogenesis of liver disease from , .
NEURODEGENERATIVE DISEASE o fatty deposits in morbidly obese patients. CARLOS SAF2012-34203. ALVAREZ DOMINGUEZ, CARMEN.
41745 11l HEALTH INSTITUTE 2013-2015, Study of different vaccine vectors based on Liste-
NEUROPHYSIOLOGY IN EPILEPSY AND NEUROINTENSIVES 10,353 - ria monocytogenes against various inflammatory,
NEW TECHNIQUES IN ABDOMINAL SURGERY — P!1z/o14o5. GONZA!.EZ MACIAS, JESUS. The cano- infectious and cancerous processes. MINECO.
nical Wnt pathway in osteoclast: 2012*study of its ~ 2013-2075.
PSYCHIATRY 146,272 intervention in the regulation of bone mass. CAR-
TRANSPLANTATION AND AUTOIMMUNITY 122,285 _LOSTIFHEALTH INSTITUTE 2013-2015.

Pl12/001g93. BLANCO ALONSO, RICARDO. Study of

genetic markers of susceptibility in patients with

Henoch-Schanlein vasculitis. CARLOS [l HEALTH
_INSTITUTE 2013-2015.
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SAF2013-42012-P. SAMUEL COS CORRAL. Sensiti-

sing effects of melatonin for chemotherapy and ra-

diotherapy: a study of the molecular changes that
_modulate this process. MINECO. 2014-2016.

SAF2013-47434-R. HURLE GONZALEZ, MARIA
AMOR. MicroRNAs in neuropathic pain: molecular
biomarkers and targeted therapies. MINECO. 2014-
2016.

Pli3/01008. RODRIGUEZ RODRIGUEZ, ELOY MA-
NUEL. Alzheimer's disease biomarkers as prog-
nostic factors in idiopathic normal pressure hydro-
_cephalus. CARLOS I1l HEALTH INSTITUTE 2014-2016.

Pl13/01310. RAMOS VIVAS, JOSE. Clinically relevant
host-pathogen key interaction in Acinetobacter
species. CARLOS Il HEALTH INSTITUTE 2014-2016.

Pl13/01760. FERNANDEZ LUNA, JOSE LUIS. Prog-
nostic and therapeutic relevance in 00Z 1 glioblas-
toma, a new target in cancer. CARLOS Il HEALTH
INSTITUTE 2014-2016.

Pl13/01884. CARRASCO MARIN EUGENIO. Defects

in innate immunity and coinfection with respiratory

viruses: the perfect storm to develop invasive pneu-

mococcal disease in children? CARLOS 11l HEALTH
_INSTITUTE 2014-2016.

Pl13/01249. MARTINO GONZALEZ, JUAN. Preserva-
tion of areas invalved in the verbal warking memory
to prevent sequelae in glioma surgery in eloquent
areas. CARLOS Il HEALTH INSTITUTE 2014-2016.

Pli3/0o1191. FARINAS ALVAREZ, MARIA DEL CAR-

MEN. Intestinal colonisation by multiresistant en-

terobacteriaceae in patients with renal and liver

transplants: multicentre cohort study and randomi-

sed, contralled, open clinical trial CARLOS Il HEAL-
_ THINSTITUTE 2014-2016

BFU2014-54754-P. BERCIANO BLANCO, M TERESA, Granted

MIGUELANGEL LAFARGA COSCOJUELA Acetylation

regulation of the survival factor of motoneurans: its

importance in snRNP biogenesis and the assembly
_cajal nuclear bodies. MINECO. 2015-2017.

BFU2014-54026-P. HURLE GONZALEZ, JUAN. Bio-
logical mechanism and new significance of the in-
terdigital cell death responsible for the separation
of the fingers during limb development. MINECO.
2015-2017.

Pli4/00378. ARIAS RODRIGUEZ, MANUEL AN-
TONIO. Study of Serological factors and cellular
activation as potential early markers of chronic
antibody-mediated rejection in renal transplants.
_ CARLOS I HEALTH INSTITUTE 2015-2077.

Plig/oogoo. GANDARILLAS SOLINiS, ALBERTO.
New Routes and Strategies Towards Squamous Cell
Cancer. CARLOS I HEALTH INSTITUTE 2015-2017.

Pli4/00918. AYESA ARRIOLA, ROSA. PAFIP neuro-
cognition: Long-term longitudinal study (10 years)
of cognitive functioning in patients with schi-
zophrenia spectrum psychosis. CARLOS Il HEALTH
INSTITUTE 2015-2017.

Pli4/01g11. MARTINEZ MARTINEZ, LUIS. Heterore-

sistance and Persistence in carbapenem-resistant

Klebsiella pneumoniae. CARLOS [l HEALTH INSTI-
_TUTE 2015-2017.

Plis/oooog. OCAMPO SOSA, ALAIN ANTONIO.

Functional identification and characterisation of

new components of type VI secretion systems and

the molecular basis of their regulation in clinical

strains of Pseudomaonas aeruginosa. CARLOS I
_ HEALTH INSTITUTE 2016-2018.

Pli5/oo521. OLMOS MARTINEZ, JOSE MANUEL.
Study of bone and mineral metabolism of the
post-menapausal female and male population aged
50 and aver receiving care from a health centre in
Cantabria. CARLOS Il HEALTH INSTITUTE 2016-
2018.

Plis/o0525. GONZALEZ-GAY MANTECON, MIGUEL

ANGEL. Genetic markers of atheroscleratic disease

in Rheumatoid Arthritis. CARLOS Il HEALTH INSTI-
 TUTE 2016-2018.

Plig/01224. NISTAL HERRERA, JUAN FRANCISCO.
Protein morphogenetic of bane 7 (BMP7): Potential
therapeutic target in the pathological remodelling
of the cardiovascular system. CARLGS Il HEALTH
INSTITUTE 2016-2018.

Pli5/02138. CRESPO GARCIA, JAVIER. Endothelial

dysfunction, subclinical atheromatous disease and

cardiomyopathy in patients with HCV infection.

Characterisation and potential reversibility with di-

rect antiviral agents. CARLOS Il HEALTH INSTITUTE
~2016-2018.2016-2018.

M In 2015, IDIVAL researchers received a positive response on 10 projects in the National Plan.

Pl15/01285. OTERINO DURAN, AGUSTIN. Epigenetic
madifications induced by adverse childhood expe-
riences and endathelial damage in chronic migrai-
nes: case-control study. Murine experimental model
_creation. CARLOS 11l HEALTH INSTITUTE 2016-2018.

Pli5/0006g. LLORCA DiAZ, JAVIER. Integration
of genetic big data and clinical data: survival with
breast cancer in the MCC-Spain study. CARLOS 1lI
HEALTH INSTITUTE 2016-2018.

PIE15/00079. CRESPO GARCIA, JAVIER. Personali-

zed Medicine in HCV infection: understanding and

predicting hepatic and systemic responses in the

era of the new antiviral drugs. CARLOS Il HEALTH
_INSTITUTE 2016-2018.

PIE15/00081. PIRIS PINILLA, MIGUELANGEL. Disco-
very, Validation and Implementation of Biomarkers
for Precision Oncology. CARLOS 11l HEALTH INSTI-
TUTE 2016-201g.

RTC-2015-3786-1. GOMEZ ROMAN, JAVIER. Develo-

pment of anti-CCRg therapeutic antibodies for the

personalised treatment of tumours- TERPERAN.
_ CARLOS II HEALTH INSTITUTE 2016-2018.

Active European Projects in 2015

EU12/01- PSYSCAN. CRESPO FACORRO, BENEDICTO.
Translating neuraimaging findings from research
into clinical practice.7PM. European Commissian.

EU13/01- PRECISESADS. GONZALEZ-GAY MIGUEL

ANGEL. Molecular Reclassification to Find Clinica-

lly Useful Biomarkers for Systemic Autoimmune

Diseases. FP7, Innovative Medicines Initiative. Euro-
_pean Commission.
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CLINICALTRIALS

[ | During 2015, the Ethics Committee for Clinical Research of Cantabria (CEIC) authorised a total of 54 clinical
trials and 4g post-authorisation studies to be developed at the Marqués de Valdecilla University Hospital and its
area of influence. Of the 54 clinical trials approved in 2015 by the CEIC of Cantabria, one is Phase |, 14 are Phase
I,23 are Phase Ill, six are Phase 1V, four concern healthcare products and six concern procedures (without drugs
ar healthcare products). The list of major clinical trials approved in 2015 is as follows.

LIST OF TRIALS AUTHORISED BY CEIC IN 2015

CODE MAIN RESERACHER FULLTITLE
UTS-201 MARTA MARIA Cost-effectiveness of diagnasis and treatment in the syndrome
4 CABELLO NAJERA of sleep apnea hypopnea using home respiratory polygraphy.

Clinical efficacy and safety in the active search and treatment of
PE in patients hospitalised for the exacerbation of COPD of an
unknown cause.

RAMON AGUERO

SLICE BALBIN

) . Prospective international register: observational, multicentre,

o ANDRES GONZALEZ of a single graup, with consecutive inscription and subsequent
SURMOUNT._ P.5anitario MANDLY to the marketing of the Surpass flow diverter in intracranial
arteries.

WRAP-IT_Ensayo JUAN JQSE OLALLA Randomised global study on the prevention of infection envelope
con P. Sanitario ANTOLIN antibiotics.

Randomised study on Laparoscopic Radical Prostatectomy with
preservation of neurovascular bundles. Conventional technique
versus hydrodissection technique.

ENRIQUE RAMOS
2015.077 BARSELO

A multicentre, randomised, double-blind, double dummy study

using parallel groups with Fluticasone Furoate/Vilanterol

100/25 mcg powder for inhalation once daily, Fluticasone

201378_2014- FERNANDO Propionate/Salmeterol 250/50 mcg powder for inhalation twice

002253—_19 RODRIGUEZ daily and Fluticasone Propionate 250 mcg powder for inhalation
FERNANDEZ twice daily, for the treatment of asthma persistent in adults

and adolescents who are already adequately controlled with an

inhaled corticosteroid treatment and a long-acting beta2 agonist

twice daily.

Randomised, double-blind study to assess the pharmacokinetics,
RGB-03-104_2014- : pharmacodynamics, efficacy and safety of RGB-03 compared
003255-54 JAIME CALVO ALEN with MabThera® combined with methotrexate, in patients with
rheumatoid arthritis.

Multicentre open study of phase Il to evaluate the pharmacokinetics

_ ~ (PK), safety and efficacy of POL7080 administered together with
Egl_7068—c2)1003_2013 EﬁEtAGEL\‘ BLANCO the standard treatment in patients with ventilator associated
59 pneumonia (VAP) secondary to infection, suspected or confirmed,
due to Pseudomonas aeruginosa.
Phase 2 open study to research the efficacy and safety of the
TMC435HPC2019_2014- JAVIER CRESPO combination of simeprevir and daclatasvir in patients chronically
003413-28 GARCIA infected with the hepatitis Cvirus genotype 1b with advanced

liver disease.

Valdecilla Biomedical Research Institute
Santander, Spain

CODE

MAIN RESERACHER

IDIVALRED Activity
Clinical Trials

FULLTITLE

Phase I, double-blind, randomised, placebo-controlled study to
evaluate the efficacy and safety of ASP8232 as complementary

2(233;2{%5004_2014_ EFEE/lSANFE%%NANDEZ therapy for angiotensin converting enzyme (ACE) inhibitors or
348723 receptor antagonist blockers (ARBs) in reducing albuminuria in
patients with type 2 diabetes and chronic kidney disease.
Multicentre open clinical trial to confirm the nonreactive
FERNANDO (endpaint titration) maximum dose with the allergoid
DIA-Der-02-14_2014 RODRIGUEZ polymerised Dermatophagoides pteronyssinus administered
004429-42 FERNANDEZ intradermally in patients with allergic rhinoconjunctivitis or mild

or moderate asthma sensitised to the mite Dermatophagoides
pteronyssinus.

GETNE-1408_2014-
004072-30

CARLOS LOPEZ LOPEZ

Phase Il study to assess the activity and safety of TH-302 in
combination with sunitinib in patients with previously untreated
highly or moderately differentiated metastatic pancreatic
neuraendacrine tumours (pNET)..

ABI-007-PANC-007_2014-
001408-23

FERNANDO RIVERA
HERRERO

Nab-paclitaxel (Abraxane®) and gemcitabine in patients with
locally advanced pancreatic cancer (LAPC): phase 2, international,
open multicentre study (LAPACT).

ALXo0061-C202_2014-
003012-36

RICARDO BLANCO
ALONSO

Phase Ilb, multicentre, randomised, double-blind study of ALX-
0061 as monotherapy administered subcutaneously in subjects
with rheumatoid arthritis with moderate to severe intolerance
to methotrexate or for whom continued treatment with
methotrexate is unsuitable.

ALX0061-C202_2014-
003012-36 (SIERRALLANA)

JAIME CALVO ALEN

Phase Ilb, multicentre, randomised, double-blind study of ALX-
0061 as monotherapy administered subcutaneously in subjects
with rheumatoid arthritis with moderate to severe intolerance
to methotrexate or for whom continued treatment with
methotrexate is unsuitable.

CA20g-171_2014~
001285-10

MARTA FRANCISCA
LOPEZ-BREA
PIQUERAS

Open multicentre clinical trial of nivolumab (BMS-g36558) as
monotherapy in subjects with advanced or metastic squamous
non-small-cell lung carcinoma (NSCLC) who have received at
least one priar line of systemic therapy for the treatment of
stage I11b/IV squamous NSCLC .

TMC435HPC2018_2014-
004250-34

JAVIER CRESPO
GARCIA

Phase Il open study with only ane line of treatment to study

the efficacy, safety, tolerability and pharmacakinetics of 12
weeks of treatment with Simeprevir and Daclatasvir in patients
chronically infected with genotype 1b ar 4 of the hepatitis Cvirus
and with severe renal dysfunction or terminal renal disease on
haemadialysis.

ACE-011-REN-002_2012-
003788-23

ANGEL LUIS MARTIN
DE FRANCISCO
HERNANDEZ

Phase 2 multicentre, randomised, open study with multiple
doses of sotatercept (ACE-011) administered intravenously and
subcutaneously, replacing haematopoiesis stimulating agents in
patients with terminal renal nephropathy on

hemodialysis using groups with doses increasing in steps in part
1, followed by a study of parallel groups with an active cantrol

of the dose(s) and regimen selected in part 2, to evaluate the
pharmacokinetics, safety, tolerability, efficacy, dosing regimen
and pharmacodynamics of sotatercept.

AlLXo0061-C203_2014-
003034-42

RICARDO BLANCO
ALONSO

hemadialysis using groups with doses increasing in steps in part
1, followed by a study of parallel groups with an active control

of the dose(s) and regimen selected in part 2, to evaluate the
pharmacokinetics, safety, tolerability, efficacy, dosing regimen
and

Sanitaria
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CODE

ALXo061-C203_2014-
003034-42 (SIERRALLA-
NA)

MAIN RESERACHER

JAIME CALVO ALEN

FULLTITLE

Extension, Phase I, multicentre, open study to evaluate the
efficacy and safety in long-term subcutaneous ALX-0061 use in
patients with moderate to severe rheumataid arthritis who have
completed one of the above Phase Ilb studies with ALX-006.

CODE

H-030-014_2013-
000775-32

MAIN RESERACHER

JAVIER CRESPO
GARCIA

IDIVALRED Activity
Clinical Trials

FULLTITLE

Study on the efficacy, immunogenicity and safety of the
Clostridium difficile toxoid vaccine in subjects at risk of
developing the C. difficile infection.

MK-3475-164_2015-
001852-32

FERNANDO RIVERA
HERRERO

Phase Il study of Pembrakeshire (MK 3475) as monotherapy

in patients previously treated for declarant locally advanced

or metastatic (stage V) colorectal carcinoma with high micro
satellite instability or repair of deficient pairing errors. (KEYNOTE
164).

02044190615-01_2013-
005428-41

FERNANDO RIVERA
HERRERO

Phase Il study of regorafenib versus placebo as maintenance
therapy after first-line treatment of metastatic colorectal cancer
with wild-type RAS (RAVELLO trial).

DSo565-A-E312_2013-

ROSA SANTILLAN

Open extension 52-week study of DS-5565 for the treatment of

005164-26 FERNANDEZ pain associated with fibromyalgia.
BAMI-01 2012 JOSE MARIA DE LA Effect of intracoronary infusion of mononuclear stem cells
001495-11 TORRE HERNANDEZ derived from bane marrow (BM-MNCs) on all-cause mortality in

acute myocardial infarction.

G029436_2014-
003207-30

MARTA FRANCISCA
LOPEZ-BREA
PIQUERAS

Phase IIl, apen, randomised study of MPDL3280A (Anti-PD-L1
antibady) in combination with Carboplatin + Paclitaxel with or
without Bevacizumab compared with Carbaplatin + Paclitaxel +
Bevacizumab in patients with squamous non-small-cell stage IV
lung cancer who have not received prior chemotherapy.

["F-MC-RHBE_2011-
002328-42

RICARDO BLANCO
ALONSO

Multicentre, randomised, double-blind, placebo-controlled 24-
week study followed by a long-term evaluation of the efficacy
and safety of ixekizumab (LY2439821) in patients with active
psoriatic arthritis who received a modifying antirheumatic drug
for the biological disease.

G02g9437_2014-
003208-59

MARTA FRANCISCA
LOPEZ-BREA
PIQUERAS

Phase Ill, open, multicentre, randomised study evaluating the
efficacy and safety of MPDL3280A (ANTI PD Liantibody) in
combination with Carboplatin + Paclitaxel or MPDL3280A in
combination with Carboplatin + Nab Paclitaxel compared with
Carboplatin + Nab Paclitaxel in patients with squamous non-
small-cell stage IV lung cancer who have not received prior
chemotherapy.

CAINg57F2320_2013-
005575-41

RICARDO BLANCO
ALONSO

Phase Ill, multicentre, randomised, double-blind, placebo-
controlled study of secukinumab (150 mg) administered
subcutaneously with or without a loading dose administered
subcutaneously to evaluate the efficacy, safety and tolerability in
patients with active ankylosing spondylitis for up to two years.

42160443PAI3007_2014-
003224-40

JAIME CALVO ALEN

Randomised 16-week, multi-phase, double-blind, placebo-
controlled study to evaluate the safety, tolerability and efficacy
of fulranumab as complementary therapy in patients with signs
and symptoms of osteoarthritis of the hip or knee.

42160443PAI13003_2014-
002598-13

RICARDO BLANCO
ALONSO

Randomised 16-week, multi-phase, double-blind, placebo-
controlled study to evaluate the safety, tolerability and efficacy
of fulranumab as monotherapy in patients with signs and
symptoms of osteoarthritis of the hip or knee.

CAIN457A3302_2014~
005339-15

SUSANA ARMESTO
ALONSO

Optimising treatment of long-term maintenance of whitened
skin in patients with moderate ta severe chronic plague
psoriasis: randomised, multicentre, open-blind, comparative
52-week manitoring study to evaluate the efficacy, safety and
tolerability of secukinumab 300 mg s.c.

[4T-MC-JVDE_2014-
005068-13

CARLOS LOPEZ LOPEZ

Phase 3, randomised, double-blind, placebo-contralled study of
ramucirumab and the best complementary measures against a
placebo and the best complementary measures as a second-line
treatment in patients with hepatocellular carcinoma and a high
alpha-fetoprotein (AFP) basal after first-line treatment with
sorafenib.

MK3475-061_2014-
005241-45

FERNANDO RIVERA
HERRERO

Phase I, randomised, apen clinical trial on Pembrokeshire (MK
3475) versus paclitaxel in patients with advanced gastric or
gastroesophageal junction adenocarcinoma who have displayed
progression after first-line treatment with platinum and
fluarapyrimidine.

ACE-CL-006_2014-
005530-64

LUCRECIAYARNEZ SAN

SEGUNDO

Phase 3, randomised, multicentre open study to assess the non-
inferiority of ACP 196 with lbrutinib in subjects with previously
treated high-risk chronic lymphocytic leukaemia.

200862_2014-
002513-27

FERNANDO
RODRIGUEZ
FERNANDEZ

Multicentre, randomised, double-blind, placebo-controlled 24-
week study with parallel groups to evaluate the efficacy and
safety of a complementary treatment with mepolizumab in
subjects with severe eosinaphilic asthma on markers of asthma
control.

ACE-CL-007_2014-
005582-73

LUCRECIAYANEZ SAN

SEGUNDO

Phase 3, randomised, multicentre, open study with three groups
of Obinutuzumab in combination with Chlorambucil, ACP 196 in
combination with Obinutuzumab and ACP 196 as monotherapy
in patients with chronic lymphocytic leukaemia without previous
treatment.

B1481022_2013-
002646-36

JOSE RAMON DE
BERRAZUETA
FERNANDEZ

Phase Ill, multicentre, double-blind, randomised, placebo-
controlled study with parallel groups to assess the efficacy,
safety and tolerability of bococizumab (PF-04950615) in reducing
the number of major cardiovascular episodes in high risk
patients.

CIRROXABAN_2014-
005523-27

ANGELA PUENTE
SANCHEZ

Prospective, multicentre, randomised study on the effect of
Rivaroxaban on the survival and development of complications
of portal hypertension in patients with cirrhasis.

o Valdecilla Biomedical Research Institute
7 Santander, Spain

B1481038_2013-
002795-41

JOSE RAMON DE
BERRAZUETA
FERNANDEZ

Phase Ill, multicentre, double-blind, randomised, placebo-
contralled study with parallel groups to assess the efficacy,
safety and tolerability of bococizumab in reducing the number of
major cardiovascular episades in high risk patients.
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CODE

GETNE1509_2015-
001467-39

MAIN RESERACHER

CARLOS LOPEZ LOPEZ

FULLTITLE

Trial to evaluate the efficacy of lenvatinib in metastatic
neuraendocrine tumours (Talent Study).

MK3475-062_2015-
000g72-88

FERNANDO RIVERA
HERRERO

Phase Ill, randomised, partially-blind clinical study with control of
the active treatment and biomarker detection of Pembrokeshire
in monotherapy and in combination with cisplatin + 5-fluorouracil
versus placebo + cisplatin + 5-fluorouracil as first-line treatment
in patients with advanced gastric or gastroesophageal junction
adenacarcinoma (GEJ).

20120297_2014-
004463-20

AGUSTIN OTERINO
DURAN

Phase I, randomised, double-blind, placebo-controlled study
to evaluate the efficacy and safety of AMG 334 in migraine
prevention.

M14-172_2015-

JAVIER CRESPO

Open study with a single-treatment branch to assess the efficacy
and safety of ABT 493/ABT 530 in adults chronically infected

003797-32 GARCIA with hepatitis Cvirus genotypes 1,2, 4, 5 or 6 and compensated
cirrhasis (EXPEDITION-1).
FOBRALOC PEDRQ JOSE PRADA Focused treatment with brachytherapy on localised unifocal and
GOMEZ multifocal prostate tumours.
PEDROJOSE PRADA Phase Il clinical trial of focused Brachytherapy in the
FLILE LBz GOMEZ management of prostate cancer in early stages.

ABR4g4g0_2014-
002765-30

BENEDICTO CRESPO
FACORRO

European study of long-acting antipsychotic drugs in
schizophrenia.

G0283g9_2012-
003144-80

ALMUDENA GARCIA
CASTANO

Extension (transfer) open study on Vemurafenib in patients with
malignant neoplasia with the BRAFV600 mutation previously
included in a prior Vemurafenib protocal.

M-34273-46_2014-
00471537

JUAN GARCIA RIVERO

Randomised, double-blind, placebo-controlled study with
parallel groups to evaluate the benefits of aclidinium bromide
in impraving COPD symptoms, including a cough, in its
administration to patients with COPD.

AP105162012_2013-
001955-11

CESAR GONZALEZ-
BLANCH BOSCH

Pilot project to treat emational disorders in primary care using
psychological techniques based on evidence: a randomised
controlled trial.

VPH-GXL-2013-01_2015-
001181-26

PEDRO LUIS
FERNANDEZ GIL

Evaluation of the impact of the LacTEST on diagnostic

thinking and therapeutic management of the patient, and of
reproducibility (Test-Retest) for the diagnosis of hypolactasia in
adults and the elderly population showing clinical symptoms of
lactose intalerance.

CCB-06235AA1-01_2014~
004314-29

JUAN CARLOS RUIZ
SAN MILLAN

Multicentre, open, randomised study with two parallel groups
to evaluate the efficacy and safety of Envarsus® compared
to tacrolimus, used according to current clinical practice as
initial maintenance therapy in patients with de novo kidney
transplantation.

ANCHOR_Ensayo
con P. Sanitario

JOSE MARIA DE LA
TORRE HERNANDEZ

Percutaneaus Coronary Intervention with the Angialite drug-
eluting stent: Tomography Study of Optical Coherence.

ANGIOLITE

JOSE JAVIER ZUECO
GIL

Randomised clinical trial to compare the efficacy of the Angiolite
Stent versus a second-generation drug-eluting stent such as
Xience in patients with an indication for percutaneous coronary
intervention.

Valdecilla Biomedical Research Institute
Santander, Spain

IDIVALR&D Activity
Clinical Practice Guidelines

CLINICALPRACTICE GUIDELINES

Hn 2015, IBIVAL researchers participated in the following clinical practice guidelines and consensus docu-
ments. The relevance of these guidelines as recommendations developed systematically to help professionals
and patients make decisions about the most suitable healthcare and to select the most appropriate diagnostic
or therapeutic options when addressing a health problem is unquestionable..

1] Sastre J, Diaz-Beveridge R, Garcia-Foncillas J, Guar-
defio R, Lépez C, Pazo R, Rodriguez-Salas N, Sal-
gado M, Salud A, Feliu J. Clinical guideline SEOM:
hepatocellular carcinoma. Clin Trans| Oncol 2015;

17:988-gs.

El Guillen-Ponce C, Serrano R, Séanchez-Heras AB,
Teulé A, Chirivella I, Martin T, Martinez E, Morales R,
Robles L. Clinical guideline seom: hereditary colo-
rrectal cancer. Clin Transl Oncol 2015; 17:962-71.

H Dejaco C, Singh YP, Perel P, Hutchings A, Camellino
D,Mackie S, Abril A, Bachta A, Balint P, Barraclough
K, Bianconi L, Buttgereit F, Carsons S, Ching D, Cid
M, Cimmino M, Diamantopoulos A, Dacken W, Duft-
ner C, Fashanu B, Gilbert K, Hildreth P, Hollywood J,
Jayne D, Lima M, Maharaj A, Mallen C, Martinez-Ta-
boada V, Maz M, Merry S, Miller J, Mori S, Neill L,
Nordborg E, Nott J, Padbury H, Pease C, Salvara-
ni C, Schirmer M, Schmidt W, Spiera R, Tronnier B,
Wagner A, Whitlock M, Mattesan EL, Dasgupta B;
European League Against Rheumatism; American
College of Rheumatology. 2015 Recommendations
for the management of polymyalgia rheumatica: a
European League Against Rheumatism/American
College of Rheumatology collaborative initiative.

__AnnRheum Bis 2015;74:1799-807.

nMingot—Castellano ME, Alvarez-Roman  MT,
Lopez-Fernandez MF, Roca CA, Hirmyk MI, Jimé-
nez-Yuste V, Haro AR, Pérez-Garrido R, Sedano Bal-
bas C.Spanish consensus guidelines on praphylaxis
with bypassing agents for surgery in patients with
haemaphilia and inhibitors. Eur )] Haematol. 2015
~ Decag.

B Prlaza AM, Ibafiez MD, Sanchez-Solis M, Bos-

que-Garcia M, Cabero M), Corzo JL, Garcia-Hernan-
dez G, de la Hoz B, Korta-Murua J, Sanchez-Sal-
guero C, Torres-Borrego J, Tortajada-Girbés M,
Valverde-Molina J, Zapatero L, Nieto A. [Consen-
sus-based approach for severe paediatric asthma
in routine clinical practice]. An Pediatr (Barc) 2015

~ Oct 26. pii: $1695-4033(15)00362-8.

ﬂCampistoI JM, Arias M, Ariceta G, Blasco M, Espi-

nosa L, Espinosa M, Grinyd JM, Macia M, Mendiza-
bal S, Praga M, Roman E, Torra R, Valdés F, Vilalta
R, Rodriguez de Cordaba S. An update for atypi-
cal haemolytic uraemic syndrome: Diagnosis and
treatment. A consensus document. Nefrologia.

2015; 35:421-447.

Dejaca C, Singh YP, Perel P, Hutchings A, Camellino

D,Mackie S, Abril A,Bachta A, Balint P, Barraclough
K, Biancani L, Buttgereit F, Carsons S, Ching B, Cid
M, Cimmino M, Diamantopoulos A, Docken W, Duft-
ner C, Fashanu B, Gilbert K, Hildreth P, Hollywood J,
Jayne D, Lima M, Maharaj A, Mallen C, Martinez-Ta-
boada V, Maz M, Merry S, Miller J, Mari S, Neill L,
Nordborg E, Nott J, Padbury H, Pease C, Salvarani C,
Schirmer M, Schmidt W, Spiera R, Tronnier D, Wag-
ner A, Whitlock M, Matteson EL, Dasgupta B. 2015
recommendations for the management of polym-
yalgia rheumatica: a European League Against
Rheumatism/American College of Rheumatology
collaborative initiative. Arthritis Rheumatal 2015

_,67:256g-80.
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RETICS AND CIBER PARTICIPATING WITH IDIVAL

M The Carlos 11l Health Institute has promoted various Thematic Network for Cooperative Research (RETIC)
Platforms and Biomedical Research Centre Networks (CIBER) in which IDIVAL groups participate. These orga-
nisational structures formed by a variable set of multidisciplinary centres and research groups in biomedicine
aim to conduct cooperative research projects of general interest, centred on a comman specific area for the
achievement of scientific abjectives that waould be difficult to achieve in a context of more restricted execution..

IDIVAL participates in three CIBERs, seven RETICS and three other platforms. Three of the RETICs in which
IDIVAL participates (ITEMAS Platform, the Biobank Platform and the Scren Platform) have a supportive and
cross-disciplinary nature, making up part of the researcher support services.

CIBER/RETIC

Mental Health CIBER (CIBERSAM)

GRUPO/UNIDAD

Psychiatry

IP

Benedicto Crespo
Facorro

Neurodegenerative Disease CIBER
(CIBERNED)

Neurodegenerative Disease

José Angel Berciano
Blanco

Epidemiology and Public Health CIBER
(CIBERESP)

Epidemiology and Public Health

Javier Llorca Diaz

Spanish Network for Research in
Infectious Diseases (REIPI)

Clinical and Molecular Microbiology

Luis Martinez Martinez

Network for Maternal and Children's
Health and Development (RED SAMID)

Marqués de Valdecilla University
Hospital

Maria Jesus Cabero

Thematic Network for Cooperative
Research in Ageing and Fragility
(RETICEF)

Mineral and Lipid Metabolism

Jesus Gonzalez Macias

Renal Research Network (REDinREN)

Transplantation and autaimmunity

Manuel Arias Rodriguez

Thematic Network for Cooperative
Research in Cancer (RTICC)

Cell Signalling and Therapeutic Targets
in Cancer

José Luis Fernandez
Luna

Thematic Network for Cooperative
Research in Cancer (RTICC)

Haematologic Neoplasms and
Haematopoietic Progenitar Cell
Transplantation

Eulogio Conde Garcia

Thematic Network for Cooperative
Research in Cancer (RTICC)

Cancer Genomics

Miguel Angel Piris
Pinilla

Cardiovascular Research Network (RIC)

Cytakines and growth factors in the
phenomena of pathological tissue
plasticity

Juan Francisco Nistal

Research Network for Inflammation and

Rheumatic Disease (RIER)

Genetic epidemiology and
atherosclerosis in systemic
inflammatary diseases

Miguel Angel Glez Gay

Biobank Platform

IDIVAL

Pascual Sanchez Juan

Platform for Innovation in Healthcare
(ITEMAS)

IDIVAL

Galo Peralta Fernandez

Platform for Clinical Research and Clinical

Trials (Scren)

IDIVAL

Galo Peralta Fernandez

IDIVALRED Activity
Innovation Area

INNOVATION

INTRODUCTION

B 1DIVALhas an Innovation Area that includes a Technology Transfer Office (TTO) and an Innovation Unit, which
faorms part of the ITEMAS network.

Innovation
Promotion
Public-Private Innovation
Cooperation Promotion
Knowledge Transfer

The current context of market globalisation guides the course of the economy of neighbouring countries
towards innovation activity as a major aspect of continued growth.

At IDIVAL, we believe that innovation and knowledge transfer can become drivers of the economy in the region
of Cantabria; therefare we are committed to the activities carried out by the Innovation Unit.

ITEMAS PLATFORM
e®®

B DIVALis the node of the Platform for Innovation in Medical and Health Technologies (ITEMAS) promated by
the Carlos Il Health Institute (ISCIII). ITEMAS aims to promote innavation as a fundamental tool in health tech-
nology to make the National Healthcare System mare sustainable, supporting development of the innovative
culture necessary to facilitate the integration of a science-industry system in the field of medical technology.
The core of ITEMAS currently comprises the innovation units of large haspitals in the National Healthcare Sys-
tem.

IDIVAL is part of ITEMAS through the IDIVAL Innovation Unit, which throughout 2015 developed related activi-
ties and those linked to participation in different working and Assembly groups. Specifically, it leads the allian-
ces working group within the Platform.

\Slgﬁ:;itljlgfgig;sdical Research Institute XQ’]QE]DGISIA]I!a
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INNOVATIVE CULTURE

B \vith the aim of promoting the culture of innovation in HUMV and our environment, IDIVAL organises a series
of courses and warkshaps that encourage creativity, teamwaork, reporting and forms of specific aspects of the
innovation pracess, etc.

The Innovation Unit has participated in various activities presented in the training section.

TRANSFER

M The need fora change in the production maodel in our country has meant that government measures support
science-company collabaration as a driver of this change in model. For the transfer of research results to the
market to be effective and have an impact on saciety, it is necessary to create an economic and legal environ-
ment conducive to innovation and economic development.

Since the establishment of the OTRI, the following have been presented:

« 15 patent applications to the Spanish Office of Patents and Brands (OEPM).

«10 of which have been expanded internationally through the Patent Cooperation Treaty
(PCT- Patent Caoperation Treaty).

« A Euro - PCT application

« Eight of the applications are in co-ownership with the University of Cantabria, two with the Centre for
Higher Scientific Research (CSIC), one with the Scientific Foundation of the Spanish Assaciation Against
Cancer (AECC), the Foundation for Biomedical Research of the 12 de Octubre University Hospital (FI-
BH120) and the Biomedical Research foundation of the Puerta de Hierro University Hospital of Maja-
dahonda (FIBHUPH) and another, with the TEKNIKER Foundation and Cellbiocan S.L.

. .
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IDEAS ASSESSMENT DEVELOPMENT TRANSFER MARKET
INFORMATION
i I%HE.'.[J'E ATian @ MATERIALE DEVICES @ MacE @ FHARMACELTICAL
BIOTECHNOLOGY AND MULECULAR DIAGNOSIS @ OURGANIZATIONAL INNOVATION
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Of these, two PCT applications were processed in 2015;

APPLICATION N° TITLE APPLICANT INVENTOR
PCT/ Monitoring method for UC-SCS-CSIC Benedicto Crespo Facorro,
ES2015/070608 antipsychotic treatment JesUs Vicente Sainz Maza

Controlled liquid waste

ES201500469 evacuation system SCS Inés Cuesta Guerrero
Ramon Sancibrian Herrera,
Ergonomic handle and MarltaCLopéztA”zcue,D,
ES201500530 system as a surgical UC-Scs ari Lruz autierrez Jiez,

José Carlos Manuel Palazuelos,
Carlos Redondo Figuero,
M@ Asuncion Benito Gonzalez

instrument

For all applications, transfer and contact waork with potential licensees has been performed or is currently under
way. Mareaver, at least eleven other passible innovative ideas were studied. Some lacked innovation and/or
inventive activity, while athers are in the evaluation and development phase.

Other industrial property rights were also processed during 2015;

APPLICATION N° TITLE APPLICANT INVENTOR

Ramon Sancibrian Herrera,
Marta Lopez Azcue,

Mari Cruz Gutiérrez Diez,
UG5S José Carlos Manuel Palazuelos,
Carlos Redondo Figuero,
M@ Asuncion Benito Gonzalez

Ergonomic handle and
system as a surgical
instrument

Community design
- no.K2737254

Marca Nacional -

EVALTEC IDIVAL
M3555620

INNOVATION FUNNEL

W 2015,13 new ideas were analysed. The projects were classified into FIVE phases, as defined below:

1. Capturing ideas. In this phase, those ideas are considered that Innavation Areas captured in 2015, as
well as those captured in previous years that did not advance to a later stage.

2. Evaluation. In this phase, proposals for which market research, patentability reports or product value or
technical feasibility reports are being carried out are considered.

3. Development process: This includes the development of prototypes, approvals and testing.

4. Transfer: The ideas for which some type of commercial activity has been carried out, i.e. some contact
with companies or potential licensee entities.

5. Market: involving cases where innovation is found in one of the following situations:

Sam(arva
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a) Licensed to industry
b) Generated a spin-off
) Forms part of an exclusive agreement with a company

d) Implemented in a healthcare centre (in the case of healthcare and organisational innovations).

|dea1: ITEMAS indicators

B Mercado

B Transferencia
. Desarrollo
B Evaluacion
B Captadas

HUMAN FACTOR. EVALUATION OF TECHNOLOGY.

M The innovation area working to support the development of innavative health technologies (healthcare de-
vices, diagnostic toals, medical software and management of new therapies) based on the application of the
study of human factors set out in the development of technologies and their later use; as well as the usability
and ergonamics of them. To this end, the Marqués de Valdecilla Research Institute (IDIVAL), through its innova-
tion area together with the Marqués de Valdecilla University Hospital (HUMV) and the Valdecilla Virtual Haospital
(HvV), has launched eValTec.

EVALTEC is comprised of a multidisciplinary team belonging to the three institutions mentioned above: IDIVAL,
HUMV, and HvV. They work on proposals fram the hospital itself (HUMV) as well as from external entities that
hope to acquire better knowledge surrounding the use, design and development of healthcare technology de-
vices.

Valdecilla Biomedical Research Institute 1
Santander, Spain Mﬁ]{de(:]]]a
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Epidemiology and Public Health

LLORCA DiAZ,JAVIER

DEPARTAMENTO DE MEDICINA PREVENTIVA

Y SALUD PUBLICA

FACULTAD DE MEDICINA
UNIVERSIDAD DE CANTABRIA

Email: llorcaj@unican.es

Dierssen Sotos, Trinidad (UC)
Rodriguez Cundin, Paz (HUMV)

Gomez Acebo, Inés (UC)

Pérez Vazquez, German (IDIVAL)

Valdecilla
=i IDIVAL

Palazuelos Calderdn, Camilo (UC)

yde Inve
Epldomloloqln v Salud Publlca

Research lines

1. Epidemiological method

Development of methods for estimating confidence
intervals of the population attributable fraction (Stat
Med) and its asignation when risk factors are not adi-
tive (J Clin Epidemiol). Analysis of competing risks of
death using Gompertzian models (Mech Ageing De-
velop; J Epidemiol Commun Health; Rev Esp Cardiol),
Markov chains with conditional independence (Int |
Epidemiol) and in lack of independence (J Clin Epide-
mial).

Inequality in the year of death using the Gini index
and the Lorenz curve (J Epidemiol Community Heal-
th; Med Sci Man).

Quality of published clinical trials and meta-analysis
(J Asthma; Arch Bronconeumol; ) Glaucoma; Phar-
macopsychiatry; ) Epidemiol Community Health). Pu-
blication bias and heterogeneity in meta-analysis (J
Epidemiol Community Health).

Valdecilla Biomedical Research Institute
Santander, Spain

(a)
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——— Logistic regression: AUC =10.8900 (@5% CI: 0.8311 - 0.9488)

— — . Meural network: AUC = 0.8625 (25% CI: 0.7865 - 0.9389)
Figure 1. ROC curves for the death outcomes at: (a) 30 days after
transplantation, and (b) 90 days after transplantation. Solid lines:
logistic regression (area under ROC curve [AUC] is 0.7246 [95% Cl
0.6080 to 0.8913] for 30-day mortality and 0.8900 [95% Cl 0.8311 to
0.9488] for 90-day mortality). Dashed lines: artificial neural netwark
{AUC is 0.8806 [95% ClI 0.7551 to 1.00] for 30-day mortality and
0.8625 [95% Cl 0.7865 to 0.9389] for 90-day mortality).

Artificial Neural Networks (J Heart Lunt Transplant).

Estimating the NNT in multivariate settings (Med
Clin).

Isotemporal substitution analysis: It was developed
by Mekara et al (2009) in order to analyze the effect
of physical activity on continuous variables, and it
was eventually applied (Mekara et al, 2013) to dicho-
tomous variables. Our group has been the first one in
applying it to survival analysis.

2. Cancer epidemiology

In2010,we opened anew line on cancer epidemiology
by leading a coordinated FIS project (2010-2012).
This research includes prostate, breast, gastric and
colorectal cancers as well as chronic linfoid leukemia.
En 2011, we participated in four new projects na this
subject, headed by Manolis Kogevinas (CREAL),
Cristina Villanueva (CREAL), Silvia San José (I1CQ)
and Nuria Aragonés (ISCIIT). En 2012 we obtained a
new project intended to genotype samples obtained
in the previous project. Samples and environmental
information on mare than 10,000 cases and controls
are available, and about 7,000 have been genotyped
for 300,000 exome SNPs. Qur group participates
in PRACTICAL, an international consortium on
prostate cancer funded by EU and NIH. In 2015, we
obtained a new FIS project on integrating genetic
and environmental factors in analysing breast cancer
survivorship.

Activity report 2015 .\'{:a;m!ﬁipe.\c,}\lﬂa El

RESEARCH AREAS
Cross-Disciplinary Area

3. Clinical epidemiology

Rheumatic diseases: Qur group has published a
great number of papers on clinical and population
epidemiology in rheumatoid arthritis, giant cell arte-
ritis, ankylosing spondylitis, Schonlein-Henach pur-
ple, lupus and other rheumatic diseases. This line has
recently changed its focus to, by one hand, genetic
factors associated with rheumatic disease incidence
/ cardiovascular events; by other hand, to the rela-
tionship among inflammation level / inflammation
treatment and endothelial function / development of
carotid plagues / cardiovascular events.

FUNDING

M Liorca Diaz, Javier. Variantes genéticas y pathways
relacionadas con canceres de mama y prdstata, y su
interaccion con la exposicién a hormaonas sexuales en-
dogenas y exdégenas: estudio MCC-Spain. Pl12/00715.
Instituto de Salud Carlos IlI. Ministerio de Economiay
Competitividad. Duracion: 2013- 2015,
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IMPACT FACTOR: 108,201

PUBLICATIONS

Original articles

1] ORTIZ-SANJUAN F, BLANCO R, RIANCHO-ZARRABEITIA L,
CAsTANEDA S, OLIVE A, RIVEROS A, VELLOSO-FEIjoo ML,
NARVAEZ J, JIMENEZ-MOLEON |, MAIz-ALoNso O, ORDORNEZ
C, BERNALJA, HERNANDEZ MV, SIFUENTES-GIRALDO WA,
GOMEZ-ARANGO C, GALINDEZ-AGIRREGOIKOA E, BLANCO-
MADRIGAL J, ORTIZ-SANTAMARIA V, DEL BLANCO-BARNUSELL
J, De Dios JR, MoRreNO M, FITER J, Riscos ML, CARREIRA P,
RobRiGUEZ-VALLS M), GONZALEZ-VELA MC, CaLvo-Rio V,
LORICERA J, PALMOU-FoONTANA N, GONZALEZ-GAY MA.

Efficacy of Anakinra in Refractory Adult-Onset Still's
Disease: Multicenter Study of 41 Patients and Literature
Review.
Medicine (Baltimare). 2015;94:F.1.:5,723.
[doi:10.1097/MD.00000000000017554]

B cuaorapo-Lavin A, SALCINES-CAVIEDES JR, DiAz-PEREZ A,
CARRASCOSA MF, OcHAGAVIA M, FERNANDEZ-FORCELLEDO
JL, CoBo M, FERNANDEZ-GIL P, AYESTARAN B, SANCHEZ B,
Campo C, LLORCA J,LORENZO S, ILLARO A.

First-line eradication rates comparing two shortened
non-bismuth quadruple regimens against Helicobacter
pylori: an open-label, randomized, multicentre clinical
trial.

J Antimicrob Chemother. 2015,;70:2376-2381.F.1.:5,313.
[doino.1093/jac/dkvo8g]

B PapanToNIOU K, CASTARNO-VINYALS G, ESPINOSA A,
ARAGONES N, PEREZ-GOMEZ B, BURGOS J, GOMEZ-ACEBO
[, LLORCA J, PEIRO R, JIMENEZ-MOLEON JJ, ARREDONDO F,
TARDON A, POLLAN M, KOGEVINAS M.

Night shift work, chronotype and prostate cancer risk in
the MCC-Spain case-control study.
Int ) Cancer. 2015;137:1147-1157.F.1.:5,085,.
[doinno.1002/ijc.29400]

B3 FernAnDEZ-RODRIGUEZ M, ARREBOLA JP, ARTACHO-CORDON
F, AMAvA E, ARAGONES N, LLORCA J, PEREZ-GOMEZ B,
ARDANAZ E, KOGEVINAS M, CASTANO-VINYALS G, POLLAN M,
OLea N.

Levels and predictors of persistent organic pollutants in
an adult population from four Spanish regions.

Sci Total Environ. 2015;538:152-161.F.1.:4,099.
[doin0.1016/j.scitotenv.2015.07.162]

a De PEbro M, BAEzA S, Escupero MT, DIERSSEN-50T0S T,
GOMEZ-ACEBO |, POLLAN M, LLORCA J.

Effect of COX-2 inhibitors and other non-steroidal inflam-
matory drugs on breast cancer risk: a meta-analysis.

Breast Cancer Res Treat. 2015;149:525-536.F.1.:3,940.
[doi:10.1007/51054G9-015-3267-0]

A castariena S, MARTIN-MARTINEZ MA, GONZALEZ-JUANATEY
C, LLORCA J, GARCIA-YEBENES MJ, PEREZ-VICENTE S,
SANCHEZ-CosTA JT, Diaz-GoNzALEZ F, GONZALEZ-GAY MA.

Cardiovascular morbidity and associated risk factors in
Spanish patients with chronic inflammatory rheumatic
diseases attending rheumatology clinics: Baseline data of
the CARMA Project.

Semin Arthritis Rheum. 2015;44:618-626.F.1.:3,925.
[doi:10.1016/j.semarthrit.2014.12.002]

LoPEZ-MEJiAS R, GENRE F, SEVILLA PEREZ B, CASTANEDA
S, OrRTEGO-CENTENO N, LLORCA J, UBILLA B, REMUZGO-
MARTINEZ S, MIJARES V, PINA T, CaLvo-Rio V, MARQUEZ A,
MIRANDA-FILLOY JA, NAVAS Parejo A, CONDE-JALDON M,
ORTIZ-FERNANDEZ L, ARGILA D, ARAGUES M, RuBio E, LEON
LuQUE M, BLANCO-MADRIGAL JM, GALINDEZ-AGUIRREGOIKOA
E, GoNnzALEZ EscriBANO F, OCEJO-VINYALS )G, MARTIN J,
BLaNnco R, GoNzALEZ-GAY MA.

Association of HLA-B*41:02 with Henoch-Schonlein Pur-
pura (IgA Vasculitis) in Spanish individuals irrespective of
the HLA-DRB status.
Arthritis Res Ther. 2015;17:102-102.F.1.:3,753.
[doi10.1186/513075-015-0622-5]

B corraLes A, DesseIN PH, TsanG L, PINA T, BLANCO R,
GONZALEZ-JUANATEY C, LLORCA J, GONZALEZ-GAY MA.
Carotid artery plaque in women with rheumatoid ar-
thritis and low estimated cardiovascular disease risk: a
cross-sectional study.
Arthritis Res Ther. 2015,17:55-55.F.1.:3,753.
[doi:10.1186/513075-015-0576-7]

A LoPEZ-MEJiAS R, GENRE F, REMUZGO-MARTINEZ S, PEREZ
BS, CASTANEDA S, LLORCA ], ORTEGO-CENTENO N, UBILLA
B, Mijares V, PINA T, CaLvo-Rio V, PALMou N, MIRANDA-
FiLLoyJA, Parejo AN, ARGILA D, SANCHEZ-PEREZ |,
Ruslo E, LuquE ML, BLANCO-MADRIGAL JM, GALINDEZ-
AGUIRREGOIKOA E, Ocejo-VINYALS JG, MARTIN J, BLANCO R,
GoNzALEZ-GAY MA.
Role of PTPN22 and CSK gene polymorphisms as predic-
tors of susceptibility and clinical heterogeneity in patients
with Henoch-Schonlein purpura (IgA vasculitis).

Arthritis Res Ther. 2015,17:286-286.F.1.:3,753.
[doi10.1186/513075-015-0796-x]

i UrruUTICOECHEA-ARANA A, MARTIN-MARTINEZ MA,
CASTANEDA S, SANCHEZ PIEDRA CA, GONZALEZ-JUANATEY C,
LLorcA J, Diaz-GoNzALEZ F, GonzALEZ-GAY MA, CARMA
Project COLLABORATIVE GRP.

Vitamin D deficiency in chronic inflammatory rheumatic

diseases: results of the cardiovascular in rheumatology

[CARMA] study.

Arthritis Res Ther. 2015;17:211-211.F.1.:3,753.
[doi10.1186/513075-015-0704-4]

ﬂ CosTAs L, SEQUERA VG, QUESADA P, ALTZIBAR JM, LOPE V,
PErRez-GOMEZ B, BENAVENTE Y, MARTIN V, CASABONNE O,
RoBLES C, LLORCA J, MORENO-IRIBAS C, FERNANDEZ-TARDON
G, MoRreNo V, CABALLERO-GRANADO FJ, SALAS D, JIMENEZ-
MoLEOGN JJ, MARCOS-GRAGERA R, CHIRLAQUE MD, AMIANO P,
MoLINA AJ, CASTANO-VINYALS G, ARAGONES N, KOGEVINAS
M, POLLAN M, DE SANJOSE S.

Hormonal contraception and postmenopausal hormone
therapy in Spain: time trends and patterns of use.

Menopause. 2015,22:1138-1146.F.1.:3,361.
[doi:10.1097/GME.0000000000000487]
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= GomEz-AceBo |, DIERSSEN-S0T0S T, PAPANTONIOU K,
GARCIA-UNZUETA MT, SANTOS-BENITO MF, LLORCA J.

Association between exposure to rotating night shift

versus day shift using levels of 6-sulfatoxymelatonin and

cortisol and other sex hormones in women.
CHRONOBIOLINT. 2015;32:128-135.F.1.:3,343.
[doi:10.3109/07420528.2014.958494]

13] LorPEZ-MEJiAS R, GENRE F, REMUZGO-MARTINEZ S,
ROBUSTILLO-VILLARINO M, GARCIA-BERMUDEZ M, LLORCA J,
CorRALES A, GONZALEZ-JUANATEY C, UBILLA B, MIRANDA-
FiLLoyJA, Miyares V, PINA T, BLANCO R, ALEGRE-SANCHO
JJ, RaMIREZ HUARANGA MA, MINGUEZ SANCHEZ MD, TEJERA
SEGURA B, FERRAZ-AMARQ |, VICENTE E, DAvID CARMONA F,
CASTANEDA S, MARTIN J, GONZALEZ-GAY MA.

Protective Role of the Interleukin 33 rs3939286 Gene Poly-
morphism in the Development of Subclinical Atheroscle-
rosis in Rheumatoid Arthritis Patients.

PLoS One. 2015;10:F.1.:3,234.
[doiz0.1371/journal.pone.0143153]

2 sanTiBAREZ M, AGUIRRE E, BELDA S, ARAGONES N, SAEZ ),
RopRricUEZ JC, GALIANA A, SOLA-VERA J, Ruiz-GARciA M,
Paz-ZULUETA M, SARABIA-LAVIN R, BROTONS A, LOPEZ-
GIRONA E, PEReZ E, SiLLERO C, Rovo G.

Relationship between Tobacco, cagA and vacA i1 Virulence

Factors and Bacterial Load in Patients Infected by Helico-

bacter pylori.

PLoS One. 2015;10:F.1.:3,234.
[doiz0.1371/journal.pone.0120444]

B Paz-zuLuera M, LLORCA J, SARABIA-LAVIN R, BOLUMAR F,
Rioja L, DELGADO A, SANTIBANEZ M.
The Role of Prenatal Care and Social Risk Factors in the
Relationship between Immigrant Status and Neonatal
Morbidity: A Retrospective Cohort Study.
PLoS One. 2015;10:F.1.:3,234.
[doi:10.1371/journal.pone.0120765]

16} LorPEZ-MEJias R, UBILLA B, GENRE F, CORRALES A,
HERNANDEZ JL, FERRAZ-AMARO |, TSANG L, LLORCA J, BLANCO
R, GONZALEZ-JUANATEY C, GONZALEZ-GAY MA, DESSEIN PH.

Osteoprotegerin Concentrations Relate Independently
to Established Cardiovascular Disease in Rheumatoid
Arthritis.

J Rheumatol. 2015;42:39-45.F.1.:3,187.
[doi10.38g9/jrheum.140690]

RoBLEs C, CAsABONNE D, BENAVENTEY, CosTAS L,
GoNzALEZ-BARCA E, AYMERICH M, CAMPO E, TARDON A,
JIMENEZ-MOLEON JJ, CASTARO-VINYALS G, DIERSSEN-50TOS
T,MicHEL A, KRANZ L, ARAGONES N, POLLAN M, KOGEVINAS
M, PAwLITA M, DE SANJOSE

S. Seroreactivity against Merkel cell polyomavirus and
other polyomaviruses in chronic lymphocytic leukaemia,
the MCC-Spain study.
J GEN VIROL. 2015;96:2286-2292.F.1.:3,183.
[doiz0.109g/vir.0.000167]
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ERios A, Lorez-NAvAs A, LoPEZ-LOPEZ A, GOMEZ FJ, IRIARTE J,
HErRrRUZO R, BLANDO G, LLORCA FJ, AsuNsoLo A, SANCHEZ P,
GUTIERREZ PR, FERNANDEZ A, DE JESUS MT, ALARCON LM, LANA
A, FUENTES L, HERNANDEZ JR, VIRSEDA J, YELAMOS |, BoNDIA JA,
HERNANDEZ A, AvaLA MA, Ramis G, RAMIREZ P, PARRILLA P.

The level of acceptance of spanish medical students of the
transplantation of solid organs from animals: a stratified
and multicentre study.

Xenotransplantation. 2015;22:476-486.F.1.:2,840.
[doi:10.1111/xen.12208]

Bl Pina T, ARMESTO S, LOPEZ-MEJiAS R, GENRE F, UBILLA B,
GoNzALEZ-LOPEZ MA, GoNzALEZ-VELA MC, CORRALES A,
BLANCO R, GARCIA-UNZUETA MT, HERNANDEZ JL, LLORCA J,
GoNzALEZ-GAY MA.

Anti-TNF- therapy improves insulin sensitivity in non-dia-
betic patients with psoriasis: a 6-month prospective study.
J Eur Acad Dermatol Venereol. 2015;29:1325-
1330.F.1.:2,826.
[doizo.1111/jdv.12814]

T Pina T, GENRE F, LoPEZ-MEJiAS R, ARMESTO S, UBILLA
B, MijARES V, DIERSSEN-50T0S T, GONZALEZ-LOPEZ MA,
GoNzALEZ-VELA MC, BLANCO R, HERNANDEZ JL, LLORCA J,
GoNzALEZ-GAY MA.

Relationship of Leptin with adiposity and inflammation
and Resistin with disease severity in Psoriatic patients
undergoing anti-TNF-alpha therapy.

J Eur Acad Dermatol Venereol. 2015;29:1995-2001.F.1.:2,826.
[doizio.1111/jdv.a3131]

1] Rueba-GoToR J, CORRALES A, BLANCO R, FUENTEVILLA
P, PortiLLA V, ExPésiTo R, MaTa C, PiNa T, GONZALEZ-
JUANATEY C, LLORCA J, GONZALEZ-GAY MA.
Atherosclerotic disease in axial spondyloarthritis: increa-
sed frequency of carotid plaques.
Clin Exp Rheumatol.
2015;33:315-320.F.1.:2,724.

B Dessen PH, Lorez-MEJias R, UBILLA B, GENRE F, CORRALES
A, HERNANDEZ JL, FERRAZ-AMARO |, TSANG L, PINA T, LLORCA
J,BLaNCO R, GoNzALEZ-JUANATEY C, GONZALEZ-GAY MA.

TNF-related apoptosis-inducing ligand and cardiovascular

disease in rheumatoid arthritis.

Clin Exp Rheumatol.
2015,33:491-497.F.1.:2,724.

23] CasaBONNE D, BENAVENTEY, RoBLEs C, CosTAs L, ALONSO
E, GonzALEZ-BARCA E, TARDON A, DIERSSEN-S0TOS T,
GIMENO VAzQUEZ E, AYMERICH M, CaMPO E, CASTANO-
VINYALS G, ARAGONES N, POLLAN M, KOGEVINAS M, JUWANA
H, MiDDELDORP J, DE SANJOSE S.

Aberrant Epstein-Barr virus antibody patterns and chronic
lymphocytic leukemia in a Spanish multicentric case-con-
trol study.

Infect Agent Cancer. 2015;10:5-5.F.1.:2,358.
[doi:10.1186/1750-9378-10-5]

FERNANDEZ-VILLA T, MoLINA AJ, GARCIA-MARTIN M, LLORCA
J, BELGADO-RODRIGUEZ M, MARTIN V.
Validation and psychometric analysis of the Internet Ad-
diction Test in Spanish among college students.
BMC Public Health. 2015;15:953-953.F.1.:2,264.
[doi:10.1186/51288g-015-2281-5]
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25) AGUIRRE E, GALIANA A, MIRA A, GUARDIOLA R, SANCHEZ-
GQUILLEN L, GARCIA-PACHON E, SANTIBAREZ M, Rovo G,
CARLOS RODRIGUEZ ).

Analysis of microbiota in stable patients with chronic obs-
tructive pulmonary disease.

APMIS. 2015,123:427-432.F.1.:2,042.

[doinno.111/apm.12363]

&3 Garcia-BerMUDEZ M, LoPeZ-MEjias R, GENRE F, CASTANEDA
S, CorRALES A, LLORCA J, GONZALEZ-JUANATEY C, UBILLA B,
MIRANDA-FILLOY JA, PINA T, GOMEZ-VAQUERO C, RODRIGUEZ-
RoDRiGUEZ L, FERNANDEZ-GUTIERREZ B, BALSA A, PASCUAL-
SaLcepo D, Lorez-LoNaGo FJ, CARREIRA P, BLANCO R,
MARTIN J, GONZALEZ-GAY MA.

Lack of Association between JAK3 Gene Polymorphisms
and Cardiovascular Disease in Spanish Patients with
Rheumatoid Arthritis.

Biomed Res Int. 2015,2015:318364-318364.F.1.:1,579.
[doin0.1155/2015/318364]

SANTIBANEZ M, PAz-ZULUETA M, Ruiz M, CAsTRO |, LLORCA J.
Factors associated with lack of adherence to antenatal
care in African immigrant women and Spanish women in
northern Spain: The role of social risk factors in combina-
tion with language proficiency.
MIDWIFERY. 2015;31:61-67.F.1.:1,573.
[doi:10.1016/j.midw.2014.05.012]

& Genre F, LorEZ-MEJiAS R, MIRANDA-FILLOY A, UBILLA B,
MijARES V, CARNERO-LOPEZ B, GOMEZ-ACEBO |, DIERSSEN-
SoTos T, REMUZGO-MARTINEZ S, BLANCO R, PINA T,
GONZALEZ-JUANATEY C, LLORCA J, GONZALEZ-GAY MA.

Anti-TNF-alpha therapy reduces endothelial cell activation
in non-diabetic ankylosing spondylitis patients.
Rheumatol Int. 2015,35:2069-2078.F.1.:1,516.
[doi:10.1007/500296-015-3314-1]

& CerezaL L, CARRO LP, LLORCA J, FERNANDEZ-HERNANDO M,
LLopris E, MoNTERO JA, CANGA A.

Usefulness of MR arthrography of the hip with leg traction

in the evaluation of ligamentum teres injuries.

Skeletal Radiol. 2015;44:1585-1595.F.1.:1,510.
[doin0.1007/500256-015-2210-9]

B HoLanDA PERiA MS, O1s Ruiz E, DoMINGUEZ ARTIGA M,
GARCIA MiGUELEZ A, Ruiz Ruiz A, CASTELLANOS ORTEGA A,
WALLMANN R, LLoRCA Diaz).

Measuring the satisfaction of patients admitted to the
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Research lines

1. Tubulin folding cofactors.

Microtubules are paolymers composed of globular
subunits of a- and B-tubulin. Both proteins, with an
approximate molecular mass of 5o kDa, form an q,
B-tubulin heterodimer which represents the structu-
ral and functional unit of the microtubule. Tubulins
represent one of the largest families of genes and
proteins. Folding of tubulins follows a sophisticated

Anafase en célula humana.
DNA envioleta, microtibulos
en amarilloy TBCB en verde.

Valdecilla Biomedical Research Institute
Santander, Spain

pathway invalving several molecular chaperones. Tu-
bulin Folding cofactors (TBCs) are molecular chapero-
nes specifically required for tubulin dimer formation.
In addition, TBCs are involved in tubulin proteostasis
through dimer dissociation and tagging for proteaso-
me recognition. In fact, the importance of tubulin pro-
teastasis is revealed by the number of human syndro-
mes and diseases assaciated with TBCs malfunction
such as lissencephaly, hypoparathyroidism-retarda-
tion dysmorphism and AR-Kenny-Caffey syndrome;
giant axonal neuraopathy, retinitis pigmentosa and
also cancer. Despite the impartance of the tubulin re-
cycling and degradation pathway in maintaining the

Metafase aberrante en célula humana
de 3 polos. DNA envioleta, microtubu-
los en amarilloy TBCB en verde.

dynamicity required for the proper MT function as
well as the tight quality control requirements of the
cytoskeletal proteins, many aspects of their function
remain unknown. The goal of our wark is to achieve
a better understanding of the structure and function
of the mammalian tubulin folding cofactors as well
as the molecular pathology of the above mentioned
diseases.

Psychrophilic organisms, such as the Antarctic noto-
thenioid fish, are threatened by protein denaturation
at both the upper and lower limits of their narrow
thermal regimes (+2 to —2°C). To assess the capacity
of these fish to maintain protein homeostasis as the
Southern Ocean warms due to climate change, we
have analyzed assisted protein folding by the cyto-
plasmic chaperonin CCT of the Antarctic fish, Gobio-
notothen gibberifrons. We conclude that the thermal
scope of G. gibberifrons CCT is sufficient to tolerate
temperatures as much as g °C above their present
habitat norm. Furthermore, our observations su-
pport the hypothesis that CCT (cytoplasmic chapero-
nin) and some of its client proteins have co-evolved
to maintain productive chaperanin-assisted folding
reactions in a psychrothermal environment. Our next
goal is the sequencing and analysis of the genome
of the Antarctic fish, Gobionotothen gibberifrons,
as well as the transcriptome analysis from RNA-
seq experiments conducted to explore temperature
challenges involved in cold-adapted evolution to un-
derstand these evolutionary mechanisms.
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Research lines

Over the last decade we have witnessed a boom in
the technigues of mass molecular analysis, including
transcriptomics, epigenomics, micraRNA expression
profiles, matrix CGH and mutational studies on a lar-
ge scale, offering researchers an array of opportuni-
ties for the malecular analysis of cancer.

Until now, the lack of integrated genomic analysis
has hampered the discovery of tumorigenesis mole-
cular mechanisms and has delayed the clinical appli-
cation of the results of these molecular studies.

There is a dramatic cantrast between the number of
compounds in early clinical trials in cancer (about
8o0) and the number of malecular markers that

Valdecilla Biomedical Research Institute
Santander, Spain

allow therapy to be guided using targeted drugs.

Hipotesis.

In cancer, the integration of highly-complex male-
cular studies with those focused on the use of drugs
aimed at chosen targets can facilitate recognition of
the pathways and genes essential for the survival of
neoplastic cells, enabling the identification of mole-
cular markers to guide therapy. This knowledge will
facilitate the identification of actionable molecular
targets (against which a drug to block its action can
be generated) and the efficient use of drugs desig-
ned from molecular knowledge.

Proposals.

Based on the integrated analysis of data obtained
by various large-scale molecular study techniques,
we will try to obtain information regarding the mo-
lecular mechanisms of pathogenesis in neoplasms
in general, including the commaon mechanisms and
specific events of each type of tumour. We hope that
this can contribute to a more precise classification
of them and to the identification of new therapeutic
targets.

The integrated analysis of the data obtained by mass
molecular studies in different types of neoplasms
can be addressed using the following strategies:

« Genomic studies for routes and genes.
Hypothesis: Integrated genomic studies allow
us ta identify critical survival pathways in di-
fferent types of neoplasms, revealing in them
essential genes. Method: aCGH + RNA expres-
sion + miRNAs + Phosphoproteomics and in-
tegrated analysis using tumour-specific gene
sets.

« Mutational studies. Hypothesis: Alterations
of the neoplastic cell may be dependent on the
acquisition of mutations in several key genes
in tumour development. Method: aCGH and hi-
gh-capacity mutational studies (NGS, massive
parallel sequencing).

« Functional genomics. Hypothesis: Gene si-
lencing using siRNA libraries will allow us to

I ik 4 __ £ iz
L EF - L i
{ B i (R
|

RESEARCH AREAS
Cancer Area

identify essential genes for the survival of neo-
plastic cells. Method: Using siRNA to silence
selected pathways including survival, apopto-
sis and signal transduction pathways.

+ New drugs/models. Hypothesis: Molecular
“gene signatures” can be used to identify new
drugs in the treatment of neoplasms. Method:
In vivo and in vitra models allow us to identify
synergies and shorten the time needed to in-
troduce new drugs into the clinic.

Currently this approach is being performed on va-
rious lymphaid neoplasms, including the mast com-
mon types of B-cell and T-cell lymphoma.

A similar approach has been considered for Colorec-
tal Cancer, Melanoma, Merkel cell carcinoma and He-
patocellular carcinoma in a project that aims to set
out the basis for the development of an experimental
genomics platform to individually, quickly and chea-
ply identify/study possible altered therapeutic tar-
gets for each case.
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Anti-TNF-a therapy in refractory uveitis associated

with sarcoidosis: Multicenter study of 17 patients.
Semin Arthritis Rheum. 2015;45:361-368.F.1.:3,925.
[doi10.1016/j.semarthrit.2015.05.010]

18| LoricerA J, BLanco R, HERNANDEZ JL, CASTANEDA S, MERA
A, PEReZ-PAMPIN E, PEIRO E, HumBRIA A, CALVO-ALEN J,
AURRECOECHEA E, NARVAEZ |, SANCHEZ-ANDRADE A, VELA P, Diez
E,Mara C, LucH P,MoLL C, HernANDEZ |, CALVO-Rio V, ORTIZ-
SANJUAN F, GoNZALEZ-VELA C, PINA T, GONZALEZ-GAY MA.,

Tocilizumab in giant cell arteritis: Multicenter open-la-
bel study of 22 patients.
Semin Arthritis Rheum. 2015,44:717-723.F.1.:3,925.
[doii0.1016/j.semarthrit.2014.12.005]
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19| ONAINDIA A, MONTES-MORENO S, RODRIGUEZ-PINILLA SM,
BATLLE A, GONZALEZ DE VILLAMBROSIA S, RODRIGUEZ AM,
ALEGRE V, BERMUDEZ GM, GoNzALEZ-VELA C, PIRIs MA.

Primary cutaneous anaplastic large cell lymphomas
with 6p25.3 rearrangement exhibit particular histologi-
cal features.

Histopathology. 2015,66:846-855.F.1.:3,453.
[doi:10.1111/his.12529]

20 VAQUE JP, MARTINEZ N, VARELA |, FERNANDEZ F, MAYORGA M,
Derbak S, BELTRAN S, MoRreNo T, ALMARAZ C, DE LAS HERAS
G, BAYEs M, GuT |, CrResPO J, PIRIS MA.

Colorectal Adenomas Contain Multiple Somatic Muta-
tions That Do Not Coincide with Synchronous Adeno-
carcinoma Specimens.

PLoS One. 2015;10:F.1.:3,234.
[dai:10.1371/journal.pone.o119946]

B Marrin-Moreno AM, RoNCADOR G, MAESTRE L, MATA E, JIMENEZ
S, MARTINEZ-TORRECUADRADA J L, REYES-GARCIA Al,RuBio C,
TomAs JF, EsTevez M, PuLrForo K, PIris MA, GARcia JF.

CSF1R Protein Expression in Reactive Lymphoid Tis-

sues and Lymphoma: Its Relevance in Classical Hodg-

kin Lymphoma.
PLoS One. 2015;10:F.1.:3,234.
[doin0.1371/journal.pone.0125203]

& prina T, ARMESTO S, LOPEZ-MEJiAS R, GENRE F, UBILLA B,
GoNzaLez-Lorez MA, GonzaLez-VELA MC, CORRALES A,
BLaNCO R, GARCiA-UNzUETA MT, HERNANDEZ JL, LLORCA J,
GoNzaLez-Gay MA.

Anti-TNF- therapy improves insulin sensitivity in non-dia-

betic patients with psoriasis: a 6-month prospective study.
J Eur Acad Dermatol Venereol. 2015;29:1325-1330.F.1.:2,826.
[doinno.1m11/jdv.a2814]

Bl Pina T, GENRE F, LoPEZ-MEJiAS R, ARMESTO S, UBILLA
B, MijaRres V, DIERSSEN-50T0S T, GONzALEZ-LOPEZ MA,
GonzaLez-VELA MC, BLaNco R, HERNANDEZ JL, LLORCA J,
GoNzaLEz-GAy MA.

Relationship of Leptin with adiposity and inflammation
and Resistin with disease severity in Psoriatic patients
undergoing anti-TNF-alpha therapy.

J Eur Acad Dermatol Venereol. 2015;29:1995-2001.F.1.:2,826.
[doinno.amm1/jdv.a3131]

24 ORTIZ-SANjUaN F, BLanco R, HERNGNDEZ JL, GoNzaLEz-
L6PEZ MA, LORICERA J, LACALLE-CALDERON M, PINAT,
CaLvo-Rio V, ALvarez L, GoNnzaLez-VELA MC, RUEDA-
GoToR J, GoNzALEZ-GAY MA.

Applicability of the 2006 European League Against
Rheumatism (EULAR) criteria for the classification of
Henoch-Schonlein purpura. An analysis based on 766
patients with cutaneous vasculitis.

Clin Exp Rheumatol. 2015,;33:44-47.F.1.:2,724.

25) LoRriCERA J, BLaNCO R, HERNANDEZ JL, CALvO-Rio V, ORTIZ-
SANJUAN F,MaTA C, RUEDA-GOTOR J, ALVAREZ L, GONZALEZ-
VELA M(, GoNzALEZ-LOPEZ MA, ARMESTO S, PINA T,
GoNzALEZ-GAY MA.

Cutaneous vasculitis associated with severe bacterial
infections. A study of 27 patients from a series of 766
cutaneous vasculitis.

Clin Exp Rheumatol. 2015,33:36-43.F.1.:2,724.

26) LoRICERA J, BLANCO R, HERNANDEZ JL, PINA T, GONZALEZ-
VELA MC, GONZALEZ-GAY MA.

Biologic therapy in ANCA-negative vasculitis.

INT IMMUNOPHARMACOL. 2015;27:213-219.F.1.:2,472.
[doi:10.1016/}.intimp.2015.03.020]

LORICERA J, BLANCO R, HERNANDEZ JL, MARTINEZ-
RopRiGUEZ |, CARRILJM, LavaDo C, JIMENEZ M, GONZALEZ-
VELA C, GOoNzZALEZ-GAY MA.

Use of positron emission tomography (PET) for the
diagnosis of large-vessel vasculitis.

Rev Esp Med Nucl Imagen Mol. 2015,34:372-377.F.1.:1,054.
[doi:10.1016/j.remn.2015.07.002]

Reviews

1] LoRICERA J, BLANCO R, HERNANDEZ JL, CARRILJM, MARTINEZ-
RobRriguUEz |, CANGA A, PEIRO E, ALONSO-GUTIERREZ J,
CaLvo-Rio V, OrTIZ-SANJUAN F, MATA C, PINA T, GONZALEZ-
VELA MC, MARTINEZ-AMADOR N, GONZALEZ-GAY MA.

Non-infectious aortitis: a report of 32 cases from a
single tertiary centre in a 4-year period and literature
review.

Clin Exp Rheumatol. 2015;33:19-31.F.1.:2,724.

B castiio JJ, CHavez JC, HERNANDEZ-ILIZALITURRI F,
MONTES-MORENO S.

CD20-negative diffuse large B-cell lymphomas: biolo-
gy and emerging therapeutic options.

EXPERT REV HEMATOL. 2015;8:343-354.F.1.:2,070.

[doi0.1586/17474086.2015.1007862]

Letters

1] ONAINDIA A, GOMEZ S, PIRIS-VILLAESPESA M, MARTINEZ-
LaPercH C, CERECEDA L, MONTES-MORENO S, BATLLE A,
(GONZALEZ DE VILLAMBROSIA S, POLLAN M, MARTIN-ACOSTA
P, GONZALEZ-RINCON J, MENARGUEZ J, ALVES J, RODRIGUEZ-
PiNiLLA SM, GARCiA JF, MoLLEjo M, FRAGA M, GARCIA-
MaRco JA, PIris MA, S&NCHEZ-BEATO M.

Chronic lymphocytic leukemia cells in lymph nodes
show frequent NOTCH1 activation.

Haematologica. 2015;100:F.1.:5,814.
[doi0.3324/haematol.2014.117705]

2 Jo C, GoNzZALEZ-RINCON J, ONAINDIA A, ALMARAZ C,
GARcia-Diaz N, PisoNero H, CURIEL-OLMO S, GOMEZ S,
CERECEDA L, MADUREIRA R, HoSPITAL M, SUAREZ-MASSA
D, Robriguez-Peralto JL, Postigo CC, LEON-CASTILLO A,
GoNzALEZ-VELA C, MARTINEZ N, ORTIZ-ROMERO P, SANCHEZ-
BeaTo M, Piris MA, Vaque JP.

Mutated JAK kinases and deregulated STAT activity
are potential therapeutic targets in cutaneous T-cell
lymphoma.
Haematologica. 2015;100:450-453.F.1.:5,814.
[doin0.3324/haematol.2015.132837]

El Manso R, RobriGuez-PINILLA SM, GONZALEZ-RINCON J,
GOMEZ S, MoNsALVO S, LLAMAS P, Rojo F, PERez-CALLEJO
D, CEReCEDA L, LiIMERES MA, MaESsO C, FERRANDO L, PEREZ-
SEOANE C, RoDRIGUEZ G, ARRINDA JM, GARCIA-BRAGADO F,
Franco R, RobRiGUEz-PERALTO JL, GONZALEZ-CARRERO J,
MARTIN-DAVILA F, PIrIS MA, SANCHEZ-BEATO M.

Recurrent presence of the PLCG1 S5345F mutation in
nodal peripheral T-cell lymphomas.

Haematologica. 2015;100:25-27.F.1.:5,814.
[doi0.3324/haematol.2014.13696]

RESEARCH AREAS
Cancer Area

Doctoral Thesis

* SANTIAGO MONTES MORENO.
Identificacion de marcadores de utilidad diagnadsticay
prondstica en linfoma B de célula grande agresivo.

Director: Miguel Angel Piris Pinilla. UNIVERSIDAD DE
CANTABRIA.

4] MoNTES MORENO S, CLIMENT F, GONZALEZ DE VILLAMBROSIA
S, GoNzALEZ BARCA EM, BATLLE A, INsUNZA A, PANE Foix
M, CoLorADO M, MARTIN SANCHEZ G, RicHARD Espiga C,
CoNDE E, PIriIS MA.

CD 30-positive transformed follicular lymphoma: two
case reports and literature review.
Histopathology. 2015,67:918-922.F.1.:3,453.
[doizno.1111/his.12733]

« JAVIER LORICERA GARCIA.
Caracterizacion clinica de las vasculitis cutaneas.

Directores: Miguel Angel Gonzalez-Gay Mantecén, Maria
del Carmen Gonzalez Vela, Ricardo Blanco Alonso. UNI-
VERSIDAD DE CANTABRIA.

5| GoNzALEZ-LOPEZ MA, LOPEZ-ESCOBAR M, FERNANDEZ-
LLAcA H, GoNzALEZ-VELA MC, LOPEZ-BREA M.

Eosinophilic annular erythema in a patient with metas-
tatic prostate adenocarcinoma.

Int) Dermatal. 2015,54:80-82.F.1.:1,312.
[doinno.am/ijd.12640]

+ VaNEsa CaLvo DeLRio.
Caracterizacion clinica de la parpura de Schoenlein-He-
noch.

Directores: Miguel Angel Gonzalez-Gay Mantecén, Maria

del Carmen Gonzalez Vela, Ricardo Blanco Alonso. UNI-
VERSIDAD DE CANTABRIA.

6] GoNzALEZ-LOPEZ MA, GoNzALEZ-VELA MD, CABALLERO C,
CONSUEGRA G, FERNANDEZ-LLACA H, PIrIS MA.

Localized lymphomatoid papulosis.

Int ) Dermatal. 2015,54:98-100.F.1.:1,312.
[doi:10.1117/ijd.12719]

BLANCO R, GoNzALEZ-GAY MA, GoNZALEZ-LOPEZ MA,
FERNANDEZ-LLACA H, GONZALEZ-VELA MC.

Refractory highly disfiguring lupus pernio: a dramatic
and prolonged response to infliximab.

Int ) Dermatol. 2015;54:321-322.F.1.:1,312.
[doino.am1/ijd.12861]
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|1 il !l FERNANDEZ LUNA, JOSE LUIS
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HosPITAL UNIVERSITARIO
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Email: fluna@humv.es

Martino Gonzalez, Juan (HUMV)

Fontalba Romero, Ana (HUMV)
Sandoval Lewin, Sergio Javier (IDIVAL)
Talamillo Cancelo, Ana Antonia (IDIVAL)
Vazquez-Barquero, Alfonso (HUMV-UC)

Gutiérrez Saiz, Olga (IDIVAL)

Red Temdtica de

Investigacién Cooperativa Mollinedo Sedano, Maria Del Pilar(IDIVAL)

en Cancer

Research lines

1. Study of the invasive capacity of
glioblastoma stem cells (GSCs).

The capacity of glioblastoma (GBM) cells to invade
the surrounding parenchyma is one of the main pro-
blems for an efficient therapeutic strategy because it
makes complete resection nearly impossible. Among
the GBM cells there is a small population (<5%) with

Valdecilla Biomedical Research Institute
Santander, Spain

the capacity to regenerate the tumor and with featu-
res similar to those found in adult stem cells. They
are the so-called cancer stem cells. If the current
hypothesis is right, this cell population is the pro-
per target for new therapeutic strategies. We aim to
identify molecular mediators of migration and inva-
sion of GSCs.

GICs in a neurosphere

2. Development of in vitro models to
study the response of GBM cells
to chemotherapy in physiological
environments.

Most in vitro studies to measure the cellular respon-
se tao chemotherapy use cell cultures on 20 surfa-
ces. There are many evidences about the role of the
biophysic features of the microenvironment in cellu-

Neurgsphere '
cultures of
GPCs

Figura . Esquema de trabajo que
incluye los principales objetivos
de esta linea de investigacién

RESEARCH AREAS
Cancer Area

Differentiating GICs

lar pracesses studied in vitro (diferentiation, migra-
tion, survival). In order ta optimize more physiclogi-
cal invitro models of chemotherapy response, closer
ta in vivo models, we are studying the behaviour of
GBM cells (GSCs and tumor parenchymal cells) fo-
llowing expasure to chemotherapeutic agents in di-
fferent microenvironments.

Meurosurgery  Molecular Genetics
Service

Unit
N p

S

Cell repository

MOLECULAR SCREEN FOR
CHARACTERIZATION NEW DRUGS
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3. Screening of novel compounds
addressed to cancer stem cells by
using computational and biologic
platforms.

Currently,there are differentundergoing clinical trials
addressed tokill cancer stem cells.However, a lack of
proof of concept still persist, which means that there
are no drugs approved for this indication. This novel
therapeutic area is open to different experimental
approaches including combinatorial chemistry, re-
profiling and virtual screening, among others. In co-
llaboration with a start-up from the Bioinformatics
Unit at Centro de Biologia Molecular Severo Ochoa
(CSIO), we have established a platform that joints
computational screening of 5 million compounds
with the validation of candidates in biological mo-
dels in vitro and in vivo. Target cells are cancer stem
cells from GBM and colon cancer.

FUNDING

[ | Fernandez-Luna, José Luis. Relevancia prondésti-
cay terapéutica en glioblastoma de 0DZ1, una nueva
diana en cancer (Pl13/01760). Instituta de Salud Car-
los IIl. Ministerio de Ciencia e Innovacion. Duracion:
2014-2017.

[ | Fernandez-Luna, José Luis. RRed temati-
ca de investigacion cooperativa en cancer RTICC
(RB12/0036/0022). Instituto de Salud Carlas 111, Mi-
nisterio de Ciencia e Innavacion. Duracion: 2013-2016.

B Martino Gonzalez, Juan. PPreservacion de las
areas implicadas en la memoria de trabajo verbal
paraevitar secuelas en la cirugia de gliomas en areas
elocuentes. Pl13/01249. Instituto de Salud Carlos IlI.
Ministerio de Economia y Competitividad. Duracion:

2014- 2016.

Valdecilla Biomedical Research Institute
Santander, Spain

PUBLICATIONS

IMPACT FACTOR 21,510

Original articles

Bl Garcin-Hevia L, VALIENTE R, FERNANDEZ-LUNA JL, FLAHAUT
E, RoDRIGUEZ-FERNANDEZ L, VILLEGAS JC, GONZALEZ J,
FANARRAGA ML.

Inhibition of Cancer Cell Migration by Multiwalled Carbon
Nanotubes.

Adv Healthc Mater. 2015;4:1640-1644.F.1.:5,797.
[doinno.1002/adhm.201500252]

a ToRrices S, ALvAREZ-RODRIGUEZ L, GRANDE L, VARELA I,
MuRioz P, PascuaL D, BaLsa A, LoPEz-Hoyos M, MARTINEZ-
TABOADA V, FERNANDEZ-LUNA JL.

A Truncated Variant of ASCC1, a Novel Inhibitor of NF-ka-
ppa B, Is Associated with Disease Severity in Patients
with Rheumatoid Arthritis.
J Immunol. 2015;195:5415-5420.F.1.:4,922.
[doin0.4049/jimmunol.1501532]

B MARTINO J, MATO D, DE Lucas EM, GARCIA-PORRERO J A,
GABARROS A, FERNANDEZ-COELLO A, VAZQUEZ-BARQUERO
A.

Subcortical anatomy as an anatomical and functional
landmark in insulo-opercular gliomas: implications for
surgical approach to the insular region.

J Neurosurg. 2015;123:1081-1092.F.1.:3,737.
[doino.3171/2014.11.JNS141992]

GARCIA-HEVIA L, VALIENTE R, GONZALEZ ], FERNANDEZ-LUNA
JL, VILLEGAS JC, FANARRAGA ML.

Anti-Cancer Cytotoxic Effects of Multiwalled Carbon Na-
notubes.

Curr Pharm Des. 2015;21:1920-1929.F.1.:3,452.

B v 0,YokoTAa H, HIRoNO S, MARTINO J, SAEKI N.

The Vidian Canal: Radiological Features in Japanese Popu-
lation and Clinical Implications.
Neurol Med Chir (Tokyo). 2015,55:71-76.F.1.:0,724.
[doin0.2176/nmc.0a.2014-0173]

Reviews

(1) MARTIN-LAEZ R, CABALLERO-ARZAPALO H, LOPEZ-MENENDEZ
LA, ARANGO-LASPRILLA JC, VAZQUEZ-BARQUEROD A.

Epidemiology of Idiopathic Normal Pressure Hydrocepha-
lus: A Systematic Review of the Literature.

WORLD NEUROSURG. 2015;84:2002-2009.F.1.:2,878.
[doi10.1016/j.wneu.2015.07.005]
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Melatonin and Breast Cancer

COS CORRAL, SAMUEL (UC)
DEPARTAMENTO DE FISIOLOGIA
Y FARMACOLOGIA

FACULTAD DE MEDICINA
UNIVERSIDAD DE CANTABRIA

Email: coss@unican.es

Alonso Gonzalez, Carolina (UC)
Corrales Pardo, Andrea (MICINN)
Gonzalez Cabeza, Alicia (UC)
Rueda Revilla, Noemi (UC)

Cos Cossio, José Antonio (UC)
Viar Ruiz, Gema (UC)

Gonzalez Gonzalez, Alicia (UC)

Research lines

Our group focuses its research on the actions of mela-
tanin, the main hormone produced in the pineal gland,
an the genesis and development of harmone-depen-
dent mammary tumars. In vivo, either experimental
manipulations that activate the pineal gland or the
exogenous administration of melatonin, reduce the in-
cidence and development of spontaneous mammary
tumors or chemically-induced mammary tumars in ro-
dents, while pinealectomy or experimental conditions
involving a reduction in melatonin synthesis stimula-
te mammary carcinogenesis. In vitro, melatonin inhi-
bits proliferation and invasiveness of human breast
cancer cells. The antitumoral properties of melatonin
are based on its ability to interact with estrogen-sig-
naling pathways. Two types of mechanisms have been
proposed to explain these oncostatic actions of me-
latonin: a) downregulation of the circulating levels of
gonadal estrogens, and b) direct actions at the tumo-
ral level interfering with the activation of the estrogen
receptor, therefore behaving as a SERM (selective es-
trogen receptor modulator). In last years, research ac-
tivity in our group focuses on the description of a third
mechanism by which melatonin may reduce the deve-
lopment of estrogen-dependent tumars, based on the
ability of melatanin to modulate estrogen synthesis

Valdecilla Biomedical Research Institute
Santander, Spain

tuto_de
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in both tumoaral and peritumoral surrounding tissues,
behaving as a SEEM (selective estrogen enzyme mo-
dulator).

The research that we are currently developing centers
aon:

« To study, on the one hand, the ability of melatonin
to modulate the activity of some enzymes (aroma-
tase, sulfatase, 17B-dehydrogenase, sulfotransfera-
se) involved in the synthesis of estrogens at tumor
level,and, then, to analyze the possible intracellular
mediators through which melatonin regulates the
activity and expression of these enzymes.

To study the ability of melatonin to modulate the
angiogenesis and to antagonize the effects of es-
trogens on new blood vessel formation in hormo-
ne-dependent breast cancer.

To study the ability of melatonin to increase the
sensibility of human breast cancer cells to the ac-
tion of radiotherapy in base to its actions modula-
ting the enzymes that participate in the synthesis
of estrogens and its antiestrogenic actions.

« To study the pratective effects of melatonin on the
molecular changes induced by chemotherapy used
in the treatment of breast cancer.

Valdecilla

« To study the protective effects of chronic treatment
with melatonin on cognitive and neuromorphalo-
gical deficits in TsbgsDn mouse, a model of Down
syndrome.

FUNDING

M Cos Corral, Samuel. Efectos sensibilizadores de |a
melatonina a la quimioterapia y la radioterapia: es-
tudio de los cambios moleculares que modulan este
proceso. SAF2013-42012-P.Ministerio de Ciencia e In-
novacion. Duracién: 2014-2016.

PUBLICATIONS

IMPACT FACTOR 18,939

Original articles

Bl A onso-Gonzatez C, GoNzALEZ A, MARTINEZ-CAMPA C,
GAMEZ-AROZAMENA J, Cos S.

Melatonin sensitizes human breast cancer cells to ionizing
radiation by downregulating proteins involved in dou-
ble-strand DNA break repair.

J Pineal Res. 2015;58:18g-197.F.1.:9,600.
[doio.1111/jpin2205]

B Garcin R, NisTALJF, MeriNO DO, Price NL, FERNANDEZ-
HerRNANDO C, BEAUMONT J, GoNZALEZ A, HURLE MA, VILLAR
AV.

p-SMAD2/3 and DICER promote pre-miR-21 processing du-

ring pressure overload-associated myocardial remodeling.

Biochim Biophys Acta. 2015,1852:1520-1530.F.1.:4,882.
[doi:i0.1016/].bbadis.2015.04.006]

El Arias-LosTe MT, GARCIA-UNZUETA MT, LLERENA S,
IRUZUBIETA P, PUENTE A, CABEZAS J, ALoNsO C, CUADRADO
A, AMADO JA, CRESPO J, FABREGA E.

Plasma betatrophin levels in patients with liver cirrhosis.

World ] Gastroenterol. 2015,21:10662-10668.F.1.:2,369.
[doi0.3748/wjg.v21.i37.10662]

GonzALEZ A, MARTINEZ-CAMPA C, ALONSO-GONZALEZ C,
Cos S.
Melatonin affects the dynamic steady-state equilibrium
of estrogen sulfates in human umbilical vein endothelial
cells by regulating the balance between estrogen sulfata-
se and sulfotransferase.
Int ) Mol Med. 2015;36:1671-1676.F.1.:2,088.
[doi:10.3892/ijmm.2015.2360]

RESEARCH AREAS
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Doctoral Thesis

« ANDREA CORRALES PARDO.

Estudio de los efectos protectores del tratamiento cronico
con melatonina sobre los déficits cognitivos del raton
TS65DN, un modelo de sindrome de Down.

Director/a: Noemi Rueda Revilla.
UNIVERSIDAD DE CANTABRIA.

» SUSANA GARCiA CERRO.

Estudio del efecto de la reduccion del nimero de copias
del gen DYRK1A sobre distintos fenotipos funcionales y
neuromorfolégicos encontrados en un modelo murino de
sindrome de Down y en ratones euploides.

Director/es: Carmen Martinez-Cue Pesini, Noemi Rueda
Revilla. UNIVERSIDAD DE CANTABRIA.
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Apoptosis

HURLE GONZALEZ,JUAN

DEPARTAMENTO DE B10LOGIA MOLECULAR

FACULTAD DE MEDICINA
UNIVERSIDAD DE CANTABRIA

Email: hurlej@unican.es

Montero Simon, Juan Antonio (UC)

Garcia-Porrero Pérez,Juan Antonio (UC)
Lorda Diez, Carlos Ignacio (UC)

Dawalibi Ruiz, Susana (UC)

Garcia Riart, Beatriz (UC)
Sanchez Fernandez, Cristina (UC)

Research lines

We are interested in the development of the ver-
tebrate limb using avian and mouse embryos as
experimental maodels. The aim of our research is to
uncover molecular signals which regulate the diffe-
rentiation of skeletal progenitors and also to pro-
vide information about limb morphogenesis. Genes
identified by different molecular strategies are
functionally analyzed through gain-of- and loss-
of-function experiments. Gain-of-function experi-
ments are performed through the overexpression
of the selected genes employing viral infections or
plasmid electropaoration. Loss-of-function experi-
ments are made with short hairpin RNAi or CRIS-
PR-Casg approaches.

Our major research field is the formation of the di-
gits. During this process mesodermal progenitars
of the embryanic limb bud follow two alternative
fates: in the future digit regions, mesodermal cells
aggregate and differentiate into cartilage, joints

Valdecilla Biomedical Research Institute
Santander, Spain

and fibrous tissues such as tendans or ligaments;
in the interdigital regions, cells do not candense
and instead undergo massive cell death. The goal
of these studies is to abtain information of rele-
vance in regenerative medicine to direct the diffe-
rentiation of stem cells into skeletal tissues and to
provide basic information about the mechanisms
accounting for programmed cell death.

FUNDING

M Hurlé Gonzalez, Juan. Mecanismo y nueva signi-
ficacion biolégica de la muerte celular interdigital
Head de la separacién de los dedos durante el desa-
rrolla de las extremidades. BFU2014-54026P MICIN.
Ministerio de Economia y Competitividad. Duracién
2015-2017.

IMPACT FACTOR 13,582

PUBLICATIONS

Original articles

Bl oroa-Diez Cl, GArcia-RIART B, MoNTERO JA, RODRIGUEZ-
LEON J, GARCIA-PORRERO JA, HURLE JM.

Apoptosis during embryonic tissue remodeling is accom-
panied by cell senescence.

Aging (Albany NY). 2015,7:974-985.F.1.:6,432.

a MARTINO J, MATO D, BE Lucas EM, GARCIA-PORRERO JA,
GABARROS A, FERNANDEZ-COELLO A, VAZQUEZ-BARQUEROD
A.

Subcortical anatomy as an anatomical and functional
landmark in insulo-opercular gliomas: implications for
surgical approach to the insular region.

J Neurosurg. 2015;123:1081-1092.F.1.:3,737.
[doi0.3171/2014.11.JNS141992]

B Lorpa-Diez Cl, MoNTERO JA, GARCIA-PORRERO JA, HURLE
M.

Interdigital tissue regression in the developing limb of
vertebrates.
IntJ Dotev Biol. 2015;59:55-62.F.1.:1,903.[d0i:10.1387/
ijdb.150065)h]

B Cerezal L, CARRO LP, LLORCA J, FERNANDEZ-HERNANDO M,
LLoris E, MONTERO JA, CANGA A.

Usefulness of MR arthrography of the hip with leg traction
in the evaluation of ligamentum teres injuries.

Skeletal Radiol. 2015;44:1585-1595.F.1.:1,510.
[doin0.1007/500256-015-2210-g]
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Anatomical and Molecular Pathology

GOMEZ ROMAN, JAVIER |

SERVICIO DE ANATOMIA PATOLOGICA

HosPITAL UNIVERSITARIO
MARQUES DE VALDECILLA

UNIVERSIDAD DE CANTABRIA

Email: apagri@humv.es

Val Bernal, José Fernando (HUMV-UC)

Azueta Etzebarria, Ainara (HUMV)
Caballero Escudero, Clara Isabel (HUMV)
Esparza del Valle, Clara (HUMV)

Freire Salinas, Javier (IDIVAL)
Garcia-Berbel Molina, Maria Pilar (IDIVAL)
Mayorga Fernandez, Marta (HUMV)
RaceaSteliana, Florina (HUMV)

Valdecilla

Fernandez Alvarez, Montserrat (HUMV)
Nicolas Martinez, Montserrat (HUMV)

Herrera Cisneros, M? Dolores (HUMV)
Lazuén Fernandez, Servando (IDIVAL)
Pereda Marcos, Saray (IDIVAL)

Fernandez Alvarez, Montserrat (HUMV)
Nicolas Martinez, Montserrat (HUMV)

Lines of Research

1. Diagnostic and predictive
biomarkers in solid tumors.

Our main task remains to establish a model of trans-
lational medicine, that is to be the bridge between
basics and applied investigation. We are basically
implied in all the new biomarkers that are necessary
to obtain a correct diagnasis at the right time with
a strong predictive response value (Mamacan pro-
ject). This praject is designed to find stromal based
biomarkers capable to be transformed in therapeutic
targets in breast carcinomas. The same methodology
is being applied to urinary bladder carcinomas, lung
carcinomas, renal cell carcinomas and gastrointesti-
nal stromal tumors (GIST)

2We have developed systems to
diagnose hereditary cancer in clini-
cal routine based in Next generation
sequencing and we have incorporated the

epithelial-mesenchimal transition program to our
biomarker's discovery plan.

3. Our most important role as
pathologists is to incorporate our
results to clinical routine, mainly in
oncology.

We believe the basic investigation results are very
difficult to use in our day-to-day work. We try to
streamline the process to give the oncologist the
data he needs to treat the patient with the biomar-
kers that have been accepted by the international
community and the agencies. Thus we use the EGFR
and ALK and ROS1 rearrangements in non-small cell
lung carcinomas, the KRAS and NRAS mutations in
colon adenocarcinomas by several technigues, inclu-
ding liquid biopsy, and several other biomarkers that
are the key to precision medicine establishment.

FUNDING

B Gémez Roman, José Javier. Desarrollo de anti-
cuerpos terapéuticos anti-CCRg para el tratamiento
personalizado de tumores- TERPERAN. RTC-2015-
3786-1. Ministerio de Ciencia e Innovacion. Duracién:
2015-2018.

PUBLICATIONS
IMPACT FACTOR 61,338

Original articles

Bl Carrascosa MF, CORRAL MONES J, SALCINES-CAVIEDES JR,
GOMEZ ROMAN J.

A man with unsuspected marine eosinophilic gastritis.
LANCET INFECT DIS. 2015;15:248-248.F.1.:22,433.
[doi:10.1016/51473-3099(14)70892-8]

2] EsTEvEZ-GARCIA P, RIVERA F, MOLINA-PINELO S, BENAVENT
M, GOMEZ J, LIMON L, PAsTOR MD, MARTINEZ-PEREZ M, JULIA,
Paz-ARes L, CARNERO A, GARCIA-CARBONERO R.

Gene expression profile predictive of response to chemo-
therapy in metastatic colorectal cancer.

Oncotarget. 2015;6:6151-6159.F.1.:6,359.
[doi:10.18632/0ncotarget.3152]

BARAMBURU A, ZUDAIRE |, PAJARES M), AGORRETA J, ORTA
A, LozaNno MD, GURPIDE A, GOMEZ-ROMAN J, MARTINEZ-
CLIMENT JA, JASSEM J, SKRZYPSKI M, SURAOKAR M, BEHRENS
C,WistuBa I, Pio R,RuBio A, MONTUENGA LM.

Combined clinical and genomic signatures for the prog-
nosis of early stage non-small cell lung cancer based on
gene copy number alterations.

BMC Genomics. 2015;16:752-752.F.1.:3,986.
[doi10.1186/512864-015-1935-0]

RIANCHO-ZARRABEITIA L, ZURBANO F, GOMEZ-ROMAN J,
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MARTINEZ-MENACA A, LoPEZ M, HERNANDEZ MA, PINA T,
GoNzALEZ-GAY MA.

Isolated pulmonary vasculitis: Case report and literature
review.
Semin Arthritis Rheum. 2015;44:514-517.F.1.:3,925.
[doi:10.1016/j.semarthrit.2014.10.003]

B QUINTANA LF, BLAsco M, SEras M, PEREz NS, LOPEZ-HoY0S
M, VILLARROEL P, RopRriGo E, VIRAs O, ERciLLA G, DIEKMANN
F, GbmMEZ-ROMAN JJ, FERNANDEZ-FRESNEDO G, OPPENHEIMER
F, ArRias M, CAMPISTOL JM.

Antiphospholipase A2 Receptor Antibody Levels Predict
the Risk of Posttransplantation Recurrence of Membra-
nous Nephropathy.

Transplantation. 2015;,99:1709-1714.F.1.:3,828.
[doi:10.1097/TP.0000000000000630]

a BroNCHALO-VICENTE L, Robricuez-DeL Rio E, FREIRE
J, CALDERON-GONZALEZ R, FRANDE-CABANES E, GOMEZ-
RoMAN JJ, FERNANDEZ-LLACA H,YAREZ-DiAZ S, ALVAREZ-
DomiNnguUEz C.

A Novel Therapy for Melanoma Developed in Mice: Trans-
formation of Melanoma into Dendritic Cells with Listeria
monocytogenes.

PLoS One. 2015;10:F.1.:3,234.
[doi:10.1371/journal.pone.o117923]

VAQUEJP, MARTINEZ N, VARELA |, FERNANDEZ F, MAYORGA M,
DerbAk S, BELTRAN S, MoRreNO T, ALMARAZ C, DE LAS HERAS
G, Baves M, Gut |, CrespPo J, PIrIs MA.

Colorectal Adenomas Contain Multiple Somatic Mutations
That Do Not Coincide with Synchronous Adenocarcinoma
Specimens.

PLoS One. 2015;10:F.1.:3,234.
[doizi0.1371/journal pone.0119946]

(8 FERNANDEZ-SAMPEDRO M, SALAS-VENERO C, FARINAS-
ALVAREZ C, SUMILLERA M, PEREZ-CARRO L, FAKKAS-
FERNANDEZ M, GOMEZ-ROMAN J, MARTINEZ-MARTINEZ L,
FarINAS MC.

26Postoperative diagnosis and outcome in patients with
revision arthroplasty for aseptic loosening.
BMC Infect Dis. 2015;15:232-232.F.1.:2,613.
[doi:10.1186/512879-015-0976-Y]

9] PErez NUNEz MI, FERRENO BLANCO D, FERNANDEZ A,
Casapo pe Prabo JA, SANCHEZ CRespo M, DE LA RED
GALLEGO M, PascuaL CARRA A, RoDRIGUEZ LOPEZ T, CAVIA
S, GARCES ZARZALEJO C, MAYORGA FERNANDEZ M, Ruiz
MARTINEZ E, CARRASCAL VAQUERO |, RIANCHO MORALJA.

Comparative study of the effect of PTH (1-84) and strontium
ranelate in an experimental model of atrophic nonunion.

Injury. 2015,46:2359-2367.F.1.:2,137.
[doi:10.1016/}.injury.2015.10.007]

10} FREIRE J, GARCIA-BERBEL L, GARCIA-BERBEL P, PEREDA S, |
AzUETA A, GARCIA-ARRANZ P, DE JUAN A, VEGA A, HENS A,
EnGuITA A, MuRNo0z-CACHO P, GOMEZ-ROMAN J.

Collagen Type XI Alpha 1 Expression in Intraductal Papi-
llomas Predicts Malignant Recurrence. Biomed Res Int.
2015;2015:812027-812027.F.l.:1,579.

[doi:10.1155/2015/812027]

mVAL—BERNALJF.
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The current role of autopsy in current clinical practice.
Med Clin (Barc). 2015;145:313-316.F.1.:1,477.
[doin0.1016/j.medcli.2015.02.015]

E VAL-BERNAL JF, MAYORGA M, VAL D, GARIjo MF.

Low-grade serous primary peritoneal carcinoma inciden-
tally found in a hernia sac.

Pathol Res Pract. 2015;211:550-555.F.1.:1,397.
[doi10.1016/}.prp.2015.04.001]

13] VAL-BERNAL JF, GARCIA-GONZALEZ M, MAYORGA M, MARRERO
RH, JorgE-PEREZ N.

Primary renal myxofibrosarcoma.

Pathol Res Pract. 2015;211:619-624.F.1.:1,397.
[doi10.1016/}.prp.2015.04.004]

El FERNANDEZ GARCiA M, LAGE C, MoNFA E, GOMEZ JJ, VALERO
C.

An atypical caseof Churg-Strauss syndrome.

Rev Clin Esp. 2015;215:F.1.:1,063.
[doin0.1016/j.rce.2015.01.007]

E VALD, CoLLARD A, VAL-BERNAL JF.

Lichen sclerosus and granuloma annulare of the foreskin:
a significant association.

Rom J Marphol Embryol. 2015,;56:1179-1183.F.1.:0,659.

Reviews

[ 1 [T E, CoNncHA A, DE CASTRO J, GOMEZ-ROMAN J, GARRIDO
P, RAMIREZ J, IsLA B, SANZ J, PAz-AREes L, LorPEZ-Rios F.
Biomarker testing in advanced non-small-cell lung cancer:
a National Consensus of the Spanish Society of Pathology
and the Spanish Society of Medical Oncology.
Clin Trans! Oncol. 2015;17:103-112.F.1.:2,077.
[doi:10.1007/512094-014-1248-g]
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Cell Cycle, Determining
Stem Cells and Cancer

GANDARILLAS SOLINiS, ALBERTO
FUNDACION INSTITUTO DE INVESTIGACION
MARQUES DE VALDECILLA (IDIVAL)

Email: agandarillas@idival.org

Arce Mateos, Félix Pablo (HUMV)

Ayala Gutiérrez, Higinio (HUMV)

Bernal Marco, José Manuel (HUMV-UC)
Castaiieda Curto, Natalia (HUMV)

de Diego Garcia, Ernesto (HUMV)

De Pedro Gonzalez, Isabel (IDIVAL)
Fernandez Jiménez, Inmaculada (HUMV)
Franco Gonzalez De Canales, Ana (IDIVAL)
Freije Leon, Ana (IDIVAL)

Gil Aguilar, Maria Teresa (HUMV)
Morales Angulo, Carmelo (HUMV)
Obeso Aguera, Sergio (HUMV)

Sanz Giménez-Rico,Juan Ramoén (HUMV)
Tardagulia Calvo, Ana (HUMV)

Vergara Pastrana, Sandra Patricia (HUMV)

Ceballos Castillo, Laura (IDIVAL)
Madureira Rivero, Rebeca (HUMV)

Molinuevo Llaria, Rut (IDIVAL)

Sanz Gémez, Natalia (IDIVAL) o

Research lines

Among the many skin conditions that affect the
health and life expectancy of the population and that
pose a growing problem in public health (psoriasis,
xerodermas, keratosis), skin cancer is the most com-
mon cancer. This stems from variations in BNA cau-
sed primarily by ultraviolet radiation (UV) from the
sun and the Human Papillomavirus (HPV). It is also
the cancer with the most increasing frequency within
our societies, due to the aesthetic tendencies that
induce tanning, which is making it the leading cause
of cancer death in women aged 20-30 years (*Natio-
nal Cancer Institute. Bethesda, MD, http://seer.cancer.
gov/csr/1975_2008/index.html. Cancer Epidemiology
in Older Adolescents &Young Adults.2007. SEER AYA

Manograph, pages 53-57).

For these reasans the skin needs powerful cellular

Valdecilla Biomedical Research Institute
Santander, Spain

and malecular mechanisms to protect itself from
continued mutagenic risk. These mechanisms go
through the proper control of Stem Cells and homae-
ostasis. The main goal of our group is to research
these mechanisms and theirvariations in hyperpraoli-
ferative skin prablems, mainly those leading to can-
cer. The objective is the reciprocal transfer between
the laboratory (molecular mechanisms of the cell
cycle), the industry (exploitation of results) and the
hospital (obtaining biopsies, characterisation, mani-
toring, new diagnostics or therapies).

The main lines that are currently active are:

1) Functional control mechanisms of mitosis and
differentiation in the skin.

2) Epidermal protection and repair mechanisms
against genetic damage.

Valdecilla

3) Variations in mitosis control and differentiation in
epidermoid cancer.

4) Stem Cell applications in the repair and

regeneration of tissue.

FUNDING

M Gandarillas Solinis, Alberto.Nuevas Rutasy Estra-

tegias Hacia el Cancer de Células Escamosas.
Plig/00g00. Instituto de Salud Carlos Ill. Ministerio
de Economiay Competitividad. Duracién: 2015-2017.

PUBLICATIONS

IMPACT FACTOR 1,392

Original articles

Bl TRucEDA CaRRERA MS, FERNANDEZ-D1Az MJ, RODRIGUEZ-
SANJUAN JC, MANUEL-PALAZUELOS JC, DE DIEGO GARCiA EM,
GOMEZ-FLEITAS M.

Initial results of robotic esophagectomy for esophageal
cancer.

Cir Esp. 2015,93:396-402.F.1.:0,743.
[doi10.1016/j.ciresp.2015.01.002]

B 5arraioe A, PEREZ-NEGUERUELA C, BERNAL JM.

Iliac Artery Aneurysm Repair with Preservation of a Sin-
gle Ectopic Pelvic Kidney.
Tex Heart Inst ). 2015;42:61-62.F.1.:0,649.
[doiz0.14503/THIJ-13-3724]
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Doctoral Thesis

« PILAR ALONSO LECUE.

Alteraciones del control mitosis-diferenciacion en el car-
cinoma de piel.

Director/a: Alberto Gandarillas Solinis.
UNIVERSIDAD DE CANTABRIA.

+ CARMEN MARIA RODRIGUEZ GOMEZ.

Estenosis mitral reumatica. Resultados a muy largo plazo
del tratamiento quirtrgico mediante comisurotomiay
anuloplastia de Duran.

Director/es: José Manuel Bernal Marco, Dieter José Mora-
les Garcia. UNIVERSIDAD DE CANTABRIA.
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Clinical Trials Unit, Medical Oncology
and Palliative Medicine

RIVERA HERRERO, FERNANDO (HUMV)

Servicio DE ONCOLOGIA MEDICA

HosPITAL UNIVERSITARIO
MARQUES DE VALDECILLA

Email: oncrhf@humv.es

de Juan Ferré, Ana (HUMV)

Garcia Castafio, Almudena (HUMV)
Gravalos Castro, Cristina (HUMV)
Hinojo Gonzalez, Carmen (HUMV)
Lopez Lopez, Carlos (HUMV)

Lopez Vega, José Manuel (HUMV)
Lopez-Brea, Marta (HUMV)
Martinez de Castro, Eva (HUMV)

Research lines

Clinical trials in solid tumors

Nowadays our Unit starts around thirty new clinical
trials every year, many of them in Phases Il and Ill,
becoming a leading center in Spain on development
of some lines of new drugs, particularly anti-EGFR
therapies, anti-VGF and anti-PD-L1.

This line of research is well established, it is the ba-
sis of the group's publications and has an intense
activity.

PUBLICATIONS

IMPACT FACTOR 114,805

Original articles

Bl Martin M, Ruiz SiMON A,Ruiz BorREGO M, RIBELLES
N, RobricUEz-LESCURE A, MuRN0z-MATEU M, GONZALEZ
S, MARGELT ViLA M, BARNADAS A, Ramos M, DEL BARCO
BERRON S, JARA C, CALvO L, MARTINEZ-JANEZ N, MENDIOLA
FERNANDEZ C, Robricuez CA, MARTINEZ DE DUERNAS E,
ANDRES R, PLAzAOLA A, DE LA HABA-RODRIGUEZ ), LOPEZ-
VEGA JM, ADROVER E, BALLESTEROS Al, SANTABALLA A,
SANCHEZ-RoviIRA P, BAENA-CANADA JM, Casas M, DEL
CARMEN CAMARA M, CARRASCO EM, LLUCH A.

Epirubicin Plus Cyclophosphamide Followed by Docetaxel
Versus Epirubicin Plus Docetaxel Followed by Capecita-
bine As Adjuvant Therapy for Node-Positive Early Breast
Cancer: Results From the GEICAM/2003-10 Study.

J Clin Oncol. 2015;33:3788-3795.F.1.:18,428.
[doi10.1200/)C0.2015.61.9510]

B3 Carvona-Bavonas A, JIMENEZ-FONSECA P, VIRIZUELA
EcHABURU JA, FONT M, Biosca M, RAMCHANDANI A,
MARTINEZ, ), HERNANDO CUBERO J, ESPINOSA J, MARTINEZ
DE CAsTRO E, GHANEM |, BEATO C, BLASCO A, GARRIDO
M, BoNILLAY, MONDEJAR R, ARCUSA LANZA MA, ARAGON
MANRIQUE |, MANZANO A, SEVILLANO E, CASTANON E,
CARDONA M, GALLARDO MARTIN E, PEREZ ARMILLAS Q,
SANCHEZ LASHERAS F, AYALA DE LA PENA F.

Prediction of Serious Complications in Patients With See-
mingly Stable Febrile Neutropenia: Validation of the Cli-
nical Index of Stable Febrile Neutropenia in a Prospective
Cohort of Patients From the FINITE Study.

J Clin Oncol. 2015;33:465-124.F.1.:18,428.
[doi10.1200/)C0.2014.57.2347]

H ELEz E, KocAkovA |, HOGHLER T, MARTENS UM, BOKEMEYER C,
VAN CuTseM E, MELICHAR B, SMAKAL M, Csoszi T, Topuzov
E, OrRLOVA R, TJULANDIN S, RIVERA F, STRAUB J, BRUNS R,
QUARATINO S, TABERNERO J.

Abituzumab combined with cetuximab plus irinotecan
versus cetuximab plus irinotecan alone for patients with
KRAS wild-type metastatic colorectal cancer: the rando-
mised phase I/Il POSEIDON trial.

Ann Oncol. 2015,26:132-140.F.1.:7,040.
[doinno.10g3/annonc/mdu4y4]

SOTELO MJ, SASTRE J, MAESTRO ML, VEGANZONES S, VIEITEZ
JM, ALonso V, GrRAvALOS C, Escupero P, VERA R, ARANDA E,
GARCIA-ALFONSO P, GALLEGO-PLAZAS J, LoPEZ C, PERICAY C,
ARRIVI A, VICENTE P, BALLESTEROS P, ELEZ E, LOPEZ-LADRON
A, Diaz-Ruslio E.

Role of circulating tumor cells as prognostic marker in
resected stage Il colorectal cancer.

Ann Oncol. 2015,26:535-541.F.].:7,040.
[doizi0.1093/annonc/mdus68]

5 | EsTEvEz-GARCIA P, RIVERA F, MOLINA-PINELO S, BENAVENT
M, GOMEZ J, LIMON L, PasTor MO, MARTINEZ-PEREZ J, PAZ-
ARES L, CARNERO A, GARCIA-CARBONERO R.

Gene expression profile predictive of response to chemo-
therapy in metastatic colorectal cancer.
Oncotarget. 2015,6:6151-6159.F.1.:6,35g.
[doi:10.18632/0ncotarget.3152]

6] CurleL-OLMo S, GARciA-CAsTARO A, VIDAL R, PISONERO
H, VARELA |, LEON-CAsTILLO A, TRILLO E, GONZALEZ-VELA
C, GArcia-Diaz N, ALMARAZ C, MoRreNO T, CERECEDA L,
MADUREIRA R, MARTINEZ N, ORTIZ-ROMERO P, VALDIZAN E,
Piris M, VAQUE J.

Individualized strategies to target specific mechanisms of
disease in malignant melanoma patients displaying uni-
que mutational signatures.

Oncotarget. 2015;6:25452-25465.F.1.:6,359.
[doi:10.18632/0ncotarget.4545]

SASTRE J, MassuTI B, PuLipo G, GuiLLEN-PoNcE C,
BENAVIDES M, MANZANO JL, REBOREDO M, RIVERA F,
GRAvVALOS C, SAFONT MJ, MARTINEZ VILLACAMPA M, LLOVET
P,DoTor E, Diaz-Ruslo E, ARANDA E.

First-line single-agent panitumumab in frail elderly pa-
tients with wild-type KRAS metastatic colorectal cancer
and poor prognostic factors: A phase Il study of the Spa-
nish Cooperative Group for the Treatment of Digestive
Tumours.

EurJ Cancer. 2015;51:1371-1380.F.1.:5,417.
[doii0.1016/].6jca.2015.04.013]

EARGILES G, SAUNDERS MP, RIVERA F, SOBRERO A, BENSON
A lll, GuiLLEN PonNce C, CasciNnu S, VaN CUTSEM E,
MACPHERSON IR, STRUMBERG D, KOEHNE CH, ZALCBERG
J, WAGNER A, GARQSI VL, GRUNERT J, TABERNERO J,
CIARDIELLO F.

Regorafenib plus modified FOLFOX6 as first-line treat-
ment of metastatic colorectal cancer: A phase |l trial.

EurJ Cancer. 2015,51:942-949.F.1.:5,417.
[doii0.1016/].6jca.2015.02.013]
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Bl Peerers M, KARTHAUS M, RiIVERA F, TERWEY JH, DOUILLARD
JY.

Panitumumab in Metastatic Colorectal Cancer: The Impor-
tance of Tumour RAS Status.

DRUGS. 2015,75:731-748.F.1.:4,343.
[doi:10.1007/540265-015-0386-X]

[10] RuBI6-CASADEVALL ), MARTINEZ-TRUFERO J, GARCIA-ALBENIZ
X, CALABUIG S, LoPEZ-Pousa A, DELMuURo JG, FRA J,
ReponDo A, LAINEZ N, Povepa A, VALVERDE C, DE JUAN A,
SeviLLA |, CasADO A, ANDRES R, CRuz J, MARTIN-BROTO
J, MAUREL J, SPANISH GROUP FOR RESEARCH ON SARCOMA
(GEIS).

Role of Surgery in Patients with Recurrent, Metastatic, or
Unresectable Locally Advanced Gastrointestinal Stromal
Tumors Sensitive to Imatinib: A Retrospective Analysis of
the Spanish Group for Research on Sarcoma (GEIS).

Ann Surg Oncol. 2015;22:2948-2957.F.1.:3,930.
[doi:10.1245/510434-014-4360-8]

[11] SALAZAR, CAPDEVILA J, LAQUENTE B, MANZANO JL, PERICAY
C, ViLLACAMPA M, MARTINEZ, LOPEZ C, LosA F, SAFONT M),
GomMEZ A, ALoNsO V, ESCUDERO P, GALLEGO J, SASTRE J,
GravALOS C, BionDo S, PaLacios A, ARANDA E.

A randomized phase Il study of capecitabine-based che-
moradiation with or without bevacizumab in resectable
locally advanced rectal cancer: clinical and biological
features.

BMC Cancer. 2015;15:60-60.F.1.:3,362.
[doi:10.1186/512885-015-1053-2]

12| CAPDEVILA J, SEVILLA |, ALONSO V, ANTON APARICIO L,
JIMENEZ FoNsECA P, GRANDE E, REINA JJ, MANZANO JL,
ALoNso LAjaRrA JD, BARRIUSO J, CASTELLANO D, MEDINA
J,LorPEZ C, SEGURA A, CARRERA S, CRESPO G, FUSTER J,
MUNARRIZ J, GARCIA ALFONSO P.

Evaluation of the efficacy and safety of lanreotide in com-
bination with targeted therapies in patients with neu-
roendocrine tumours in clinical practice: a retrospective
cross-sectional analysis.

BMC Cancer. 2015,15:495-495.F.1.:3,362.
[doi:10.1186/512885-015-1512-6]

B casteco A, MARTIN M, Ruiz A, Casas AM, BAENA-CANADA
JM., Lore V, ANTOLIN S, SANCHEZ P, RAMOS M, ANTON A,
MuNoz M, BERMEJ0 B, DE JUAN-FERRE A, JARA C, CHACON
JI,Jimeno MA, Rosapo P, Di1Az E, GUILLEM V, LLucH
A, CarrASCO E, PEREZ-GOMEZ B, VIOQUE J, PoLLAN M,
EPIGEICAM RESEARCHERS.

Lower Breast Cancer Risk among \Women following the
World Cancer Research Fund and American Institute for
Cancer Research Lifestyle Recommendations: EpiGEICAM
Case-Control Study.

PLoS One. 2015;10:F.1.:3,234.
[doizi0.1371/journal pone.01260g6]

B Rivera F, MassuTI B, SALCEDO M, SASTRE |, MARTINEZ
GALAN J, VALLADARES-AYERBES M, SERRANO R, GARCIA
DE PAREDES ML, MANZANO JL, GALAN M, ALSINA M, YUSTE
IzQuierpo AL, Lorez C, Diaz-Rusio E, CoNDE V, REBOREDO
M, CANO MT, PACHON V, ARANDA E.

Phase Il trial of miniDOX (reduced dose docetaxel-oxali-
platin-capecitabine) in “suboptimal” patients with advan-
ced gastric cancer (AGC). TTD 08-02.

Cancer Chemather Pharmacol. 2015,75:319-324.F.1.:2,769.
[doi10.1007/500280-014-2641-3]
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15] SASTRE J, Diaz-BEVERIDGE R, GARCIA-FONCILLAS J,
GUARDENO R, LorPEz C, PAzo R, RODRIGUEZ-SALAS N,
SALGADO M, SAaLuD A, FELIU J.

Clinical guideline SEOM: hepatocellular carcinoma.

Clin Transl Oncol. 2015;17:988-9g5.F.1.:2,077.
[doi:10.1007/512094-015-1451-3]

ﬁ GUILLEN-PoNcE C, SERRANO R, SANCHEZ-HERAS AB, TEULE
A, CHIRIVELLA |, MARTIN T, MARTINEZ E, MORALES R, ROBLES
L.

Clinical guideline seom: hereditary colorectal cancer.

Clin Transl Oncol. 2015;17:962-g71.F.1.:2,077.
[doin0.1007/512094-015-1439-2]

OakNIN A, Rusio M), REbonbo A, De JuaN A, CUEVA
BANUELOS JF, GIL-MARTIN M, ORTEGA E, GARCIA-ARIAS A,
GoNZzALEZ-MARTIN A, BOVER .

SEOM guidelines for cervical cancer.

Clin Transl Oncol. 2015;17:1036-1042.F.1.:2,077.
[doin0.1007/512094-015-1452-2]

18] BERROCALA, ARANCE A, EsPINOSA E, CasTaR0 AG, Cao MG,
LARRIBA JL, MARTIN JA, MARQUEZ |, SORIA A, ALGARRA SM.

SEOM guidelines for the management of Malignant Mela-
noma 2015,
Clin Transl Oncol. 2015;17:1030-1035.F.1.:2,077.
[doin0.1007/512094-015-1450-4]

& MarTiIN-RIcHARD M, CusTobio A, GARCIA-GIRON C,
GRrRAvALOS C, GOMEZ C, JIMENEZ-FONSECA P, MANZANO JL,
Pericay C, RivERA F, CARRATO A.

Seom guidelines for the treatment of gastric cancer 2015.

Clin Transl Oncol. 2015;17:996-1004.F.1.:2,077.
[doi:10.1007/512094-015-1456-Y]

= CARRATO A, GARCIA P, LoPEZ R, MACARULLA T, RIVERA F,

SASTRE J, GOSTKORZEWICZ J, BENEDIT P, PEREZ-ALCENTARA F.

Cost-utility analysis of nanoparticle albumin-bound pacli-
taxel (nab-paclitaxel) in combination with gemcitabine in
metastatic pancreatic cancer in Spain: results of the PAN-
COSTABRAX study.

Expert Rev Pharmacoecon Outcomes Res. 2015;15:579-
58qg.F.1..1,669.
[doi10.1586/14737167.2015.1047340]

1] ETxANO J, INSAUSTI LP, ELizALDE A, LOPEZ VEGA JM,
PLazaoLA A, MARTINEZ P.
Analysis of the changes induced by bevacizumab using a
high temporal resolution DCE-MRI as prognostic factors
for response to further neoadjuvant chemotherapy.
Acta Radiol. 2015;56:1300-1307.F.1.:1,603.
[doi:10.1177/0284185114556098]

B2 Freire ), Garcia-BERBEL L, GARCIA-BERBEL P, PEREDA S, )
AzUETA A, GARCIA-ARRANZ P, DE JUAN A, VEGA A, HENS A,
ENGuITA A, MuNoz-CacHo P, GOMEZ-ROMAN J.

Collagen Type X1 Alpha 1 Expression in Intraductal Papillo-
mas Predicts Malignant Recurrence.

Biomed Res Int. 2015;2015:812027-812027.F.1.:1,579.
[doino.1155/2015/812027]

Reviews

E vera R, ALoNso V, GALLEGO J, GONZALEZ E, GUILLEN-PONCE

C, PericaY C, RIVERA F, SAFONT MJ, VALLADARES-AYERBES M.

Current controversies in the management of metastatic
colorectal cancer.

Cancer Chemather Pharmacol. 2015,;76:659-677.F.1.:2,769.
[doi:10.1007/500280-015-2808-6]

Letters

1] GoNzALEZ-LOPEZ MA, LOPEZ-EScoBAR M, FERNANDEZ-
LLaca H, GoNzALEZ-VELA MC, LOPEZ-BREA M.

Eosinophilic annular erythema in a patient with metasta-
tic prostate adenocarcinoma.
Int ) Dermatol. 2015;54:80-82.F.1.:1,312.
[doinno.am/ijd.12640]

Doctoral Thesis

» LourDES CALERA URBIZU.

Cancer colorrectal y metastasis exclusivamente hepati-
cas: nuevo sistema de estadificacion. Analisis de factores
prondsticos y predictivos. experiencia del Hospital Univer-
sitario Marqués de Valdecilla 2004-2011.

Director/es: Jests Gonzalez Macias, Fernando Rivera
Herrero. UNIVERSIDAD DE CANTABRIA.
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New Techniques in Abdominal Surgery

Research lines

1. Liver tumour pathology.

Staging, new diagnaosis and therapeutic techniques

2. Pancreatic tumour pathology.

Staging, new diagnosis and therapeutic techniques

3. Biliary tumour pathology and non-
neoplastic pathology.

Implementing new clinical surgical procedures (La-
paroscopic chaledocholithotomy).

GOMEZ FLEITAS, MANUEL.
Servicio DE CIRUGIA GENERAL. HOSPITAL
UNIVERSITARIO MARQUES DE VALDECILLA.
UNIVERSIDAD DE CANTABRIA.

Email: drgomezfleitas@yahoo.es

Herrera Noreiia, Luis Antonio (HUMV)

Alonso Martin, Joaquin (HUMV)

Castillo Suescun, Federico (HUMV)

Del Castillo Diego, Julio (HUMV)
Dominguez Diez, Agustin (HUMV-UC)
Fernandez Diaz, Maria José (HUMV)
Fernandez Santiago, Roberto (HUMV)
Garcia Diaz, Rosana (HUMV)

Garcia Somacarrera, Elena (HUMV)
Gomez Ruiz, Marcos (HUMV)

Gonzalez Noriega, Monica (HUMV)
Gutiérrez Fernandez, Gonzalo (HUMV)
Hernanz de la Fuente, Fernando (HUMV-UC)
Lopez Useros, Antonio (HUMV)

Madrazo Leal, César (HUMV)

Manuel Palazuelos, José Carlos (HUMV)
Martin Parra, José Ignacio (HUMV)
Morales Garcia, Dieter José (HUMV-UC)
Ortega Morales, Carlos (HUMV)

Perea Mufioz, Rodrigo (HUMV)
Rodriguez Sanjuan, Juan Carles (HUMV-UC)
Seco Olmedo, Isabel (HUMV)

Trugeda Carrera, M@ Soledad (HUMV)

Thermal ablation of hepatocellular carcinoma as a
bridge to transplantation and Xenotransplantation.

5. Obesity surgery.

luation of results.

6. Breast cancer.

Effects of bariatric surgery on the morbidity factors
of obesity in steatohepatitis and ghrelin levels. Eva-

Tumour excision using image-guided techniques.

7- Research on new techniques for
training surgeons.

Develapment of simulators for training in surgical
and endoscopic techniques. Impact of training with
simulation methods in the teaching of professionals.
Development of simulation models for training in
teamwork, communication skills and critical situa-
tions.

PUBLICATIONS

IMPACT FACTOR 1,003

Original articles

Bl Govez Ruiz M, MARTIN PARRA |, MANUEL PALAZUELOS C,
ALONSO MARTIN J, CAGIGAS FERNANDEZ C, CAsTILLO DIEGO J,
GOMEZ FLEITAS M.

Robotic-Assisted Laparoscopic Transanal Total Mesorectal
Excision for Rectal Cancer: A Prospective Pilot Study.

Dis Colon Rectum. 2015,58:145-153.F.1.:3,749.
[doi:10.1097/0CR.0000000000000265]

B comezRuiz M, MARTIN PARRA |, CALLEJA IGLESIAS A, STEIN
H, SPRINKLE S, MANUEL PALAZUELOS C, ALONSO MARTIN J,
CaGIGAS FERNANDEZ C, CasTiLLO DiEGo J, GOMEZ FLEITAS M.

Preclinical cadaveric study of transanal robotic proctec-

tomy with total mesorectal excision combined with lapa-

roscopic assistance.

Int J Med Robot. 2015,11:188-193.F.1.:1,526.
[doi:10.1002/rcs.1581]

H MoRALES-GARCIA D, CASTANERA GONZALEZ R, GONZALEZ
SANCHEZ FJ, GoNzALEZ NORIEGA M, ALONSO MARTIN, J,
GOMEZ FLEITAS M.

Appendicitis of stump. An undervalued reality?.
Rev Esp Enferm Dig. 2015;107:461-462.F.1.:1,414.

AMADO-D1AGO CA, GuTIERREZ-CUADRA M, ARMINANZAS C,
ARNAI{z DE LAS REVILLAS F, GOMEZ FLEITAS M, FARINAS MC.

Echinococcosis: A 15-year epidemiological, clinical and
outcome overview.
Rev Clin Esp. 2015,215:380-384.F.1.:1,063.
[doi:10.1016/).rce.2015.05.003]

5 | GuTIERREZ-BARNOS JL, BALLESTERO-DIEGO R, TRUAN-CACHO
D, AGUILERA-TUBET C, VILLANUEVA-PENA A, MANUEL-
PaLazueLos JC.

Training of urology residents in laparoscopic surgery pre-
paration of avirtual reality model.

Actas Urol Esp. 2015;39:564-572.F.1.:1,022.
[doi10.1016/j.acuro.2015.04.006]

RESEARCH AREAS
Cancer Area

A Micueiena BoBADILLA JM, MoRALES GARCiA D, ITURBURU
BELMONTE |, ALCAZAR MONTERQ JA, SERRA ARACIL X,
DocoBo DURANTEZ F, LoPEZ DE CENARRUZABEITIA |, SANZ
SANCHEZ M, HERNANDEZ HERNANDEZ JR.

General surgery training in Spain: Core curriculum and
specific areas of training.

Cir Esp. 2015,93:147-151.F.1.:0,743.
[doi:10.1016/j.ciresp.2014.10.009]

CANON LARA M, FIDALGO GARCIA M, GOMEZ Ruiz M, GOMEZ
FLEITAS M.

Hepatic hydatid disease fistulized to the skin surface.

Cir Esp. 2015;93:22-22.F.1.:0,743.
[doi:10.1016/j.ciresp.2014.11.006]

B Trucena Carrera MS, FERNANDEZ Diaz M), RoDRIGUEZ
SANJUAN JC, MANUEL PaLAZUELOS JC, DE DIEGO GARCIA EM,
GOMEZ FLEITAS M.

Initial results of robotic esophagectomy for esophageal
cancer.

Cir Esp.2015,93:396-402.F.1.:0,743.
[doi:10.1016/j.ciresp.2015.01.002]

Doctoral Thesis

» LAURA SANCHEZ MORENO, JUAN CARLOS RODRIGUEZ SANJUAN.

Analisis de supervivencia tras metastasectomia pulmonar
y hepatica en el carcinoma colorrectal.

Director/a: Manuel Gémez Fleitas.
UNIVERSIDAD DE CANTABRIA.

« CARMEN MARIA RoDRIGUEZ GOMEZ.

Estenosis mitral reumatica. Resultados a muy largo plazo
del tratamiento quirtrgico mediante comisurotomiay
anuloplastia de Duran.

Director/es: José Manuel Bernal Marco, Dieter José Mora-
les Garcia. UNIVERSIDAD DE CANTABRIA.

» CLARA CARIDAD MICHEL RoLLoCk.

Incidencia de las lesiones traumaticas de lamanoy la
mufieca de origen laboral: estudio de calidad de vida.

Director/es: Dieter José Morales Garcia, Francisco José
Herrero Fernandez. UNIVERSIDAD DE CANTABRIA.

Oncoplastic surgical techniques faor breast cancer
4. Results in tumour pathology. surgery.
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Molecular Imaging

CARRIL CARRIL,JOSE MANUEL.

SERVICIO DE MEDICINA NUCLEAR.
HosPITAL UNIVERSITAIO
MARQUES DE VVALDECILLA.

EMAIL: CARRILJ@UNICAN.ES

Amado Sefiaris, José Antonio
De Berrazueta Fernandez, José Ramon
Martinez Rodriguez, Maria Isabel

Banzo Marraco, Jose Ignacio
De Arcocha Torres, Maria
Garcia Martin, lvan

Garcia Unzueta, Maria Teresa
Jimenez Bonilla, Julio Francisco
Prada Gomez, Pedro José
Quirce Pisano, Remedios
Revilla Garcia, Maria Angeles

Research lines

1. Molecular Imaging od Glucose
Metabolism in Oncology.

« Imaging Criteria for measuring the Metabolic Res-
ponse to treatment in Oncalogy.

+ Assessment of the role of 18F-FDG PET/CT on the
effect of biologic therapy in solid tumaurs.

« Tissue characterization of pulmonary lesions by
18F-FDG PET/CT.

« Assessment of the role of 18F-FDG PET/CT to the
nodal staging of lung cancer.

Valdecilla Biomedical Research Institute
Santander, Spain

2. Molecular Imaging in the study
assessment of the mineralization
and inflammation of the carotid
atheroma plaque.

« To define an acquisition protocol of 18F-FDG PET/CT
to study the carotid plague metabalism

« To assess the inflammation process of the carotid
plague by 18F-FDG PET/CT

« To assess the calcification process of the carotid
plaque by 18FNa PET/CT

+To monitor the response to anti-inflammatory
treatment by 18F-FDG PET/CT

« To study the carotid plague stability and to identify
the vulnerable plague by molecular imaging tech-
niques

3.Assessment and evaluation of
the clinical impact of 18F-FNa
PET/CT and 18F-FDG PET/CT in the
management of atherosclerosis in
diabetic patients.

« To establish an acquisition protocol for 18F-FNa
PET/CT and 18F-FDG PET/CT for the study of athe-
rosclerasis in diabetic patients

- To identify uptake patterns in different vascular te-
rritories of the body in diabetic patients

- To evaluate the correlation between the arterial
uptake of 18F-Fna and cardiovascular risk factor of
diabetes

4.Molecular Imaging of the
protein b-amyloid in the study
of the cognitive impairment and
assessment of its clinical impact.

« Identification of patients with Alzheimer’s disease

« To establish an acquisition protocol for b-amyloid
imaging using 11C-PIB PET/CT

« To determine the 11C-PIB retention patterns in the
brain

« To study the contribution of 11C-PIB PET/CT in the
study of cognitive impairment

« To identify the patients with b amyloid deposit in
the brain

« To assess the role of 11C-PIB in differential diagno-
se of dementias

« To evaluate quantitatively the contribution of
1C-PIB

Activity report 2015

RESEARCH AREAS
Cancer Area

5. Molecular Imaging in the early
diagnosis and extension of
vasculitis.

« To establish an acquisition protocol for 18F-FDG in
patients with suspicion of large vessel vasculitis.

« To determine the biakinetics of FDG in the large
vessels was, to establish the optimum time for
image acquisition

« To identify the normal uptake patterns in different
vascular territories

« To quantify the arterial wall activity in relation to
the global vascular activity

« To calculate the standard uptake values (SUV ) in
normal subjects and in patients with arterial wall
inflammation

6. Research and Development of new
molecular imagen radiotracers.

« To study the application of radiotracers for prostate
cancer recurrence

+ To assess the role of 11C-methionine in primary
hyperparathyroidism

« To evaluate the rale of 171C-methionine in the suspi-
cion of brain tumour recurrence

« To carry out the synthesis and clinical and to assess
the clinical contribution of 18F-FLT

« To carry out the synthesis and development of new
moleculeradiotracers od tau protein

Valdecilla
Valdecilla RN
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IMPACT FACTOR 62,650

PUBLICATIONS: 16

Original articles

Bl 0ssenvopreLe R,JaNseEN W), RaBiNnovicl GO, KnoL DL,
VAN DER FLIER WM, vaN BERCKEL BN, SCHELTENS P, VISSER
PJ, VERFAILLIE SC, ZwAN MD, ADRIAANSE SM, LAMMERTSMA
AA, BArRkHOF F, JacusT W, MiLLER BL, RoseN HJ, LANDAU
SM, ViLLEMAGNE VL, Rowe CC, Lee DY, Na DL, Seo SW,
SARAZIN M, Roe CM, SaBri O, BARTHEL H, KOGLIN N,
Hobaes J, LeyToN CE, ..., BRooks DJ.

Prevalence of amyloid PET positivity in dementia syndro-
mes: a meta-analysis.
JAMA. 2015,313:1939-1949.F.1.:35,289. [doi:10.1001/
jama.2015.4669]

EJIMENEZ-BONILLAJ, QUIRCE R, BANZzO |, MARTINEZ-
RobRiGUEZ |, CARRIL JM.
11C-Choline and 18F-FDG PET/CT in the Detection of Occult
Prostate Cancer in the Context of a Paraneoplastic Syn-
drome.
Clin Nucl Med. 2015;40:695-696.F.1.:3,931. [doi:10.1097/
RLU.0000000000000826]

H GoOMEZ-AceBO |, DIERSSEN-50T0S T, PAPANTONIOU K,
GARCIA-UNZUETA MT, SANTOS-BENITO MF, LLORCA J.

Association between exposure to rotating night shift
versus day shift using levels of 6-sulfatoxymelatonin and
cortisol and other sex hormones in women.
CHRONOBIOL INT. 2015,32:128-135.F.1.:3,343. [doi:10.3109/0
7420528.2014.958494]

ﬂ PaJARON, MARCOS, FERNANDEZ-MIERA, MANUEL F., ALLENDE,
ICIAR, ARNAIZ, ANA M., GUTIERREZ-CUADRA, MANUEL,
CoB0-BELAUSTEGUI, MANUEL, ARMINANZAS, CARLOS, DE
BERRAZUETA, JosE R., FARINAS, MARIA C., SANROMA, PEDRO,
Hosp VALDECILLA ENDOCARDITIS STUDY.

Self-administered outpatient parenteral antimicrobial
therapy (S-OPAT) for infective endocarditis: a safe and
effective model. Eur ] Intern Med.

2015;26:131-136.F.1.:2,891. [doi:10.1016/j.€jim.2015.01.001]

Brina T, ARMESTO S, LoPEZ-ME)IAS R, GENRE F, UBILLA B,
GoNzALEz-Lorez MA, GoNzALEZ-VELA MC, CORRALES A,
BLanco R, GARCIA-UNzUETA MT, HERNANDEZ JL, LLORCA J,
GoNzALEZ-GAY MA.,

Anti-TNF-a therapy improves insulin sensitivity in
non-diabetic patients with psoriasis: a 6-month prospec-
tive study.)

Eur Acad Dermatol Venereol. 2015;29:1325-1330.F.1.:2,826.
[doinno.1111/jdv.12814]

a SAYMAN, HALUK B., KaNMAZ, BEDII, UsLu, ILHAMI, AL-
NAHHAS, ADIL, CuocoLo, ALBERTO, CARRIL, JOSE M.,
CINARAL, FERAHNAZ, EL-REFAEI, SHERIF, SENOCAK, MUSTAFA.

Utility of left lateral supine position for myocardial per-
fusion single-photon emission computed tomography
compared with other methods of correcting inferior wall
attenuation. Nucl Med Commun.
2015;36:268-278.F.1.:11,664. [doi:10.1097/
MNM.0000000000000237]

SERAS M, MARTIN DE FRANCISCO AL, PIRERA C, GUNDIN S,
GARCIA-UNZUETA M, KisLIKoVA M, ALBINES Z, SERRANO M,
ARIAS M.

Haemodialysis session: the perfect storm for vascular
calcification.
Nefrologia. 2015,35:448-456.F.1.:1,223. [doi:10.1016/j.ne-
fro.2015.06.015]

E PIEDRA, MARIA, BERJA, ANA, TERESA GARCIA-UNZUETA,
MARIA, RAMOS, LAURA, VALERO, CARMEN, ANTONIO AMADO,
JosE.

Rs219780 SNP of Claudin 14 Gene is not Related to Clinical
Expression in Primary Hyperparathyroidism.
CLIN LAB. 2015,61:11g7-1203.F.1.:1,129. [doi:10.7754/Clin.
Lab.2015.150201]

ﬂ LAavaD0O-PEREZ C, MARTINEZ-RODRIGUEZ |, MARTINEZ-
AMADOR N, BAaNzo |, QUIRCE R, JIMENEZ-BoNILLA J, DE
ARCOCHA-TORRES M, BRAVO-FERRER Z, JIMENEZ-ALONSO M,
LoPez-DEFILLY JL, BLANCO R, GoNzALEZ-GAY MA, CARRIL
M.

(18)F-FDG PET/CT for the detection of large vessel vasculi-
tis in patients with polymyalgia rheumatica.

Rev Esp Med Nucl Imagen Mol. 2015;34:275-281.F.1.:1,054.
[doi0.1016/j.remn.2015.05.011]

E Quirce R, MARTINEZ-R0ODRIGUEZ |, BANZO |, DE ARCOCHA-
TORRES M, JIMENEZ-BONILLA JF, MARTINEZ-AMADOR N,
IBANEZ-BRAVO S, RAMOS L, AMADO JA, CARRILJM.

(18)F-sodium fluoride PET/CT for the in vivo visualization
of Mdnckeberg's sclerosis in a diabetic patient.

Rev Esp Med Nucl Imagen Mol. 2015;34:314-316.F.].:1,054.
[doi:10.1016/j.remn.2015.04.004]

ﬂ Lopez-DeFILLO, ). L., JIMENEZ-ALONSO, M., QUIRCE, R.,
MARTINEZ-RODRIGUEZ, |., JIMENEZ-BONILLA, J., CARRIL, J. M..
Bile ascites after T-tube removal in liver transplantation:
A hepatobiliary scintigraphy finding.
Rev Esp Med Nucl Imagen Mol. 2015;34:19g-200.F.1.:1,054.
[doi10.1016/j.remn.2014.12.007]

= LORICERA J, BLANCO R, HERNANDEZ JL, MARTINEZ-
RobRricuEz |, CARRILJM, LavaDO C, JIMENEZ M, GONZALEZ-
VELA C, GoNzALEZ-GAY MA.

Use of positron emission tomography (PET) for the diag-
nosis of large-vessel vasculitis.

Rev Esp Med Nucl Imagen Mal. 2015,34:372-377.F.1.:1,054.
[doinno.1016/j.remn.2015.07.002]

Valdecilla Biomedical Research Institute
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El MORAN LOPEZ, JESUS MANUEL, ENCISO 1ZQUIERDO, FIDEL
JEsus, BENEITEZ MORALEJO, BELA, LUENGO PEREZ, Luis
MIGUEL, PIEDRA LEON, MARIA, AMADO SENARIS, JOSE
ANTONIO.

Eficiencia, coste-efectividad y justificacion de necesidad
de inversion en terapia nutricional en un hospital de nivel
I1I; papel conjunto del médico especialista en endocrinolo-
giay nutriciony la unidad de codificacion.

Nutr Hosp. 2015,31:1868-1873.F...11,040. [doi:10.3305/
nh.2015.31.4.8512]

m QuIrcE R, MARTINEZ-RODRIGUEZ |, BANZO |, JIMENEZ-
BoNiLLA J, MARTINEZ-AMADOR N, IBANEZ-BRAVO S, LOPEZ-
DEFILLO J, JIMENEZ-ALONSO M, REVILLA MA, CARRILJM.

New insight of functional molecular imaging into the

atheroma biology: 18F-NaF and 18F-FDG in symptomatic

and asymptomatic carotid plaques after recent CVA. Preli-
minary results.
Clin Physiol Funct Imaging.1;F.1.:0,000. [doi:10.1111/
cpf.12254]

Reviews

ﬂ LoRICERA J, BLANCO R, HERNANDEZ JL, CARRIL JM, MARTINEZ-
RoDRIGUEZ I, CANGA A, PEIRO E, ALONSO-GUTIERREZ J,
CaLvo-Rio V, ORTIZ-SANJUAN F, MaTA C, PINA T, GONZALEZ-
VELA MC, MARTINEZ-AMADOR N, GONZALEZ-GAY MA.

Non-infectious aortitis: a report of 32 cases from a single
tertiary centre in a 4-year period and literature review.

Clin Exp Rheumatol. 2015;33:19-31.F.1.:2,724.
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Nanomedicine

l1.‘
LOPEZ FANARRAGA, MONICA m" ﬁ i
DEPARTAMENTO DE BI0LOGIA MOLECULAR

—u .
- |
FACULTAD DE MEDICINA. ‘
UNIVERSIDAD DE CANTABRIA. .

Email: monica.lopez@unican.es

Valiente Barroso, Rafael (UC)

Fernandez Fernandez, Fidel (HUMV)
Garcia Hevia, Lorena (UC)

Gonzalez Gomez, Jesus (UC)
Martinez Gonzalez, Fernando (UC)
Martin Rodriguez, Rosa (UC)

Navarro Palomares, Elena Maria (UC)
Perdigan Aller, Ana Carmen (UC)
Pesquera Gonzalez, Carmen (UC)
Salcines Suarez, Ciro Luis (UC)
Villegas Sordo, Juan Carlos (UC)

Gonzalez Lavado, Eloisa (UC)
Padin Gonzalez, Esperanza (IDIVAL)

Research lines

The IDIVAL Nanomedicine group studies the biolo-
gical respanse to different nanomaterials. The main
activity of our group focuses on the study of nano-
materials as treatments for cancer, nanotoxicity
and development of fluorescent probes for in vivo
imaging using upconverting particles, without lea-
ving out the exploration of the other possibilities
offered by nanomaterials in healthcare, such as the
development of nanodrugs (nanovaccines, injectable
nanavectors, functional palymeric nanosystems), re-
generative medicine as contrast agents for imaging
techniques and the detection of tumour-free mar-
gins for surgery, nanobiocides, etc.

Our studies show how carbon nanotubes (CNTs) can
penetrate cells, interfering with microtubule dyna-
mics and behaving like microtubule stabilising drugs,
which act as mitotic spindle disruptors. CNTs interact
with microtubules in a biomimetic way, causing abe-
rrant or catastrophic mitosis and triggering cell dea-

th. The advantage of CNTs over traditional cytotoxic
chemotherapy (taxol and its derivatives, epothilones,
colchicine or vinca derivatives) is its large area of
interaction with the microtubule, which makes the
emergence of resistance highly unlikely.

Our more immediate objectives are to generate a
treatment with topical application against CNT-ba-
sed cancer, for example for use as adjuvant or neoad-
juvant therapy in cancers affecting the skin, head
and neck cancers or those accessible topically or by
injection (or deposit) in the area. This development
is already patented. We are currently working on the
functionalisation of the CNT surface to preferentially
direct them to target cells and develop medium- and
long-term parenteral treatment in the future, and the
biocompatibility of the CNT so it is more biodegrada-
ble through different treatments.

Together with this research we are researching a
number of biological applications of luminescent
upconverting nanoparticles synthesised by the phy-
sicists and chemists of the group, which we will try to
adapt (by changing diameters and compasition) for

use as intracellular nanothermaometers and as con-
trast systems based on the application of infrared
light (not harmful to living tissue) for tumour diag-
naosis and detection.

FUNDING

M Monica Lopez Fanarraga. DDesarrollo de antineo-
plasicos basados en nanomateriales. Pl13/01074. Mi-
nisterio de Ciencia e Innovacion. Duracién: 2014-2016.

M Rafael Valiente Barroso. EEstudio de las propieda-
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Research lines

1.Peripheral neuropathy.

In a prospective study of six early Guillain-Barré syn-
drome (GBS) patients, we have demonstrated the pa-
thogenic relevance of inflammatory oedema in proxi-
mal nerves, particularly in spinal nerves. This nation
is applicable to both demyelinating and axonal forms
of the syndrame (figure 1). Qur contributions to GBS
nosology have been compiled in a monographic text-
boaok (see publications 2015).

In two pedigrees of Charcot-Marie-Tooth disease
(CMT) harbouring NEFL mutations, either E3g7K or
Ng8S, we have re-defined the carresponding pheno-
types, which should be classified in the category of
dominant intermediate CMT.

Vazquez Higuera, José Luis (Fund.Reina Soffa)

Sanchez Quintana, M? Del Coro (IDIVAL) Va] d eCi" d
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We have reported the first electrophysiological re-
cording of T reflex in CMT1A duplication, which is a
simple and painless diagnostic method, particularly
useful for at-risk children.In collaboration with Dr Al-
bena Jordanova (Department of Genetics, University
of Antwerp, Belgium), we have continue evaluating a
large CMT2 pedigree, categorized as CMT2G by linka-
ge analysis. Using next-generation sequencing tech-
nology, we have found a pathogenic LRSAM1 missen-
se mutation indicating that the syndrome should be
reclassified as a novel CMT2P phenotype.

In two review papers, we have addressed the role
of imaging techniques in the diagnosis of inflam-

matory and inherited neuropathies

Valdecilla Biomedical Research Institute
Santander, Spain
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Figure 1. Picture taken from the paper by Berciano et al (INNP 2016; 87: 563-5. Epub 2015 May 13) showing electrophysiological
and imaging findings in a patient with the paraparetic and axonal form of GBS. (A) Tibial nerve motor conduction velocity
(MCV) study on day 4 after onset showing normal compound muscle action potential (CMAP) morphology, both on distal
(ankle to abductor hallucis [AH] muscle) and proximal stimulation (popliteal fossa [PF] to AH); proximal CMAP amplitude is
14.4 mV, and distal CMAP amplitude is 18.g mV (normal, = 3); MCV is 47 m/s (normal, = 41). (B) On day 12, note severe CMAP
amplitude reduction to 1.7 mV, both on distal and proximal stimulation. Comparatively with the previous study, at this stage
there was a mild slowing of MCV (passing from 47 m/s to 39.4 m/s) and prolongation of F-wave latency (55.5 ms; normal, =
55), which seems to be proportional to the observed CMAP reduction. Post contrast sagittal (C) and coronal (D) Ti-weighted,
fat-saturation MR images of the lower thoracic and lumbosacral spine, performed on day 4, showing diffusely thickened
cauda equine (arrowheads), which in the axial image (L1 level) selectively involves the anterior roots (E, arrows); CM indicates
conus medullaris. (F) Sagittal sonogram of the right ventral rami of C6-C7 cervical nerves (callipers) performed on day 3; note
their characteristic homogeneous hypoechoic texture with partial loss of the surrounding perineural hyperechaic rims. (G)
Short-axis sonogram the right ventral ramus of the C7 spinal nerve showing the cross sectional area (dotted green tracing)
measuring 27.47 mm2 (control, 12.2g9 + 5.3 mm2)2. Note blurred margins and the absence of the physiologic hyperechoic rim.
Asterisks indicate the posterior tubercle of the seventh transverse vertebral process
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2. Hereditary Ataxias.

We have continued with the SCA Natural History Study
within the EUROSCA project (for more details http://
www.ataxia-study-group.net/html/studies/eurosca).
Also, within the EUROSCA group we have continued
with the prospective follow-up of patients with domi-
nant ataxia included in the RISCA project. We have par-
ticipated in a follow-up study of a longitudinal cohort
of patients with SCA1, 2,3 and 6 (see references of our
group published in 2005).

3. Parkinson’s disease.

We have demaonstrated that serum uric acid levels are
not associated with the risk of dementia in Parkinson's
disease.We have participated in two international co-
llabarative studies analyzing the temparal profile of
non-motor symptoms in idiopathic and LRRK2 G20195
associated Parkinsan’s disease (PD). Through a bload
transcriptomic analysis we have identified 13 candida-
te genes por PD in sporadic cases, asymptomatic ca-
rriers of the G201gS mutation and contrals.

As member of the EMSA-SG group (www.emsa-sg.
arg/), we have participated in a study that discards
the pathogenic role of mutations in COQ2 in MSA.

In collabaration with the Neurology Department of
Toulouse Purpam Hospital (INSERM), we are partici-
pating in an ongoing project to identify clinical and
preclinical (multimodal MRI) biomarkers in LRRK2-
PD 4. Alzheimer’s disease

4. Alzheimer’s disease.

Our group is a founder member of the Spanish con-
sortium of dementia (DEGESCO). As a consequence
of this callaboration, in the framework of CIBERNED,
we have published in 2015 an assaociation between
MAPT gene variants and different neurodegenerati-
ve conditions in a sample of 11572 subjects. In the line
of Alzheimer’s disease biomarkers we are carrying
out PET-PIB and PET-FDG studies to: 1) patients with
AD, 2) patients with mild cognitive impairment and 3)
healthy contrals. We are preparing an article descri-
bing our clinical experience in the use of amyloid-PET
and we have collaborated with our data in interna-
tional consortiums producing a double publication
in JAMA describing the prevalence of brain amyloid
deposits in healthy subjects and subjects with mild
cognitive impairment..

5. Prionopathies .

In 2015 we have published a genome wide associa-
tion study (GWAs) with the largest sample of pa-
tients recruited so far (1543 samples from patients
with sporadic Creutzfeldt Jakob disease, coming
from 7 European countries and Australia, and 4203
controls). This study has been carried out in the fra-
mework of a collaborative European project, JPND
DEMTEST.
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d. To study the relationship between variables
related to brain structure and other clinical and
/ ar genetic variables.

At present, we are developing research by DTl to
explare alterations in the integrity of white matter
tracts. Anather line of recent research is the develop-
ment of spectroscopy techniques to assess neuronal
processes genesis.

2. Genomic of non-affective
psychosis.

Responsible: Dr. B. CRESPO FACORRO.

1. Pharmacogenétics: We aim to study polymarphis-
ms (SNPs) in dopamine and serotanin neuratrans-
mission genes to clarify likely association between
genetic variations and clinical characteristics, res-
ponse phenotypes y outcome.

2.lmaging genetics: We aim to identify and charac-
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3. Epidemiology and Clinical

characteristics of non-affective
psychosis .

a. To investigate the incidence of psychasis in
Cantabria and likely related factors.

b. To identify the profile of symptoms during
early phases of the illness.

c. To describe predictors of outcome.

d. To advance in the knowledge of biological
markers (neuroimage, biochemical, genetic) of
Schizophrenia.

e. To study new short- and long-term thera-
peutic, pharmacological, psychotherapeutic
interventions in the treatment of non-affective
psychaosis. Special interest in treating metabo-
lic side effects associated with antipsychotic
treatments.

4. Cognition in non affective

psychosis.

Responsible: Dra. R.AYESA ARRIOLA.

The main objectives of this research are:

a . To evaluate the course of early cognitive
function in a sample of first episodes of psy-
chosis individuals.

b . To examine the relationship between cogni-
tive functions and clinical variables.

c . To evaluate the influence of cognitive func-
tion in the outcome and prognasis of the disea-
se.

terize genetic variants that influence measures de-
rived from anatomical brain images (MRI: valume-
tric, DTI), which are in turn related to brain-related
illnesses ar fundamental cognitive, emotional and
behavioral processes, and are affected by environ-

the disease (neurodevelopmental abnomalies) and also
study the onset of morphological changes during the
course of the disease (neurodegeneration processes).
Ourwork in this area aims to:

Research lines

1. Brain Neuroimaging in Non
Affective Psychosis (NAP).
a. To Compare the volume of gray and white ma- mental factors.

Responsibles: R. ROIZ SANTIAREZ tter in the cortex between patients and contrals, 3.RNA sequencing (gene expression): We aim to

y D.TORDESILLAS GUTIERREZ. compare the gene expression profiles analyzing
Responsibles: R. Roiz Santiafiez and D. Tordesillas Gu- patients with good and bad clinical response, and
tierrez.

b. To Determine the existence of differences in
volume of the basal ganglia between patients

and controls, those who gain weight.
The techniques of brain imaging, such as magnetic re-
sonance imaging (MRI), allow exploring the presence c. A longitudinal study to detect structural chan-
of structural alterations from the first clinical phases of ges over time in peaple with schizophrenia , and
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5. Research and Intervention
program focused on the early
phases of eating disorders.

Responsible: Dr.J.A. GOMEZ DEL BARRIO

It consists of a bio-psychosocial line of research and

a therapeutic intervention and prevention focused

an early phases of eating disorders.
a. Implement an early, multi-disciplined and
multi-factorial evaluation and intervention
pratocal for all patients that develop an eating
disorder in the area referenced by the Psychia-
tric Service of Hospital Universitario Marqués
de Valdecilla.

b. Research the early phases of the disease—
the psychological, biological, and sacial com-
ponents of eating disorders.

c. ldentify and define the risk factors of deve-
loping eating disorders, as well as the nature
and characteristics of prodromal symptoms
and earliest clinical manifestations.

d. Evaluate the response to interventions, as
well as the evolutionary course of the disease,
researching bio-psycho-saocial factors that con-
dition them.

e. Evaluate the costs derived from treatment,
as well as the level of patient and family satis-
faction.

The line of investigation incarporates the following
studies:
-Intervention study focused on cognitive pro-
cesses in eating disaorders. Responsible: Laura
Carral Fernandez y J.A. Gomez del Barrio. This
study is framed under an investigation contract
Rio Hortega (CM10/0017)

-This pragram focuses on intervention and the-
rapeutic strategies based on new technology
for early phases of eating disorders. Respon-
sible: Dra. Jana Gonzalez Gomez and Dr. J.A.
Gomez del Barrio. This program integrates
DETECTA (DEtecion TEmprana en Cantabria de
Trasornos Alimentarios) and is framed under a
research scholarship, financed by IDIVAL (Lo-
pez Alba WLA 02/11).

Valdecilla Biomedical Research Institute
Santander, Spain

6. Research and Pharmacological
Interventions Program for Early
Phases of Psychoses in children
and adolescents population.

Respansible: Dra.S.OTERO CUESTA
y Dra.B.PAYA GONZALEZ.

This is a research program focused on mental health
problems of young people. The main areas of inte-
rest are:
a/ Clinical trials on effectiveness and safety of
new drugs for children and adolescents psy-
chiatric disorders.

b/ Research on Prevention Strategies and
Bio-psycho-sacial Interventions for Early Pha-
ses of Psychosis in children and adolescents.

7. Strategies of assessment in mental
health.

Responsible: Dr.L. GAITE PINDADO
y Dra.S.HERRERA CASTANEDO.

a. To develop and consolidate a network of
health professionals interested in investiga-
ting mental health services and needs.

b. To promote the development and dissemi-
nation of investigations on instruments of as-
sessment and indicators of outcome (including
economic indicators).

8. Molecular basis of non-affective
psychosis.

Responsibles: Dra. P. SUAREZ PINILLA
y Dr.B CRESPO FACORRO.

The range of clinical features shows that schizophre-
nia affects multiple brain circuits, and also peripheral
pathways. Recently,we have been developing the re-
search in this field through the study of serum and
PBMCs (peripheral blood mononuclear cells). Qur
wark in this area aims to:

a. Detect blood biomarkers and altered cellular
signaling pathways leading to diagnose pa-
tients with a first episode of psychosis from

healthy controls, combinated with clinical prac-
tice.

b. Determine peripheral differences between
patients with an episode of non-affective psy-
chosis and healthy controls, from the onset and
aver time.

c. Conduct a longitudinal study of the change
in biomarkers over time in people with schi-
zophrenia.

d. Study the relationship between changes in
peripheral maolecules and carrelate with longi-
tudinal severity scares.

e. Detect biomarkers to predict treatment res-
ponse.

g. Classification and assessment of
disability in mental health.

Responsibles: Dra. S. HERRERA CASTANEDO
y DOr.L. GAITE PINDADO.

Since 1993, our research graup has been involved in
the development, publication nad dissemination of
the International classification of Fucntionality (ICF)
and related instruments of assessment (i.e., World
Health Organization Disability Assessment Schedule
11 (WHO-DAS 11)..

FUNDING
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Research lines

Research area 1. Regulation of the
molecular assembly of nuclear Cajal
bodies (CB): importance in the spinal
muscular atrophy (SMA).

The Cajal bady (CB, Fig.1) is the nuclear epicenter for
the maturation of snRNP (“small nuclear ribonucleo-
proteins) and snoRNP (“small nucleolar RNP), which
are involved in pre-mRNA splicing, specific histone
pre-mRNAs processing and pre-rRNA processing.
Deletion or mutation in the SMN1 gene, encoding the
survival of matar neuron (SMN) protein, an essential
component of the CB, is responsible for spinal mus-
cular atrophy (SMA). Severe SMN deficiency in this
disease causes a splicing pathology with degenera-
tion and death of motor neurons, muscular atrophy
and paralysis. SMA is the most frequent genetic cau-
se of death in infancy.

The main objective of this line is to analyze the mo-
lecular mechanisms that regulate the assembly of
CBs and the importance of CB depletion in the mole-
cular pathophysiology of the SMA. We have recently
shown that the SMN protein is a substrate SUMO1
and SUMOylation of SMN contributes to regula-
te the formation of (Bs. Currently, we are studying

the impact of other post-translational modification
of SMN, acetylation, on the biogenesis of snRNPs
and their assembly into CBs. Qur preliminary expe-
riments indicate that SMN is acetylated by the CBP
acetyltransferase in the lysine Ki1g. Maoreover, mass
spectrometry analysis demonstrates that SMN ace-
tylation reduces its interaction with partner proteins
involved in snRNP biogenesis and CB assembly.
Finally, in an experimental model of SMA, the trans-
genic mouse SMAdeltay, we are analyzing the dys-
function of the nucleolus and CBs in spinal mator
neurons induced by SMN deficiency.

Research area 2. Neuronal response
to DNA damage: importance in
neurodegeneration.

There is growing evidence in the literature that the
accumulation of BNA damage is involved in the mo-
lecular pathophysiology of aging and neurodege-
nerative processes. Our goal is to analyze the DNA
damage response in normal rat neurons exposed
to X-ray irradiation (4 Gy) to induce double strand
breaks in DNA. In this model, we found that most of
the neuronal BDNA breaks are repaired within the first
24 hours,but there are a few permanent DNA damage
foci of unrepaired DNA that persist far several mon-
ths. We are characterizing the structural, molecular
and transcriptional organization of chromatin com-

partments in which unrepaired DNA is concentrated
and isolated to prevent genomic instability (Fig. 2).
At present we are trying to identify DNA sequences
of unrepaired ONA by using ChlPseq of persistent
DNA damage foci, in order to establish the possible
differential vulnerability of neuronal genes to geno-
toxic agents.

Research area 3. Neuroprotective
mechanisms in the murine model
of amyotrophic lateral sclerosis
(ALS) SOD1-Gg3A. The sensitive
component in ALS.

This line was an initiative of a resident of Neuralogy,
Dr. Javier Riancho, based on an article showing the
neuroprotective effect of Bexarotene, a retinoid X
receptor agonist, in an animal madel of Alzheimer's.
Our study shows that oral administration of Bexaro-
tene in SOD1-Gg3A transgenic mouse, an experimen-
tal model of amyatrophic lateral sclerosis (ALS), has
a neuroprotective effect on motor neurons: improves
motar function and neuronal survival. Particularly,
treatment delays the anset of signs of degeneration,
preserves axasomatic synapses, minimizes proteos-
tasis disturbances and reduces protein aggregation
and reactive astrogliosis. The study opens expecta-
tions for the therapeutic application of Bexarotene.
Moreover, in this experimental model we are
analyzing the existence of a sensitive compaonent in
ALS affects thermal nociception and precedes the
motor dysfunction. The target of this disease are the
(type B and C) small and medium functional units of
the sensory ganglia.
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Research lines

1. Genetics of migraines.

Genetics of migraines. The group has maintained its
epidemiological-clinical and basic research activity
(mainly in genetic association studies) in the field
of cephalalgias. Within this first aspect, we should
highlight the demonstration of the dose-depen-
dent association between migraines and tobacco,
and studies focusing an proving the usefulness of
new neuromodulatars (topiramate and zonisamide)
in the treatment of refractory chronic migraines. In
the field of genetics, the epistatic interaction of ge-
nes related to oestrogen metabolism in migraines
(oestrogen receptor ESR2) has been described in
594 subjects grouped in 132 families, confirming the
existence of a genetic factor in the pathogenesis of
migraines as related to sex hormones; we further
researched the association of genes of the folate
metabolic pathway and migraines, confirming the
association of migraines with aura and high homo-
cysteine levels. We have recently demanstrated that

thereis significant endothelial activation in migraine
sufferers and that this activation is more pronounced
in chronic migraines. Furthermore, we demonstrated
that there are variants of certain subunits of GABA
assaciated with migraines in general.

2. Clinical and Genetic Research in
Multiple Sclerosis.

In this line of research we are developing sub-pro-
grammes which include:
a. HLA haplotype study regarding the origin
within the region. Influence of HLA on multiple
sclerosis.

b. Study of vascular damage assaciated with
Multiple Sclerosis by analysing circulating en-
dothelial cells: the correlation of endothelial
activation with the severity and stage of the
disease.
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Research lines

Durante estas afios estamas consolidado |a linea de
investigacion en neurocriticos. Las areas en las que
estamos llevando a cabo nuestras investigaciones
incluyen:

1-Refractory nonconvulsive status
epilepticus.

2-Super-refractory or malignant
nonconvulsive status epilepticus.

3-Multimodal neuromonitoring
including intracortical electrodes in
acute brain injury patients.

4-EEG patterns and prognosis in
hipoxic-ischemic encephalopathy.

5-Post-anoxic myoclonic status

Valdecilla Biomedical Research Institute
Santander, Spain

epilepticus. Stimulus-induced
postanoxic myoclonus.

6-Utility of EEG in the diagnosis of
brain death.

7-Toxic encephalopathy in
neurocritical patients.

8-The use of bilateral bispectral
index (BIS) in the diagnosis of
nonconvulsive status epilepticus in
comatose patients.

g-Experimental models of status
epilepticus. EEG phases of status
epilepticus in humans.
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Research lines

1. Cell biology of blood diseases.

1.1. Pragnostic significance of BCLG6 and MYC expres-
sion in lymphomas. MYC and BCL6 expression seems
to have a prognostic and therapeutic importance in
NHL. A collabaration has started with Dr. Piris’ group.

1.2. FANC genes/prateins in cancer and development.
Fanconi Aplasia is a chramosomal instability, caused
by mutations in at least 13 genes and characterised by
malformations, bone marrow failure and cancer sus-
ceptibility.

1.3. Molecular biology and genetics of MDS. The biolo-
gical and genetic variables of MDS are being collected
in a multicentre clinical study. We are also studying
the rale of MYC in MDS.

1.4.Molecular biology and genetics of chronic myeloid

leukaemia (CML). Investigates the action of certain
drugs, including imatinib, an genes invalved in cell
praliferation, such as MYC and SPI.

1.5. Cooperative research on the biology of lymphoid
neoplasms. Studies biological and genetic factors in
lymphoid tumour banks.

2. Diagnostic and therapeutic
innovation.

2.1.Clinical research on new drugs. Active participation

in research aimed at treating patients with neoplasms

using new drugs or new onco-haematological treat-
ment regimens.

3. Stem cell transplantation.

3.1. Clinical results of alloHSCT in patients with AML
conditioned with busulfan and fludarabine.

IMPACT FACTOR 39,631
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Outcome of conditioning intensity in acute myeloid leu-
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Am ) Hematol. 2015;90:719-724.F.1.:3,798.
[doizo.1002/ajh.24069]
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Primary cutaneous anaplastic large cell lymphomas with

6p25.3 rearrangement exhibit particular histological features.

Histopathology. 2015,66:846-855.F.1.:3,453.
[doi:10.1111/his.12529]
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Ruiz S, AbeMA V, MARUGAN |, LuRio E, SaNzo C, VALLESPI T,
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Fluorescence in situ hybridization of TP53 for the detec-
tion of chromosome 17 abnormalities in myelodysplastic
syndromes.

Leuk Lymphoma. 2015;56:3183-3188.F.1.:2,891.
[doi:10.3109/10428194.2015.1028053]

K sinchez-Carrera D, GARCiA-PuGA M, YAREZ L, ROMON |,
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Delta Np73 is capable of inducing apoptosis by co-ordina-
tely activating several BH3-only proteins.

Biosci Rep. 2015;35:F.1.:2,637.
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Higher busulfan dose intensity appears to improve leuke-
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Leuk Res. 2015;39:933-937.F.1.:2,351.
[doi:10.1016/j.leukres.2015.04.009]
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Experience with anidulafungin in patients with allogeneic
hematopoietic stem cell transplantation and graft-versus-
host disease.

Transpl Infect Dis. 2015;17:761-767.F.1.:2,064.
[doizr0.1111/tid.12429]

A Raya JM, MaRTIN-SaNTOS T, LuRo E, Sanzo C, PEREZ-
SIRVENT ML, SucH E, NAVARRO JT, MILLA F, ALONSO
E,DoMINGO A, RozMaN M, Diaz-Beva M, BATLLE A,
GONZALEZ-DE-VILLAMBROSIA S, TUSET E, VALLESPI T, ORTEGA
M, BERMEJO A, MARTIN-RAMOS M, PERI'V, SOLE F, FLORENSA
L, ON BEHALF OF THE GRUPO EspANOL DE CITOLOGIA
HemaToLGICA (GECH), WORKING GROUP I.

Acute myeloid leukemia with inv(3)(q21926.2) or t(3;3)

(921;926.2): clinical and biological features and compari-

son with other acute myeloid leukemias with cytogenetic

aberrations involving long arm of chromosome 3.

HEMATOLOGY. 1;F.I.:0,000.
[doi:10.1179/1607845415Y.0000000003]
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1] ONAINDIA A, GOMEZ S, PIRIS-VILLAESPESA M, MARTINEZ-
LAaPercH C, CERECEDA L, MONTES-MORENO S, BATLLE A,
GONZALEZ DE VILLAMBROSIA S, POLLAN M, MARTIN-ACOSTA
P, GONZALEZ-RINCON J, MENARGUEZ J, ALVES ], RODRIGUEZ-
PINILLA SM, GARCIA JF, MoLLEjo M, FRAGA M, GARCIA-
MaRrco JA, PIRis MA, SANCHEZ-BEATO M.

Chronic lymphocytic leukemia cells in lymph nodes show
frequent NOTCH1 activation.

Haematologica. 2015;100:F.1.:5,814.
[doi:10.3324/haematol.2014.117705]

E3 MonTes Moreno S, CLIMENT F, GONZALEZ DE VILLAMBROSIA
S, GoNzALEZ BARCA EM, BATLLE A, INSUNZA A, PANE Foix
M, CoLorADO M, MARTIN SANCHEZ G, RICHARD Espiga C,
CoNDE E, PIris MA.

CD 30-positive transformed follicular lymphoma: two
case reports and literature review.
Histopathology. 2015,67:918-g22.F.1.:3,453.
[doizio.1111/his.12733]

Doctoral Thesis

« LucreciaYafiez San Segundo.

Impacto de los cambios en el procedimiento del trasplante
alogénico de células progenitoras hematopoyéticas sobre
la evolucion y morbi-mortalidad de las complicaciones.

» Carmen Montes Gaisan.

Supervivencia a largo plazo de los pacientes trasplan-
tados por leucemia mieloblastica aguda. Analisis de los
factores de riesgo.

Director/a: Eulogio Conde Garcia.
UNIVERSIDAD DE CANTABRIA.
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Transplantation and Autoimmunity
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Research lines

Valdecilla

1. Solid organ transplantation.

by Astellas Pharma) and developed in the context of
REDINREN (Red de Investigacion en Enfermedades
Renales: Ref12/0021). Clinical translation of this area
of research has been our commitment in the Spanish
National Pragramme of Donor Paired Exchange and
the Hypersensitized Programme (PATHI).

2. Immunoregulation in renal and lung transplanta-
tion. We analyze the possible role of regulatory T
cells in both renal and lung transplantation as bio-
markers. These T cell subsets are analyzed together
with other effector cells since we have demonstrated
that the balance between regulatory and effector
cells has more diagnostic/prognostic value than any
of them alone.

3. Cardiovascular disease in renal transplantation
and hemodialisis. This goal is undertaken within the
Inpacto Programme from MINECO in collaboration
with the Gerona University and Gendiag S.L. As de-
liverable we have developed a patent with a gene
profile assaciated with electrocardiogram changes
in these patient papulations.

4. Intensive treatment donors to increase the number
of suitable lung grafts for transplantation. Intensive
treatment of multiorgan donors ventilatory based on
a specific therapy, haemadynamic targets guided by
extrapulmonary water and hormone increases the
number of lung grafts suitable for transplantation.
This increase in the number of lung grafts available
due to improvement in oxygenation of the lungs in
the period between death and remaval of organs.

RESEARCH AREAS
Transplantation Area

2. Autoimmune diseases.

1.Antiphospholipid syndrome. \We are specially focu-
sed in the role of the innate immune respaonse (i.e.,
TLRs) and its influence in the induction of regulatory
cell subsets in the pathogeny of this syndrome.

2. Autoinmune Pancreatitis. The group has cantri-
buted to the development of serological diagnostic
markers and researches in triggering the pathogenic
mechanisms involved seem to share elements with
glandular diseases such as Sjégren’s syndrome. Im-
munology laboratory is a national reference for the
study of anti-type Il anhydrous carbonic in diagno-
sing the disease.

3. Biomarkers. The group has a wide serum bank as-
saciated with clinical data and collected since 1997
(registered in the ISCIII investigator collections).
This allows the validation of new markers invalved in
the diagnosis, prognosis and response to treatment
of autoimmune disease. In addition, we have all type
of methads required for setting up and carrying out
serologic studies of autaimmunity. As a result of the
exploitation of this seroteca we have defined new
diagnostic utilities hitherto unexplored antibodies
(anti-PR3) in diseases such as inflammatory bowel
disease, together with gastrointestinal pathology
group IDIVAL.
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1. Non-invasive peripheral blood and urine biomar-
kers (solubles and cellular) for clinical events in trans-
plantation (rejection, infection, immunosuppression
changes, short- and long-term survival). We are
specially focused in antibody-mediated rejection in
renal, lung and liver transplantation. Our group coor- e
dinates the multicenter study ImmuForum (financed

Figure. Definition of B cell
maturation stages by flow
cytometry according to the
expression of different cell
surface molecules.

L) i

CIAE fyire v
e

Valdecilla Biomedical Research Institute
Santander, Spain

Sanitaria

Activity report 2015 Val(liDe“c”l‘II!a El



3. Inflammation

1.Inflammatory diseases of the elderly (Giant Cell Ar-
teritis, Polymialgia Rheumatica, elderly-onset rheu-
matoid artritis). Our studies investigate the role of
cytakines, regulatary cells and alterations of innate
immunity, with the ultimate goal of developing less
toxic and more effective therapies. We use cell mar-
kers (phenotypic and functional), serologic and ge-
netic (expression and genetic polymorphisms). This
line has been strong so far in productivity in the form
of doctoral theses and articles.

FUNDING

[ | Lopez-Hoyos, Marcos. Diferencias genéticas, epi-
genéticas, fenatipicasy funcionales entre inhibidores
de la calcineurina e inhibidores de mTOR en la me-
moria inmunolégica. Implicacion en trasplante renal.
Plh1/00ggo. Instituto de Salud Carlos I11. Ministerio de
Economiay Competitividad. Duracion: 2012-2015.

B Martinez Taboada, Victor. |dentificacion de las va-
riantes génicas de la via de NFkB y sus consecuencias
funcionales en pacientes con artritis reumatoide. In-
fluencia en el desarrollo y prondstico de al enferme-
dad. Pl1/o2012. Instituto de Salud Carlos . Ministerio
de Economiay Competitividad. Duracion: 2012-2015.

M Arias Rodriguez, Manuel Antonio. Red de Investi-
gacion en Enfermedades Renales. RD12/0021/0007.
Instituto de Salud Carlos Ill. Ministerio de Economia
y Competitividad. Duracion: 2013-2016.

M Arias Rodriguez, Manuel Antonio. Estudio de fac-
tores serolégicos y de activacion celular como posi-
bles marcadores precoces del rechazo cronico media-
do por anticuerpos en trasplante renal. Pl14/00378.
Instituto de Salud Carlos Ill. Ministerio de Economia
y Competitividad. Duracion: 2015-2017.

B Martinez Taboada, Victor. Identificacion de va-
riantes génicas relevantes de la via de NFkB y sus
consecuencias funcionales en pacientes con artritis
reumatoide. Influencia en el desarrollo y pronéstico
de Ia enfermedad. FER13/13. FUNDACION ESPANOLA
DE REUMATOLOGIA.

M Mifambres Garcia, Eduardo. Manejo del donante
multiorganico focalizado en el incremento de la do-
nacion pulmonar. Estudio multicéntrico. FMM13/06.
Fundacién Mutua Madrilefia. Investigacion Médica
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LiMA M, MAHARAJ A, MALLEN C, MARTINEZ-TABOADA V, MAZ
M, ..., DAsGuPTA B.

2015 Recommendations for the management of polymyal-
gia rheumatica: a European League Against Rheumatism/
American College of Rheumatology collaborative initia-
tive.

Ann Rheum Dis. 2015;74:1799-1807.F.1.:10,377.
[doio0.1136/annrheumdis-2015-207492]

2 [V P, GOTTENBERG JE, RUBBERT-ROTH A, SARZI-PUTTINI
P, CHoQUETTE D, MARTINEZ TABOADA VM, BARILE-FABRIS L,
MooTs RJ, Ostor A, ANDRIANAKOS A, GEMMEN E, Mporu C,
CHUNG C, GyLvIN LH, FiNckH A.

Rituximab versus an alternative TNF inhibitor in patients

with rheumatoid arthritis who failed to respond to a sin-

gle previous TNF inhibitor: SWITCH-RA, a global, observa-
tional, comparative effectiveness study.
Ann Rheum Dis. 2015;74:979-984.F.1.:110,377.
[doi:10.1136/annrheumdis-2013-203993]

H EckarpT KU, GiLLESPIE |A, KRONENBERG F, RICHARDS S,
STENVINKEL P, ANKER SD, WHEeELER DC, e FRANCISCO
AL, MARCELLI D, FRoISSART M, FLOEGE J, ARO STEERING
COMMITTEE.

High cardiovascular event rates occur within the first
weeks of starting hemodialysis.
Kidney Int. 2015;88:1117-1125.F.1.:8,563.
[doi:10.1038/ki.2015.117]

MINAMBRES E, PEREZ-VILLARES JM, CHICO-FERNANDEZ M,
ZABALEGUI A, DUENAS-JURADO JM, Misis M, MosTEIRO F,
Robricuez-CARAVACA G, CoLLE.

Lung donor treatment protocol in brain dead-donors: A
multicenter study.

J Heart Lung Transplant. 2015;34:773-780.F.1.:6,650.
[doin0.1016/j.healun.2014.09.024]

5| GRAU-CARMONA T, BONET-SARIS A, GARCIA-DE-LORENZO
A, SANCHEZ-ALVAREZ C, RoDRIGUEZ-Pozo A, ACOSTA-
EscriBaNO J, MINAMBRES E, HERRERO-MESEGUER |, MESEJO
A.

Influence of n-3 Polyunsaturated Fatty Acids Enriched
Lipid Emulsions on Nosocomial Infections and Clinical
Outcomes in Critically Ill Patients: ICU Lipids Study.

Crit Care Med. 2015;43:31-39.F.1.:6,312.
[doi10.1097/CCM.0000000000000612]

B Rua-Ficueron [, RicHI P, LoPEZ-LONGO FJ, GALINDO M,
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NARVAEZ J, MARTINEZ-TABOADA V, MARENCO JL, DE CASTRO
MF, FERNANDEZ-BERRIZBEITIA O, ..., PEGO-REIGOSA JM.

Comprehensive Description of Clinical Characteristics of
a Large Systemic Lupus Erythematosus Cohort from the
Spanish Rheumatology Society Lupus Registry (RELES-
SER) With Emphasis on Complete Versus Incomplete
Lupus Differences.

Medicine (Baltimore). 2015;94:F.1.:5,723.
[doi:10.1097/MD.0000000000000267]
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MD, RAMOs-VERDE A, AGUADO JM, NavaRRO O, OPERA
STtuDY GRP.

Association Between Individual and Combined SNPs in

Genes Related to Innate Immunity and Incidence of CMV

Infection in Seropositive Kidney Transplant Recipients.
Am J Transplant. 2015,15:1323-1335.F.1.:5,683.
[doizo.11/ajt13107]

ETORICES S, ALvAREZ-RODRIGUEZ L, GRANDE L, VARELA |,
MuRioz P, PascuaL D, BaLsa A, LoPeEz-Hoyos M, MARTINEZ-
TABOADA V, FERNANDEZ-LUNA JL.

A Truncated Variant of ASCC1, a Novel Inhibitor of NF-ka-
ppa B, Is Associated with Disease Severity in Patients
with Rheumatoid Arthritis.

J Immunol. 2015;195:5415-5420.F.1.:4,922.
[doi10.4049/jimmunol.1501532]

Bl Garcin R, NisTaLJF, MeriNno D, Price NL, FERNANDEZ-
HerRNANDO C, BEAUMONT J, GONZALEZ A, HURLE MA, VILLAR
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p-SMAD2/3 and DICER promote pre-miR-21 processing du-

ring pressure overload-associated myocardial remodeling.

Biochim Biophys Acta. 2015,1852:1520-1530.F.1.:4,882.
[doi:10.1016/j.bbadis.2015.04.006]
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Prevalence and clinical characteristics of renal transplant

patients with true resistant hypertension.

JHYPERTENS. 2015;33:1074-1081.F.1.:4,720.
[doi:10.1097/HJH.0000000000000510]
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to the 2012 revised International Chapel Hill Consensus
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Rheumatology (Oxford). 2015,54:77-82.F.1.:4,475.
[doi:10.1093/rheumatology/keu2gs]
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antigen antibodies in liver transplantation.

World ] Gastroenterol. 2015;21:11016-11026.F.1.:2,364.
[doin0.3748/wjg.v21.i39.11016]

Bl Arias-LosTe MT, FABREGA E, LoPEZ-HOYOS M, CRESPO .

The Crosstalk between Hypoxia and Innate Immunity in
the Development of Obesity-Related Nonalcoholic Fatty
Liver Disease.

Biomed Res Int. 2015,2015:319745-319745.F.1.:1,579.
[doi:10.1155/2015/319745]

Bl exrosimo V, SERAS M, FERNANDEZ-FRESNEDO G.

Oral anticoagulation in chronic kidney disease with atrial
fibrillation.
Med Clin (Barc). 2015;144:452-456.F.1.:1,417.
[doi10.1016/j.medcli.2014.03.029]
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Letters

1] Diaz-ANGULO S, LoPEZ-HOY0s M, MuNoz-CAcHo P, Lopez-
EscoBAarR M, GoNzALEZ-LOPEZ MA.

Untitled.

Australas | Dermatol. 2015;56:142-143.F.1.:1,106.
[doizio.1111/ajd.12321]

Doctoral Thesis

« SARA Diaz ANGULO.

Estudio de |a prevalencia de disfuncion y autoinmuniad
tiroidea en pacientes con urticaria cronica, vitiligo y alope-
cia areata en la comunidad autonoma de Cantabria.

Director/es: Marcos Antonio Gonzalez Lopez, Marcos
Lépez Hoyos. UNIVERSIDAD DE CANTABRIA.

« ELISABETH COLL TORRES.

Protocolo de tratamiento del donante multiorganico para
el incremento de la donacion pulmonar. Estudio multicen-
trico nacional.

Director/es: Gil Rodriguez Carvaca, Eduardo Mifiambres
Garcia. UNIVERSIDAD REYJUAN CARLOS I,
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Villar Ramos, Ana Victoria (UC)
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Moreta Sanchez, Roberto (HUMV)

Cayon Gomez, Ana (IDIVAL)
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Navarro Rego, Maria (IDIVAL)

Lantigua Romero, Sara (HUMV)

Research lines

1. Pathological plasticity of
myocardium.

We are analysing the involvement of transforming
growth factors beta (TGF-Bs, activin and BMPs) in
the molecular pathophysiology of myocardial remo-
delling secondary to haemodynamic stress and in
altered development.

Valdecilla Biomedical Research Institute
Santander, Spain

1.1. Pathological plasticity of myocardium sub-
jected to pressure overload. Aortic stenosis is
the most frequent valvular cause for surgery in
aurareaandis associated with a leftventricular
hypertrophy which is a response of pathologi-
cal significance in these patients. We are stud-
ying the molecular mechanisms of myocardial
remodelling in this context using samples of
myocardium of patients with aortic stenosis, a
murine experimental model of this pathology
and cell cultures.

1.2. Developmental variations and pathological
plasticity of myocardium in Down syndrome.
The Tsb50n mouse (trisomy of an area of chro-
mosome 16 homologous ta the human 21) is an
experimental madel of Down syndrome that re-
produces its phenotypic characteristics. We are
studying the involvement of the TGF-f8 family
in cardiac development variations found in this
model..

2. Pathological plasticity of the aortic
wall.

We are analysing the involvement of transforming
growth factors beta in the molecular pathophysio-
logy of the remodelling of the aortic wall in relation
to aneurysm formation. Progressive dilation of the
aorta carries high rates of morbidity and mortality.
We are studying the rale of TGF-8s in the molecular
pathophysiology of the pathological remodelling of
the aortic wall in aneurysm formation. We intend to:
1) Establish signalling pathways involved in the vas-
cular chronic inflammatory process respansible for
progressive aortic dilatation; 2) Identify biomarkers
ta assess the risk of rupture and assist in surgery
indication; and 3) Establish new therapeutic targets.

3. Pathological plasticity in the
central nervous system.

3.1 Pathological neuronal plasticity of the noci-
ceptive system. The mechanisms linking TGF-
f3s and modulation of pain transmission, basa-
[ly and in pathological plasticity models of the
nociceptive system, are being analysed.

Chronic neuropathic pain is highly resistant
to conventional drug treatment. We have de-
monstrated the invalvement of the TGF-5 fa-
mily in processing the physiological nocicep-
tive signal. We intend to study: a) Molecular
mechanisms involving TGF-f5 in neuropathic
pain, and experimental inflammatory pain; b)
The interaction between TGF-8s and the endo-
genaous opioid system; c) The involvement of
TGF-f5s in adaptive processes in chranic apioid
therapy; d) The involvement of TGF-Bs in the
hypoesthesia of experimental Bown syndrome.

3.2. Pathological neuronal plasticity in learning
and memory circuits. \We are analysing the me-
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chanisms that connect the TGF-8 family with
cognitive variations and neurodegenerative di-
sease in Down syndrame.

Down syndrome causes more cases of mental
retardation and all patients develop an Alzhei-
mer-type neuropathology early on. Deficits in
the synthesis and transport of trophic factors
could mediate these variations. Furthermare,
the TGF-8 family is involved in the pathophy-
siology of experimental Alzheimer’s disease.
We intend to evaluate the role of TGF-f5 in the
cognitive variations found in the Tsb50n mouse
and evaluate different therapeutic strategies.

FUNDING

M Hurlé Gonzalez, Maria Amor. MicroRNAs en
dolor neuropatico: biomarcadores moleculares
y terapias dirigidas. SAF2013-47434-R. Ministe-
rio de Educaciény Ciencia. Buracion: 2014-2016.

I Martinez-Cué, Carmen. Inhibicion farmacolo-
gicay genética del receptor Alfag-GABAA e in-
hibicion del gen Dyrk1A en el modelo murino de
sindrome de Down Tsb65Dn: accion terapéutica.
PS12012/33652. Ministerio de Ciencia e Innova-
cion. Duracién: 2013-2015.

B Nistal Herrera, Juan Francisco. Papel de la
adipanectina y su relacién con TGF-f5 en el re-
modelado miocardico inducido por la sobre-
carga de presién en la estenosis aérticay en su
regresién postquirtrgica. Pl1i2/ooggq. Instituto
de Salud Carlos Ill. Ministerio de Economia y
Competitividad. Buracién: 2013-2015.

I Nistal Herrera, Juan Francisco. Red Tematica
de Investigacion en Enfermedades Cardiovas-
culares. RD12/0042/0018. Instituto de Salud
Carlos 11l Ministerio de Economia y Competiti-
vidad. Duraciéon: 2013-2016.
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PUBLICATIONS

IMPACT FACTOR 29,135

Original articles

El BarTesacH R, HAYDAR TF, DELABAR JM, DIERSSEN M,
MARTINEZ-CUE C, BIANCHI DW.

New Perspectives for the Rescue of Cognitive Disability in
Down Syndrome.
J Neurosci. 2015,35:13843-13852.F.1.:6,344.
[doi:10.1523/JNEUROSCI.2775-15.2015]

E MuRNoz P, KESTLER M, DE ALARCON A, MIR0 JM, BERME)JO
J, RobricuUEz-ABELLA H, FARINAS MC, CoBO BELAUSTEGUI
M, MesTRES C, LLINARES P, GOENAGA M, NAvAs E, OTEO
JA, TArRABINI P, Bouza E, SPaNISH COLLABORATION
ON ENDOCARDITIS-GRUPO DE APOYO AL MANEJO DE LA
ENDOCARDITIS.

Current Epidemiology and Outcome of Infective Endocar-
ditis A Multicenter, Prospective, Cohort Study.
Medicine (Baltimore). 2015;94:F.1.:5,723.
[doi:10.1097/MD.0000000000001816]

HE Garcia R, NisTALJF, MERINO D, Price NL, FERNANDEZ-
HERNANDO C, BEAUMONT J, GONZALEZ A, HURLE MA, VILLAR
AV.

p-SMAD2/3 and DICER promote pre-miR-21 processing du-

ring pressure overload-associated myocardial remodeling.

Biochim Biophys Acta. 2015;1852:1520-1530.F.1.:4,882.
[doin0.1016/].bbadis.2015.04.006]

Crespo J, CABEZAS J, SACRISTAN B, OLcoz )L, PERez R, DE
LA VEGA J, GARCIA R, GARCIA-PAJARES F, SAEZ-ROYUELA F,
GoNzALEZ JM, JIMENEZ F, RobRiGUEZ S, CUADRADO A, LOPEZ-
ARIAS MJ, GARCIA |, MiLLA A, GARCIA-RIESCO E, MURNozZ M,
SANCHEZ-ANTOLIN G, JORQUERA F.

Barriers to HCV treatment in the era of triple therapy: a
prospective multi-centred study in clinical practice.

Liver Int.2015,35:401-408.F.1.:4,850.
[doino.1111/liv.12536]

B savicnac HM, TRAMULLAS M, KIELY B, DINAN TG, CRYAN JF.

Bifidobacteria modulate cognitive processes in an
anxious mouse strain.

Behav Brain Res. 2015;287:59-72.F.1.:3,028.
[doin0.1016/j.bbr.2015.02.044]

a PAJARON M, FERNANDEZ-MIERA MF, ALLENDE |, ARNAIZ AM,
GUTIERREZ-CUADRA M, CoBO-BELAUSTEGUI M, ARMINANZAS
C, e BERRAZUETA JR, FARINAS MC, SANROMA P, Hosp.
VALDECILLA ENDOCARDITIS STUDY.

Self-administered outpatient parenteral antimicrobial
therapy (S-OPAT) for infective endocarditis: A safe and
effective model.

Eur) Intern Med. 2015,26:131-136.F.1.:2,891.
[doi:10.1016/}.€jim.2015.01.001]

Reviews

1] ExposiTo V, SERAS M, FERNANDEZ-FRESNEDO G.

Oral anticoagulation in chronic kidney disease with atrial
fibrillation.
Med Clin (Barc). 2015,144:452-456.F.1.:1,417.
[doin0.1016/j.medcli.2014.03.029]

Doctoral Thesis

» SUSANA GARCIA CERRO.

Estudio del efecto de la reduccion del nimero de copias
del gen DYRK1A sobre distintos fenotipos funcionalesy
neuromorfoldgicos encontrados en un modelo murino de
sindrome de Downy en ratones euploides.

Director/es: Carmen Martinez-Cue Pesini, Noemi Rueda
Revilla. UNIVERSIDAD DE CANTABRIA.

* SARA VELATEGUI CAMUS.
Papel del microrna-30C en la percepcion dolorosa.

Director/es: Maria Amor Hurlé Gonzalez, Ménica Tramullas
Fernandez. UNIVERSIDAD DE CANTABRIA.
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Cardiovascular Research Group
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Research lines

The Cardiovascular Research Group is actively working
in the fields of Heart Failure and Heart Transplantation,
Interventional Cardiology and the different modalities
of Cardiac Imaging (2D and 30 echocardiography, coro-
nary angiography -including IVUS and optical coheren-
ce-, coronary CT angiography and Magnetic resonance

Imaging).

Our main areas of research are:

1. Cardiovascular Therapy.

a.Immunosuppression in Heart Transplanta-
tion, specifically the clinical implementa-
tion of new immunosuppressive approa-
ches with proliferation signal inhibitors
(MTOR inhibitors).

b. Drug eluting stents, especially in the setting
of left main disease.

c. Percutaneous Structural Heart Disease In-
terventions

-Atrial septal defects closure

-Transcatheter aartic valve implantations
(TAVI)

Valdecilla Biomedical Research Institute
Santander, Spain

Instituto de
Investigacion IDIVAL
Sanitaria

-Prosthetic leaks closure
-Left arial appendage closure

d. Preconditioning in acute coronary syndro-
mes.

2. Cardiovascular Diagnosis

a. Genetics in mitral valve prolapse

b. Prevalence and clinical significance of Coro-

nary aneurysms.

2. Multimodality Cardiac Imaging.

a.Diagnosis and charcterizaction of Cardiac
Allograft Vasculopathy with intravascular
ultrasonography (IVUS), optical coherence
and virtual histology.

b. Transesophageal three-dimensional echo-
cardiography in atrial septal defects and
mitral valve prolapse.

c. Three-dimensional echocardiography eva-
luation of the mitral annulus.

d. Strain and strain-rate in diabetic and onco-
logic cardiomyopathy

Valdecilla

VR 10H20

A
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L

Figura. Ecocardiograma tridimiensional demostrativo
de un prolapso de la valvula mitral

PUBLICATIONS
IMPACT FACTOR 87,036

Original articles

Bl Acronso F, PEREZ-VI1zCAYNO M), CARDENAS A, GARCIA
DEL BLANCO B, GARCIA-TOUCHARD A, LOPEZ-MINGUEZ JR,
BeNEDICTO A, MASOTTI M, ZuEco J, INIGUEZ A, VELAZQUEZ
M, MoReNO R, MAINAR V, DoMiINGUEZ A, POMAR F, MELGARES
R, Rivero F, JIMENEZ-QUEVEDO P, GoNzALO N, FERNANDEZ
C,Macava C, RIBS IV STubY INVESTIGATORS, SPANISH S0C
CARDIOLOGY.

A Prospective Randomized Trial of Drug-Eluting Balloons
Versus Everolimus-Eluting Stents in Patients With In-
Stent Restenosis of Drug-Eluting Stents The RIBS IV Ran-
domized Clinical Trial.

J Am Coll Cardiol. 2015;66:23-33.F.1.:116,503.
[doiz0.1016/].jacc.2015.04.063]
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B Acronso F, PEREZ-V1zCAYNO M), CARDENAS A, GARCIA
DEL BLANCO B, GARCIA-TOUCHARD A, LOPEZ-MINGUEZ JR,
BeENEDICTO A, MASOTTI M, Zueco J, INIcUEZ A, VELAZQUEZ
M, MoReNG R, MAINAR V, DoMiNGUEZ A, POMAR F, MELGARES
R, Rivero F, JIMENEZ-QuUEVEDO P, GoNzALo N, FERNANDEZ C,
Macava C, RIBS IV STuby INVESTIGATORS AUSPIC.

A Prospective Randomized Trial of Drug-Eluting Balloons
Versus Everolimus-Eluting Stents in Patients With In-
Stent Restenosis of Drug-Eluting Stents: The RIBS IV
Randomized Clinical Trial (vol 66, pg 23, 2015).

J Am Coll Cardiol. 2015;66:1414-1414.F.1..116,503.
[doi:10.1016/j.jacc.2015.07.044)]

EX HernAnDEZ HERNANDEZ F, DE LA TORRE HERNANDEZ JM,
Rumoroso CUEVAS JR, GARCIA DEL BLANCO B, MARTINEZ-
SELLES M, TRiLLo NoucHE R.

2014 Update on Interventional Cardiology.

Rev Esp Cardiol (Engl Ed). 2015,68:324-330.F.1.:3,792.
[doi10.1016/j.rec.2014.12.009]
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BARRABES JA, CEQUIER A, BUENO H, FERNANDEZ GONZALEZ
AL, FERNANDEZ-ORTIZ A, LiboN RM, MARIN F, SANCHIs J,
SIoNIS A, DE LA TORRE HERNANDEZ JM, ABOAL VINAS ], ABU-
Assi E, Ariza SoLE A, Diaz CasTro O, FERREIRO GUTIERREZ
JL, GARcA LLEDO A, NUREZ GIL |, RAPOSEIRAS ROUBIN
S, RobRricuez-PaLoMARES JF, ViaNA TEJEDOR A, VIVAS
BaLcoNes D, ANGUITA M, CEQUIER A, ALFONSO F, BADIMON
L, BARRABES JA, FERNANDEZ LozANO |, JUAN GOMEZ DE
Dieco J, Robricuez PADIALL, ..., SEC GUIDELINES COMM.

Comments on the 2015 ESC Guidelines for the Manage-
ment of Acute Coronary Syndromes in Patients Presenting
Without Persistent ST-segment Elevation.

Rev Esp Cardiol (Engl Ed). 2015;68:1061-1067.F.1.:3,792.
[doi:10.1016/j.rec.2015.11.001]

B o 4 Torre HERNANDEZ JM, OTEO DOMINGUEZ JF,
HERNANDEZ F, GARCiA CAMARERO T, ABDUL-JAWAD ALTISENT
0, Rivero Crespo F, CascoN JO, ZAvALA G, GIMENO F,
ARREBOLA MORENO AL, ANDRAKA L, GOMEZ MENCHERO A,
Bosa F, CARRILLO X, SANCHEZ RECALDE A, ALFONSO F, PEREZ
DE PrRADO A, L6PEZ PaLOP R, SANCHIS J, DIARTE DE MIGUEL
JA, JIMENEZ NAVARRO M, MuR0z L, RAMIREZ MORENO A,
TizoN Marcos H, ESTROFA-DAPT anp ESTROFA-2 sTupy
GROUPS.

Dual Antiplatelet Therapy for 6 Months vs 12 Months After
New-generation Drug-eluting Stent Implantation: Mat-
ched Analysis of ESTROFA-DAPT and ESTROFA-2.
Rev Esp Cardiol (Engl Ed). 2015,68:838-845.F.1.:3,792.
[doi:10.1016/j.rec.2015.01.008]

B conzitez-Viicrez F, SEGoviA CUBERO J, ALMENAR L,
CRESPO-LEIRO MG, ARIZON JM, ViLLA A, DELGADO J,
RolG E, LAGE E, GONZALEZ-COSTELLO J, SPANISH HEART
TRANSPLANTATION TEAMS.
Spanish Heart Transplantation Registry. 26th Official Re-
port of the Spanish Society of Cardiology Working Group
on Heart Failure and Heart Transplantation (1984-2014).
Rev Esp Cardiol (Engl Ed). 2015,68:1008-1021.F.1.:3,792.
[doi:10.1016/j.rec.2015.07.009]

ALFONsoO F, PEREZ-VizcayNO M), CARDENAS A, GARCIA DEL
BLaNco B, GARrcia-ToucHARD A, RAMON LOPEZ-MINGUEZ
J,Rivero F,MasoTTI M, Zueco J, CEQUIER A, MoRis C,
FERNANDEZ-ORTIZ A, ESCANED J, JIMENEZ-QUEVEDO P,
GonNzALo N, FERNANDEZ C, MACAYA C, RESTENOSIS INTRA
STENT DRUG ELUTIN.

Rationale and design of the RIBS IV randomised clinical
trial (drug-eluting balloons versus everolimus-eluting
stents for patients with drug-eluting stent restenosis).

Eurolntervention. 2015;11:336-342.F.1.:3,769.
[doino.4244/E1)Y14Mog_o07]

K o a Torre HERNANDEZ JM, LEe DH, GARCiA CAMARERO T,
SAINZ LAso F, ToraNzo |, GolcoLEA L, ZUECO J.

Two-month healing evaluation of an everolimus Pt-Cr DES
with erodible polymer and two bioresorbable scaffolds
implanted in the same vessel of the same patient.

Eurolntervention. 2015;10:F.1.:3,769.
[doi:10.4244/E1)V10112A252]

B Lozano |, SERRADOR A, LOPEZ-PALOP R, LASA G, MOREU
J, PINAR E, DE PrRADO AP, ALFONSO F, JIMENEZ NAVARRO
M, QuERO MF, PINEDA J, MARTIN MOREIRAS J, GARCIA SAN
RoMaN K, LoPEZ MINGUEZ JR, SUAREZ CUERVO A, GUTIERREZ
A, HERNANDEZ F, BAz JA, BENEDICTO A, RUMOROSO JR,
GOMEZ-HosPITALJA, SERRA V, DE LA TORRE JM, Ruiz-
QuEevebpo V, BoTas J, FERNANDEZ JA, SANCHEZ-RECALDE A.

Immediate and Long-Term Results of Drug-Eluting Stents
in Mammary Artery Grafts.

Am J Cardiol. 2015;116:1695-1699.F.1.:3,276.
[doi:10.1016/j.amjcard.2015.08.040]

10] MARTINEZ-SELLES M, ALMENAR L, PANIAGUA-MARTIN
MJ, SEcoviA J, DELGADO JF, ARIZON JM, AYESTA A, LAGE
E, Brossa V, MaNITo N, PEREZ-VILLA F, Diaz-MoLINA
B, RABAGO G, BLASco-PEIRO T, DE LA FUENTE GALAN L,
PascuaL-FiGAL B, GONzZALEZ-VILCHEZ F.

Donor/recipient sex mismatch and survival after heart

transplantation: only an issue in male recipients? An

analysis of the Spanish Heart Transplantation Registry.
Transpl Int. 2015,28:305-313.F.1.:2,59q.
[doi:10.0111/tri12488]

K 0eLcano JF, ALMENAR L, GONZALEZ-ViLCHEZ F, ARIZON
JM, GoMEZ M, FUENTE L, BRossA V, FERNANDEZ |, Diaz B,
PascuaL D, LAGE E, SANz M, MaNiTo N, CResPO-LEIRO MG..

Health-related quality of life, social support, and caregiver
burden between six and 120 months after heart transplan-
tation: a Spanish multicenter cross-sectional study.

Clin Transplant. 2015;29:771-780.F.1.:1,522.
[doino.mi/ctri2578]

= MoReTTI C, CHANDRAN S, VERVUEREN PL, D'Ascenzo F,
BARBANTI M, WEERACKODY R, Boccuzzi G, Lee DH, DE LA
ToRRE HERNANDEZ J, OMEDE P, NIJENHUIS V, |GBINEWEKA
N, Lim P, BeErG T, CARRIE O, HILDICK-SMITH D, GULINO
S, CANNATA S, GARGIULO G, TAMBURINO C, CoNROTTO F,
MEYNET |, QUADRI G, MARANGONI L, TAHA S, BioNDI-ZocCCAl
G, SALIZZONI S,MARRA S, GAITA F.

Outcomes of Patients Undergoing Balloon Aortic Valvulo-
plasty in the TAVI Era: A Multicenter Registry.

J Invasive Cardiol. 2015;27:547-553.F.1.:0,949.

Editoriales

Bl o o Torre HERNANDEZ JM.
Balloon-expandable vs. self-expanding stents: new insi-
ghts into a renewed debate.

Eurolntervention. 2015;11:852-854.F.1.:3,764.
[doin0.4244/E1)V1118A174]

Letters

II DE LA TORRE HERNANDEZ JM, HERNANDEZ F, ALFONSO F.

The Optimal Cutoff Value for Left Main Minimal Lumen
Area of 4.5 mm(2): A Word of Caution.

JACC Cardiovasc Interv. 2015,8:122-123.F.1.:7,345.
[doi0.1016/].jcin.2014.09.011]

B3 DominsuEz-RoDRIGUEZ A, ABREU-GONZALEZ P, DEL MAR
GARCiA-SAIZ M, ALDEA-PERONA A, DE LA TORRE JM, GARCIA-
CAMARERO T, CONSUEGRA-SANCHEZ L.

Cardioprotection with melatonin in the acute myocardial
infarction: Awaiting results of MARIA trial?.

IntJ Cardiol. 2015;182:54-55.F.1.:4,036.
[doi0.1016/).ijcard.2014.12.126]

EX Barce-CasaLLERD E, SEcoviA-CUBERO J, GONZALEZ-
ViLcHEZ F, DELGADO-JIMENEZ J, PEREZ-VILLA F, ALMENAR-
BoNET L, PrADO JL. ARIZON-DEL PRADO JL, LAGE-GALLE E,
De LA FUENTE-GALAN L, MANITO-LORITE N, SANZ-JULVE M,
VILLA-ARRANZ A, LAMBERT RoODRIiGUEZ JL, BROSsA-LoIDI V,
PascuaL-FigaL D, MuRiz-GARciA J, CRESPO-LEIRO M.

Evaluation of the preoperative vasoactive-inotropic score
as a predictor of postoperative outcomes in patients un-
dergoing heart transplantation.
Int J Cardiol. 2015,;185:192-194.F.1.:4,036.
[doino.1016/j.ijcard.2015.03.098]

B L ozan0 |, GOMEZ-JAUME A, TORRE HERNANDEZ JM, PEREZ
SERRADILLA A, FERNANDEZ FERNANDEZ J, FERNANDEZ'-
PORTALES J, OTHER CONTRIBUTORS.

Use of the New Antiplatelet Agents in Acute Coronary Sy-
ndromes: Limitations Related to Patient Characteristics.

Rev Esp Cardiol (Engl Ed). 2015,68:448-450.F.1.:3,792.
[doii0.1016/).rec.2014.12.01g]

Doctoral Thesis

+ CRISTINA RUISANCHEZ VILLAR.

Impacto de nuevas técnicas ecocardiograficas para la
deteccion de disfuncion miocardica en la diabetes mellitus
tipo 1 asintomatica. Papel de la deformacion miocardicay
la ecocardiografia tridimensional.

Director/es: José Antonio Amado Sefaris, Francisco Jesus
Gonzalez Vilchez. UNIVERSIDAD DE CANTABRIA.
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Infection, Immunity and Digestive Diseases
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Research lines

1. Hepatitis C virus (HCV).

To determine the epidemiology of HCV infection in
our region. To define the role of the innate immune
system in the spontaneous clearance and chronifi-
cation of HCV infection and in the response to new
direct-acting antiviral agents (DAA). To describe re-
sistance HCV variants to DAA. To characterize whe-
ther HCV causes endothelial dysfunction, subclinical

atheromatosis or neurocognitive manifestations
and their potential reversibility after HCV erradica-
tion with new DAA.

2. Obesity and insulin resistance
are associated with a chronic
inflammatory state NAFLD2.

Current evidence indicates that the activation of the
innate immune system through receptors such as
TLRs and NLRs plays a central role in the initiation

of the inflammatory signaling. These two families of
receptors, together with RLRs, canstitute the pattern
recognition receptors (PRRs). However, their role in
the pathogenesis of non-alcaholic fatty liver disease
(NAFLD) is largely unknown. In patients with obesi-
ty it is posible that differences in gene and protein
expression of PPRs in tissues (e.g. liver or adipaose
tissue) could lead to a different susceptibility to de-
velap .

3. Hepatocarcinoma (HCC).

From a genomic perspective HCC is a very heteroge-
neous disease possibly reflecting the multiple etio-
logies causing this type of cancer. Taking advantage
of the Whole Genome/Exome Sequencing data al-
ready generated for HCC, we have designed a targe-
ted approach based on the mutational analysis of a
specific selection of 112 genes (HepatoExoma). This
technology will enable us to characterize the muta-
tional profile of each HCC and thus perform targeted
and individualized therapies in a time compatible
with clinical practice. Using this approach it is esti-
mated that we might be able to guide therapies in
around 45.5 % of the patients with HCC. We have al-
ready performed a functional analysis of the effect
of different targeted therapies (alone and in combi-
nation) on HepG2, Huh7 and SNU 448 cells. We are in
the process of generating the mutational profile of
paired clinical samples (tumor and non-tumor DNA)
by applying the HepatoExoma.

4. Liver transplantation.

To study whether anti-HLA antibodies against do-
nor-specific determinants might be involved in the
development of complications after liver transplan-
tation such as rejection (both humoral and cellular),
biliary disease, and hepatic artery complications. In
order to achieve this goal we will determine their le-
vels in serum and in the liver graft whenever a liver
biopsy is performed.

5. Transitional elastography and
organ donation.

To assess the rale of transitional elastography in the
evaluation of the deceased donor liver quality.

RESEARCH AREAS
Transplantation Area

6. Hepatopulmonary syndrome.

To study the prevalence of this syndrome in patients
with liver cirrhosis and to develop screening strate-
gies far its early diagnasis.

7-Liver cirrhosis and anticoagulation.

Cirrhaosis is no longer considered a bleeding disorder,
but rather a disease in which a delicate equilibrium
between pro-thrombotic and pro-hemorrhagic pro-
files is frequently unbalanced towards the farmer.
Importantly, pro-thrombotic states are also thought
to contribute to liver fibrosis by generating thrombi
in the hepatic microcirculation responsible for paren-
chymal extinction and by activating hepatic stellate
cells via protease-activated receptors. The lines of
research in this area include: 1) to determine if the
administration of ribaroxaban, a direct factor Xa in-
hibitor, to patients with liver cirrhosis will increase
transplant free survival without developing portal
hypertension decampensations; 2) to determine the
efficacy and safety of low-molecular-weight hepa-
rins in preventing deep vein thrombosis in hospita-
lised patients with liver cirrhasis; 3) To analyze the
relationship between the presence of thrombaophilic
disorders and development of significant fibrosis.

FUNDING

M Antonio Cuadrado Lavin. Terapia erradicadora de
primera linea de la infeccion par Helicobacter Pylori:
Ensayo clinico abierto, randomizado, multicéntrico
de tres brazos comparando la triple terapia clasica
frente a una terapia secuencial modificada y una te-
rapia concomitante. EC11-528. Ministerio de Sanidad
y Consumo. Duracién: 2012-2014.

M Javier Crespo Garcia. Implicacion de diferentes
factores de la inmunidad innata y adaptativa en la
etiopatagenia de la enfermedad hepatica por de-
posito graso en pacientes con obesidad marbida.
P112/02026. Instituto De Salud Carlos lll. Ministerio
De EconomiaY Competitividad. Buracidn: 2012-2015

I Maria Teresa Arias Loste. Implicacién de diferen-
tes factores de la inmunidad innata y adaptativa en
la etiopatogenia de la enfermedad hepatica par de-
posito graso en pacientes con obesidad marbida.
FEAD12/08. Fundacion Espafiola del Aparato Diges-
tivo “FEAD".

m Valdecilla Biomedical Research Institute Va] d eCi“ a m
Santander, Spain Instituto de
Investigacion |D|VA|_

Sanitaria

Activity report 2015



PUBLICATIONS

IMPACT FACTOR 127,863
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[doi:10.1002/hep.27361]
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Clin Gastroenterol Hepatol. 2015,13:531-538.F.1.:7,8g6.
[doin0.1016/j.cgh.2014.07.055]
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SANCHEZ-ANTOLIN G, JORQUERA F.
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[doinno.1mm1/liv.12656]

11 [N S,BoLLANIS, ZIGNEGO AL, Pascasio JM,MagNI C, CIANCIO
A, CAREMANI M, MaNGIA A, MARENCQ S, PIOVESAN S, CHEMELLO
L, BABUDIERI S,MORETTI A, GEA F, CoLLETTA C, PEREZ-ALVAREZ
R, Forns X, LARRUBIA JR, ARENAS J, CRESPO J, CALVARUSO V,
CeccHERINI SILBERSTEIN F, MAISONNEUVE P, CRAXI A, CALLEJA JL.
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18] BuTi M, TABERNERO D, MAas A, Homs M, PrRIETO M,
RobRricUEZ-FRiAS F, CASAFONT F, CAsILLAS R, GONZALEZ A,
MIRAS M, HERRERO JI, CASTELLS L, ESTEBAN R.

Hepatitis B virus quasispecies evolution after liver trans-

plantation in patients under long-term lamivudine pro-

phylaxis with or without hepatitis Bimmune globulin.
Transpl Infect Dis. 2015;17:208-220.F.1.:2,064.
[doizno.1m1/tid.12360]

B FernAnDEZ-SALAZAR L, BARRIO J, MuNoz F, Mufoz C,
Pajares R, RIvERO M, PrIETO V, LEGIDO J, BouHMIDI A,
HERRANZ M, GONZALEZ-REDONDO G, FERNANDEZ N, SANTOS
F, SANCHEZ-0cARNA R, Joao B, ACAD.

Frequency, predictive factors and consequences of the
intensification of maintenance treatment with infliximab
in ulcerative colitis.

Rev Esp Enferm Dig. 2015;107:527-533.F.1.:1,414.

20) FERNANDEZ-URIEN |, CARRETERQ C, GONZALEZ B, PONs V,
CAUNEDO A, VALLE J, REboNDO-CEREZO E, LOPEZ-HIGUERAS
A, VALDES M, MENCHEN P, FERNANDEZ P, MuR0z-NAVAS M,
JIMENEZ J, HERRERIAS JM.

Incidence, clinical outcomes, and therapeutic approaches
of capsule endoscopy-related adverse events in a large
study population.

Rev Esp Enferm Dig. 2015;107:745-752.F.1.:1,414.

Bl Garcia-Garcia MJ, CASTANERA-GONZALEZ R, MARTIN-RIVAS
B, GoMEZ-Ruiz M, RIVERO-TIRADO M.

Splenic rupture after colonoscopy screening for colorectal cancer.
Rev Esp Enferm Dig. 2015,107:705-706.F.1.:1,414.

22 Boix F, MiLLAN O, SAN SEGUNDO D, MANCEBO E, MIRAS M,
RiMoLA A, FABREGA E, ALLENDE L, MINGUELA A, PAz-ARTAL
E, LoPEZ-HoYos M, BRUNET M, MuRo M.,

Activated Regulatory T Cells Expressing CD4(+)CD25(hi-

gh)CD45R0(+)CD62L(+) Biomarkers Could Be a Risk Fac-

tor in Liver Allograft Rejection.

Transplant Proc. 2015;47:2380-2381.F.1.:0,982.
[doi:10.1016/j.transproceed.2015.09.007]

Cuabrapo A, Biaz A, IRuzuBIeTA P, SALCINES JR, CRESPO J.
Heptopulmonary syndrome.

Gastroenterol Hepatol. 2015;38:398-408.F.1.:0,838.
[doi:10.1016/].gastrohep.2015.02.007]

25| CRrESPO J, BERENGUER M, PEREZ F, FERNANDEZ |, GONzZALEZ O,
BARCENA R, BuTti M, LoPEZ ), CALLEJA JL, EN REPRESENTACION
DEL GRUPO DE RESEARCHERS DELESTUDIO LEAD-IN.

Lead-in period and week 8 as predictive tools for response
to boceprevir therapy: a retrospective study of Spanish
real clinical practice.

Gastroenterol Hepatol. 2015,38:517-524.F.1.:0,838.
[doi:10.1016/].gastrohep.2015.04.002]

Reviews

El curorano A, SAN SEGcuNDO D, LorEz-Hoyos M, CRESPO J,
FABREGA E.

Clinical significance of donor-specific human leukocyte
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Research lines

1. Line of genetics/genomics.

It studies the genetic and epigenetic mechanisms
involved in prevalent skeletal diseases like osteoar-
thritis and osteoporosis. The following issues are
addressed:
«Genetic polymorphisms that influence bone
mass, the risk of fractures and large joint os-
teoarthritis, using candidate genes and geno-
me-wide association studies.

«Therole of DNA methylation in the differentia-
tion of baone cells as well as in the modulation
of the expression of genes which play a key role
in skeletal homeostasis.

«The possible role of the differential expression

Valdecilla Biomedical Research Institute
Santander, Spain

Ruiz Llamosas, Sheila (UC)
Safiudo Campo, Carolina (IDIVAL)

IDIVAL

of microRNAs in bone changes that characteri-
ze these disorders.

«Molecular and functional study of mesenchy-
mal stem cells as precursors of bone-forming
cells.

2. Clinical and epidemiological line.

Its objective is to study in Cantabria, as well as in
the whole Spain (the latter by means of multicenter
studies), the prevalence and incidence of different
aspects of mineral and bone metabalism diseases,
mainly (but not only) osteoporosis. This includes
the prevalence of osteoporosis, the incidence of os-
teaporaotic fractures (vertebral and hip fractures), and
the prevalence of low vitamin D levels and secondary
hyperparathyroidism, as well as the analysis of tho-
se factors influencing the response to treatment. The

relationship between osteoporosis and other disor-
ders, such as dyslipidemias, diabetes, obesity, and
metabolic syndrome should also be studied. Of par-
ticular interest is the follow-up of the cohort of Ca-
margo, which allows the analysis of the association
between various manifestations of bone and mineral
metabolism diseases with their risk factors. Morta-
lity rate will be considered in the study. Prominent
among the factors to be analyzed is the trabecular
bone scare (TBS), a new tool to evaluate the risk of
osteoporotic fractures. Because of the actuality of
the topic, bone and mineral metabalism changes in
patients with hepatitis C virus infection will be tac-
kled too. All these aspects will be approached by
both cross-sectional and longitudinal studies.

3.Animal models (mainly mouse).

This line focuses on studying the Wnt/b-catenin pa-
thway in osteoclasts, using models with conditional
changes of the b-catenin gene in these cells. Animal
models with gain or loss of function of b-catenin in
cells of osteaclastic lineage are generated by means
of the CRE/loxP technalogy. The Cre recombinase is
placed under the control of the promoter of lysozy-
me M or cathepsin K, so that the osteaclast can be
analyzed at different evalutive moments. Studies in
other animal models assess the effect of certain the-
rapeutic agents such as PTH and strontium ranelate
on bone strength.
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4.Line of lipid metabolism genomic.

The Group of Malecular Biology (Prof. Rodriguez
Rey) investigates on the molecular mechanisms of
mesenchymal stem cells differentiation into adipo-
se tissue. Firstly, the group studies the role of epi-
genetic regulation in the process of progenitor cell
differentiation into adipocytes and its possible re-
lationship with obesity, with particular emphasis on
the role of microRNAs (in collaboration with Dr Car-
los Fernandez of Yale University). Secondly, the group
investigates the role of other epigenetic mechanism,
the methylation of DNA, in the modulation of gene
expression during the process of adipocyte differen-
tiation. Besides that, and in collaboration with the
Group of Professor Carmen Evora (Pharmaceutical
Technology Department, Univesidad de la Laguna)
and Dr. Gomez-Cimiano (Servicio de Traumatologia
del HUMV) it is developing an experimental model
consisting of using mesenchymal stem cells maodi-
fied in the treatment of fractures of critical size.

Figura. Imagenes de
hueso por micro TC de
animales OVX'y control
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M Gonzalez Macias, Jesiis. Red Tematica de Investi-
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M Olmos Martinez, José Manuel. Estudio del meta-
bolismo 6éseo y mineral de la poblacion femenina
postmenopausica y masculina mayor de 5o afios
atendida por un Centro de Salud en Cantabria. La co-
horte Camargo. Pl11/010g2. Instituto de Salud Carlos
[Il. Ministerio de Economia y Competitividad. Dura-
cién: 2012-2014.

M Riancho Moral, José Antonio. Metilacion de ADN:
Factor patogeénico y biomarcador en los trastarnos
de la formacion 6sea. Pl12/00615. Instituto de Salud
Carlos IIl. Ministerio de Economia y Competitividad.
Duracién: 2013-2016.

| Rodriguez Rey,José Carlos. Bases genéticas de las
Hipercalesterolemias Hereditarias no dependientes
del receptor LDL ni apalipoproteina B. Caracteriza-
ciény analisis funcional de variantes de las regiones
reguladoras 3’ de genes candidatos. Pl12/00637. Ins-
tituto de Salud Carlos Ill. Ministerio de Economia y
Competitividad. Buracidn: 2013-2015.

I Gonzalez Macias, Jesus. Via cantnica de wnt en el
osteoclasto: estudio de su intervencion en la regula-
cion de la masa osea. Pli2/o1405. Instituto de Salud
Carlos Ill. Ministerio de Economia y Competitividad.

Duracion: 2013-2016.

PUBLICATIONS

IMPACT FACTOR 140,119

Original articles

1] ZHENG HF, FORGETTA V, Hsu YH, EsTRADA K, RoseLLO-DIEZ
A, Leo PJ, DaHia CL, PARk-MIN KH, ToBiAs JH, KOOPERBERG
C, KLEINMAN A, STYRKARSDOTTIR U, Liu CT, UgGLA C, EvaNs
DS, NIELSON CM, WALTER K, PETTERSSON-KYMMER U,
MCcCARTHY S, ERIKSSON J, KWAN T, JHAMAI M, TRAJANOSKA
K, MEMARIY, MIN J, HUANG J, DANECEK P, WiLMOT B, LI R, ...,
RicHARDS JB.

Whole-genome sequencing identifies EN1 as a determi-
nant of bone density and fracture.
Nature. 2015;526:112-117.F.1.:41,456.
[doinno.1038/nature14878]

B Ferninoez AF, BAYON GF, UrDINGUIO RG, TorARO EG,
GARCIA MG, CARELLA A, PETRUS-REURER S, FERRERO
C, MARTINEZ-CAMBLOR P, CuBiLLO |, GARCIA-CASTRO J,
DeLGADO-CALLE J, PEREZ-CaMPO FM, RiancHO JA, Bueno C,
MENENDEZ P, MENTINK A, MARESCHI K, CLAIRE F, FAGNANI C,
MEeDDA E, ToccACELIV, BRESCIANINI S, MORAN S, ESTELLER
M, SToLzING A, DE BOER J, NisTicO L, STazi MA, FRAGA MF.

H3K4me1 marks DNA regions hypomethylated during
aging in human stem and differentiated cells.

Genome Res. 2015,25:27-40.F.1.:14,630.
[doio.1101/gr.16g011.113]

H HORVATH S, MaH V, Lu AT, Woo JS, CHol OW, JASINSKA
AJ, RiIaNCHO JA, TuNG S, CoLes NS, BRAUN J, VINTERS HYV,
CoLes LS.

The cerebellum ages slowly according to the epigenetic
clock.

Aging (Albany NY). 2015;7:294-306.F.1.:6,432.

NuRNEz C, BAETA M, FERNANDEZ M, ZARRABEITIA M,
MARTINEZ-JARRETA B, DE PANCORBO MM.

Highly discriminatory capacity of the PowerPlex(®) Y23
System for the study of isolated populations.
Forensic Sci Int Genet. 2015;17:104-107.F.1.:4,604.
[doi:10.1016/}.fsigen.2015.04.005]

B LoRICERA J, BLANCO R, ORTIZ-SANJUAN F, HERNANDEZ JL, PINA
T, GonzALEZ-VELA MC, CALvo-Rio V, RUEDA-GOTOR J, ALVAREZ
L, GONZALEZ-LOPEZ MA, MARCELLAN M, GONZALEZ-GAY MA.

Single-organ cutaneous small-vessel vasculitis according
to the 2012 revised International Chapel Hill Consensus
Conference Nomenclature of Vasculitides: a study of 60
patients from a series of 766 cutaneous vasculitis cases.

Rheumatology (Oxford). 2015,54:77-82.F.1.:4,475.
[doi:10.1093/rheumatology/keu2gs]

ﬂ McCLoskey EV, Kanis JA, OpeN A, HArRveEY NC, BAUER D,
GoNzALEZ-MACIAS |, HANS D, KapToGE S, KrRIEG MA, Kwok
T, MARIN F, MoAYYERI A, ORWOLL E, GLU?R C, JOHANSSON H.
Predictive ability of heel quantitative ultrasound for
incident fractures: an individual-level meta-analysis. Os-
teoporos Int. 2015;26:1979-1987.F.1.:4,1649.

[doi0.1007/500198-015-3072-7]

HERNANDEZ JL, NAN D, MARTINEZ J, PARIENTE E, SIERRA |,
GoNzALEZ-MAciAs J, OLMosS M,

Serum uric acid is associated with quantitative ultrasound
parameters in men: data from the Camargo cohort.

Osteoporos Int. 2015,26:1989-1995.F.1.:4,169.
[doi:10.1007/500198-015-3083-4]

8] LORICERA J, BLANCO R, HERNANDEZ JL, CASTARNEDA S, MERA
A, PEREZ-PAMPIN E, PEIRG E, HUMBRIA A, CALVO-ALEN J,
AURRECOECHEA E, NARVAEZ |, SANCHEZ-ANDRADE A, VELA P,
Diez E,MaTAa C, LLucH P, MoLL C, HERNANDEZ |, CaLvo-Rio
V, ORTIZ-SANJUAN F, GONZALEZ-VELA C, PINA T, GONZALEZ-
GAY MA.

Tocilizumab in giant cell arteritis: Multicenter open-label
study of 22 patients.
Semin Arthritis Rheum. 2015,44:717-723.F.1.:3,925,.
[doi:10.1016/j.semarthrit.2014.12.005]

ﬂ GARMILLA-EZQUERRA P, SANuDO C, DELGADO-CALLE J,
PEREZ-NUREZ MI, SUMILLERA M, RIANCHO JA.

Analysis of the Bone MicroRNome in Osteoporotic Frac-
tures.
Calcif Tissue Int. 2015;96:30-37.F.1.:3,272.
[doi:10.1007/500223-014-9935-7]

10 LOPEZ-MEJIAS R, UBILLA B, GENRE F, CORRALES A,
HERNANDEZ JL, FERRAZ-AMARO |, TSANG L, LLORCA J, BLANCO
R, GONZALEZ-JUANATEY C, GONzZALEZ-GAY MA, DESSEIN PH.

Osteoprotegerin Concentrations Relate Independently
to Established Cardiovascular Disease in Rheumatoid
Arthritis.

J Rheumatol. 2015;42:39-45.F.1.:3,187.
[doi:10.38gg/jrheum.140690]

[11] SaLces-0RTIZ ), GoNzALEZ C, BoLADO-CARRANCIO A,

Robpricuez-ReyJC, CaLvo JH, MuNoz R, SERRANO MM.
Ovine HSPgoAA1 gene promoter: functional study and
epigenetic modifications.

Cell Stress Chaperones. 2015,20:1001-1012.F.1.:3,163.
[doin0.1007/512192-015-062g-5]

E MORALES-SANTANA S, Diez-PErez A, OLmos JM, NoGuUES X,
SosA M, Diaz-CurieL M, PEREZ-CASTRILLON JL, PEREZ-CANO
R, Torrljos A, JobARr E, Rio LD, CAEIRO-REYJR, REYES-
GARCiA R, GARCiA-FONTANA B, GoNzALEZ-MACiAS J, MuNoz-
TORRES M.

Circulating sclerostin and estradiol levels are associated
with inadequate response to bisphosphonates in postme-
nopausal women with osteoporosis.

Maturitas. 2015,82:402-410.F.1.:2,942
[doi:10.1016/j.maturitas.2015.08.007]

13 SN T, ARMESTO S, LoPEZ-ME)ias R, GENRE F, UBILLA B,
GonzALEZ-Lopez MA, GonzaLez-VeLAa MC, CORRALES A,
BLAaNCO R, GARCIA-UNZUETA MT, HERNANDEZ JL, LLORCA J,
GoNzaLeEz-GAy MA.

Anti-TNF- therapy improves insulin sensitivity in non-dia-
betic patients with psoriasis: a 6-month prospective
study.
J Eur Acad Dermatol Venereol. 2015;29:1325-1330.F.1.:2,826
[doizno.1111/jdv.12814]

RESEARCH AREAS
Metabolism Area

B rina T, GENRE F, LoPEZ-ME)iAS R, ARMESTO S, UBILLA
B, MijARES V, DIERSSEN-S0TOS T, GONZALEZ-LOPEZ MA,
GonzaLez-VELA M(, BLaNnco R, HERNANDEZ JL, LLORCA J,
GoNzALEZ-GAY MA.
Relationship of Leptin with adiposity and inflammation
and Resistin with disease severity in Psoriatic patients
undergoing anti-TNF-alpha therapy.

J Eur Acad Dermatol Venereol. 2015;29:1995-2001.F.1.:2,826.
[doizno.am11/jdv.a3131]

15 ORTIZ-SANJUAN F, BLANCO R, HERNANDEZ JL, GONZALEZ-
LoPez MA, LORICERA J, LACALLE-CALDERON M, PINAT,
CaLvo-Rio V, ALvarez L, GonzALEZ-VELA MC, RUEDA-
GoTOoR J, GONZALEZ-GAY MA.

Applicability of the 2006 European League Against
Rheumatism (EULAR) criteria for the classification of
Henoch-Schonlein purpura. An analysis based on 766
patients with cutaneous vasculitis.

Clin Exp Rheumatol. 2015,33:44-47.F.1.:2,724.

16] LoRICERA J, BLANCO R, HERNANDEZ JL, CALvO-Rio V, ORTIZ-
SANJUAN F,MaTA C, RUEDA-GOTOR J, ALVAREZ L, GONZALEZ-
VELA MC, GoNzALEZ-LOPEZ MA, ARMESTO S, PINA T,
GoNzALEZ-GAY MA.

Cutaneous vasculitis associated with severe bacterial
infections. A study of 27 patients from a series of 766
cutaneous vasculitis.

Clin Exp Rheumatol. 2015,33:36-43.F.1.:2,724.

DesseIN PH, LoPEz-MEJiAs R, UBILLA B, GENRE F, CORRALES
A, HERNANDEZ JL, FERRAZ-AMARO |, TSANG L, PINA T, LLORCA
J,BLANCO R, GoNzaLEZ-JUANATEY C, GoNzaLEz-GAY MA.

TNF-related apoptosis-inducing ligand and cardiovascular
disease in rheumatoid arthritis.

Clin Exp Rheumatol. 2015,33:491-497.F.1.:2,724.

18| LoRICERA J, BLANCO R, HERNANDEZ JL, PINA T, GONZALEZ-
VELA MC, GONZALEZ-GAY MA.

Biologic therapy in ANCA-negative vasculitis. INT IMMU-
NOPHARMACOL. 2015;27:213-219.F.1.:2,472.

[doi:10.1016/}.intimp.2015.03.020]

19] GERVAS-ARRUGA J, CEBOLLA JJ, IRUN P, PEREZ-LOPEZ |, PLAZA
L,RocHe JC, CaraBLO JL, RopRriGUEZ-REYJC, Pocovi M,
GIrRALDO P.

Increased glycolipid storage produced by the inheritance
of a complex intronic haplotype in the alpha-galactosida-
se A (GLA) gene.

BMC Genet. 2015,16:109-109.F.1.:2,397.
[doi:10.1186/512863-015-0267-7]

& Perez-NUREZ |, PEREZ-CASTRILLON JL, ZARRABEITIA
MT, GARcia-IBARBIA C, MARTINEZ-CALVO L, OLMOS M,
BRrIONGOS LS, RIANCHO J, CAMARERO V, MuR0Z VIVES JM,
Cruz R, RIANCHO JA.

Exon array analysis reveals genetic heterogeneity in
atypical femoral fractures. A pilot study.

MOL CELL BIOCHEM. 2015;409:45-50.F.1.:2,393.
[doizi0.1007/511010-015-2510-3]
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1] PErRez-CaMPO, FLOR M., RIANCHO, JOSE A..

Epigenetic Mechanisms Regulating Mesenchymal Stem
Cell Differentiation.

Curr Genomics. 2015;16:368-383.F.1.:2,342.
[doi10.2174/1389202916666150817202559]

22] RiANCHO, JoSE A..
Epigenetics of Osteoporosis: Critical Analysis of Epigene-
tic Epidemiology Studies.

Curr Genomics. 2015;16:405-410.F.1.:2,342.
[doi10.2174/1389202916666150817213250]

23] RIANCHO, JoSE A..
Introduction: Epigenomics and Prevalent Skeletal Disorders.

Curr Genomics. 2015;16:367-367.F.1.:2,342.
[doi:10.2174/138920291606150907121723]

24 FERNANDEZ-GARCIA M, CasADO-DiEz A, SALAS-VENERO CA,
HERNANDEZ-HERNANDEZ JL.

Osteoarticular pneumococcal infections observed in a
tertiary hospital over a period of 11 years.

Enferm Infecc Microbiol Clin. 2015;33:253-256.F.1.:2,172.
[doi10.1016/j.eimc.2014.09.014]

25) PErez NUNEz MI, FERRENO BLANCO D, ALFONSO FERNANDEZ
A, Casapo be PraDO JA, SANCHEZ CRESPO M, DE LA RED
GALLEGO M, PAscUAL CARRA A, RobRiGUEZ LoPEZ T, DIEGO
CAVIA S, GARCES ZARZALEJO C, MAYORGA FERNANDEZ M, Ruiz
MARTINEZ E, CARRASCAL VAQUERO |, RIANCHO MORALJA.

Comparative study of the effect of PTH (1-84) and strontium
ranelate in an experimental model of atrophic nonunion.

Injury. 2015,46:2359-2367.F.1.:2,137.
[doin0.1016/).injury.2015.10.007]

26) SANCHEZ-GONZALEZ A, RIANCHO-ZARRABEITIA L, SALMON-
GoNzALEZ Z, RIANCHO JA, VALERO C.

Clinical spectrum of patients with spontaneous retroperi-
toneal hematomas.
Med Clin (Barc). 2015;145:301-304.F.1.:1,477.
[doino.1016/j.medcli.2015.04.033]

PiEDRA M, BERJA A, GARCIA-UNZUETA MT, RAMOS L, VALERO
C, AMADO J.

Rs219780 SNP of Claudin 14 Gene is not Related to Clinical
Expression in Primary Hyperparathyroidism.

CLIN LAB. 2015;61:1197-1203.F.1.:1,129.
[doi10.7754/Clin.Lab.2015.150201]

& FernANDEZ GARCiA M, LaGE C, MoNFA E, GoMEzZ ), VALERO C.
An atypical caseof Churg-Strauss syndrome.

Rev Clin Esp. 2015;215:F.1.:1,063.
[doin0.1016/j.rce.2015.01.007]

E GoNzALEZ-MAciAs ], DEL PINo-MoNTES J, OLMOS M,
NOGUES X, EN NOMBRE DE LA COMISION DE REDACCION DE
LAS Guias bE OSTEOPOROSIS DE LA SEIOMM.

Clinical practice guidelines for posmenopausal, glucocor-
ticoid-induced and male osteoporosis. Spanish Society for
Research on Bone and Mineral Metabolism (3rd updated
version 2014).
Rev Clin Esp. 2015;215:515-526.F.1.:1,063.
[doi:10.1016/j.rce.2015.08.003]

30 LORICERA J, BLANCO R, HERNANDEZ JL, MARTINEZ-
RoDRIiGUEZ |, CARRILJM, Lavapo C, JIMENEZ M, GONZALEZ-
VELA C, GoNzZALEZ-GAY MA.

Use of positron emission tomography (PET) for the diag-
nosis of large-vessel vasculitis.

Rev Esp Med Nucl Imagen Mol. 2015,34:372-377.F.1.:1,054.
[doi:10.1016/j.remn.2015.07.002]

Reviews

1] LoRICERA J, BLANCO R, HERNANDEZ JL, CARRIL JM, MARTINEZ-
RopRricuez |, CANGA A, PEIRO E, ALONSO-GUTIERREZ J,
CaLvo-Rio V, ORTIz-SANJUAN F, MATA C, PINA T, GONZALEZ-
VELA MC, MARTINEZ-AMADOR N, GONZALEZ-GAY MA.

Non-infectious aortitis: a report of 32 cases from a single
tertiary centre in a 4-year period and literature review.

Clin Exp Rheumatol. 2015;33:19-31.F.1.:2,724.

Letters

Kl Perez-Campo FM, SaRiupo C, RiIaNcHO JA.
Avoiding introduction of bias in the analysis of the me-
thylation of free circulating DNA.
Clin Chim Acta. 2015;444:206-207.F.1.:2,824.
[doi10.1016/j.cca.2015.02.020]

Doctoral Thesis

« MARTA GARCiA Hovos.

Estudio de masa 6seay marcadores de remodelacion en
personas con sindrome de Down.

Director/es: José Antonio Riancho Moral, Carmen Valero
Diaz De Lamadrid. UNIVERSIDAD DE CANTABRIA.

« JosE Luis GONZALEZ FERNANDEZ.

Validacion del modelo predictivo de fractura osteoporati-
ca frax en mujeres postmenopalisicas y varones mayores
de 5o afios.

Director/es: José Luis Hernandez Herndndez, José Manuel
Olmos Martinez. UNIVERSIDAD DE CANTABRIA.

» LUCRECIA YAREZ SAN SEGUNDO.

Impacto de los cambios en el procedimiento del trasplan-
te alogénico de células progenitoras hematopoyéticas
sobre la evolucion y morbi-mortalidad de las complicacio-
nes infecciosas.

Director/es: Eulogio Conde Garcia, José Luis Hernandez
Hernandez. UNIVERSIDAD DE CANTABRIA.

» LourDpEs CALERA URBIZU.

Cancer colorrectal y metastasis exclusivamente hepaticas:

nuevo sistema de estadificacion. analisis de factores pro-
nosticos y predictivos. experiencia del Hospital Universi-
tario Marqués De Valdecilla 2004-2011.

Director/es: Jests Gonzalez Macias, Fernando Rivera
Herrero. UNIVERSIDAD DE CANTABRIA.

« MAGDALENA FERNANDEZ GARCIA.

Tendencia secular de la incidencia de la fractura de cadera
en Cantabria (1988-2010).

Director/es: José Luis Hernandez Herndndez, José Manuel
Olmos Martinez. UNIVERSIDAD DE CANTABRIA.

RESEARCH AREAS
Metabolism Area
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Email: japarra@humv.es

Acebo Garcia, Maria Mercedes (HUMV)
Alonso Bartolomé, M@ Pilar (HUMV)
Alonso Fernandez, Eva (HUMV)

Blanco Rodriguez, Gerardo (HUMV)
Bustamante Sanchez, Manuel S. (HUMV)
Canga Villegas, Ana (HUMV-UC)

Crespo del Pozo, Juan (HUMV)

De la Puente Formoso, M2 Rasa (HUMV)
Diez Blanco, Maria (HUMV)

Fernandez Florez, Alejandro (HUMV)
Garcia Bolado, Ana (HUMV)
Garcia-Barredo Pérez, M? Rosario (HUMV)
Gomez Dermit, Vanesa (HUMV)
Gonzalez Sanchez, Francisco José (HUMV)
Gutiérrez Gutiérrez, Agustin (HUMV)
Jiménez Zapater, Carlos (HUMV)

Jorda Lépez, Juan (HUMV)

Lamagrande Obregon, Angélica (HUMV)
Landeras Alvaro, Rosa (HUMV-UC)
Lastra Garcia-Baron, Pedro (HUMV)
Lopez Rasines, Gerardo (HUMV-UC)
Lépez Urquiza, Elena (HUMV)

Marco de Lucas, Enrique (HUMV)
Marqués Llano, Sarah (HUMV)

Merino Rasillo, Paula (HUMV)

Navasa Melado, José M@ (HUMV)

Ortega Garcia, Estrella (HUMV)

Ortiz Rivas, Luis Antonio (HUMV)

Otero Fernandez, Maria Macarena (HUMV)
Pelaz Esteban, Marta (HUMV)

Pellon Daben, Radl (HUMV)

Pefia Gomez, M? Elena (HUMV)

Rico Gutiérrez, Mariano (HUMV)

Ruiz Pérez, Eva (HUMV)

Sanchez Gomez, Sonia (HUMV)

Sanchez Salmon, Elena (HUMV)

Tapia Concha, Sergio (HUMV)

Valle San Roman, Natalia (HUMV)

Vega Bolivar, Alfonso (HUMV-UC)

Vidal Trueba, Héctor (HUMV)
Villaespesa Diaz, Cristina (HUMV)
Yllera Contreras Elena (HUMV)

Diafnosis and Treatment Using Imaging
iology).

Valdecilla

Lines of Research

1. Studies evaluating new
percutaneous breast biopsy devices
with image monitoring.

2. Evaluation of tomosynthesis
techniques applied to digital
mammography.

3. Studies on arteriovenous
malformations in patients
with hereditary hemorrhagic
telangiectasia (HHT). This study is
being carried out in collaboration
with the Hereditary Hemorrhagic
Telangiectasia unit of Sierrallana
Hospital.

4. Quantification of coronary calcium
as a predictor of cardiovascular
risk.

5. Study on complications in aortic
stents.

6. Development of hybrid techniques:

Activity report 2015

RESEARCH AREAS
Metabolism Area

surgical-radiological techniques in
the treatment of vascular disease.

7. Contribution of imaging methods
(ultrasound, MRI) to the study of
diffuse liver disease.

8. Evaluation of the usefulness and
complications of thermal ablation
treatments applied to patients
with neoplastic disease.

g. Contribution of contrast-enhanced
ultrasounds to the study of
patients with abdominal disease,
with special interest in liver, kidney
and intestinal disease.

10. Value of the intima-media
thickness of the carotid artery as
a cardiovascular risk factor.

11. Evaluation of multidetector CT
scans in the study of the stroke
code.

12. Study on cerebral connectivity
with MRI diffusion tensor.

13. Anatomical-radiological
(ultrasound) correlation studies in
cutaneous pathology.

14. Ultrasound in the diagnosis
and monitoring of hidradenitis
suppurativa.

15. Optimising the radiation dose
in CT scans in the study of
musculoskeletal pathology.

16. Evaluation of the CT scan for
tibiofibular syndesmosis and the

Valdecilla -
e DIVAL | IR



long-term results of treatment of
Maisonneuve fractures.

17. Anatomical-radiological (MRI)
correlation studies in joint
pathology.

18.Anatomical-radiological
correlation studies in soft tissue
sarcomas.

19. Anatomical-radiological
correlation studies in bone
sarcomas.

20. Biomechanics of the calcaneus
joint.

21. Contribution of the multi-slice
CT scan in the assessment of
perforating arteries prior to
reconstructive plastic surgery.

22. CT scan assessment of treatment
response in cancer patients.

PUBLICATIONS

IMPACT FACTOR 33,366

Original articles

1] Ro1z-SANTIAREZ R, ORTIZ-GARCIA DE LA Foz V, AYESA-
ARRIOLA R, TORDESILLAS-GUTIERREZ O, JORGE R, VARELA-
GOMEZ N, SUAREZ-PINILLA P, CORDOVA-PALOMERA A,
NAvAsa-MELADO JM, CRESPO-FACORRO B.

No progression of the alterations in the cortical thickness
of individuals with schizophrenia-spectrum disorder: a
three-year longitudinal magnetic resonance imaging
study of first-episode patients.

Psychol Med. 2015;45:2861-2871.F.1.:5,938.
[doi10.1017/50033291715000811]

a TorpESILLAS-GUTIERREZ O, KouTsouLEeris N, Roiz-
SANTIANEZ R, MEISENZAHL E, AYESA-ARRIOLA R, MARCO
DE Lucas E, SoriaNO-MAs C, SUAREZ-PINILLA P, CRESPO-
FAcorro B.

Greymatter volume differences in non-affective psychosis
and the effects of age of onset on grey matter volumes: A
voxelwise study.

Schizophr Res. 2015,164:74-82.F.1.:3,923.
[doi:10.1016/j.5chres.2015.01.032]

H MARTINO J, MaTO D, DE LucAs EM, GARCIA-PORRERO JA,
GABARRGS A, FERNANDEZ-COELLO A, VAZQUEZ-BARQUERO A.

Subcortical anatomy as an anatomical and functional
landmark in insulo-opercular gliomas: implications for
surgical approach to the insular region.

J Neurosurg. 2015;123:1081-1092.F.1.:3,737.
[doin0.3171/2014.11.JNS141992]

GALLARDO E, SEDANO MJ, ORIZAOLA P, SANCHEZ-JUAN P,
(GONZALEZ-SUAREZ A, GARCIA A, TERAN-VILLAGRA N, Ruiz-
Soto M, ALvaro RL, BERCIANO MT, LAFARGA M, BERCIANO J

Spinal nerve involvement in early Guillain-Barré syndro-

me: a clinico-electrophysiological, ultrasonographic and
pathological study.

Clin Neurophysiol. 2015;126:810-819.F.1.:3,097
[doin0.1016/j.clinph.2014.06.051]

B Loewe C, ARNAIZ J, KRAUSE D, MARTI-BONMATI L, HANEDER
S, KraMER U, DOALIA Stupy Group.

MR Angiography at 3 T of Peripheral Arterial Disease: A
Randomized Prospective Comparison of Gadoterate Me-
glumine and Gadobutrol.
AJR Am ] Roentgenal. 2015,204:1311-1321.F.1.:2,731.
[doin0.2214/AJR.14.12604)]

ﬂ FERNANDEZ-TORRE JL, BURGUENO P, BALLESTEROS MA,

HERNANDEZ-HERNANDEZ MA, VILLAGRA-TERAN N, DE LUCAS EM.

Super-refractory nonconvulsive status epilepticus secon-
dary to fat embolism: A clinical, electrophysiological, and
pathological study.

Epilepsy Behav. 2015;49:184-188.F.1.:2,257.
[doi10.1016/].yebeh.2015.04.045]
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Early axonal Guillain-Barré syndrome with normal peri-
pheral conduction: imaging evidence for changes in proxi-
mal nerve segments.
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Non-infectious aortitis: a report of 32 cases from a single
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Research lines

Theresearch activity of our group facuses on the study
of the cellular and molecular mechanisms invalved in
rheumatic inflammatory diseases. Our final aims are
the identification and characterization of potential
therapeutic targets for the treatment of these disea-
ses. We undertake these tasks from a basic approach,
coordinated by Dr. Jesus Merino at the University of
Cantabria, and a clinical approach coordinated by Dr.
Jaime Calvo at the Hospital Sierrallana of Torrelavega.
Jesus Merino, in close collaboration with Dr. Ramon
Merino (IBBTEC), is studying several molecules inval-
ved in the control of inflammatory responses, such as
BAMBI (BMP and activin membrane bound inhibitor)
and BCL2A1 (a cell death regulator). We maintain also
collaborations with other Spanish groups to evaluate
the role in inflammation of the immunomodulatory
malecules, C038 (DOr.Jaime Sancho, Granada), COg and
(D6 (DrFrancisca Lozano, Barcelona), the transcriptio-
nal factars E2F1 and E2F2 (Dr. Ana Zubiaga, UPV) and
GPBP (Goodpasture antigen binding protein), a pro-
tein-kinase that forms quaternary protein structures
(Dr Juan Saus, Fibrostatin SL, Valencia).

Overall, this research activity pretends to validate
these molecules as therapeutic targets in inflam-

mation and autoimmune diseases. For this purpose
we use murine models of these diseases, such as the
collagen-ll-induced arthritis, adriamycin or bleomy-
cin-induced pulmanary fibrasis, the colitis induced by
sodium dextran sulphate, or the psoriasis caused by
local application of Imiquimad or i.p. injection of Sac-
charomyces cerevisiae mannan.

-Jaime Calvo coaordinates the following clinical re-
search lines:

- Impact of gender on prognosis of rheumatoid
arthritis, with particular emphasis on quality of
life.

- Influence of treatment with TNF inhibitors in
the oxidative phenatype of HDL cholesterol and
its influence on their anti-atherogenic capacity
in patients with rheumatoid arthritis.

- Lipoprotein profiles and HDL phenotypes in
patients with systemic lupus erithematosus
(SLE) in correlation with inter-ethnic differen-
ces, in collabaration with the University of Pue-
bla (Mexico).

- Prospective evaluation of individuals with
high titers of antinuclear antibodies (>1280)
without clinical symptoms of autoimmune di-
seases.

- Evaluation of new criteria for clinical classifi-
cation of SLE patients (SLICC criteria), in calla-
baration with Dr. Luis Ines (University of Coim-
bra, Portugal).

- Co-chairman in the RELESSER-PROS registra-
tion for the follow-up of SLE patients.

- Phase 3 Clinical trials: two trials in rheuma-
toid arthritis and one in psoriatic arthritis.

FUNDING

B Merino Pérez, Jesis. Estudio del papel anti-
inflamatario de la apolipoproteina E (APOE) en
autoinmunidad. SAF2012/3405g. Ministerio de Ciencia e
Innovacién.Duracion: 2013-2015,.
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E2F1 and E2F2 prevent replicative stress and subse-
quent p53-dependent organ involution.

Cell Death Differ. 2015;22:1577-1589.F.1.:8,184.
[doi:10.1038/cdd.2015.4]
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MELERO-GONZALEZ R, IBANEZ-RUAN J, BERNAL-VIDAL JA,
TOMERO-MURIEL E, URIARTE-ISACELAYA E, HORCADA-RUBIO
L, FREIRE-GONZALEZ M, NARVAEZ J, BoTEANU AL, SANTOS-
SOLER G, ANDREU JL, PEGO-REIGOSA JM.

Cardiovascular Events in Systemic Lupus Erythemato-
sus A Nationwide Study in Spain From the RELESSER
Registry.
Medicine (Baltimore). 2015;94:F.1.:5,723.
[doi:10.1097/MD.0000000000007183]
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NARVAEZ J, MARTINEZ-TABOADA V, MARENCO JL, DE CASTRO
MF, FERNANDEZ-BERRIZBEITIA O, ..., PEGO-REIGOSA JM.

Comprehensive Description of Clinical Characteristics
of a Large Systemic Lupus Erythematosus Cohort from
the Spanish Rheumatology Society Lupus Registry
(RELESSER) With Emphasis on Complete Versus In-
complete Lupus Differences.

Medicine (Baltimore). 2015;94:F.1.:5,723.
[doi:10.1097/MD.0000000000000267]
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Classification of Systemic Lupus Erythematosus: Sys-
temic Lupus International Collaborating Clinics Versus
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national Systemic Lupus Erythematosus Cohort.
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Tocilizumab in giant cell arteritis: Multicenter open-la-
bel study of 22 patients.
Semin Arthritis Rheum. 2015;44:717-723.F.1.:3,925.
[doi:10.1016/j.semarthrit.2014.12.005]
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Distinct serum proteome profiles associated with
collagen-induced arthritis and complete Freund’s adju-
vant-induced inflammation in CD38(-/-) mice: The dis-
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Proteomics. 2015,15:3382-3393.F.1.:3,807.
[doizi0.1002/pmic.201400536]
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Research lines

1. Antimicrobial resistance in gram-
negative bacteria of medical
interest.

Antimicrobial resistance is a current majar health
problem. A large proportion of the research activi-
ties in our group is related to the study of genetic
and biochemical aspects of the mechanisms of re-
sistance to antimicrobial agents (with emphasis
an beta-lactams, quinalones and aminoglycasides)

Valdecilla Biomedical Research Institute
Santander, Spain

in gram-negative bacteria of medical importance.
We consider both Enterabacteria (Escherichia cali,
Klebsiella pneumoniae, Enterobacter spp., etc.) and
non-fermenters (Pseudomonas aeruginosa, Actine-
tobacter baumannii, Stenotromophomonas malto-
philia, Burkhalderia cepacia complex, among others).
Within this problem, we are particularly focused on
multiresistance and low-level resistance. The clinical
impartance of multiresistant bacteria is capital, as
there are quite few new agents under development
aimed to fight against these pathogens.

Our group is contributing to the “Resistance Pro-
gram” of the Spanish netwaork for research on in-
fection diseases (Red Espafiola de Investigacién en

Patologia Infecciosa, REIPI, http:/reipi.org/) suppor-
ted by the Institute of Health Carlos I1I (ISCIII). This
netwark has developed and is developing different
multicenter studies on clinical and microbiological
aspects of infections caused by resistant bacteria
of clinical relevance, a major problem in many Spa-
nish hospitals. Our collaboration on the study of the
molecular bases of resistance has allowed obtaining
new information on infections caused by Escherichia
coli,Klebsiella pneumoniae, Pseudomonas aerugino-
sa and Acinetobacter baumannii. Our group is also
participating in another REIPI research program rela-
ted to infections in transplanted patients.

Our objectives include characterization of genes and
mabile elements (plasmids, transposons, integrons,
gene cassettes, etc.) involved in antimicrobial resis-
tance. Qur studies have contributed to the discavery
of new beta-lactamases (i.e., the new oxacillinase
OXA-207 in Acinetobacter pittii -a microorganism
related to A. baumannii, which is also important as a
nosocomial pathogen).

Beta-lactams continue to be very frequently pres-
cribed antibacterials. Among them, carbapenems
(very broad-spectrum beta-lactams) are often con-
sidered the preferred therapeutic option against in-
fections caused by different resistant gram-negative
pathogens. Unfortunately, acquired resistance to car-
bapenems has been well documented, and is increa-
singly recognized among different gram-negative
species. This is due very frequently to the production
of enzymes (carbapenemases) hydrolyzing these
agents. We are applying phenotypic and genotypic
methaods for study and characterization of carbape-
nem-resistance caused by metallo-beta-lactamases
(MBL; including IMP-, VIM-, SPM- and NDM-types),
or serine beta-lactamases of Ambler classes A and
D. We are also interested in the characterization of
these enzymes in environmental organisms, such as
Pseudomonas putida and other taxonomically-re-
lated species such as P. monteilii, which represent
reservairs of multiresistance genes (including ge-
nes coding for MBL). We have reported nosocomial
infections caused by strains of the later organisms
producing the VIM-2 MBL in severely ill/immunocom-
promised patients.

Fluoroquinolones are broad-spectrum antimicrobial
agents. They are clinically useful for treating infec-
tions caused by (among others) gram-positive and
gram-negative organisms. Because they are syn-
thetic compounds, it was thought that transferable
resistance was extremely unlike, as there are (pre-
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sumably) not environmental producer organisms,
which could represent a source of resistance genes.
However, multiple variants of gnr (quinolone resis-
tance) genes have been identified worldwide in a
greatvariety of bacteria (particularly in gram-negati-
ve organisms). We were involved in the discovery of
gnr genes, and the group is still active in the analysis
of these genes and others causing plasmid-media-
ted quinolone resistance.

The study of aminoglycoside-resistance in gram-ne-
gative bacteria (both Enterobacteria and non-fer-
menters) is another objective of our group. We are
particularly interested in (1) aminoglycoside-modif-
ying enzymes [N-acetyltransferases (AAC), O-phos-
photransferases (APH) and O-nucleotidyltransfe-
rases (ANT)] which interferes with the ability of the
corresponding substrate to interact with the ribo-
some, impairing its activity, and (2) ARN 165 me-
thyl-transferases, which cause methylation at cer-
tain positions of the ribosome and cause high-level
resistance to many clinically used aminoglycosides.
Genes coding for these enzymes are frequently in-
cluded in plasmid, which favars their dissemination
among different bacterial hosts.
An additional objective for us is the evaluation of the
role of active efflux pumps in the intrinsic resistance
of gram-negative bacteria to clinically relevant anti-
microbial agents (including beta-lactams, quinolo-
nes, aminoglycosides and other families). Similarly,
the group has great experience on the study of the
importance of porins of enterobacteria (mainly K.
pneumoniae, E. coli, Enterobacter spp.) in low-level
resistance and in the evaluation of the regulation of
the gene coding for the OprD porin of P. aeruginosa,
involved in carbapenem resistance.
Finally, in the context of the previously detailed in-
formation on mechanisms of antimicrobial resistan-
ce,we are also considering:

* Analysis of the relationship between antimi-

crobial resistance and virulence.

* Study of the molecular epidemiology of re-
sistant bacteria, in particular on the problem of
multiresistance in nosacomial infections.

* Implementation of massive sequencing tech-
nology for a better understanding of both resis-
tance and virulence.
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2. Mechanisms of pathogenicity in
gram-negative bacteria of medical
interest.

We are interested in deciphering the molecular me-
chanisms implicated in the infections caused by
Pseudomonas aeruginosa and Burkhaolderia cepacia.
These bacteria are able to release huge guantities
of hydrolytic enzymes inside hast cells by means of
complex secretion systems (TSS) partially inserted
into the bacterial membrane.

One of these systems is the type VI secretion system
(T6SS), first identified in 2006.The TESS is a one step
mechanism that is used widely throughout gram-ne-
gative bacterial species in injecting effector proteins
and virulence factors from across the cytoplasm of
a bacterial cell into a target cell (both bacterial and
eukaryotic cells).

Pratein secretion is a key issue in bacterial pathoge-
nesis and many of the proteins secreted by the cu-
rrently known T6SS are also implicated in bacterial
adherence and invasion, as well as growth and intra-
cellular survival inside macrophages.

We focus on new T65S effector proteins of P. aerugi-
nosa and several species of the B. cepacia complex.
On the aother hand, it is well known that the T6SS of
P.aeruginosa is also implicated in biofilm formation
andantimicrabial resistance. A biofilm can be defined
as a structured community of bacterial cells enclosed
in a self-produced polymeric matrix and adherent to
an inert or living surface. Growth in biofilms enhan-
ces the survival of bacterial populations in hospital
enviranments and during host infections (i.e., in the
presence of antibiotics), increasing the probability
of causing nosocomial infections. Our group is also
implicated in the discavery and characterization of
quorum sensing regulators that may play a role in
biofilm formation and dispersion. We use genomic
and transcriptomic tools to understand the malecu-
lar determinants that contribute to the virulence and
antimicrobial resistance in these pathogens.

3. Host-Pathogen Interactions.

Acinetobacter spp. have become major pathogens in
hospital-associated infections, especially in critical
care settings such as intensive care units (ICUs). They
cansurvive in the hospital environment far long periods
and have a remarkable propensity to develop resistan-
ce to multiple classes of antibiotics. This antibiotic re-
sistance trend is a serious concern given the prospect

of a further reduction in therapeutic options for infec-
tions by these multi-drug-resistant bacteria. While the
epidemiology and antibiotic resistance of the species A.
baumannii have been extensively studied, the molecu-

lar and genetic basis of A. baumannii, A. nosocomialis
and A. pittii virulence remains poorly understood, and
there is still lack of knowledge in host cell response
to these bacteria. Answering the need for studies of
the mechanisms involved in the antimicrobials and
host-pathogen (H-P) relationship, we seek to develop
a multi-disciplinary research on host-pathogen inte-
ractions in these clinically relevant Acinetobacter spe-
cies by using cell sorting, advanced microscapy, gPCR
arrays, and, more recently, next generation sequencing.
Our main objectives are:

1) To develop new tools for the study of host-pa-

thogen interactions in Acinetobacter.

2) To study the impact of different antibiotics
at subMICs on Acinetobacter species, biofilms,
and on relevant host-pathogen interactions in
vitro.

3) To unravel the dynamics and roles of vesi-
cle-like droplets produced by Acinetobacter
species on biofilms and during host-pathogen
interactions.

4) To perform a detailed analysis of the immune
respanses of human immune and non-immune
cells against Acinetabacter strains with diffe-
rent phenotypes.

4. Antimicrobial Resistance
mechanisms in gran-positive
bacteria.

We currently face multiresistant infectious disease or-
ganisms that are difficult and, sometimes, impassible
to treat successfully. Multiresistance or multiple drug
resistance (MDR) is often associated with mobile ge-
netic elements implicated in horizontal gene transfer.
This occurs bath in gram-negative and gram-positive
bacteria.

For gram-positive bacteria, we focus our activity on ba-
sic plasmid biology as well as in factors that allow the
appearance and spread of multidrug resistant bacteria.
Our model is Enterococcus, mainly E. faecalis and E.
faecium. The most comman nosocomial infections pro-
duced by these organisms are urinary tract infections,
endocarditis and bacteriemia. We study horizontal
gene transfer (conjugation) of diverse mobile genetic
elements such as the sex pheromane plasmids (present
in 95% of clinical isolates of E. faecalis assaciated with
hospital outbreaks with a transference rate near100%).
Also, we are studying the mechanisms of gene expres-
sion regulation (activation or repression) in these sex
pheromone plasmids, as the mechanisms that coordi-
nately regulate basic plasmid processes (replication,
partition, canjugation).

We also perfarm the identification and characterization
of plasmids present in multirresistant E. faecium clini-
cal isolates carrying vancomycin resistant genes (and
also resistance to aminoglycosides and macrolides).

5. Infections caused by coryneform
bacteria.

We focus on antimicrobial resistance in several spe-
cies of corynebacteria. These bacteria are widely dis-
tributed innature, and are found in the soil, water and
on the skin of humans and animals.

Several species cause disease in humans. The mast
impartant is C. diphteriae, but C. amycolatum, C.
urealyticum, C. jeikeium and C. striatum are also oc-
casionally cultured from clinical samples. In the last
years, we have studied several aspects related to
corynefarm bacteria: antimicrobial resistance me-
chanisms, their spread and their interactions with
the host.
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6. Diagnostic Methodology and
Epidemiology

Our team is also implicated in the development and
application of new diagnostic methods in clinical mi-
crobiology, using genomic and proteomic techniques
and nanotechnology.

Molecular infectious disease testing has became an
outstanding arm of our Service of Microbialogy, in-
cluding sequencing or direct detection of genes re-
lated to microbial identification and resistance me-
chanisms.

For over 100 years, infectious diseases agents have
been identified after they were growth in culture and
their phenotypic traits were considered. In the mole-
cular era, there is an opportunity to detect pathogens
more rapidly and accurately based on their genetic
signatures. Malecular methods, essentially those
based upon the polymerase chain reaction (PCR),
have become an indispensable toal in the diagnosis
of infectious diseases. Over the past decade, there
has been an explosion in the use of maolecular tests
to diagnose and manage infectious diseases. As a
result, the Clinical Microbiology laboratory of the
HUMV offers a growing and consaolidated number of
nucleic acid amplification tests (NAATs) for detec-
tion and identification of bacterial, viral and fungal
pathogens. A good example is the expertise we have
acquired in gene amplification and sequencing of the
165 rDNA gene and of genes related with antibiotic
resistance.

We understand that, given the complexity of the mi-
crobial world and the increasing sophistication of
NAATs, the expertise is required not only for assay
development and performance, but also for consul-
tation. This rational improves patient care, reduces
antibiotic usage, enhances test utilization, and in-
creases laboratory and hospital efficiency.

Recently, we have also incorporated an automated
mass spectrometry microbial identification system
that uses Matrix Assisted Laser Desarption loniza-
tion Time-of-Flight (MALDI-TOF) technology and a
comprehensive database of clinically relevant spe-
cies for results in minutes.

On the other side, it is sometimes important to
analyze multiple isolates within a given species to
determine whether they represent a single strain
or multiple strains. The process of differentiating
strains based on their phenotypic and genotypic di-
fferences is known as ‘typing’. Genotyping methods
involve the study of the microbial DNA. The develo-
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pment of molecular genotyping methods has revolu-
tionized the possibility for classification of microor-
ganisms at the sub-species level,which is crucial for
deciding the molecular relatedness of isolates for
epidemiological studies. In this aim, new PCR-based
typing methods in the last years have supposed an
important advance in determining the molecular epi-
demiology of microorganisms. Major advantages of
these methods are flexibility, technical simplicity and
high discriminatory power. Although most of these
PCR-based typing methads are less time-consuming
and easy to perform and of interpretation, other
approaches, however, depending on the species stu-
died, are required to the study of the clonal relations-
hip among microbial isolates. These include the pul-
sed-field gel electropharesis (PFGE, the current gold
standard method for typing most bacterium and fun-
gi), multilocus sequence typing (MLST), and variable
number tandem repeat typing (VNRT).

These typing methods are also performed in diffe-
rent specific areas of our Clinical laboratory, and are
useful in hospital infection control, epidemiological
studies, and understanding the pathogenesis of in-
fection.

7-invitro activity of new
antimicrobials

Different organizations, including the WHO, have
alerted that antimicrobial resistance is one of the
main health prablems in the world. One of the hi-
gh-priority strategies to confront this menace is the
development of new antimicrabial agents. Our group
participates in multicenter studies pursuing the eva-
luation of new antimicrobials, challenging a wide co-
llection of bacterial clinical isolates.

Also, we participate in the evaluation of reference
automated methods that incorporate new antimi-
crobial agents. In the last years, we have studied the
activity of daptomycin, linezolid, chelocardin and cef-
taroline, collaborating to establish MIC breakpaints
and the interpretation of in vitro susceptibility tests
to define clinical categories.

Our group has also collaborated in the study of the
variables that influence the in vitro activity of cef-
taraline, a new broad-spectrum cephalosporin with
activity against methicillin resistant Staphylococcus
aureus (MRSA).

We have also contributed to the in vitro study of a
new antimicrabial, chelocardin, whose synthesis
has been improved by genetic engineering and with

promising in vitro activity against several species
of multidrug resistant bacteria. These studies have
been developed in collaboration with members of
the University of Cantabria and the University of Lu-
bljana (Slovenia).
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Study on the incidence, clinical spectrum and outco-

me of these conditions in Spanish individuals.

2. Cardiovascular disease risk
and cardiovascular events
in autoimmune diseases

(rheumatoid arthritis, psoriatic
arthritis, psoriasis, ankylosing
spondylitis, giant cell arteritis,
systemic sclerosis, systemic lupus
erythematosus).

Study on the implication of genetic factors, media-
tars of inflammation and biomarkers of endothelial
cell activation in the risk of cardiovascular disease
and cardiovascular events in inflammatory arthritis
and connective-tissue diseases. This study encom-
passes the assessment of genetic polymarphism
and laboratory, clinical and imaging data associated
ta inflammation, which could be involved in the de-
velopment of cardiovascular disease and premature
mortality in patients with these conditions.

3. Genetics of autoimmune diseases
(rheumatoid arthritis, psoriatic
arthritis, spondyloarthropathies
and vasculitis [giant cell arteritis
and Henoch-Schénlein purpura]) in
Spanish individuals.

This study is focused on the study of the pattern of
genetic susceptibility to chranic inflammatory rheu-
matic diseases and systemic vascultides..
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SoLANS R, FANLO P, RoDRiGUEZ-CARBALLEIRA M, CAMPS T,
CASTANEDA S, MARTIN J, GoNzALEZ-EScrIBANO MF.

Lack of assaociation of TNFAIP3 and JAK1 with Behcet’s
disease in the European population.

Clin Exp Rheumatol. 2015,;33:36-39.F.1.:2,724.

B DeLcano-Frias E, LoPEZ-ME)iAs R, GENRE F, UBILLA B,
GOMEZ RODRIGUEZ-BETHENCOURT MA, GoNzALEZ-DiAz
A, DE VERA-GONZALEZ AM, GoNzALEZ-RIVERO AF, Diaz-
GoNzALEZ F, GoNZALEZ-GAY MA | FERRAZ-AMARO |.

Relationship between endothelial dysfunction and osteo-
protegerin,vitamin D, and bone mineral density in patients
with rheumatoid arthritis.

Clin Exp Rheumatol. 2015,33:241-249.F.1.:2,724.

BBl DeLeapo-Frias E, GoNzALEZ-GAY MA, MURNiz-MoNTES JR,
GOMEz RODRIGUEZ-BETHENCOURT MA, GoNzALEZ-DiAZ A,
Diaz-GonzALEZ F, FERRAZ-AMARQ |.

Relationship of abdominal adiposity and body com-

position with endothelial dysfunction in patients with

rheumatoid arthritis. Clin Exp Rheumatol. 2015;33:516-

523.F.l.:2,724.

M Dessen PH, LorEz-MEJIAS R, UBILLA B, GENRE F, CORRALES
A, HERNANDEZ JL, FERRAZ-AMARO |, TSANG L, PINA T, LLORCA
J,BLaNco R, GoNzALEZ-JUANATEY C, GONZALEZ-GAY MA.

TNF-related apoptosis-inducing ligand and cardiovascular
disease in rheumatoid arthritis.

Clin Exp Rheumatol. 2015;33:491-497.F.1.:2,724.

RESEARCH AREAS
Infection and Immunity Area

LoRICERA J, BLANCO R, HERNANDEZ JL, PINA T, GONZALEZ-
VELA MC, GONZALEZ-GAY MA.
Biologic therapy in ANCA-negative vasculitis.

INT IMMUNOPHARMACOL. 2015;27:213-219.F.1.:2,472.
[doi10.1016/j.intimp.2015.03.020]

EE PEGO-REIGOSA JM, RUA-FIGUEROA i, LoPEz-LONGO FJ,
GALINDO-1ZQUIERDO M, CALVO-ALEN J, OLIVE-MARQUES
A, DEL CAMPO V, GARCIA-YEBENES M), LOZA-SANTAMARIA
E,BLAaNCO R, MELERO-GONZALEZ R, VELA-CASASEMPERE P,
OTON-SANCHEZ T, TOMERO-MURIEL E, URIARTE-ISACELAYA
E, FiTo-MaNTECA MC, FREIRE-GONZALEZ M, NARVAEZ J,
FERNANDEZ-NEBRO A, ZEA-MENDOZA A, CARLOS R0OSAS J.

Analysis of disease activity and response to treatment
in a large Spanish cohort of patients with systemic lupus
erythematosus.
Lupus. 2015,24:720-729.F.1.:2,197.
[doi:10.1177/0961203314563818]

ZE]| con Rooricuez DA, SERRANO LoPERA A, CORDERO-COMA
M, MARQUEZ A, FoNnoLLOSA A, Ruiz-ARRUzA |, CALLEJAS JL,
GARCIA SERRANO JL, Diaz VALLE B, PaTo E, CANALJ, DELRIO M),
CaPELLA MJ,BLANCO A, OLEA JL, CorRDERQ Y, MARTIN-VILLA JM,
GorroNO-EcHEBARRIA MB, MoLINS B, ADAN A, MARTIN .

Study of association of CTLA4 gene variants to non-ante-
rior uveitis.

Tissue Antigens. 2015,86:373-376.F.1.:2,137.
[doi10.1111/tan.12668]

M oprez EsTEBARANZ JL, ZARCO-MONTE)O, PEDRO, LUZ
SAMANIEGO, M., GARCiA-CALvO, CARMEN, PREVAL Stuby GRp.

Prevalence and clinical features of psoriatic arthritis in
psoriasis patients in Spain. Limitations of PASE as a
screening tool.

Eur) Dermatol. 2015,25:57-63.F.1.:1,9g0.
[doi10.1684/ejd.2014.2440]

ARMESTO S, COTO-SEGURA P, MAYORGA J, ILLARO A, SANTOS-
JUANES J.
Efficacy of adalimumab in the treatment of modera-
te-to-severe psoriasis: A retrospective study of 100 pa-
tients in daily practice.
J Dermatolog Treat. 2015;26:49-53.F.1.:1,669.
[doi:10.3109/09546634.2014.880775]

3 GArcia-BeRMUDEZ M, LorPez-MEJias R, GENRE F, CASTANEDA
S, CoRRALES A, LLORCA J, GONZALEZ-JUANATEY C, UBILLA B,
MIRANDA-FILLOYJA, PINA T, GOMEZ-VAQUERC C, RODRIGUEZ-
RoDRIGUEZ L, FERNANDEZ-GUTIERREZ B, BALSA A, PASCUAL-
SaLceno O, Lorez-LoNgo FJ, CARREIRA P, BLANCO R,
MARTIN J, GoNZALEZ-GAY MA.

Lack of Association between JAK3 Gene Polymorphisms
and Cardiovascular Disease in Spanish Patients with
Rheumatoid Arthritis.

Biomed Res Int. 2015;2015:318364-318364.F.1.:1,579.
[doi:10.1155/2015/318364]

SANTOS-JUANES J, COTO-SEGURA P, FERNANDEZ-VEGA |,
ARMESTO S, MARTINEZ-CAMBLOR P.

Psoriasis Vulgaris with or without Arthritis and Indepen-
dent of Disease Severity or Duration Is a Risk Factor for
Hypercholesterolemia.

Dermatology. 2015;230:170-176.F.1.:1,564.
[doi:10.1159/000369884]
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B Genre F, LorPEZ-MEJiAS R, MIRANDA-FILLOY A, UBILLA B,
MijARES V, CARNERO-LOPEZ B, GOMEZ-ACEBO |, DIERSSEN-
SoT1os T, REMUzGO-MARTINEZ S, BLANCO R, PINA T,
GONZALEZ-JUANATEY C, LLORCA J, GONZALEZ-GAY MA.

Anti-TNF-alpha therapy reduces endothelial cell activation
in non-diabetic ankylosing spondylitis patients.
Rheumatol Int. 2015,35:2069-2078.F.1.:1,516.
[doi:10.1007/500296-015-3314-1]

SANCHEZ-GONZALEZ A, RIANCHO-ZARRABEITIA L, SALMON-
GoNzALEZ Z, RIANCHO JA, VALERO C.

Clinical spectrum of patients with spontaneous retroperi-
toneal hematomas.
Med Clin (Barc). 2015,145:301-304.F.1.:1,417.
[doi:10.1016/j.medcli.2015.04.033]

El GonzaLez-Gay MA, PINAT.
Giant Cell Arteritis and Polymyalgia Rheumatica: an Update.

Curr Rheumatol Rep. 2015;17:6-6.F.1.:2,871.
[doi:10.1007/511926-014-0480-1]

B Or7iz-FernANDEZ L, GARciA-LozaNO JR, MoNTES-CANO
MA, CoNDE-JALDON M, ORTEGO-CENTENO N, CASTILLO-
PaLMA MJ, EspiNOSA G, GRARA-GIL G, SANCHEZ-BURSON J,
JuLiA MR, BLanco R, BArRNOSI-MARIN AC, SoLANS R, FANLO
P, RobRricUEZ-CARBALLEIRA M, CAMPS T, CASTANEDA S,
MARTIN J, GoNzALEZ-ESCRIBANO MF.

Association of CCRg 32 and Behget’s disease: new data
from a case-control study in the Spanish population and
meta-analysis.

Clin Exp Rheumatol. 2015;33:96-100.F.1.:2,724.

Bi GONZALEZ-QUINTANILLA V, TORIELLO-SUAREZ M, GUTIERREZ-
GoNzALEZ S, Rojo-LorPEZ A, GONZALEZ-SUAREZ A, VIADERO-
CerRVERA R, PaLAcio-PoRrTiLLA EJ, OTERINO-DURAN A.

Stress at work in migraine patients: Differences in attack
frequency.
Neurologia. 2015,30:83-89.F.1.:1,381.
[doi:10.1016/j.nrl.2013.10.008]

a LoRICERA J, BLANCO R, HERNANDEZ JL, CARRIL JM, MARTINEZ-
RopRricuez |, CANGA A, PEIRO E, ALONSO-GUTIERREZ J,
CaLvo-Rio V, ORTiz-SANJUAN F, MATA C, PINA T, GONZALEZ-
VELA MC, MARTINEZ-AMADOR N, GONZALEZ-GAY MA.

Non-infectious aortitis: a report of 32 cases from a single
tertiary centre in a 4-year period and literature review.

Clin Exp Rheumatol. 2015;33:19-31.F.1.:2,724.

51] WistuBa MR, ALONSO-PEREZ M, AL-S1BBAI AZ, GONZALEZ-
GAYM, ALvAREZ MARCOS F, CAMBLOR LA, LLANEZA-COTO JM.

“Lower limbs revascularization from supraceliac and tho-
racic aorta”.

Ann Vasc Surg. 2015;29:1035-1039.F.1.:1,170.
[doi:10.1016/j.av5g.2015.02.002]

B Lavano-Perez C, MARTINEZ-RODRIGUEZ |, MARTINEZ-AMADOR
N, BANzo |, QUIRCE R, JIMENEZ-BONILLA J, DE ARCOCHA-
TorRES M, BRAVO-FERRER Z, JIMENEZ-ALONSO M, LOPEZ-
DerFiLLo JL, BLanco R, GoNzALEZ-GAY MA, CARRILJM.

F-18-FDG PET/CT for the detection of large vessel vasculi-
tis in patients with polymyalgia rheumatica.

Rev Esp Med Nucl Imagen Mol. 2015;34:275-281.F.1.:1,054.
[doi:10.1016/j.remn.2015.05.011]

53] LoRICERA J, BLANCO R, HERNANDEZ JL, MARTINEZ-
RoDRIGUEZ |, CARRILJM, Lavapo C, JIMENEZ M, GONZALEZ-
VELA C, GoNzALEZ-GAY MA.

Use of positron emission tomography (PET) for the diag-
nosis of large-vessel vasculitis.
Rev Esp Med Nucl Imagen Mol. 2015,34:372-377.F.1.:1,054.
[doi:10.1016/j.remn.2015.07.002]

Reviews

[ 1 [NV FD, MARTIN J, GONZALEZ-GAY MA.
Genetics of vasculitis.

Curr Opin Rheumatol. 2015;27:10-17.F.1.:4,886.
[doi10.1097/BOR.0000000000000124]

B Rooricuez-RooricuEz L, LoPEZ-MEJiAS R, FERNANDEZ-
GUTIERREZ B, BALSA A, GONZALEZ-GAY MA, MARTIN J.

Rheumatoid Arthritis: Genetic Variants as Biomarkers of
Cardiovascular Disease.

Curr Pharm Des. 2015,21:182-201.F.1.:3,452.

Editoriales

1] GoNzALEZ-GAY MA, PINA T, BLANCO R.

The search for improvement in the sensitivity of temporal

artery biopsy in giant cell arteritis Use of colour duplex

sonography-guided temporal artery biopsy.
Rheumatology (Oxford). 2015,54:379-380.F.1.:4,475.
[doinno.1093/rheumatology/keusiz]

Bl Dessen PH, SemB AG, GoNnzALEZ-GAY MA, Popa CD.
Enhanced Cardiovascular Risk in Rheumatoid Arthritis:
Elucidation, Assessment, and Management.
Biomed Res Int. 2015,2015:850671-850671.F.1.:1,579.
[doino.1155/2015/850671]

Letters
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K, CorTes A, LEE S, Joo KB, SHIM SC, WEISMAN M, WARD
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ELEwAUT D, BURGOS-VARGAS R, GENSLER LS, STEBBINGS S,
HAROON N, MULERO J, FERNANDEZ-SUEIRO JL, ..., BROWN MA.

ERAP2 is associated with ankylosing spondylitis in
HLA-B27-positive and HLA-B27-negative patients.

Ann Rheum Dis. 2015;74:1627-209.F.1.:10,377.
[doi:10.1136/annrheumdis-2015-207416]

B MarTiN-MARTINEZ MA, CASTANEDA S, GONZALEZ-JUANATEY
C,LLorca J, Diaz-GoNzALEZ F, GONZALEZ-GAY MA.

Cardiovascular risk assessment in rheumatoid arthritis:
What goals should be achieved?.
Semin Arthritis Rheum. 2015;44:F.1.:3,925.
[doinno.1016/j.semarthrit.2014.11.007]

B GoNzALEZ-GAY MA, ALoNSO MD, MARTINEZ-VAZQUEZ F,
LLORCA].

Sex disparities in systemic lupus erythematosus in Nor-

thwestern Spain are not due to ethnic diversity.

Rheumatol Int. 2015,35:939-940.F.1.:1,516.
[doi:10.1007/500296-014-3124-X]

a GONZzALEZ-LOPEZ MA, LOPEZ-ESCOBAR M, FERNANDEZ-
LLAcA H, GoNzALEZ-VELA MC, LOPEZ-BREA M.

Eosinophilic annular erythema in a patient with metasta-
tic prostate adenocarcinoma.

Int ) Dermatal. 2015,54:80-82.F.1.:1,312.
[doizno.am1/ijd.12640]

5| GoNzALEZ-LOPEZ MA, GoNZALEZ-VELA MO, CABALLERO C,
CONSUEGRA G, FERNANDEZ-LLACA H, PIrIS MA.

Localized lymphomatoid papulosis.

Int ) Dermatol. 2015;54:98-100.F.1.:1,312.
[doino.am/ijd.a271g]

a BLANCO R, GoNzALEZ-GAY MA, GONZALEZ-LOPEZ MA,
FERNANDEZ-LLACA H, GONZALEZ-VELA MC.

Refractory highly disfiguring lupus pernio: a dramatic and

prolonged response to infliximab.

Int ) Dermatal. 2015,54:321-322.F.1.:1,312.
[doi:10.1117/ijd.12861]

Diaz-ANGuULO S, LoPEZ-HOY0s M, MuRNoz-CacHo P, Lopez-
EscoBArR M, GoNzALEZ-LOPEZ MA.

Untitled.

Australas J Dermatol. 2015,56:142-143.F.1.:1,106.
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Miguel Angel Gonzalez-Gay Mantecon. UNIVERSIDAD DE
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Director/es: Marcos Antonio Gonzalez Lopez, Marcos
Lopez Hoyos. UNIVERSIDAD DE CANTABRIA.
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Director/es: Agustin Oterino Durdn, Jesus Castillo Obeso.
UNIVERSIDAD DE CANTABRIA.
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Research lines

1.1. Cerebral listeriosis and
neonatal listeriosis models:

(Pl Dr. C. Alvarez Dominguez/Grants: SAF2006-
08968, SAF200g9-086g5, SAF2012-34203). To es-
tablish cerebral and neonatal listeriosis models to
analyze specific virulence factors of the pathagen
targeted to microglia and design a cerebral listerio-
sisvaccine. This study implies the characterization of
microglia phagosomes using differential proteomics
(col.C.Gil.UCM) and examine new adyuvants for neo-
natal vaccines (cal. M. Fresno, CBMSO0).

Figura 1.- Listeriosis cerebral neonatal y papel de microglia

Valdecilla Biomedical Research Institute
Santander, Spain

2. Listeria based dendritic vaccines
loaded with peptides against
infectious agents

(PI: Dr. C. Alvarez Dominguez and Co-PI: Dra. S. Ya-
fiez Diaz/Grants: SAF200g-086g5 y SAF2012-34203
and Approved Clinical Study: CEIC-Acta 19/2014-
2014.228). A Listeria based dendritic vaccine loaded
with peptides from virulence factors specific of Lis-
teria (LLO) and common to Mycobacterium smegma-
tis (GAPBH) will be used to examine experimental
prophylactic measures against both bacteria. Moreo-
ver,we are performing a clinical study with listeriosis
patients from a 2014 outbreak with Dr. C. Farifias (In-
fectious Section-HUMV) and Dr. Martinez (Microbio-
logy Dpt-HUMV) and Biodonastia Graup of Micrabio-

P4LM""

MHC-class | Mf_lD-cuas [}
epitope; [y apitopea:
GAPDH, GAPDH, , GAPDH,

logists (col. Dr. E. Trallero, Dr. J. Marimaon and Dr. CG.
Cilla) to elaborate a human vaccine for patients at
high risk of listeriosis.

3. Listeria based dendritic vaccines
loaded with peptides against
melanoma

(PI: Dr. C. Alvarez Dominguez and Co-Pl: Dra. S. Ya-
fiez Diaz/Grants: SAF2009-086g5 y SAF2012-34203
and Approved Clinical Study: CEIC-Acta 30/2012). A
Listeria based dendritic vaccine loaded with LLOg1-
gg peptide as anti-adhesive therapy for melanoma
using murine madels (col. Dr. J. Gomez-Roman, Pa-
thologic Anatomy Dpt-HUMV) and prepare an an-
ti-melanoma vaccine in callaboration with Oncology
and Dermatology Departments at HUMV (cals. Dr. H.
Fernandez-Llaca and Dra. A. Garcia) and Human Me-
lanoma Group at Basque Country University-UPV
(cal. Dr.B. Boyano Lopez).

4.Listeria based Nanovaccines and
their applications

(PI: Dr.C. Alvarez Dominguez, Dr.S. Gomez Salces and
Dr. S.Yafiez Diaz/Grants: SAF2012-34203, and Appro-
ved Clinical Study: CEIC-Acta 1/2016-2015.177). In this
study we used as vaccine vectors gold glyconano-
particles (AUGNP) of 2 nm size conjugated to Liste-
ria peptides, LLOg1-gg and GAPDH1-22. The group of
CIC-biomaGUNE collaborates with our group prepa-
ring AUGNP (cols. Dr. M. Marradi, Dr. I. Garcia and Dr.
S. Penades). We have performed studies with a pro-
phylactic experimental nanovaccine against listerio-
sis and a non-pathogenic tuberculosis model. The
efficiency of nanovaccine is based in their targeting
to dendritic cells, lack of toxicity, biocompatibility
and induction of a cytotoxic cellular immune respan-
se. Other applications with these Nanavaccines and
their modifications are tumor therapies.
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Figura 2.- Vacuna dendritica
con un nuevo antigeno de
Listeria monocytogenes:
GAPDH.

FUNDING

M Alvarez Dominguez, Carmen. Estudio de diferen-
tes vectores vacuna basados en Listeria monocyto-
genes frente a distintos procesos inflamatorios, in-
fecciosos y cancerosos. SAF2012-34203. Ministerio
de Ciencia e Innavacion. Buracién: 2013-2015,

PUBLICATIONS

IMPACT FACTOR 11,044

Original articles

Bl RooricuEz-DeL Rio E, MARRADI M, CALDERON-GONZALEZ
R, FRANDE-CABANES E, PENADES S, PETROVSKY N, Alvarez-
DominguEez C.

A gold glyco-nanoparticle carrying a listeriolysin O
peptide and formulated with Advax (TM) delta inulin
adjuvant induces robust T-cell protection against liste-
ria infection.

Vaccine. 2015;33:1465-1473.F.1.:3,624.
[doi:10.1016/j.vaccine.2015.01.062]

a BroNCHALO-VICENTE L, RobRricuez-DeL Rio E, FREIRE
J, CALDERON-GONZALEZ R, FRANDE-CABANES E, GOMEZ-
ROMAN JJ, FERNANDEZ-LLACA H,YARNEZ-Diaz S, Alvarez-
DominguEez C.

A Novel Therapy for Melanoma Developed in Mice:
Transformation of Melanoma into Dendritic Cells with
Listeria monocytogenes.

PLoS One. 2015;10:F.1.:3,234.
[doiz10.1371/journal.pone.o117923]

H CALDERON-GONZALEZ R, MARRADI M, GARCIA |, PETROVSKY
N, Alvarez-DomiNGUEz C.

Novel nanoparticle vaccines for Listeriosis.

Hum Vaccin Immunother. 2015;11:2501-2503.F.1.:2,366.
[doi:10.1080/21645515.2015.1063756]

CALDERON-GONZALEZ R, ToBES R, PAREJA E, FRANDE-
CaBANES E, PETROVSKY N, Alvarez-DoMiNGUEZ C.

Identification and characterisation of T-cell epitopes
for incorporation into dendritic cell-delivered Listeria
vaccines. ] Immunol Methods. 2015;424:111-119.F.1.:11,820.

[doi:10.1016/}.jim.2015.05.009]
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Research lines

1. Infections in Solid Organ
transplants.

Our group is consolidating this line of research initia-
ted in 2012 by participating in projects from the Ne-
twork for Pathology Research in Infectious Diseases
(REIPI); and by obtaining a multicentre FIS Project in
2013 inwhich our centre is the main researcher on the
Colonisation and Infection by multiresistant entero-
bacteria in Liver and Kidney transplantation.

In addition, regarding lung transplantation, we are
conducting a study on biomarkers in the immedia-
te postoperative period. This research also began in
2012 in order to evaluate the usefulness of different
biological markers in the early detection of infectious
complications in patients undergoing lung trans-
plantation. The result was an international publica-
tion in 2012 and several conference papers. Currently,
we are heading a multicentre national study which

Val

has been funded by the Mutua Madrilefia Foundation.

2. The study of Prosthetic Joint
Infections.

This line was started in 2009 by introducing the study
of the rale of sonication in the diagnosis of prosthetic
joint infections. The positive results have led to incor-
porating the technique into the routine of the Micro-
biology laboratary. A study is currently being conduc-
ted on Systemic Markers in the diagnosis of infection
in a Prosthetic Knee or Hip such as IL-6, Procalcitonin,
VEGF (Vascular Endothelial Growth Factor) or NETs
(Neutrophils extracellular traps) prior to removal of
the implant is currently.

3. Optimisation of an antimicrobial
treatment and the impact of anti-
biotic consumption in cost savings
and bacterial resistance.

The excessive and inapprapriate use of antimicro-
bials is currently a major economic and public health
problem due to the emergence of microorganisms
that are increasingly resistant to available antibio-
tics. This study is part of an attempt to achieve these
objectives through recommendations on the stan-
dardised use of antimicrobials by an individual with
experience in this area, the result of a multidiscipli-
nary collaboration.

At present, the accumulated experience of the Mar-
qués de Valdecilla Hospital is being transferred to
other hospitals by training professionals from other
hospitals working in Infectious Diseases.

4.Epidemiology of Infective
Endocarditis.

With the creation of the Group for Assistance in Ma-
naging Endocarditis in Spain (GAMES) in 2007 which
is made up of 35 hospitals, a better understanding of
this disease is being achieved that is affecting both a
better diagnastic and therapeutic approach. Our unit
heads one of the seven nodes that have been divi-
ded up among the participating Hospitals and has
contributed to the formation of the HUMV multidis-
ciplinary endocarditis group in which the Cardiology,
Cardiovascular Surgery, Home Hospitalisation and
Microbiology Departments also participate. It has cu-
rrently published various articles and also has many
under review.

5.Research in the area of sepsis.

Focused on the global study of sepsis, bath from
the viewpaint of predisposing factors to its deve-
lopment, and the optimisation of its treatment and
the identification of prognostic factors. This line of
research began in 2005 and remains active, with its
results including a FIS grant, PUBLICATIONS in na-
tional and international first quartile journals and
papers at national and international conferences.

RESEARCH AREAS
Infection and Immunity Area

6. Genetic variations linked to
increased susceptibility to
Tuberculosis Infection/Disease.

Studies on alleles and haplotypes of the main histo-
compatibility complex among healthy cantrols, indi-
viduals with latent tuberculosis and individuals with
active pulmanary tuberculosis among the popula-
tion of Cantabria is one of the lines started in 2008
and which continues to be active.

7. Study of new molecular and
imaging techniques for estimating
cardiovascular risk in patients with
HIV infection.

A research project evaluating the importance of new
diagnostic techniques for subclinical cardiovascular
disease in patients with HIV infection for the early
detection of atherosclerosis.

FUNDING

M Farifias Alvarez, Carmen. Colonizacion intestinal
por enterobacterias multirresistentes en pacientes
con trasplante renal y hepatico: estudio multicén-
trico de cohortes y ensayo clinico aleatarizado, con-
trolado y abierto. Pl13/011g1. Ministerio de Ciencia e
Innavacion. Duracion: 2014-2017.
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Epidemiologia de la telangiectasia hemorragica heredita-
ria en espafia: experiencia de la unidad especializada del
hospital sierrallana (2003-2013).
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Medicion de la satisfaccion de los pacientes ingresados en
UCly sus familiares.

Director/es: Alvaro Castellanos Ortega, Javier Llorca Diaz.
UNIVERSIDAD DE CANTABRIA.
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Estado nutricional en vitamina Dy péptidos antibioticos
vitamina D dependientes (catelicidina y beta-2-defensina)
en sangrey liquido pleural: posibles implicaciones fisio-
patolégicas y diagnosticas en los derrames
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