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The Report for 2014 of the Sant Joan de Déu Barcelona Research Foundation covers the work carried out by a group
of professionals who have endeavoured to generate new knowledge. It should be pointed out that the results which are
presented here would not have been possible without the contributions of many different professionals, including phy-
sicians, basic researchers, technicians, advanced degree holders in a wide range of fields, and nursing personnel and
administrative staff, among others.

The Foundation’s work is set within the frame of the activity of the Hospitaller Order of St. John of God, an organisation
which, with its spirit of hospitality and its universal character, seeks to shelter, attend to and help all people, especially
those who are most vulnerable or who have problems of social integration or health.

The mission of the Foundation is to contribute to the improvement of people’s health and welfare, promoting, supporting
and coordinating research and innovation at the centres maintained by the Order of St. John of God in accordance with
its values, striving to achieve efficiency and to carry out our tasks through networked operation while bearing in mind our
ethical commitment and our scientific and social orientation at all times.

Specifically, the Foundation’s research is organised around eight consolidated research groups, on which further infor-
mation is provided in this report, and three emerging groups under training, which are also listed in this document. Our
research, which is conducted in various fields of knowledge, is primarily focused on maternal and children’s health and on
mental health, although we also have groups which are doing research in other areas, for example on socially vulnerable
populations.

Over the course of 2014, 207 research projects have been carried out. Of this total, 162 were competitive projects, with
145 of them receiving competitive financing from Spanish entities and 17 from international entities, while the other 45
projects obtained non-competitive financing. Likewise, 95 clinical trials and 72 observational studies were conducted.
The biobanks of our two hospitals (Sant Joan de Déu Barcelona Healthcare Park and Hospital Sant Joan de Déu) con-
tinued to form part of the Biobanks RETICS (Thematic Network for Cooperative Health Research) of the Carlos Ill Health
Institute. We wish to make special mention of our research groups’ firm will to foster networking, as is made evident by
their presence in cooperative research structures promoted by the Carlos lll Health Institute. Indeed, in 2014 we formed
part of the Centre for Biomedical Network Research on Rare Diseases (CIBERER), the Centre for Biomedical Network
Research on Diabetes (CIBERDEM) and the Centre for Biomedical Network Research on Mental Health (CIBERSAM). We
have also participated in the thematic networks on primary healthcare (RedlAPP), on maternal and children’s health and
development (SAMID), and on innovation in medical and healthcare technologies (iTEMAS). Moreover, we are strengthen-
ing our international collaborations in addition to promoting collaborations at national level: for example, we are present
in the European Innovation Partnership on Active and Healthy Ageing (EIP-AHA), we take part in the European COST
network in the area of Social Sciences and Humanities, and we lead another COST network in the field of Forensic Psy-
chiatry. In the European context, we participate in several initiatives, including a total of 12 projects of the 7th Framework
Programme and of the SANCO Public Health Programme, both of which are promoted by the European Commission.
It should also be pointed out that one Marie Curie Reintegration Grant project has been started in addition to the 11 FIS
projects awarded by the Carlos Ill Health Institute, which include one Rio Hortega grant, one Sara Borrell contract, and
two intensification programmes.

While the Foundation keeps focusing on the transfer of knowledge, innovation has continued to be an area of special
importance and interest. In 2014, 299 articles have been published with a total impact factor of 1,157 points. Likewise,
in addition to the patents which have already been obtained, we have been actively seeking patent protection for two
new inventions.

All this has entailed a significant increase in the funds devoted to research. Specifically, this year the Foundation’s budget
has totalled a sum of about 6.5 million euros.

We do not wish to conclude these words without expressing our gratitude to all the people who have made this wide-rang-
ing activity possible. Firstly, we wish to thank those who have suffered illnesses and their families for helping us to achieve
a better understanding of health problems and for cooperating on our Projects We are also especially thankful for the help
we have received from the donors and volunteers of the Foundation who, with their effort and contributions, provide us
with resources that are essential to further research. Their support gives an added value to our work since it goes to show
that our efforts have a bearing and an impact on society.

Emili Bargall6 Angerri
Director of the Foundation
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Services and infrastructures

The Sant Joan de Déu Research Foundation makes available to its researchers a set of fundamental services and infra-
structures for the performance of their Projects

In order to facilitate high-level research, the Foundation offers its professionals technical, scientific and support services
as well as the most suitable infrastructures required to carry out their work:

Methodological and statistical support.

Neurological tissue bank, paediatric biological tissues bank and tumour bank.
Library.

Animal housing facility.

Molecular diagnosis laboratory.

Sequencing unit.

Financial resources management

2007 2008 2009 2010 2011 2012 2013 2014

(thousands of euros)

Sant Joan de Déu Research Foundation
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Consolidated research groups

Developmental cancer

The group is dedicated to clinical, translational and basic research on developmental tumours. The main goals are: 1) to
develop all the molecular and cellular biology techniques necessary for the diagnosis, prognosis and monitoring of devel-
opmental tumour patients, and 2) to conduct research addressed to improving the diagnostic, prognostic and treatment
processes of such patients.

Research team

Coordinator Dr. Jaume Mora

Laboratory lead researchers Guillermo Chantada, M Inmaculada Hernandez, Mireia Camos,
Carmen de Torres, Cinzia Lavarino, Angel M. Carcaboso

Clinical lead researchers Ruben Berrueco, Albert Catala, Ofelia Cruz, Veronica Celis,
Andreu Parareda, Susana Rives, Héctor Salvador,
Montserrat Torrebadell, Andrés Morales

Post-doctoral researchers Carlos Rodriguez, Silvia Mateo, Marta Garcia, Sara Sanchez,
Sonia Paco
Pre-doctoral researchers Soledad Gémez, Roberta Malatesta, Nerea Vega, Carles Monterrubio,

Nagoré Gené, Guillem Pascual, Elisabeth Figuerola, Anna Alonso,
Maria Trabazo, Montse Meseguer, Sara Jaume

Laboratory and tumour bank technicians Eva Rodriguez, Isadora Lemos, Noelia Salvador, Mdénica Vila,
Camino Estella

Research lines

Preclinical pharmacology and drug release in solid tumours
Dr. Angel Montero-Carcaboso

Search for new pharmacological treatments in solid tumours (neuroblastoma, diffuse intrinsic pontine glioma/DIPG, Ew-
ing’s sarcoma, retinoblastoma). Study of the penetration of chemotherapeutic agents in preclinical models of solid tu-
mours. Development of preclinical disease models (neuroblastoma, DIPG, rhabdomyosarcoma, Ewing’s sarcoma, retino-
blastoma) from biobank samples. Development of new systems of chemotherapy release in solid tumours.

Translational research on neuroblastoma
Dr. Jaume Mora

Study of the origin of neuroblastoma and phenotypic and genotypic characterisation of the various cell populations
forming the neuroblastoma. Research on the existence of tumour stem cells or progenitor cells of neuroblastic tumours.
Advance in the molecular classification of the various clinical subtypes of neuroblastoma. Improvement of the treatment
of patients with high-risk neuroblastoma through the study of preclinical pharmacology.
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Translational research on central nervous system tumours
Dr. Ofelia Cruz and Dr. Andrés Morales

Development and evaluation of new treatment protocols. Definition of prognostic characteristics of the various paediatric
gliomas. Characterisation of molecular changes involved in childhood brain tumours (gliomas, DIPG, medulloblastomas,
ependymomas and others).

Leukaemia and non-malignant blood disorders
Dr. Mireia Camds

The main goal of this research line is to achieve a better knowledge of the etiopathogenesis and molecular bases of paedi-
atric blood disorders and to find ways to translate new diagnostic, prognostic and therapeutic tools for these disorders to
clinical practice. Research has been started on the role of the regulatory pathways of haematopoietic stem cells in infants
under the age of 12 months with acute leukaemia.

Translational research on Ewing’s sarcoma
Dr. Jaume Mora

Study of the origin of Ewing’s sarcoma and phenotypic and genotypic characterisation of the various clinical subtypes.
Research on the existence of tumoral stem cells or progenitor cells. Improvement of the treatment of patients with Ewing’s
sarcoma through the study of preclinical pharmacology.

Integral treatment of patients with retinoblastoma
Dr. Guillermo Chantada

Integral treatment of retinoblastoma patients, with special emphasis on treatment with intra-arterial chemotherapy (IAC).
Treatments with different protocols of systemic, induction or post-surgery chemotherapy according to histological criteria
of risk and treatment with chemotherapy. Medium- and long-term monitoring of patients with RTB background and es-
pecially of those treated with IAC.

Projects

¢ Translational research program in diffuse intrinsic pontine gliomas. Hospital Sant Joan de Déu - Esplugues HSJD. April
2014 - April 2017. PI: Angel Montero-Carcaboso.

e Genetic and epigenetic study of the regulatory molecular pathways of haematopoietic progenitor cells in paediatric
leukaemias with rearrangement of the MLL gene. Fundacion CRIS de Investigacion para Vencer el Cancer. March 2014
—March 2017. PI: Mireia Camos.

e Evaluation of the calcium-sensing receptor and PTHrP as new therapeutic targets in neuroblastoma. Analysis of the
expression and function of the GCM transcription factors in these developmental tumours. (CELLEX). Fundacié Privada
CELLEX. January 2014 — January 2014. PI: Carmen de Torres.

¢ Biological studies group for paediatric acute lymphoblastic leukaemia (LAL): harmonisation and standardisation of di-
agnosis and follow-up of minimal residual disease and promotion of cooperative research. Fundacién Sandra Ibarra de
Solidaridad Frente al Cancer. January 2014 — January 2014. PI: Mireia Camos.

* 2014SGR1398 Developmental tumours research group. Agaur - Agencia de Gestid d’Ajuts Universitaris i de Recerca.
January 2014 — December 2016. Pl: Jaume Mora.

¢ Translational research programme on diffuse intrinsic pontine. Contrato Miguel Servet |. Instituto de Salud Carlos lIl.
January 2014 - January 2019. PI: Angel Montero-Carcaboso.

¢ Translational research program in diffuse intrinsic pontine. Proyecto asociado a contrato Miguel Servet |. Instituto de
Salud Carlos IIl. January 2014 — December 2016. Pl: Angel Montero-Carcaboso.

e Search, validation and clinical translation of new therapeutic targets based on the study of genomics and integrative
proteomics in Ewing’s sarcoma. Asociacion Espafola Contra el Cancer. October 2013 — September 2018. Pl: Jaume
Mora.

e Study of molecular pathways regulating haematopoietic progenitor cells in paediatric leukaemias with rearrangement of
gene MLL. Hospital Sant Joan de Déu - Esplugues HSJD. March 2013 — February 2016. Pl: Mireia Camos.
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Preclinical study of the effectiveness of inhibitor TG101348 in ex vivo cells of acute lymphoblastic leukaemia: evaluation
of the disease in vivo in immunodeficient mice. Fundacién para la Investigacion Biomédica del Hospital Universitario la
Princesa (FIBHUP). February 2013 — February 2014. PIl: Mireia Camos.

Study of molecular pathways regulating haematopoietic progenitor cells in paediatric leukaemias with rearrangement of
gene MLL. Instituto de Salud Carlos Ill. January 2013 — December 2015. PI: Mireia Camos.

Molecular mechanisms involved in the development of paediatric leukaemias. Fundacion Cientifica de la Asociacion
Espafiola Contra el Cancer (AECC); Fundacion Instituto Mar de Investigaciones Médicas. September 2012 — August
2015. PI: Mireia Camos.

CHD5, PAFAH1B1 and NME1: Markers for prognosis and prediction of therapeutic response in neuroblastoma. Chemore-
sistance mechanisms. Hospital Sant Joan de Déu - Esplugues HSJD. April 2012 — March 2015. PI: Cinzia Lavarino.

CHD5, PAFAH1B1 and NME1: Markers for prognosis and prediction of therapeutic response in neuroblastoma. Chemore-
sistance mechanisms. Instituto de Salud Carlos lIl (ISCIIl). January 2012 — December 2015. PI: Cinzia Lavarino.

Limited distribution of drugs in tumoral microenvironment as the cause of chemoresistance in neuroblastoma. Fun-
dacion Banco Bilbao Vizcaya Argentaria. January 2012 — December 2015. Pl: Angel Montero-Carcaboso.

Limited distribution of drugs in tumoral microenvironment as the cause of chemoresistance in neuroblastoma. Call for
proposals: National R&D&I Programme, Fundamental Research Projects Subprogramme 2011; Category A: Young
Researcher. Ministerio de Ciencia e Innovacion. January 2012 — December 2015. Pl: Angel Montero-Carcaboso.

Neuroblastoma NEN. Associacié de familiars i amics de pacients amb neuroblastoma. January 2012-. PI: Cinzia Lava-
rino.

Research on Ewing’s sarcoma - Asociacion Pablo Ugarte. Asociacion Pablo Ugarte. May 2011-. Pl: Jaume Mora.

Neuroblastoma Chemo. Chemotherapy of neuroblastoma. Marie Curie Fellowship PIRG08-GA-2010-276998 Europe-
an Commission. March 2011 — March 2015. PI: Angel Montero-Carcaboso.

Evaluation of the calcium-sensing receptor as a new tumour-suppressing gene and therapeutic target in neuroblasto-
ma. Fundaci¢ Privada CELLEX. January 2011 — April 2014. PI: Carmen de Torres.

Preclinical and translational pharmacology in neuroblastoma. Call for proposals: Grants for oncology researchers 2010;
Category B: Return. Fundacion Cientifica de la Asociacion Espafiola Contra el Cancer (AECC). October 2010 — January
2014. PI: Jaume Mora.

Clinical trials

Open single-arm study to evaluate the long-term safety and efficacy of romiplostim in thrombocytopaenic paediatric
patients with immune thrombocytopaenic purpura (ITP). AMGEN. October 2014-. PI: Ruben Berrueco.

Open randomised active comparator-controlled clinical trial to evaluate the safety, efficacy, and pharmacokinetic and
pharmacodynamic properties of oral rivaroxaban during 30 days of treatment, in children with diverse manifestations of
venous thrombosis. Bayer Pharma AG. September 2014-. PI: Ruben Berrueco.

Multi-centre randomised open active comparator-controlled clinical trial to evaluate the efficacy and safety of rivarox-
aban at a dose adjusted to the age and weight of children with acute venous thromboembolism. Bayer Pharma AG.
September 2014-. PI: Ruben Berrueco.

Multi-centre open single-arm two-part phase I/lIA study to determine the safety, tolerability and pharmacokinetics of
oral dabrafenib in children between the ages of 12 months and 18 years with advanced solid tumours and positive
BRAF V600 mutation. Glaxosmithkline. September 2014-. Pl: Jaume Mora.

Multi-centre open phase | study to evaluate the pharmacokinetics and safety of naloxegol in paediatric patients be-
tween the ages of 6 months and 18 years receiving treatment with opioids. Astrazéneca Farmacéutica Spain. As-
trazéneca (Gabinete de prensa). July 2014-. Pl: Jaume Mora.

Uncontrolled single-centre phase Il clinical trial of dinutuximab (CH 14.18) with the cytokines GM-SCF (granulocyte-mac-
rophage colony-stimulating factor) and IL-2 in patients with high-risk neuroblastoma who are not candidates for other
immunotherapy trials. Fundacié Privada per a la Recerca i la Docéncia Sant Joan de Déu. May 2014-. Pl: Jaume Mora.

Project for updating the study on congenital haemophilia in Spain (PUCHS). Retrospective non-interventionist mul-
ti-centre study of the prevalence of haemophilia in Spain. Novo Nordisk Pharma. May 2014-. PI: Teresa Toll.
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Multi-centre open phase | increasing-dose study of a single group, with monitoring of efficacy, to evaluate vemurafenib
(ro5185426) in children and adolescents with surgically incurable and unresectable melanoma in stage iiic or iv pre-
senting BRAF V600 mutations. F. Hoffmann- La Roche Ltd; Hospital Sant Joan de Déu - Esplugues HSJD; Quintiles.
February 2014-. PI: Ofelia Cruz.

Formation of a Spanish cohort of childhood cancer survivors: SPAIN-CCSS cohort. January 2014-. PI: Héctor Salvador.

Randomised open comparative combined phase 1/2 dose-finding study to evaluate the efficacy and safety of plerixa-
for together with standard regimes for mobilisation of haematopoietic stem cells in peripheral blood, and subsequent
harvest by apheresis, versus only standard regimes for mobilisation in paediatric patients between the ages of 2 and
18 years with solid tumours meeting requirements for autologous transplantations. January 2014-. Pl: Susana Rives.

Observational prospective study of the expression of ABCB1/P-glycoprotein as a factor for the biological stratification
of non-metastatic osteosarcoma of the extremities. Grupo Espanol de Investigacion en Sarcoma. January 2014-. Pl
Jaume Mora.

Phase Il study of ipilimumab in children and adolescents (from 12 to <18 years) with unresectable malignant melanoma
in stage Ill or stage IV, previously treated or untreated. Bristol-Myers Squibb International Corporation (BMSIC); Hospital
Sant Joan de Déu - Esplugues HSJD. November 2013-. PI: Ofelia Cruz.

Rare sarcomas register: A tool to help to evaluate the number of cases of each subtype and their therapeutic orientation
by the Spanish Research Group on Sarcomas (GEIS). Grupo Espafiol de Investigacién en Sarcoma. November 2013-.
Pl: Jaume Mora.

Prospective multi-centre phase Il trial with gemcitabine and rapamycin as second-line treatment of metastatic osteo-
sarcoma. GEIS 29. January 2013-. Pl: Jaume Mora.

Monoclonal chimeric recombinant CH 14.18 antibody. April 2013-. Pl: Jaume Mora.

Phase I/l study of sunitinib in young patients with advanced digestive stroma tumour. Cetir Centre Medic; Hospital Sant
Joan de Déu - Esplugues HSJD; Pfizer, S.L.U. April 2013-. PI: Ofelia Cruz.

Controlled randomised open multi-centre phase Il study to evaluate the safety and efficacy of oral LDE225 versus
temozolomide in recurrent medulloblastoma patients with activation of the Hh pathway. Hospital Sant Joan de Déu -
Esplugues HSJD; Novartis Farmacéutica. April 2013-. PI: Ofelia Cruz.

Multi-centre adaptive randomised open phase IB study of the pharmacokinetics and pharmacodynamics of oseltam-
ivir (Tamiflu®) in the treatment of influenza in immunocompromised patients between the ages of 0 and 18 years, with
confirmed influenza infection. F. Hoffmann- La Roche; Hospital Sant Joan de Déu - Esplugues HSJD. January 2013-.
Pl: Ruben Berrueco.

Active comparator-controlled randomised partly masked phase IV study to evaluate the pharmacokinetics and phar-
macodynamics, safety and tolerability of fosaprepitant in paediatric patients for the prevention of emetogenic chemo-
therapy-induced nausea and vomiting (CINV). Hospital Sant Joan de Déu - Esplugues HSJD; Merck, Sharp & Dohme
de Espana. October 2012-. PI: Jaume Mora.

Database of ADVATE (AHEAD) results in haemophilia A. SynteractHCR Benelux. July 2012-. PI: Teresa Toll.

Intergroup study for children and adolescents with non-Hodgkin’s B lymphoma or lymphoblastic B-cell leukaemia;
evaluation of effectiveness and safety of rituximab in high-risk patients. Hospital Sant Joan de Déu - Esplugues HSJD;
Sociedad Espanola de Hematologia y Oncologia Pediatricas. July 2012-. PI: Veronica Celis.

Randomised open comparative multi-centre phase Il study of bevacizumab treatment in paediatric patients with recent-
ly diagnosed supratentorial high-grade glioma. F. Hoffmann-La Roche. April 2012-. PI: Ofelia Cruz.

Multi-centre paediatric register of disease in essential thrombocythaemia (ET). Shire Pharmaceuticals Iberica. May
2011-. PI: Teresa Toll.

Prospective multi-centre uncontrolled phase |l clinical trial of intensive chemotherapy, surgery and radiotherapy in
tumours of the Ewing’s sarcoma family in children, adolescents and adults. Ministerio de Sanidad y Politica Social.
January 2010 - June 2015. PI: Jaume Mora.

Post-authorisation observational study of the safety of FEIBA (factor VIII anti-inhibitor coagulant complex). Uncontrolled
open non-interventionist observational cohort study of FEIBA in haemophilic patients with inhibitor. Estudio FEIBA.
January 2010-. PI: Teresa Toll.

First intergroup international study of classic Hodgkin’s lymphoma in children and adolescents. Euronet-PHL-C1 Jan-
uary 2009-. PI: Ofelia Cruz.

Observational post-authorisation study of Factor IX Grifols (high purity double inactivated human factor IX concentrate)
in prophylaxis or treatment of haemophilia B patients. October 2006-. PI: Teresa Toll.
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pathway as a common vulnerability in osteosarcoma. Proc Natl Acad Sci U S A 2014. 111: E5564-5573. IF: 9,809(Q1).

Schaiquevich P, Carcaboso AM, Buitrago E, Taich P, Opezzo J, Bramuglia G, Chantada GL. Ocular pharmacology of
topotecan and its activity in retinoblastoma. Retina 2014. 34: 1719-1727. IF: 3,177(Q1).

Shern JF, Chen L, Chmielecki J, Wei JS, Patidar R, Rosenberg M, Ambrogio L, Auclair D, Wang J, Song YK, Tolman C,
Hurd L, Liao H, Zhang S, Bogen D, Brohl AS, Sindiri S, Catchpoole D, Badgett T, Getz G, Mora J, Anderson JR, Skapek
SX, Barr FG, Meyerson M, Hawkins DS, Khan J. Comprehensive Genomic Analysis of Rhabdomyosarcoma Reveals
a Landscape of Alterations Affecting a Common Genetic Axis in Fusion-Positive and Fusion-Negative Tumors. Cancer
Discov. 2014. 4: 216-231. IF: 15,929(Q1).

Shih DJ, Northcott PA, Remke M, Korshunov A, Ramaswamy V, Kool M, Luu B, Yao Y, Wang X, Dubuc AM, Garzia L,
Peacock J, Mack SC, Wu X, Rolider A, Morrissy AS, Cavalli FM, Jones DT, Zitterbart K, Faria CC, Schuller U, Kren L,
Kumabe T, Tominaga T, Shin Ra Y, Garami M, Hauser P, Chan JA, Robinson S, Bognar L, Klekner A, Saad AG, Liau
LM, Albrecht S, Fontebasso A, Cinalli G, De Antonellis P, Zollo M, Cooper MK, Thompson RC, Bailey S, Lindsey JC, Di



o Rocco C, Massimi L, Michiels EM, Scherer SW, Phillips JJ, Gupta N, Fan X, Muraszko KM, Vibhakar R, Eberhart CG,
s Fouladi M, Lach B, Jung S, Wechsler-Reya RJ, Fevre-Montange M, Jouvet A, Jabado N, Pollack IF, Weiss WA, Lee JY,

7 < 4 Cho BK, Kim SK, Wang KC, Leonard JR, Rubin JB, de Torres C, Lavarino C, Mora J, Cho YJ, Tabori U, Olson JM, Gajjar
(4 EE A, Packer RJ, Rutkowski S, Pomeroy SL, French PJ, Kloosterhof NK, Kros JM, Van Meir EG, Clifford SC, Bourdeaut F,

Delattre O, Doz FF, Hawkins CE, Malkin D, Grajkowska WA, Perek-Polnik M, Bouffet E, Rutka JT, Pfister SM, Taylor MD.
Cytogenetic Prognostication Within Medulloblastoma Subgroups. J. Clin. Oncol. 2014. 32: 886-896. IF: 17,879(Q1).

e Sosnik A, Carcaboso AM. Nanomedicines in the future of pediatric therapy. Adv Drug Deliv Rev 2014. 73: 140-161.
IF: 12,707(Q1).

e Taich P, Ceciliano A, Buitrago E, Sampor C, Fandino A, Villasante F, Lucena E, Romero L, Chantada GL, Schaiquevich
P. Clinical pharmacokinetics of intra-arterial melphalan and topotecan combination in patients with retinoblastoma.
Ophthalmology 2014. 121: 889-897. IF: 6,170(Q1).

e Taylor KR, Mackay A, Truffaux N, Butterfield YS, Morozova O, Philippe C, Castel D, Grasso CS, Vinci M, Carvalho D,
Carcaboso AM, de Torres C, Cruz O, Mora J, Entz-Werle N, Ingram WJ, Monje M, Hargrave D, Bullock AN, Puget S,
Yip S, Jones C, Grill J. Recurrent activating ACVR1 mutations in diffuse intrinsic pontine glioma. Nature Genet. 2014.
46: 457-461. IF: 29,648(Q1).

e Yoshimi A, van den Heuvel-Eibrink MM, Baumann |, Schwarz S, Simonitsch-Klupp |, de Paepe P, Campr V, Birk Kern-
drup G, O’ Sullivan M, Devito R, Leguit R, Hernandez M, Dworzak M, de Moerloose B, Stary J, Hasle H, Smith OP,
Zecca M, Catala A, Schmugge M, Locatelli F, Fihrer M, Fischer A, Guderle A, Nollke P, Strahm B, Niemeyer CM. Com-
parison of horse and rabbit antithymocyte globulin in immunosuppressive therapy for refractory cytopenia of childhood.
Haematologica 2014. 99: 656-663. IF: 5,868(Q1).

Supervised theses

e Retrospective analysis of pediatric malignant bone sarcoma (OS and ES) managed at Hospital Sant Joan de Déu. Co-
hort study from 1994 to 2014. Universita degli studi di Ferrara, Facolta di Medicina e Chirurgia. Tesi di specializzazione.
Doctoranda: Caterina Radice. Director: Dr. Jaume Mora. December 2014.
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Adult-age disorders
originating in the foetal
period or in the early
years of life

Study of the biological bases of the consequences of anomalies, diseases and treatments in childhood. Specifically stud-
ied are the relation between growth retardation and endocrine-metabolic changes, the future consequences of prenatally
diagnosed anomalies and their prevention. Some of the members of the group, which is led by Dr. Ibafiez, belong to the
Centre for Biomedical Network Research on Diabetes and Associated Metabolic Disorders (CIBERDEM) financed by the
Carlos lll Health Institute.

1.

Early detection of risk groups:

Identification of new genetic and environmental factors predisposing the absence of post-natal weight and height re-
covery in children with low birth weight (LBW). Cohort of newborns.

Identification of new genetic and environmental factors predisposing quick recovery of weight and/or development of
overweight in the first 12 months of life. Candidate genes: TNF, MCR4, among others. Cohort of newborns.

Detection of early markers of cardiovascular risk and chronic inflammation in paediatric patients with LBW background
[adipokines: total adiponectin, high molecular weight (HMW) adiponectin, visfatin, osteocalcin, TNF, osteopontin, vaspin,
carotid artery diameter] and its relation to the development of total and visceral adiposity. Cohort of schoolchildren.
Determination of prevalence of insulin resistance and metabolic syndrome in paediatric patients with LBW. Cohort of
schoolchildren.

Determination of effects of growth hormone treatment on subcutaneous and visceral fat deposits in patients with LBW
without post-natal weight and height recovery. Cohort of schoolchildren.

. Early prevention of endocrine/metabolic alterations associated with quick and excessive post-natal weight recovery.

Adoption of environmental measures (basically alimentary measures) to avoid quick weight increase in the first 4 months
of life. This objective includes the comparison of the effects of breastfeeding to those of the two commercial isocaloric
formulas (standard and protein-enriched) on the post-natal growth pattern, body composition [measured by a dual-en-
ergy absorptiometry technique (DXA) and visceral fat (ultrasound scan and magnetic resonance)], insulin resistance
(homeostasis model assessment), and the markers of chronic inflammation and cardiovascular risk (adipokines).
Adoption of preventive therapeutic measures (by administration of insulin sensitizers [metformin] with or without an-
tiandrogens) aimed to prevent and/or modulate endocrine/metabolic changes associated with post-natal growth re-
covery, specifically including insulin resistance, excessive centrally-distributed visceral fat and other changes forming
the metabolic syndrome such as hypertension, and the changes of the lipid profile and chronic inflammation markers
in pre-puberal children with LBW without spontaneous recovery of weight and height treated with growth hormone.
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Research team

Coordinator Dra. Lourdes Ibanez

Researchers Thais Agut, Ana Alarcén, Asteria Albert, Liuis Amat, Israel Blasco, José M.2 Bogufia,
Cristina Boix, Miquel Borras, Sergi Cabré, Justo Callejo, Marta Camprubi,
Cristina Carrasco, Paula Casano, Montserrat Castafion, Marta Diaz, Rubén Diaz,
Silvia Ferrero, Alfredo Garcia-Alix, M.2 Dolores Gomez-Roig, Eduardo Gonzélez,
Margarita Ibafiez, Isabel Iglesias, Martin Iriondo, Montse Izquierdo,
Josep Jiménez-Chillarén, Lucas Krauel, Josep M.2 Lailla, Maria Jesus Leal,
Carles Lerin, Marina Llobert, Isabel Mir6, Julio Moreno, Marta Olivares, Miriam Pérez,
Pilar Poo, Jordi Prat, Marta Ramon, Silvia Ribd, Ana Riverola, Juan Rodd,
David Rodriguez, Joan Sabria, Cristina Salvador, Giorgia Sebastiani, Xavier Tarrado,
Anna Torres, Antonio Vela

Post-doctoral researchers  Laura Martinez , David Sanchez-Infantes, Silvia Velazquez

Pre-doctoral researcher Adriano Bonforti
Laboratory technicians Judith Cebria
Assistants Marta Arago, Beatriz de Novoa, Abel Lépez-Bermejo, Laura Bosch,

Maria Victoria Marcos, Edurne Mazarico

Research lines

Childhood diabetes
Dr. Josep Jiménez-Chillaron and Dr. Rubén Diaz

The "“foetal origin of adult disorders hypothesis” postulates that an adverse intrauterine environment may affect the growth
of the foetus by introducing permanent changes in gene expression in key cells and/or tissues. Such changes endure
after birth and may contribute to the development of chronic and complex disorders typical of adults such as Type 2 dia-
betes or obesity. Our laboratory’s goal is to achieve an understanding of the molecular mechanisms associating nutrition
during intrauterine development with the risk of chronic ilinesses as an adult, focusing especially on diabetes and obesity.

Physiological and pathological conditions in newborns and their consequences for subsequent development
Dr. Alfredo Garcia-Alix and Dr. Martin Iriondo

Genetic potential and foetal environment may have irreversible consequences for a person’s development and they may
be the origin of disorders in the adult. The study of factors that influence the various stages of life: periconceptional, intra-
uterine, perinatal and postnatal will allow advances to be made in our knowledge of the conditioning factors which may
interfere with correct development. Moreover, the follow-up of the nutritional and health-related interventions carried out
on babies up to their adolescence and adulthood will permit medical teams to develop better treatments and preventive
strategies.

Foetal medicine: foetal well-being markers
Dr. Maria Dolores Gomez-Roig

We consider it necessary to make a deeper study of the condition of the foetus precisely to be able to evaluate it at any
point in the course of gestation. We have methods allowing us to determine the foetus’s well-being but when these meth-
ods indicate that it may be in a risk situation, we lack precise diagnostic tests to quantify the foetal condition as would be
required to make a precise diagnosis and to suitably adapt the obstetric procedure to be followed.

Intrauterine growth restriction and postnatal changes
Dr. Lourdes Ibafiez Toda

Foetal growth restriction may have irreversible consequences. The study of the various stages between intrauterine life
and adolescence will allow advances to be made in the prevention of this disorder and in the treatment and prevention of
the complications which may be derived from it.



Projects

el e Improving the life of children with diabetes. Fundacion Banco Bilbao Vizcaya Argentaria. November 2014 — November
2015. PI: Ruben Diaz.

e Evaluation of cardiovascular risk in the first two years of life in children born large or small for their gestational age.
Fundacion Salud 2000. May 2014 — April 2017. PI: Lourdes lbafiez.

e Programme for intensification of research activity in the Spanish National Health System 2013. INT13/00095. Instituto
de Salud Carlos lll. February 2014 — February 2015. PI: Lourdes Ibafez.

e Early biomarkers of the safety and efficacy of nutritional support in extremely preterm infants (EPI). PI13/01562. Instituto
de Salud Carlos lll. January 2014 — December 2016. PI: Isabel Iglesias.

e Combined Maternal-Foetal and Neonatal Medicine Group, Hospital Clinic de Barcelona and Hospital Sant Joan de
Déu. Agaur - Agéncia de Gestié d’Ajuts Universitaris i de Recerca. SGR 2014. 2014SGR928. January 2014 — Decem-
ber 2016. PI: Maria Dolores Gomez-Roig.

e Effect of prenatal and perinatal changes on postnatal development. Disorders of foetal origin. Agaur — Agencia de
Gestiéd d’Ajuts Universitaris i de Recerca. SGR 2014. 2014SGR512. January 2014 — December 2016. PI: Lourdes
Ibanez.

e A multidisciplinary research programme for the development of new diagnostic approaches and intervention measures
to reduce prenatal brain damage using growth restriction as a model. CEREBRA Fetal Research Programme. PI: Edu-
ard Gratacos.

e Research personnel training, candidate: Luis Miguel Rio. Ministerio de Ciencia e Innovacion (MINECO). 2013 — 2017.
Pl: Carles Lerin.

¢ |[IRBETAINE-CIG Molecular mechanisms underlying the development of insulin resistance: role of betaine supplementa-
tion. European Commission. July 2013 — August 2015. PI: Carles Lerin.

e Ramon y Cajal researcher, Dr. Carles Lerin. Ministerio de Ciencia e Innovacion (MINECO). July 2013 — January 2016.
Pl: Carles Lerin.

¢ Unraveling Novel Molecular Mechanisms Underlying the Development of Insulin Resistance. European Foundation for
the Study of Diabetes. July 2013 — October 2014. PI: Carles Lerin.

e Neuroprotection and regeneration/repair by combined therapy (hypothermia + allopurinol) in an animal model of hy-
poxic-ischaemic brain damage. Sociedad Espanola de Neonatologia. April 2013 — March 2014. Pl: Marta Camprubi.

¢ Metabolic and biochemical effects of betaine on insulin sensitivity and physical exercise. Ministerio de Ciencia e Inno-
vacion (MINECO). January 2013 — January 2017. PI: Carles Lerin.

e Maternal-Child Health and Development Network (SAMID). Instituto de Salud Carlos Ill. Enero 2013 — December 2016.
Pl: Maria Dolores Gémez-Roig.

e Fire Squadron Grant 2012 — Newborns. Hospital Sant Joan de Déu Barcelona. May 2012 — April 2015. PI: Isabel Ig-
lesias.

e Neuropsychological rehabilitation after moderate and severe childhood TBI, a randomized study with parent-supported
intervention, children with robaotic intervention and control group. Fundacié La Maraté de TV3. February 2012 — Febru-
ary 2015. PI: M? Pilar Poo.

* Non-genomic inheritance of diabetes in a mouse model of neonatal overnutrition: potential role of epigenetic mecha-
nisms. Instituto de Salud Carlos Ill. January 2012 — January 2017. PI: Josep Jiménez-Chillaron.

e Genetic determinants of prenatal and postnatal growth: association with early markers of cardiovascular and metabolic
syndrome risk. Instituto de Salud Carlos Ill. January 2012 — December 2015. PI: Lourdes Ibafiez.

e Metabolic and biochemical effects of betaine on insulin sensitivity and physical exercise. Ministerio de Ciencia e Inno-
vacion. January 2012 — December 2015. PI: Carles Lerin.
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e Prognostic factors of brain injury in foetuses with early restricted intrauterine growth. Instituto de Salud Carlos Ill. Jan-
uary 2012 — December 2015. PI: Antonio Vela.

¢ Non-genomic inheritance of diabetes in a mouse model of neonatal overnutrition: potential role of epigenetic mecha-
nisms. Instituto de Salud Carlos lll. January 2012 — August 2015. PI: Josep Jiménez-Chillaron.



e Perinatal nutrition in males programmes lipogenic gene expression in their descendants through epigenetic mecha-
nisms. Ministerio de Ciencia e Innovacién. January 2012 — December 2015. PI: Josep Jiménez-Chillarén.

* Magnesium sulphate in continuous versus discontinuous regime in the framework of watchful waiting in severe pre-ec-
lampsia: randomised clinical trial. Ministerio de Sanidad y Politica Social. January 2012 — December 2015. PI: Joan Sabria.

e Evaluation of prenatal exposure to antidepressants and anxiolytics by their determination in alternative biological matri-
ces. Instituto de Salud Carlos lll. January 2012 — December 2015. PI: Maria Dolores Goémez-Roig.

e Miguel Servet Contracts. Instituto de Salud Carlos Ill. 2015 — 2015. PI: Josep Jiménez-Chillardn.

e Experimental study of the effect of fibre-rich diet administration on various diets. Sara Borrell Postdoctoral Training Con-
tracts. Instituto de Salud Carlos lll. Candidate: Sanchez-Infantes Sanchez, Carlos. 2011 —2014. PI: Lourdes Ibanez.

e Study to determine the suitability of preparing a practical clinical guide on hypoxic-ischaemic encephalopathy. Agencia
Informacid, Avaluacioé i Qualitat en Salut. December 2011-. PI: Alfredo Garcia-Alix.

¢ Influence of postnatal nutritional support on extreme premature methylome. Alter Farmacia, S.A.; Asociacion Espanola
de Pediatria. September 2011 — December 2014. PI: Isabel Iglesias.

¢ Rio Hortega Contract, candidate: Nuria Sanz. Instituto de Salud Carlos Ill. April 2011 —March 2014. PI: Lourdes Ibariez.

e Fund for scientific advance and innovation in children’s diabetes. Fundacié Caixa d’Estalvis i Pensions de Barcelona.
January 2011-2015. PI: Ruben Diaz.

e Low molecular weight heparin (LMWH) for prevention of complications derived from placental insufficiency in at-risk
patients without thrombophilia: randomised multi-centre study. Ministerio de Sanidad y Politica Social. January 2011 —
December 2015. PI: Maria Dolores Gémez-Roig.

e Intrauterine growth restriction and postnatal endocrine/metabolic changes. Instituto de Salud Carlos Ill. January 2011
— December 2014. PI: Lourdes Ibanez.

¢ Diagnostic and prognostic value of the heart function study on the perinatal result and its association with markers of
myocardiac cell injury and heart dysfunction in cord blood in intrauterine growth restriction foetuses. Instituto de Salud
Carlos lll. January 2010 — June 2014. PI: Josep M? Lailla.

e Group on experimental diabetes. Agencia de Gestié d’Ajuts Universitaris i de Recerca. 2009 — 2014. PI: Josep Jiménez-
Chillaron.

e Effect of prenatal and perinatal changes on postnatal development. Agencia de Gestid d’Ajuts Universitaris i de Recer-
ca. 2009 — 2014. PI: Lourdes Ibafez.

e Neonatal cerebral infarction: a multidisciplinary study of pathogenic factors, new diagnostic and prognostic indicators,
and impact on neurodevelopment and quality of life. Instituto de Salud Carlos Ill. October 2009 — January 2014. Pl
Alfredo Garcia-Alix.

¢ Diabetes special fund — CIDI (Fund for Scientific Advance and Innovation in Childhood Diabetes). Obra Social Sant Joan
de Déu. November 2008-. PI: Beatriz De Novoa.

e Foetal origin of adult diabetes: epigenetic change-mediated Beta-cell failure. Fundacion Salud 2000. July 2008 — De-
cember 2014. PI: Josep Jiménez-Chillarén.

e Multi-centre study on postnatal growth restriction in extreme preterm infants (<1500 gr) in Spanish Neonatal Intensive
Care Units. Follow-up to the age of 2 years. Bebe Due Espafa. January 2005 — December 2018. Pl: Martin Iriondo.

Clinical trials

e Treatment with recombinant growth hormone (fGH) in short patients born small-for-gestional-age (SGA) followed at
Hospital Sant Joan de Déu: Analysis of early predictors of good response useful in clinical practice - WI191603. Fun-
daci6 Privada per a la Recerca i la Docencia Sant Joan de Déu. November 2014-. Pl: Lourdes Ibanez.
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e |dentification of circulating microRNAs in short children born small for gestational age: Relationship with pre- and post-
natal growth and metabolic parameters. October 2014-. Pl: Abel Lépez-Bermejo. Investigator: Lourdes Ibafiez.

s Dy

S e Double-blind placebo-controlled randomised multi-centre study on two parallel groups to evaluate the efficacy and
safety of sildenafil IV in the treatment of neonates with persistent puimonary hypertension of the newborn (PPHN) or hy-
poxic respiratory insufficiency at risk of PPHN, with long-term follow-up to investigate the evolution of its development

15 12 and 24 months after completion of the treatment under study. Parexel Internacional. May 2014-. PI: Julio Moreno.
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Randomised, open, active-controlled, multinational, dose-escalation trial investigating safety, tolerability, pharmacoki-
netics and pharmacodynamics of a single dose of long-acting growth hormone (NNC0195-0092) compared with dai-
ly dosing of Norditropin® SimpleXx® in children with growth hormone deficiency. Novo Nordisk. January 2014-. PI:
Lourdes Ibanez.

Obesity. Sanofi-Aventis. January 2014 — December 2015. Pl: Marta Ramon-Krauel.

AEST0017-EXPERTKIDS Advantages of a bolus calculator in the control of preprandial and postprandial glycaemia
and in the flexibility of the meals of paediatric patients treated with multiple daily insulin injections. Roche Diagnostics.
November 2013-. PI: Marta Ramon-Krauel.

Cardiovascular Risk Markers in 6-yr-old Children Born Small for Gestational Age (SGA) and Postnatal Catch-up
Growth_Relationship with Weight and Length Gain, Abdominal Fat Distribution and Type of Feeding in the First Months
of Life. WI176617. Pfizer. April 2013-. PI: Lourdes lbafiez.

Prospective, open, randomised clinical trial with two groups of patients to evaluate the efficacy and safety of the com-
bination of ethinyl estradiol and levonorgestrel versus the combination of low doses pioglitazone, spironolactone and
metformin in adolescents with ovarian hyperandrogenism and hyperinsulinism: effects on ovulatory function, chronic
inflammation parameters, markers of cardiovascular risk and of development of Type 2 diabetes. Fundacié Privada per
a la Recerca i la Docéncia Sant Joan de Déu. January 2013-. Pl: Lourdes Ibafez.

Follow-up study until attainment of adult size in patients included in the phase Il Study with Omnitrope© on treatment
of Spanish children with growth hormone deficit. Sandoz Farmacéutica. October 2012-. Pl: Marta Ramon-Krauel.

GHLiquid-3676 (NNH-SOM-2012-01). NordiNet® International outcome study (I0S). Novo Nordisk Pharma. October
2012-. PI: Lourdes Ibafez.

Urogynaecologic dysfunctions in women with surgical genital prolapse. Impact of vaginal surgery on urinary stress
incontinence. May 2012-. PI: Lluis Amat.

Retrospective study on the influence of GH treatment onset age on height gain in children born SGA. GH-RAST Study.
Pfizer. May 2012-PI: Lourdes lbafiez.

Effects on markers of cardiovascular risk of addition of metformin to the treatment with growth hormone of prepuberal
patients with background of low birth weight for gestational age without postnatal height recovery. January 2012-. PI:
Paula Casano.

Descriptive, multi-centre, cross-sectional epidemiologic study of the reference values of IGF-1, IGFBP3 and ALS in a
healthy Spanish paediatric population, according to chronological age, sex and puberal stage, as per Protocol no. IPS-
INC-2011-01, in which their characteristics are defined. lpsen Pharma. October 2011-. PI: Ruben Diaz.

Benefits of strict glycaemic control on the prognosis of critically ill paediatric patients. Prospective randomised clinical
trial. Hospital Sant Joan de Déu Barcelona. September 2011-. PI: Lourdes lbafiez.

Epidemiologic study of the early diagnosis of invasive candidiasis in very low-weight preterm newborns. CANDI-NEO
Study. Astellas Pharma. June 2011-. Pl: Ana Alarcon.

Phase II, randomised, parallel-group, placebo-controlled, double-blind clinical trial to evaluate the safety and efficacy of
dietary supplementation with tryptophan in weight reduction and its neuropsychological effects on obese adolescents.
Ministerio de Sanidad y Politica Social. January 2011 — December 2014. Pl: Marta Ramon-Krauel.

Effects on markers of cardiovascular risk of addition of metformin to the treatment with growth hormone of prepuberal
patients with background of low birth weight for gestational age without postnatal height recovery. January 2010-. PI:
Paula Casano.

Resuscitation of extremely low-weight newborns by a comprehensive monitoring system: study of influence of the
fraction of inspired oxygen. January 2010-. PI: Marta Thio.

Pilot study of the effects of growth hormone on body adiposity and visceral fat in children with low birth weight for
gestational age. Pfizer. June 2009-2014. PI: Lourdes Ibanez.

European Increlex® [injectable mecasermin (rDNA derived)] Growth Forum database on growth restriction: Registry of
European patients to monitor the long-term efficacy and safety of Increlex. Eu-IGFD. February, 2009-. Pl: Rubén Diaz.

Endocrine metabolic effects and effects on visceral adiposity of metformin administration in low doses in prepuberal
children with low birth weight for gestational age, spontaneous postnatal weight and height recovery, and risk markers.
Instituto de Salud Carlos lll. January 2009 — January 2014. PI: Lourdes Ibafez.

International Cooperative Study on Growth. October 2007-. Pl: Rubén Diaz.

Genetics and Neuroendocrinology of Short Stature International Study. June 2007-. Pl: Rubén Diaz.
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(/ /< g e Agut T, Ledn M, Rebollo M, Muchart J, Arca G, Garcia-Alix A. Early identification of brain injury in infants with hypoxic
L] ischaemic encephalopathy at high risk for severe impairments: accuracy of MRI performed in the first days of life. BMC

Pediatr. 2014. 14: 177. IF: 1,918(Q2).

e Agut T, Muchart J, Delgadillo V, Garcia-Alix A. Rombencefalosinapsis, una rara alteracion del desarrollo del cerebelo de
facil diagnostico. An Pediatr (Barc) 2014. 81:€3-4. IF: 0,722(Q3).

e Bassols J, Moreno-Navarrete J, Carreras-Badosa G, Diaz M, Prats-Puig A, Palomer AM, de Zegher F, Ibafez L, Fer-
nandez-Real JM, Lopez-Bermejo A. Placental Sprouty 2 (SPRY2): Relation to Placental Growth and Maternal Metabolic
Status. Neonatology 2014. 106: 120-125. IF: 2,369(Q1).

e Bassols J, Prats-Puig A, Gispert-Salch M, Crehuet-Almirall M, Carreras-Badosa G, Diaz-Roldan F, Montesinos-Costa
M, de Zegher F, Ibafiez L, Lopez-Bermejo A. Increased serum IgG and IgA in overweight children relate to a less favour-
able metabolic phenotype. Pediatr Obes 2014. 9: 232-238. IF: 2,419(Q1).

e Beardsall K, Vanhaesebrouck S, Frystyk J, Ogilvy-Stuart AL, Vanhole C, van Weissenbruch M, Midgley P, Thio M,
Cornette L, Gill B, Ossuetta |, Iglesias |, Theyskens C, de Jong M, Ahluwalia JS, de Zegher F, Dunger DB. Relationship
between insulin-like growth factor | levels, early insulin treatment, and clinical outcomes of very low birth weight infants.
J Pediatr 2014. 164: 1038-1044. IF: 3,736(Q1).

e Caceres F, Castanon M, Lerena J, Cusi V, Badosa J, Morales L. Flujo mesentérico en un modelo experimental por
isquemia-reperfusion en ratas. An Pediatr (Barc) 2014. 80: 151-158. IF: 0,722(Q3).

e Court, Franck, Tayama, Chiharu, Romanelli, Valeria, Martin-Trujillo, Alex, Iglesias-Platas, Isabel, Okamura, Kohji, Sug-
ahara, Naoko, Simon, Carlos, Moore, Harry, Harness, Julie V., Keirstead, Hans, Sanchez-Mut, Jose Vicente, Kaneki,
Eisuke, Lapunzina, Pablo, Soejima, Hidenobu, Wake, Norio, Esteller, Manel, Ogata, Tsutomu, Hata, Kenichiro, Nak-
abayashi, Kazuhiko, Monk, David. Genome-wide parent-of-origin DNA methylation analysis reveals the intricacies of
human imprinting and suggests a germline methylation-independent mechanism of establishment. Genome Res. 2014.
24: 554-569. IF: 13,852(Q1).

e Dawson JA, Bastrenta P, Cavigioli F, Thio M, Ong T, Siew ML, Hooper SB, Davis PG. The precision and accuracy of
Nellcor and Masimo oximeters at low oxygen saturations (70%) in newborn lambs. Arch Dis Child Fetal Neonatal Ed
2014. 99: 278-281. IF: 3,861(Q1).

e De Diego R, Sabria J, Vela A, Rodriguez D, Gémez MD. Role of 3-dimensional power Doppler sonography in differen-
tiating pregnhant women with threatened preterm labor from those with an asymptomatic short cervix. J. Ultrasound
Med. 2014. 33: 673-679. IF: 1,532(Q2).

e de Zegher F, Pérez-Cruz M, Diaz M, Gémez-Roig MD, Lépez-Bermejo A, Ibafiez L. Less myostatin and more lean mass
in large-born infants from nondiabetic mothers. J Clin Endocrinol Metab 2014. 99: 2367-2371. IF: 6,310(Q1).

e Diaz M, Aragonés G, Sanchez-Infantes D, Bassols J, Pérez-Cruz M, de Zegher F, Lopez-Bermejo A, Ibafiez L. Mito-
chondrial DNA in Placenta: Associations with Fetal Growth and Superoxide Dismutase Activity. Horm Res Paediatr
2014. 82: 303-309. IF: 1,713(Q2).

e Elks CE, Heude B, de Zegher F, Barton SJ, Clément K, Inskip HM, Koudou Y, Cooper C, Dunger DB, Ibafiez L, Charles
MA, Ong KK. Associations between genetic obesity susceptibility and early postnatal fat and lean mass: an individual
participant meta-analysis. JAMA Pediatr 2014. 168: 1122-1130. IF: 0(Q4).

e Garcia-Aparicio L, Blazquez-Gémez E, Martin O, Manzanares A, Garcia-Smith N, Bejarano M, Rodo J, Ribé JM. Ander-
son-hynes pyeloplasty in patients less than 12 months old. Is the laparoscopic approach safe and feasible?. J Endourol
2014. 28: 906-908. IF: 2,095(Q2).

e Garcia-Mufioz Rodrigo F, Garcia-Alix Pérez A, Figueras Aloy J. Morbimortalidad en recién nacidos al limite de la viabili-
dad en Espafa: estudio de base poblacional. An Pediatr (Barc) 2014. 80: 348-356. IF: 0,722(Q3).

e Garcia-Mufioz Rodrigo F, Garcia-Alix Pérez A, Figueras Aloy J, Saavedra Santana P. Nuevas curvas poblacionales de cre-
cimiento en recién nacidos extremadamente prematuros espanoles. An Pediatr (Barc) 2014. 81: 107-114. IF: 0,722(QQ).
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e Guitart M, Osorio-Conles O, Pentinat T, Cebria J, Garcia-Villoria J, Sala D, Sebastian D, Zorzano A, Ribes A, Jimén-
ez-Chillaron JC, Garcia-Martinez C, Gdmez-Foix AM. Fatty acid transport protein 1 (FATP1) localizes in mitochondria
in mouse skeletal muscle and regulates lipid and ketone body disposal. PLoS One 2014. 9: €98109. IF: 3,534(Q1).

s Dy

e Hartung JC, Dold SK, Thio M, Tepas A, Schmalisch G, Roehr CC. Time to adjust to changes in ventilation settings
varies significantly between different T-piece resuscitators, self-inflating bags, and manometer equipped self-inflating
bags. Am. J. Perinatol. 2014. 31: 505-512. IF: 1,597(Q2).
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Ibafez L, Ong KK, Lépez-Bermejo A, Dunger DB, de Zegher F. Hyperinsulinaemic androgen excess in adolescent girls.
Nat Rev Endocrinol 2014. 10:499-508. IF: 12,958(Q1).

Iglesias-Platas |, Martin-Trujillo A, Petazzi P, Guillaumet-Adkins A, Esteller M, Monk D. Altered expression of the imprint-
ed transcription factor PLAGL1 deregulates a network of genes in the human IUGR placenta. Hum Mol Genet 2014.
23: 6275-6285. IF: 6,677(Q1).

Martinez D, Pentinat T, Rib6 S, Daviaud C, Bloks VW, Cebria J, Villalmanzo N, Kalko SG, Ramdn-Krauel M, Diaz R,
Plosch T, Tost J, Jiménez-Chillarén JC. In utero undernutrition in male mice programs liver lipid metabolism in the
second-generation offspring involving altered Lxra DNA methylation. Cell Metab 2014. 19: 941-951. IF: 16,747(Q1).

Martinez-Biarge M, Blanco D, Garcia-Alix A, Salas S. Seguimiento de los recién nacidos con encefalopatia hipdxico-is-
quémica. An Pediatr (Barc) 2014. 81: e1-14. IF: 0,722(Q3).

Mazarico E, Gémez-Roig MD, Minano J, Cortes L, Gonzalez-Bosquet E. Relationship of human papilloma virus mul-
tiple genotype infection with patient’s age and type of cervical lesion. Eur J Gynaecol Oncol 2014. 35: 378-381. IF:
0,602(Q4).

Pérez Martinez E, Camprubi Camprubi M, Ramos Cebrian M, Antén Lopez J, Apodaca Saracho A, Lopez Ramos MG,
Garcia-Alix A. Treatment with bisphosphonates in severe hypercalcemia due to subcutaneous fat necrosis in an infant
with hypoxic-ischemic encephalopathy. J Perinatol 2014. 34: 492-493. |F: 2,347(Q1).

Pertierra-Cortada A, Ramon-Krauel M, Iriondo-Sanz M, Iglesias-Platas I. Instability of Glucose Values in Very Preterm
Babies at Term Postmenstrual Age. J Pediatr 2014. 165: 1146-1153. IF: 3,736(Q1).

Prat J, Albert A, Tarrado X, Krauel L, Cruz R, Moreno-Alvarez O, Fuste V, Castafién M. Airway and vascular maturation
stimulated by tracheal occlusion do not correlate in the rabbit model of diaphragmatic hernia. Pediatr Res 2014. 75:
487-492. IF: 2,840(Q1).

Prats-Puig A, Osiniri |, Soriano-Rodriguez P, Carreras-Badosa G, Bufuel-Alvarez JC, Vila-Pablos C, de Zegher F, Ibafez
L, Bassols J, Lépez-Bermejo A. Undercarboxylated osteocalcin relates to cardiovascular risk markers in offspring of
families with metabolic syndrome. Atherosclerosis 2014. 233: 272-277. IF: 3,971(Q1).

Prats-Puig A, Soriano-Rodriguez P, Carreras-Badosa G, Riera-Pérez E, Ros-Miquel M, Gomila-Borja A, de Zegher F,
lbafiez L, Bassols J, Lépez-Bermejo A. Balanced duo of anti-inflammatory SFRP5 and proinflammatory WNT5A in
children. Pediatr Res 2014. 75: 793-797. IF: 2,840(Q1).

Riachy E, Krauel L, Rich BS, McEvoy MP, Honeyman JN, Boulad F, Wolden SL, Herr HW, La Quaglia MP. Risk factors
and predictors of severity score and complications of pediatric hemorrhagic cystitis. J. Urol. 2014. 191: 186-192. IF:
3,753(Q1).

Richard AJ, Burris TP, Sanchez-Infantes D, Wang Y, Ribnicky DM, Stephens JM. Artemisia extracts activate PPAR?,
promote adipogenesis, and enhance insulin sensitivity in adipose tissue of obese mice. Nutrition 2014. 30: S31-6. IF:
3,046(Q2).

Roehr CC, Schmdlzer GM, Thio M, Dawson JA, Dold SK, Schmalisch G, Davis PG. How ABBA may help improve
neonatal resuscitation training: Auditory prompts to enable coordination of manual inflations and chest compressions.
J. Paediatr. Child Health 2014. 50: 444-448. IF: 1,193(QQ3).

Romanelli V, Nakabayashi K, Vizoso M, Moran S, Iglesias-Platas |, Sugahara N, Simén C, Hata K, Esteller M, Court
F, Monk D. Variable maternal methylation overlapping the nc886/vtRNA2-1 locus is locked between hypermethylated
repeats and is frequently altered in cancer. Epigenetics 2014. 9: 783-790. IF: 5,108(Q1).

Sanchez-Infantes D, White UA, Elks CM, Morrison RF, Gimble JM, Considine RV, Ferrante AW, Ravussin E, Stephens
JM. Oncostatin m is produced in adipose tissue and is regulated in conditions of obesity and type 2 diabetes. J Clin
Endocrinol Metab 2014. 99: 217-225. IF: 6,310(Q1).

Sanz N, Diaz M, Lopez-Bermejo A, Sierra C, Fernandez A, de Zegher F, Ibafiez L. Newborns with lower levels of circu-
lating polyunsaturated fatty acids (PUFA) are abdominally more adipose. Pediatr Obes 2014. 9: 68-72. IF: 2,419(Q1).

Thio M, Dawson JA, Moss TJ, Galinsky R, Rafferty A, Hooper SB, Davis PG. Self-inflating bags versus T-piece resus-
citator to deliver sustained inflations in a preterm lamb model. Arch Dis Child Fetal Neonatal Ed 2014. 99: 274-277. IF:
3,861(Q1).

Thio M, van Kempen L, Rafferty AR, Bhatia R, Dawson JA, Davis PG. Neonatal resuscitation in resource-limited set-
tings: titrating oxygen delivery without an oxygen blender. J Pediatr 2014. 165: 256-270. IF: 3,736(Q1).

Tort F, Ferrer-Cortes X, Thid M, Navarro-Sastre A, Matalonga L, Quintana E, Bujan N, Arias A, Garcia-Villoria J, Acqua-
viva C, Vianey-Saban C, Artuch R, Garcia-Cazorla A, Briones P, Ribes A. Mutations in the lipoyltransferase LIPT1 gene
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cause a fatal disease associated with a specific lipoylation defect of the 2-ketoacid dehydrogenase complexes. Hum
Mol Genet 2014. 23: 1907-1915. IF: 6,677(Q1).

e Van Zanten HA, Tan RN, Thio M, de Man-van Ginkel JM, van Zwet EW, Lopriore E, Te Pas AB. The risk for hyperoxae-
mia after apnoea, bradycardia and hypoxaemia in preterm infants. Arch Dis Child Fetal Neonatal Ed 2014. 99: 269-273.
IF: 3,861(Q1).

e Verlohren S, Herraiz |, Lapaire O, Schlembach D, Zeisler H, Calda P, Sabria J, Markfeld-Erol F, Galindo A, Schoofs K,
Denk B, Stepan H. New Gestational Phase-Specific Cutoff Values for the Use of the Soluble fms-Like Tyrosine Kinase-1/
Placental Growth Factor Ratio as a Diagnostic Test for Preeclampsia. Hypertension 2014. 63: 346-352. IF: 7,632(Q1).

e Wilson EV, O’Shea JE, Thio M, Dawson JA, Boland R, Davis PG. A comparison of different mask holds for positive
pressure ventilation in a neonatal manikin. Arch Dis Child Fetal Neonatal Ed 2014. 99: 169-171. IF: 3,861(Q1).

Supervised theses

e Diagnostic value of vascular indices studied with three-dimensional power Doppler and analysed with the VOCAL
programme, in foetuses with intrauterine growth restriction. Universitat de Barcelona. Thesis presented: 17/12/2014.
Doctoral candidate: Anna Torres Soto. Directors: Maria Dolores Gémez-Roig, Antonio Vela.

e Determination of the use of cervical ultrasound scans with three-dimensional power Doppler (VOCAL system) in the
prediction of the behaviour of pregnant women with risk of early delivery. Universitat de Barcelona. Thesis presented:
27/10/2014. Doctoral candidate: Raul De Diego Burillo. Director: Maria Dolores Gémez-Roig.

Networks

* CIBERDEM: Centre for Biomedical Network Research on Diabetes and Associated Metabolic Disorders. Pl: Lourdes
lbafiez.

¢ Maternal-Child Health and Development Network (SAMID). Carlos Ill Health Institute. 2009-2013. PI: Josep M. Lalilla.
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Infectious diseases
and systemic inflammatory
response in paediatrics

The research group on infectious diseases is oriented towards the study of the clinical, molecular and epidemiologic as-
pects of the main paediatric infectious diseases, including vaccine-preventable diseases (such as pneumococcal disease
or papillomavirus infection) and vertically transmitted infections (such as HIV-1 or hepatitis C). The group also focuses on
the early diagnosis and identification of infectious diseases by molecular methods. The multidisciplinary character of the
group’s members favours the comprehensive study of our patients’ infections.

Research team

Coordinator Claudia Fortuny, Carmen Mufioz-Almagro

Jordi Antén

LLaia Alsina, Eva del Amo, Rosa Bou, Pedro Brotons, Joan Calzada, Cristina Esteva,
Mariona Fernandez de Sevilla, Victoria Fumado, Juan José Garcia-Garcia, Eva Gargallo,
Amadeu Gené, Susanna Hernandez, Estibaliz Iglesias, lolanda Jordan, Teresa Juncosa,
Cristian Launes, M? Anunciacion Martin, Antoni Noguera, Monica Piquer, Ana Maria Plaza,
Silvia Ricart, Judith Sanchez, Palmira Santin, Laura Selva, Viceng Torrente, Mireya Urrea,
Asuncion Vicente, Hector de Paz, Olga Domingez, Anna Esteve, Maria Teresa Giner,
Rosa Jiménez, Jaime Lozano

Line coordinator

Researchers

Research assistant  Irene Latorre

Assistant Carlos Cisneros

Research lines

Molecular epidemiological surveillance of vaccine-preventable diseases
Dr. Carmen Mufioz Almagro

Human beings’ first contact with many microorganisms takes place in childhood, when the child has not been infected
or has not developed disease. Vaccination early in life has proven to be an effective instrument in combating infectious
diseases. To evaluate the best vaccination strategies in a specific population, a good molecular characterisation of the
microorganisms in circulation in the respective community is fundamental, since microorganisms diversify genetically to
adapt themselves in the best possible way to a specific environment. The most active research line of our group at present
is the molecular epidemiological surveillance of pneumococcal disease. Since the late 1980s, we have been studying
the evolution of the pneumococcus serotypes and clones producing invasive disease in our population, and since 2008
the surveillance of the child population of Sierra Leone has been added to our study, applying innovate diagnostic and
capsular typing technigues based on molecular methods.

HIV
Dr. Claudia Fortuny

Study of the factors associated with vertically transmitted infections, with special emphasis on HIV infection: long-term
follow-up of healthy patients exposed to HIV and to antiretroviral drugs to determine whether exposure to these drugs
during the gestational and neonatal periods affects neurologic or weight-height development in any way, whether they are
associated with carcinogenesis and whether they are a risk factor for other disorders.
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Systemic inflammatory response in the paediatric age
Dr. Jordi Antén

Research on the immune mechanisms in the following groups of disorders: congenital immunodeficiencies, secondary
immunodeficiencies, autoimmune diseases and allergic disorders. Specifically, studies on the inflammatory response in
severe invasive pneumococcal disease, an analysis of phenotypes and genotypes of variable common immunodeficiency,
and an analysis of the signalling pathways of the Toll-like receptors in hereditary and non-hereditary inflammatory diseases
have been started.

Projects

Development of new genetic diagnosis techniques involving high-performance sequencers and their applicability to the
diagnosis of osteogenesis imperfecta. Sociedad Espanola de Reumatologia Pediétrica. December 2014-December
2016. PI: Rosa Bou.

Evaluation of somatic mosaicism in the NOD2 gene in seronegative juvenile idiopathic arthritis. Sociedad Espafola de
Reumatologia Pediatrica. December 2014-December 2016. PI: Estibaliz Iglesias.

Utility of 256-channel multi-slice computed tomography to evaluate cardiac involvement in Kawasaki disease. Socie-
dad Espanola de Reumatologia Pediatrica. December 2014-December 2016. Pl: Joan Calzada.

Analysis of autoinflammatory mechanisms mediated by the NF-kB pathway and the inflammasome/caspase-1/IL-1
axis in juvenile idiopathic arthritis with negative antinuclear antibodies. Societat Catalana de Reumatologia. June 2014
—June 2016. PI: Estibaliz Iglesias.

Study of the primary and secondary defects of the IL12-IFNg-TNFa pathway with susceptibility to intracellular microor-
ganism infection. Hospital Sant Joan de Déu Barcelona. March 2014 — February 2017. PI: Laia Alsina.

Analysis of autoinflammatory mechanisms mediated by the NF-kB pathway and the inflammasome/caspase-1/IL-1
axis in juvenile idiopathic arthritis with negative antinuclear antibodies. 2nd Honourable mention. Beca Mutual Medica.
January 2014 — December 2015. PI: Estibaliz Iglesias.

Analysis of autoinfammatory mechanisms mediated by the NF-kB pathway and the inflammasome/caspase-1/IL-1
axis in juvenile idiopathic arthritis with negative antinuclear antibodies. Sociedad Espafiola de Reumatologia. January
2014 — December 2015. PI: Estibaliz Iglesias.

Defects in innate immunity and coinfection with respiratory virus: the perfect storm for developing invasive pneumo-
coccal disease in children? Instituto de Salud Carlos lll. PI13/01729. January 2014 — December 2016. Pl: Carmen
Mufoz-Almagro.

Study of autoinflammatory disease genes in patients with JIA. Obra Social Sant Joan de Déu. January 2014 — Decem-
ber 2014. PI: Jordi Anton.

Longitudinal study of mitochondrial DNA mutations in children exposed to HIV (infected and non-infected) and to an-
tiretroviral drugs. Instituto de Salud Carlos Ill. PI13/01738. January 2014 — December 2016. PI: Claudia Fortuny.

Study group on immune dysfunction diseases in paediatrics (GEMDIP) 2014SGR1531. Agaur - Agéncia de Gestiod
d’Ajuts Universitaris i de Recerca. January 2014 — December 2016. PI: Jordi Anton.

Consolidated group on infectious diseases in the paediatric age. Consolidated research group on infectious diseases
in the paediatric age. 2014SGR505. Agaur - Agéencia de Gestid d’Ajuts Universitaris i de Recerca. January 2014 — De-
cember 2016. Pl: Carmen Mufioz-Almagro.

Identification of prognostic factors in muscle biopsy for the diagnosis of patients with juvenile dermatomyositis. Socie-
dad Espanola de Reumatologia. January 2014 — December 2015. PI: Estibaliz Iglesias.

Validation of the single daily dose of isoniazid at 10 mg/kg weight in newborns under the age of 3 months. Instituto de
Salud Carlos lIl. PICI14/00228. January 2014 — December 2016. Pl: Antoni Noguera.

RESPOC. Fast, cost-effective, user-friendly point of care (POC) instrument for detection of respiratory pathogens,
including Streptococcus pneumoniae. European Commission. December 2013 — May 2016. Pl: Carmen Mufioz-Al-
magro.

Molecular diagnosis of food allergy to shellfish in the paediatric population. Sociedad Espafiola de Inmunologia Clinica,
Alergia y Asma Pediatrica. November 2013 — November 2015. PI: Olga Dominguez.



e |dentification of prognostic factors in muscular biopsy in the diagnosis of patients with juvenile dermatomyositis. Soci-
etat Catalana de Reumatologia. June 2013 — June 2015. PI: Estibaliz Iglesias.

e Study of the primary and secondary defects of the IL-12/IFN-gamma/TNF-alpha pathway with susceptibility to infection
by intracellular micro-organisms. Instituto de Salud Carlos Ill (ISCIII). PI12/01990. January 2013 — December 2015. PI:
Laia Alsina.

e Validation of the Minimally Invasive Autopsy (MIA) tool for cause of death investigation in developing countries. Bill &
Melinda Gates Foundation. December 2012 — December 2015. PI: Carmen Mufioz-Almagro.

* SHARE-Single HUB ang Access Point for Paediatric Rheumatology in Europe (SHARE). European Commission. Sep-
tember 2012 — August 2015. PI: Jordi Anton.

¢ Incidence of somatic mutations of the NLRP3 gene in patients with clinical diagnosis compatible with Cryopyrin-asso-
ciated periodic syndromes. Societat Catalana de Reumatologia. June 2012 — May 2014. PI: Jordi Antén.

e Support technician at the Sequencing Unit. Instituto de Salud Carlos Ill (ISCIll). CA11/00447. Beneficiary: Cristina Es-
teva. April 2012 — April 2015. PI: Carmen Munoz-Almagro.

e Use of dried-blood spot (DBS) samples for detection and molecular surveillance of Streptococcus pneumoniae in devel-
oping countries. Hospital Sant Joan de Déu - Esplugues HSJD. April 2012 — March 2015. PI: Carmen Mufoz-Almagro.

e Correlation between the clinical and immunologic phenotypes of paediatric patients with common variable immunode-
ficiency. Sociedad Espafola de Inmunologia Clinica, Alergia y Asma Pediatrica. January 2012 — December 2014. Pl
Monica Piquer.

e Effectiveness of 13-valent pneumococcal conjugate vaccine in the prevention of invasive pneumococcal disease in
children. A matched case-control study. Instituto de Salud Carlos Ill (ISCIH). PI11/02081. January 2012 — December
2015. PI: Juan José Garcia-Garcia.

e Predoctoral training grants in health research. Beneficiary: Eva del Amo. Instituto de Salud Carlos lIl (ISCIII). FI11/00720.
September 2011 — September 2015. Pl: Carmen Mufoz-Almagro.

¢ Impact of the administration of systemic glucocorticoids on the inflammatory response and clinical evolution of patients
with moderate-severe bronchiolitis. EC10-176. Ministerio de Sanidad y Politica Social. January 2011 — June 2014. PI:
lolanda Jordan.

e Reference laboratory for molecular epidemiologic monitoring of meningococcal disease, invasive pneumococcal dis-
ease and pertussis. Agéncia de Salut Publica de Catalunya. January 2011 — December 2015. Pl: Carmen Mufoz-Al-
magro.

e Intensification for healthcare activity. Fundacion Godia. Pl: Carmen Mufioz-Almagro.

Clinical trials

e 3-SPECIFIC 4 patients: Paediatric efficacy and safety study with canakinumab as first-line treatment. Open study on
the efficacy and safety of dose reduction or dose interval lengthening of canakinumab (ACZ885) in patients with sys-
temic juvenile idiopathic arthritis (SJIA). November 2014-. Pl: Rosa Bou.

e Open trial registering subjects aged 6 to 18 years with pain requiring treatment with extended-release opioid, to eval-
uate the safety and efficacy of tapentadol ER versus morphine ER, followed by an open extension. November 2014-.
Pl: S Navarro Vilarrubi.

e Prospective, multi-centre, single-arm study to evaluate the efficacy, safety and pharmacokinetics of denosumab in
children with osteogenesis imperfecta. October 2014-. Pl: Rosa Bou.

e Retrospective study of food-allergic patients (milk and/or eggs and/or vegetables) treated with omalizumab as sole
treatment or associated with oral immunotherapy based on a multi-centre register (OmaBase). August 2014-.Pl: Ana
M2 Plaza.
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Long-term extension study to evaluate the safety and efficacy of tocilizumab administered subcutaneously to patients
c with polyarticular juvenile idiopathic arthritis and systemic juvenile idiopathic arthritis. June 2014-. Pl: Rosa Bou Torrent.

e Randomised, double-blind, placebo-controlled study of canakinumab in patients with hereditary periodic fevers
(TRAPS, HIDS or FMFrc) with randomised withdrawal/frequency reduction of the dose and subsequent long-term open

o treatment phase. Novartis Farmacéutica. May 2014-. PI: Jordi Anton.



e Tolerance to 2 highly hydrolysed children’s milk formulas based on rice proteins and casein in children with allergy to
cow’s milk proteins. Biosearch. May 2014-. Pl: Ana M? Plaza.

¢ Validation of the daily single dose of isoniazid at 10 mg/kg of weight in newborns aged under 3 months. April 2014-.
Pl: Antoni Noguera.

e Spanish Register of Uveitis Associated with Juvenile Idiopathic Arthritis. Sociedad Espafola de Reumatologia. April
2014-. PI: Jordi Antén.

e CEntroS Project for Early Assistance for Respiratory Allergy (CESAR Project). Stallergenes Ibérica. March 2014-. Pl
Ana M.2 Plaza.

e Continued access to darunavir/ritonavir (DRV/rtv) for children aged 3 years or more and adolescents infected by HIV-1.
March 2014-. PI: Claudia Fortuny.

e Phase 2/3, multi-centre, open, multi-cohort, two-part study to evaluate the pharmacokinetics, safety and antiviral activi-
ty of elvitegravir (EVG) administered with a base regime (BR) containing a protease inhibitor reinforced with ritonavir (IP/r)
in paediatric subjects infected by HIV-1, previously treated with antiretrovirals. Gilead Sciences; Hospital Sant Joan de
Déu Barcelona. February 2014-. PI: Claudia Fortuny.

¢ Tigencycline Evaluation Surveillance Trial. Pfizer. January 2014-. Pl: Amadeu Gené.

e Double-blind randomised multi-centre comparative clinical trial to evaluate the effectiveness, safety and pharmacoki-
netics of daptomycin in comparison to the active reference treatment in paediatric patients with acute haematogenous
osteomyelitis caused by gram-positive organisms. December 2013 -. PI: Juan José Garcia-Garcia.

¢ Phase lll, randomised, double-blind, placebo-controlled study to determine the efficacy, safety and tolerability of lebriki-
zumab in adolescent patients with uncontrolled asthma treated with inhaled corticosteroids and a second control drug.
F. Hoffmann- La Roche; Hospital Sant Joan de Déu Barcelona. November 2013-. Pl: Ana M? Plaza.

¢ Multi-centre long-term follow-up study of HLH patients who have been treated with NI-0501, an anti-interferon gamma
monoclonal antibody. Novimmune. November 2013-. PI: Laia Alsina.

e Phase lll, multi-centre, open clinical trial to evaluate the pharmacokinetics, efficacy and safety of abatacept adminis-
tered subcutaneously (s.c.) in children and adolescents with polyarticular juvenile idiopathic arthritis and inadequate
response (IR) to biological or non-biological disease-modifying antirheumatic drugs (DMARDs). Bristol-Myers Squibb
International Corporation (BMSIC); Hospital Sant Joan de Déu — Esplugues HSJD. September 2013-. PI: Jordi Antén.

e Multi-centre, randomised, placebo-controlled, double-blind study on parallel groups to evaluate the safety, efficacy
and pharmacokinetics of belimumab, an anti-BLyS human monoclonal antibody, plus standard therapy, in paediatric
patients with systemic lupus erythematosus (SLE). Glaxosmithkline. September 2013-. PI: Jordi Antén.

e Phase Ib, multi-centre, open study to investigate the pharmacokinetics, pharmacodynamics and safety of tocilizumab
after subcutaneous administration to patients with polyarticular juvenile idiopathic arthritis. Roche Farma. July 2013-.
Pl: Jordi Anton.

e Phase 1/2, two-stage, open study on a single group to determine the safety, pharmacokinetics and efficacy of telaprevir in
combination with peginterferon alfa-2b and ribavirin in paediatric subjects aged 3 to 17 years infected by genotype 1 hepatitis
C virus. Hospital Sant Joan de Déu Barcelona; Vertex Pharmaceuticals Incorporated. June 2013-. Pl: Claudia Fortuny.

e Comparative evaluation of the safety and efficacy of daptomycin versus standard treatment in paediatric patients aged
2 to 17 years with bacteraemia caused by Staphylococcus aureus. PharmaNet GmbH. May 2013-. PI: Antoni Noguera.

e Multi-centre, single-arm, open pilot study to explore the safety, tolerability, pharmacokinetics and efficacy of multiple
intravenous administrations of NI-0501, an anti-interferon gamma monoclonal antibody (anti-IFN), in paediatric patients
with reactivated primary haemophagocytic lymphohistiocytosis. Novimmune. April 2013-. PI: Laia Alsina.

e PASS Protocol IG1004 post-authorisation safety study with Flebogamma DIF 100 mg/ml and Flebogamma DIF 50 mg/
ml. Instituto Grifols. March 2013-. PI: Laia Alsina.

e Phase Il contact follow-up trial comparing the diagnostic functioning of C-Tb versus QuantiFERON®-TB Gold In-Tube,
in combination with a randomised double-blind safety analysis in different parts of the body with C-Tb versus 2 TU of
Tuberculin PPD RT23SSI (PPD). Statens Serum Institute. February 2013-. Pl: Antoni Noguera.
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o e Multi-centre, double-blind, randomised, placebo-controlled study on parallel groups to evaluate the safety and toler-
9 ability of 10 mg of bilastine administered once daily to children aged 2 to 11 years with allergic rhinoconjunctivitis or
chronic urticaria. Faes Pharma. February 2013-. Pl: Ana M? Plaza.

o e Tigencycline Evaluation Surveillance Trial. PFIZER INC. January 2013-. Pl: Amadeu Gené.



e Phase IB, open, randomised, adaptive, multi-centre study on the pharmacokinetics and pharmacodynamics of
oseltamivir (Tamiflu®) in the treatment of influenza in iImmunocompromised subjects aged 0 to 18 years, with confirmed
influenza infection. January 2013-. Pl: Ruben Berrueco.

* Multi-centre, randomised, blind-observer, active control study to evaluate the security, tolerability, efficacy and pharma-
cokinetics of ceftaroline versus a comparator in paediatric subjects with acute bacterial infection of the skin and skin
structures. Cerexa Inc; Hospital Sant Joan de Déu Barcelona. October 2012 — July 2014. PI: Juan José Garcia-Garcia.

e Paediatric Granulomatous Arthritis Outcome Regist. August 2012-. PI: Jordi Antén.

e Use of omalizumab in real clinical practice in Spain after 5 years of experience. EXPERT 5 Study. Novartis Farmacéuti-
ca. May 2012-. Pl: Ana M? Plaza.

e EPOCA Multinational study of the epidemiology, treatment and outcomes of paediatric arthritis. February 2012-. PI:
Jordi Anton.

e Open extension study to evaluate the long-term safety of etanercept in children and adolescents with extended oligoar-
ticular juvenile idiopathic arthritis, enthesitis-related arthritis or psoriatic arthritis, who previously took part in Protocol
0881A1-3338-WW (B1801014). Pfizer. January 2012-. PI: Jordi Antén.

e Pharmacovigilance in patients with juvenile idiopathic arthritis (PHARMACHILD) under treatment with biological drugs
and/or methotrexate. Register of the Pediatric Rheumatology International Trials Organization (PRINTO)/Pediatric
Rheumatology European Society (PRES). January 2012-. PI: Jordi Anton.

¢ International, multi-centre, prospective, single-arm, open study to evaluate the safety, efficacy and pharmacokinetics of
atazanavir (ATV) powder potentiated with ritonavir (RTV) liquid with an optimised combination of nucleosides in children
infected by HIV, untreated or previously treated with antiretrovirals, aged from 3 months to 8 years (Pediatric Atazanavir
International Clinical Evaluation: the PRINCE Il study). Bristol-Myers Squibb International Corporation (BMSIC). Decem-
ber 2011-. PI: Claudia Fortuny.

e Short cycle therapy (SCT) (5 days on/2 days off) in young people infected by HIV-1 (PENTA 16). Fondazione Penta;
Hospital Sant Joan de Déu Barcelona. December 2011-. PI: Claudia Fortuny.

e Evaluation of early treatment in children with juvenile idiopathic arthritis: retrospective analysis. September 2011-. PI:
Jordi Anton.

e Phase lll, randomised, double-blind, placebo-controlled study on parallel groups to evaluate the efficacy and safety
during 48 weeks of orally inhaled tiotropium bromide (2.5 pug and 5 ug once daily) administered with the Respimat®
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e Spanish Cohort of HIV Mother-Infant Pairs (HIV-MIP). January 2008-. PI: Claudia Fortuny.

¢ Evaluation of treatment satisfaction of allergic children who have received an antihistamine treatment. OSCAR study.
July 2007-. PI: Ana M? Plaza.
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Guisado. Director: Carmen Mufioz-Almagro.



| Research Foundation

[

29

Low-prevalence
genetically-based
neurological disorders
in paediatrics

This research group investigates inborn errors of intermediary and energy metabolism, neurometabolic disorders affecting
the central nervous system, and neuromuscular and neurogenetic disorders. Its studies are patient-oriented since it deals
mainly with diagnostic and treatment aspects, although it also investigates more basic aspects involving cell cultures and
the search for new biochemical/genetic markers and pathophysiological mechanisms. The group belongs to the Centre
for Biomedical Network Research on Rare Diseases (CIBERER).

Several research lines relating to the diagnosis, treatment and study of the pathophysiological mechanisms of genet-
ically-based rare diseases have been under way since 2005. The progress achieved up to now has allowed Hospital
Sant Joan de Déu to consolidate its position as a reference centre for several of these disorders, including for example
phenylketonuria. Additionally, our Hospital’s Neuropaediatrics Service is a national reference for the study and treatment
of rare diseases in the paediatric age. The situation at present is very appropriate for the development of various lines of
research in collaboration with other reference centres and basic research centres.

Research team

Coordinator Dr. Jaume Campistol, Dr. Rafael Artuch

Judith Armstrong, Mercedes Casado, Jaume Colomer, Héctor Diez, Carme Fons,
Angels Garcia-Cazorla, Rosa Gassi6, Maria Julieta, Cecilia Jiménez-Mallebrera,
Loreto Martorell, Raquel Montero, Andrés Nascimiento, M2 del Mar O’Callaghan,
Aida Ormazabal, Carlos Ortez, Belén Pérez, Merce Pineda, Pilar Poo,

Mercedes Serrano, Cristina Sierra

Researchers

Aroa Fernandez, Jordi Genoves, Edgar Gerotina, Juan Mpreno, Montserrat Naudo,
Tania Pardal, Rosa Maria Puig, Montserrat Quintana, M. Angeles Rodriguez,
Alba Tristan, Nuria Brandi, Andrea Palacio, Marc Turon, Laura Callejon

Laboratory lead researchers

Research lines

PKU and other intermediary metabolism defects
Dr. Jaume Campistol

The fact that our hospital is a reference centre for phenylketonuria in Catalonia has allowed us to carry out an in-depth
study of the pathophysiological mechanisms involved in this disorder and to try out new treatments aimed to improve its
metabolic control and neurological prognosis. On the basis of these studies, we have reached the conclusion that some
neuropsychological and neurological changes are associated, on the one hand, with metabolic control, and on the other,
with antioxidant deficiencies. We have begun new treatments (with tetrahydrobiopterin) on our phenylketonuria patients,
which have provided a better metabolic control and the possibility of freeing our patients from the special diet they were
following. The follow-up of this treatment will be an important subject of study in the next three years. In connection with
other intermediary metabolism defects, our work on metabolism disorders of homocysteine and other amino acids, which
is primarily focused on characterising new disorders and new phenotypic presentations, may be noted.
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Mitochondrial energy metabolism and ataxias
Dr. Rafael Artuch

In this research line we have analysed the clinical and biochemical aspects of mitochondrial encephalomyopathies in
childhood caused by changes in oxidative phosphorylation, studying as well the effects of treatment with various thera-
pies. This line of research has been possible thanks to stable collaborations with reference centres within the framework
of the Centre for Biomedical Network Research on Rare Diseases (CIBERER) network, and thanks to the performance
of research projects financed by FIS. We have carried out a research line for the diagnosis of primary and secondary
deficiencies of coenzyme Q. This line has been possible thanks to the three FIS projects that have been consecutively
obtained for research on this subject.

Applied research in neuromuscular disorders
Dr. Cecilia Jiménez-Mallebrera

Our research lines are focused at present on two main areas: 1. Muscular dystrophies, including Duchenne muscular dys-
trophy (DMD) and congenital muscular dystrophies (CMD), with special attention to the role of the extracellular matrix and
of collagen VI in muscular dystrophies, and to the study of fibrosis and the proliferation of adipose tissue. 2. The second
group of disorders which we investigate are those connected with mitochondrial myopathies of nuclear origin, with special
emphasis on the mitochondrial DNA depletion syndromes. 3. Lastly, as a cross-sectional activity, we are working on the
development of biomarkers in serum and tissues (soluble factors and microRNA) for the diagnosis of these disorders and
the monitoring of clinical trials. In both cases, by applying high-performance techniques such as biochips, bioinformatics
and cellular models, the gene expression footprint of patients’ muscle has been determined in comparison to healthy
muscle, allowing new pathophysiological mechanisms and diagnostic markers to be identified for these disorders.

Neurometabolic disorders with expression in the CNS
Dr. Angels Garcia-Cazorla

We have been studying these metabolic deficiencies since 2003 while serving various hospital centres in Spain, Portu-
gal, Greece, Argentina, Turkey and India, among other countries. Basically, we study dopamine and serotonin defects
and quite recently we have also turned our attention to GABA. From the clinical standpoint, our patients present severe
encephalopathies which are detected by specifically studying this neurotransmitter in cerebrospinal fluid (CSF). Our main
focus is diagnosis within a very clear therapeutic approach since many of these disorders have a treatment that can
improve or normalise the patient’s clinical condition. Moreover, some aspects of translational research are now also an
important part of our research with the inclusion of studies of CSF proteomics and of cell lines with tyrosine hydroxylase
(a limiting enzyme in dopamine synthesis) deficiency, which are analysed by various cell biology and electrophysiology
techniques. We have been able to add these new procedures to our research thanks to the establishment in recent years
of the laboratory for the study of neuronal synapse in neuropaediatric disorders, primarily for the purpose of studying
synaptic metabolism.

Movement disorders of genetic and neurometabolic origin
Dr. Belén Pérez-Duerias

The Research Group on Paediatric Neurosciences forms part of the Integral Unit for the Study of Movement Disorders
Caused by Rare Diseases. This unit, which is directed jointly by Hospital Sant Joan de Déu and Hospital Clinic de Barce-
lona, has been designated as a Reference Integral Unit by the Spanish National Health System.

This line is focused on research on rare diseases of genetic and neurometabolic origin which occur with movement
disorders in childhood. Such movement disorders can occur in isolated form or in association with other neurodevelop-
mental problems, and they are a major cause of physical disability in children. The research on this group of disorders
is addressed to clinical characterisation, identification of new biomarkers, and molecular studies to identify new genetic
defects.

Two consecutive FIS projects have been carried out in the last 5 years with their focus on the study of defects of the
genes responsible for the transport, synthesis and processing of vitamins. Thiamine and cerebral folate deficiencies affect
the developing central nervous system and may produce clinical conditions of acute and/or progressive encephalopathy,
mitochondrial energy deficiency and cerebral myelination disorders. Their identification is a priority since the early admin-
istration of high doses of these vitamins may bring about an immediate recovery from symptoms and revert brain lesions.
Thanks to these projects, we have established blood and cerebrospinal fluid biomarkers for their identification. Indeed,
thanks to these findings, our hospital has become a reference centre in this field and we have taken part in the identifica-
tion of new phenotypes associated with genetic defects.



) Neuronal development disorders: Rett syndrome
ﬁ"? Dr. Judith Armstrong and Dr. Merce Pineda

f 4 The Rett Syndrome (RTT) Research Group at Hospital Sant Joan de Déu has long experience with this disorder from
= both the clinical and genetic standpoints. This research line has been based on the detection of mutations of the genes
connected with the disorder in the patients, and on the search for new genes and the improvement of the techniques for
detecting and locating new target tissues for the diagnosis of this disorder. Various therapeutic trials have also been con-
ducted and an internationally validated age-unrelated checklist or clinical evaluation scale has been developed that has
allowed phenotype-genotype correlations to be established in these patients. Likewise, we have started a research line
aimed to detect targets for pharmacological therapy in parallel in cell lines, iP S cells and transgenic mice, in which two re-
current mutations in Rett patients — ¢.763C>T (p.Arg255X) and ¢.916C>T (p.Arg306Cys) — are studied. Gene, protein and
pharmacological therapy studies have been promoted in connection with this disorder since 2007, and genetic diagnosis
will be essential for their performance. Our research teams belong to the European Research Board of the RettDatabase
Network, and to the IRSF Research Council.

Projects

Severe childhood neurological disorders. Fundacion Banco Bilbao Vizcaya Argentaria. November 2014 — November
2015. PI: Rafael Artuch.

e |dentification of populations showing high linear correlations between biochemical variables. SAF2013-50139-EXP.
Ministerio de Ciencia e Innovacion (MINECO). September 2014 — August 2015. PI: Rafael Artuch.

e Cellular model for the study and treatment of excitatory/inh[bitory synaptic unbalance in Rett syndrome. Obra Social
Sant Joan de Déu. September 2014 — August 2016. PI: M. Angels Garcia-Cazorla.

e Study of defects of thiamine transport and metabolism associated with recurrent childhood encephalopathies. FI grant:
Beneficiary: Juan Dario Ortigoza. Agaur - Agéencia de Gestio d’Ajuts Universitaris i de Recerca. May 2014 — April 2017.
Pl: Belén Pérez-Duefas.

e Study of defects of thiamine transport and metabolism associated with recurrent childhood encephalopathies. Hospital
Sant Joan de Déu Barcelona. March 2014 — March 2017. Pl: Belén Pérez-Duefias.

e Exome sequencing for discovery of candidate genes in Rett and Rett variants. Associacié Catalana de la Sindrome de
Rett - ACSR. January 2014-. PI: Judith Armstrong Morén.

e Research Group on Paediatric Neurosciences and Metabolism. SGR 2014. 2014SGR1150. Agaur - Agéncia de Gestio
d’Ajuts Universitaris i de Recerca. January 2014 — December 2016. Pl: Jaume Campistol.

¢ Role of collagen VI and biglycan in muscle homeostasis: regulation of muscle fibre size and metabolism. Implications
for muscular dystrophies. PI13/00837. Instituto de Salud Carlos Ill. January 2014 — December 20186. PI: Cecilia Jimén-
ez-Mallebrera.

e Research activity intensification programme in the Spanish National Health System 2013. INT13/00212. Instituto de
Salud Carlos lll. January 2014 — January 2015. PI: Rafael Artuch.

* MHealth4Ped - Innovating the mHealth resources (2 mobile health application) to facilitate the self-management and
independence of patients and their carers in chronic paediatric disorders. Ministerio de Ciencia e Innovacion (MINECO).
October 2013 — September 2014. Pl: Mercedes Serrano.

¢ Reina Sofia Foundation for Rett Syndrome. Fundacion Reina Sofia. May 2013-. PI: Judith Armstrong.

e Role of collagen VI in muscle homeostasis: regulation of muscle fibre size and of glucose and fatty acid metabolism.
Hospital Sant Joan de Déu Barcelona. April 2013 — April 2016. PI: Cecilia Jiménez-Mallebrera.

e Inherited NeuRoMetabolic Disea:ses INFORMATION NETWORK. InNerMeD-I-Network. European Commission. April
2013 - September 2015. Pl: M. Angels Garcia-Cazorla.

e Biomarkers of cerebral neurotransmission alteration in paediatric encephalopathies of genetic origin: studies on pa-
tients and on a cellular mode. Instituto de Salud Carlos Ill (ISCIll). January 2013 — December 2015. Pl: M. Angels
Garcia-Cazorla.

o
i)
=

©
o

C

)

[}
i
<

&

@

ot

[}

o}
a8

s Dy

& e Post FSE (Rio Hortega) contract - Marta Molero. Instituto de Salud Carlos lll. January 2013 — December 2014. PI:
Rafael Artuch.

e Study of defects in the transport and metabolism of thiamine associated with recurrent encephalopathies in childhood.
31 Instituto de Salud Carlos Il (ISCIIl). January 2013 — December 2015. PI: Belén Pérez-Duefias.



Study of biochemical markers of dopaminergic and serotonergic neurotransmission in relation to neurological and
neuropsychological changes in phenylketonuria. Instituto de Salud Carlos Il (ISCIIl). January 2013 — December 2015.
Pl: Jaume Campistol.

e Study of RNA in CSF in Rett patients; new diagnostic approaches. Fondo Biorett. January 2013 — December 2015. PI:
Judith Armstrong.

¢ Programme for Intensification of Research Activity in the Spanish National Health System 2012. Instituto de Salud Car-
los lIl (ISCIll). January 2013 — January 2014. Pl: Rafael Artuch.

e Predoctoral PFIS grant — Phenotypic and molecular characterisation of coenzyme Q deficiency syndrome. Instituto de
Salud Carlos Ill. September 2012 — September 2016. Pl: Rafael Artuch.

e Cellular model for the study and treatment of excitatory/inhibitory synaptic unbalance in Rett syndrome. Various financ-
ers. July 2012 — June 2015. PI: M. Angels Garcia-Cazorla.

¢ Neuropsychological rehabilitation in children with moderate or severe TBIl. Randomised study: conference addressed
to parents, to children via robotics and control group. Fundacié La Maraté de TV3. February 2012 — February 2015.
Pl: M2 Pilar Poo.

e Phenotypic and molecular characterisation of coenzyme Q deficiency syndrome. Instituto de Salud Carlos Il (ISCIII).
January 2012 — March 2015. Pl: Rafael Artuch.

¢ Rio Hortega Contract, candidate: Mireia Tondo. Instituto de Salud Carlos Il (ISCIIl). January 2011 — January 2014. Pl
Rafael Artuch.

* New perspectives on muscular dystrophies: the role of collagen VI, intramuscular adipose tissue and intermediate
metabolism. Implications for future diagnosis and treatments. Instituto de Salud Carlos Ill (ISCIIl). January 2011 — June
2014. PI: Cecilia Jiménez-Mallebrera.

e Application of Global Gene Expression Analysis and Functional Genomics to the Study of the Physiopathology, Treat-
ment and Diagnosis of Pediatric Myopathies. Instituto de Salud Carlos IIl (ISCIIl). April 2010 — April 2016. PI: Cecilia
Jiménez-Mallebrera.

e Glutaric aciduria type 1. Fundacié El Somni dels Nens. May 2009-. Pl: Jaume Campistol.

e Clinical study of the natural history of Sanfilippo syndrome (MPS-Ill). Associacié de les Mucopolisacaridosi i les sin-
dromes Relacionades. March 2009-. Pl: Merce Pineda.

e Research Group on Neurosciences and Paediatric Metabolism. 2009SGR355. Agéncia de Gestié d’Ajuts Universitaris
i de Recerca. 2009-2014. PI: Jaume Campistol.

Clinical trials

e Phase lll extension trial of ataluren (PTC124) in terminator mutation dystrophinopathy patients. PTC Therapeutics, Inc.
September 2014-. Pl: Andrés Nascimento.

e Observational, Ambispective Natural History Study of Patients with Mucopolysaccharidosis Type IIIA (MPS IlIA) or San-
filippo Syndrome Type A. July 2014-. PI: Mercé Pineda.

e Phase Ill, multi-centre, double-blind, prospective, randomised, controlled, multiple-treatment study to evaluate the
efficacy and safety of Dysport in the paediatric treatment of upper limb spasticity. May 2014-. PI: Xenia Alonso.

e Prospective, cross-sectional, longitudinal study with additional retrospective review of clinical records to evaluate the
clinical and biochemical characteristics and evolution of the disorder in mucopolysaccharidosis type IlIB patients. INC
Research UK Limited. March 2014-. Pl: M? del Mar O’Callaghan.

e Phase IV, open, single-cohort study of long-tern neurocognitive (NC) results in children aged 4-5 years with phenylke-
tonuria treated with sapropterin dinydrochloride (Kuvan®) for 7 years. Merck KGaA. February 2014-. Pl: Jaume Campistol.
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Register of patients with Niemann-Pick disease, type C. February 2011-. Pl: Mercé Pineda.
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& ¢ Retrospective review of the clinical records of deceased patients with mucopolysaccharidosis type IlIB. January 2014-.
Pl: M2 del Mar O’Callaghan.

e Epidemiological study to evaluate the severity of RSV infection in patients with severe neurological disorders. January
32 2014-. PI: Andrés Nascimento.
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Study of the natural history of molybdenum cofactor deficiency and isolated sulphite oxidase deficiency. October 2013-.
Pl: Marfa Julieta.

Phase 3 study on the efficacy and safety of ataluren (PTC124) in patients with terminator mutation dystrophinopathy.
PTC Therapeutics. July 20183-. Pl: Andrés Nascimento.

Retrospective observational study of hyperammonaemia in organic acidaemia decpmpensation episodes treated with
a control arm (@ammonium sequestrant). Orphan Europe. December 2012-. Pl: M. Angels Garcia-Cazorla.

International disease register with data on manifestations, interventions and results in patients with tuberous sclerosis
complex (TOSC). Novartis Farmacéutica. November 2012-. Pl: Jaume Campistol.

Multi-centre, open, long-term follow-up study to evaluate the safety and efficacy of brivaracetam as adjuvant treatment
in paediatric patients with epilepsy. October 2012-. PI: Francesc Xavier Sanmarti.

Open study on terminator mutation dystrophinopathy patients previously treated with ataluren (PTC124®). Hospital
Sant Joan de Déu Barcelona; PTC Therapeutics. October 2012-. Pl: Jaume Colomer.

Multi-centre, open, single-treatment arm study to evaluate the pharmacokinetics, safety and efficacy of brivaracetam as
adjuvant treatment in epilepsy patients aged 1 month to 16 years. July 2012-. PI: Francesc Xavier Sanmarti.

Open extension study to evaluate the long-term safety, tolerability and efficacy of GSK2402968 in Duchenne muscular
dystrophy patients. January 2012-. PI: Jaume Colomer.

Register of patients with Niemann-Pick disease, type C. Actelion Pharmaceuticals Espafa. February 2011-. Pl: Mercé
Pineda.

European paediatric-maternal register of adults on Kuvan® (KAMPER). Merck. March 2010-. PI: Jaume Campistol.

Niemann-Pick disease, type C. Clinical evaluation of patients with administration of N-butyldeoxynojirimycin (OGT918)
substrate inhibitor. Actelion Pharmaceuticals Espana. February 2006-. Pl: M? del Mar O’Callaghan.

Publications

Bladen CL, Thompson R, Jackson JM, Garland C, Wegel C, Ambrosini A, Pisano P, Walter MC, Schreiber O, Lu-
sakowska A, Jedrzejowska M, Kostera-Pruszczyk A, van der Pol L, Wadman RI, Gredal O, Karaduman A, Topaloglu H,
Yilmaz O, Matyushenko V, Rasic VM, Kosac A, Karcagi V, Garami M, Herczegfalvi A, Monges S, Moresco A, Chertkoff
L, Chamova T, Guergueltcheva V, Butoianu N, Craiu D, Korngut L, Campbell C, Haberlova J, Strenkova J, Alejandro M,
Jimenez A, Ortiz GG, Enriquez GV, Rodrigues M, Roxburgh R, Dawkins H, Youngs L, Lahdetie J, Angelkova N, Saugi-
er-Veber P, Cuisset JM, Bloetzer C, Jeannet PY, Klein A, Nascimento A, Tizzano E, Salgado D, Mercuri E, Sejersen T,
Kirschner J, Rafferty K, Straub V, Bushby K, Verschuuren J, Beroud C, Lochmuller H. Mapping the differences in care
for 5,000 Spinal Muscular Atrophy patients, a survey of 24 national registries in North America, Australasia and Europe.
J. Neurol. 2014. 261: 152-163. IF: 3,841(Q1).

Bujan N, Arias A, Montero R, Garcia-Villoria J, Lissens W, Seneca S, Espinds C, Navas P, De Meirleir L, Artuch R, Brio-
nes P, Ribes A. Characterization of CoQ(10) biosynthesis in fibroblasts of patients with primary and secondary CoQ(10)
deficiency. J Inherit Metab Dis 2014. 37: 53-62. IF: 4,138(Q1).

Casado M, Altimira L, Montero R, Castejon E, Nascimento A, Pérez-Duenas B, Ormazabal A, Artuch R. A capillary
electrophoresis procedure for the screening of oligosaccharidoses and related diseases. Anal Bioanal Chem 2014. 406:
4337-4343. IF: 3,578(Q1).

Casado M, Molero M, Sierra C, Garcia-Cazorla A, Ormazabal A, Artuch R. Analysis of cerebrospinal fluid ?-aminobuty-
ric acid by capillary electrophoresis with laser-induced fluorescence detection. Electrophoresis 2014. 35: 1181-1187.
IF: 3,161(Q1).

Caurin B, Serrano M, Fernandez-Alvarez E, Campistol J, Pérez-Duefias B. Environmental circumstances influencing tic
expression in children. Eur. J. Paediatr. Neurol. 2014. 18: 157-162. IF: 1,934(Q2).

De la Morena-Barrio ME, Di Michele M, Lozano ML, Rivera J, Pérez-Duefias B, Altisent C, Sevivas T, Vicente V, Jaeken
J, Freson K, Corral J. Proteomic analysis of platelet N-glycoproteins in PMM2-CDG patients. Thromb. Res. 2014. 133:
412-417. IF: 2,427(Q83).

Fernandez-Marmiesse A, Morey M, Pineda M, Eiris J, Couce ML, Castro-Gago M, Fraga JM, Lacerda L, Gouveia S,
Pérez-Poyato MS, Armstrong J, Castifieiras D, Cocho JA. Assessment of a targeted resequencing assay as a support
tool in the diagnosis of lysosomal storage disorders. Orphanet J. Rare Dis. 2014. 9: 59. IF: 3,958(Q1).
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Garbade SF, Greenberg CR, Demirkol M, Goékcay G, Ribes A, Campistol J, Burlina AB, Burgard P, Kélker S. Unravel-
ling the complex MRI pattern in glutaric aciduria type | using statistical models-a cohort study in 180 patients. J Inherit
Metab Dis 2014. 37: 763-773. IF: 4,138(Q1).

Garcia-Cazorla A, Duarte ST. Parkinsonism and inborn errors of metabolism. J Inherit Metab Dis 2014. 37: 627-642.
IF: 4,138(Q1).

Garcia-Cazorla A, Oyarzabal A, Fort J, Robles C, Castejon E, Ruiz-Sala P, Bodoy S, Merinero B, Lopez-Sala A, Dopazo
J, Nunes V, Ugarte M, Artuch R, Palacin M, Rodriguez-Pombo P. Two Novel Mutations in the BCKDK (Branched-Chain
Keto-Acid Dehydrogenase Kinase) Gene Are Responsible for a Neurobehavioral Deficit in Two Pediatric Unrelated Pa-
tients. Hum. Mutat. 2014. 35: 470-477. IF: 5,050(Q1).

Kalko SG, Paco S, Jou C, Rodriguez MA, Meznaric M, Rogac M, Jekovec-Vrhovsek M, Sciacco M, Moggio M, Fa-
giolari G, De Paepe B, De Meirleir L, Ferrer |, Roig-Quilis M, Munell F, Montoya J, Lopez-Gallardo E, Ruiz-Pesini E,
Artuch R, Montero R, Torner F, Nascimento A, Ortez C, Colomer J, Jimenez-Mallebrera C. Transcriptomic profiling
of TK2 deficient human skeletal muscle suggests a role for the p53 signalling pathway and identifies growth and
differentiation factor-15 as a potential novel biomarker for mitochondrial myopathies. BMC Genomics 2014. 15: 91.
IF: 4,041(Q1).

Lopez-Gallardo E, Emperador S, Solano A, Llobet L, Martin-Navarro A, Lopez-Pérez MJ, Briones P, Pineda M, Artuch
R, Barraquer E, Jerico |, Ruiz-Pesini E, Montoya J. Expanding the clinical phenotypes of MT-ATP6 mutations. Hum Mol
Genet 2014. 23: 6191-6200. IF: 6,677(Q1).

Natera-De Benito D, Poo P, Gean E, Vicente-Villa A, Garcia-Cazorla A, Fons-Estupina MC. Mosaicismo diploide/triploi-
de: un fenotipo variable, pero caracteristico. Rev Neurol 2014. 59: 158-163. Fl: 0,926(Q4).

Ortigoza JD, Serrano M, Molero M, Oyarzabal A, Rebollo M, Muchart J, Artuch R, Rodriguez-Pombo P, Pérez-Duefias
B. Thiamine transporter-2 deficiency: outcome and treatment monitoring. Orphanet J. Rare Dis. 2014. 9: 92. IF:
3,958(Q1).

Pineda M. Trastornos del espectro autista. An Pediatr (Barc) 2014. 81: 1-2. IF: 0,722(Q3).

Quijada-Fraile P, O Callaghan M, Martin-Hernandez E, Montero R, Garcia-Cazorla A, de Aragén A, Muchart J, Malaga |,
Pardo R, Garcia-Gonzalez P, Jou C, Montoya J, Emperador S, Ruiz-Pesini E, Arenas J, Martin M, Ormazabal A, Pineda
M, Garcia-Silva MT, Artuch R. Follow-up of folinic acid supplementation for patients with cerebral folate deficiency and
Kearns-Sayre syndrome. Orphanet J. Rare Dis. 2014. 9: 217-. IF: 3,958(Q1).

Roda D, Fons-Estupina MC, Vidal-Santacana M. Hipertension intracraneal idiopatica familiar: a proposito de dos casos
pediatricos. Rev Neurol 2014. 59: 93-96. IF: 0,926(Q4).

Rodrigues F, Grenha J, Ortez C, Nascimento A, Morte B, M-Belinchén M, Armstrong J, Colomer J. Hypotonic male
infant and MCT8 deficiency - a diagnosis to think about. BMC Pediatr. 2014. 14: 252. IF: 1,918(Q2).

Szczesna K, Roa L, Artuch R, Molero M, Vidal A, Esteller M. Improvement of the Rett Syndrome Phenotype in a Mecp2
Mouse Model Upon Treatment with Levodopa and a Dopa Decarboxylase Inhibitor. Neuropsychopharmacology 2014.
39: 2846-2856. IF: 7,833(Q1).

Tort F, Ferrer-Cortes X, Thié M, Navarro-Sastre A, Matalonga L, Quintana E, Bujan N, Arias A, Garcia-Villoria J, Acqua-
viva C, Vianey-Saban C, Artuch R, Garcia-Cazorla A, Briones P, Ribes A. Mutations in the lipoyltransferase LIPT1 gene
cause a fatal disease associated with a specific lipoylation defect of the 2-ketoacid dehydrogenase complexes. Hum
Mol Genet 2014. 23: 1907-1915. IF: 6,677(Q1).

Ulate-Campos A, Fons C, Campistol J, Martorell L, Cancho-Candela R, Eiris J, Lépez-Laso E, Pineda M, Sans A,
Velazquez R. Hemiplejia alternante de la infancia: estudio del gen ATP1A3 en 16 pacientes. Med Clin (Barc) 2014. 143:
25-28. IF: 1,252(QQ).

Ulate-Campos A, Fons C, Artuch R, Castejon E, Martorell L, Ozelius L, Pascual J, Campistol J. Alternating Hemiplegia
of Childhood With a de Novo Mutation in ATP1A3 and Changes in SLC2A1 Responsive to a Ketogenic Diet. Pediatr
Neurol 2014. 50: 377-379. IF: 1,504(Q2).

Vanderver A, Tonduti D, Kahn |, Schmidt J, Medne L, Vento J, Chapman KA, Lanpher B, Pearl P, Gropman A, Lourenco
C, Bamforth JS, Sharpe C, Pineda M, Schallner J, Bodamer O, Orcesi S, Oberstein SA, Sistermans EA, Yntema HG,
Bonnemann C, Waldman AT, van der Knaap MS. Characteristic brain magnetic resonance imaging pattern in patients
with macrocephaly and PTEN mutations. Am. J. Med. Genet. A 2014. 164A: 627-633. IF: 2,048(Q3).

Wraith JE, Sedel F, Pineda M, Wijburg FA, Hendriksz CJ, Fahey M, Walterfang M, Patterson MC, Chadha-Boreham H,
Kolb SA. Niemann-Pick type C Suspicion Index tool: analyses by age and association of manifestations. J Inherit Metab
Dis 2014. 37: 93-101. IF: 4,138(Q1).
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¢ Yubero D, O Callaghan M, Montero R, Ormazabal A, Armstrong J, Espinos C, Rodriguez MA, Jou C, Castejon E, Aracil
MA, Cascajo MV, Gavilan A, Briones P, Jimenez-Mallebrera C, Pineda M, Navas P, Artuch R. Association between co-
enzyme Q(10) and glucose transporter (GLUT1) deficiency. BMC Pediatr. 2014. 14: 284. IF: 1,918(Q2).

Supervised theses

e Capillary electrophoresis applications in inborn errors of metabolism diagnosis. Universitat Autdbnoma de Barcelona.
Presentation on 05/05/2014. Doctoral candidate: Mercedes Casado Rio. Director: Pl: Rafael Artuch.

¢ Dopamine metabolism biomarkers in childhood neurological changes. Universitat de Barcelona. Presentation on:
05/05/2014. Doctoral candidate: Marta Molero Luis. Director: Pl: Rafael Artuch.

e Fibroblasts from patients with myopathies: a method to establish primary cultures from skin biopsies and their applica-
tions. Universitat de Barcelona. Presentation on 30/06/2014. Director: Pl: Cecilia Jiménez-Mallebrera.

Networks

e Centre for Biomedical Network Research on Rare Diseases (CIBERER). Ministry of Economy and Competitiveness.
Carlos Ill Health Institute.

e European Treat-NMD Network.
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Etiopathogeny
and treatment of severe
mental disorders

Schizophrenia, the most paradigmatic mental disorder, affects about 1% of the population and is one of the disorders of
this type that causes the greatest disability. It has been estimated that severe mental disorders affect 2.8% of the popula-
tion. Engaged in research on people who suffer severe mental disorders, our group is formed by a multidisciplinary team
(with- members from the spheres of psychiatry, psychology, nursing, biology, social work, etc.). Ours is a broad field of
study, covering subjects ranging from gene expression factors to psychosocial interventions. We belong to the Centre for
Biomedical Network Research on Mental Health (CIBERSAM), financed by the Carlos Ill Health Institute.

Research team

Judith Usall
Susana Ochoa, Luis San, Belén Ramos

Coordinator
Line coordinators

José Angel Alda, Hilari Andrés, Belén Arranz, Gildas Brebion, Emma Casas,
Daniel Cruz, Ruth Cunill, Montse Dolz, Gemma Escartin, Gemma Escuder,

Aida Farreny, Alexandrina Foix, Mar Garcia, Sergio Herrera, Marcia Irazabal,
Fernando Lacasa, Marfa Angeles Mairena, Francisco Martinez, Josep Lluis Matali,
Trini Pelaez, Maria Dolores Picouto, Bernardo Sanchez, Eduardo Serrano,
Christian Stephan-Otto, Sonia Vilamala, Antonio Manuel Alba, Adela Berrozpe,
Mar Alvarez, Marta Carulla, Daniel Mufioz, Juan Jairo Ortiz, Anna Sintes

Researchers

Trainee researchers Gemma Riguelme, Elia Vila, Elena Rubio, Nuria del Ccho

Pre-doctoral researchers  Anna Butjosa, Montserrat Fusté, Elena Huerta, Raquel Lopez, Christian NUfez,
Sara Siddi, Jordina Tor, Raquel Pinacho, Regina Vila

Raul Alelu, Marta Coromina, Jorge Cuevas, Maria Jose Escandell, Lourdes Fahanas,
Mar Fatjo, Isidre Ferrer, Grace Gill, Carla Jané, Juan Carlos Leza, Jose Ramon Martin,
Javier Meana, Eva Miquel, Marta Pardo, Beatriz del Pino, Marta Puig,

Stephanie Sammut, Nuria Sebastian, Sarabel Solis, Carles Soriano, Salvador Soto,
Charles Spence, Teresa Tarragd, Elsa Valdizan, Judit Villén

Assistants

Research lines

Clinical, cognitive and psychosocial bases of severe mental disorders
Dr. Susana Ochoa

The evaluation of the clinical, psychosocial and neuropsychological characteristics presented by people with severe men-
tal disorders will allow us to more suitably identify the treatment needs in each case. Our research line has the goal of eval-
uating various clinical, social and neuropsychological aspects, among others, of people who are beginning to experience
the first episodes of severe mental disorder and, in this respect, it is necessary to possess suitable measuring instruments
in order to be able to make correct evaluations. Likewise, we seek to determine the clinical, social or neuropsychological
operating variables which have the greatest effect on a poor evolution of the disorder in order to be capable of preventing
deterioration. Another of our aims is to study the clinical, social and neuropsychological differences of the various severe
mental disorders and of first psychotic episodes. Lastly, we focus on the development of appropriate measuring instru-
ments to evaluate patients suffering from severe mental disorders.
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Molecular psychiatry
Dr. Belén Ramos

The research conducted by our group focuses on achieving an understanding of how the regulation of gene expression
may contribute to the pathophysiology of severe psychiatric disorders by controlling important processes for normal
neuronal development which could affect the patients’ neuronal connectivity. Additionally, this research seeks to identify
in such disorders new molecular changes in the brain which could contribute to the functioning of the neuron-glia mi-
crocircuits. We focus mainly on the study of the Sp4 and Sp1 transcription factors in the context of psychotic disorders,
in various biological substrates (post-mortem brain and peripheral cells) and in different stages of the disorder, as well
as their association with the severity of negative symptoms in the case of schizophrenia studies. Additionally, we are
conducting an investigation which has the aim of identifying new altered cell programmers in the brains of schizophrenia
patients by means of proteomic techniques. We study how altered molecular markers in these disorders are regulated
by (a) pharmacological treatments in vivo and in vitro in rodents, and by (b) physiological signals of response to neuronal
activity in rat neuronal cultures and (c) in a murine pharmacological model of psychosis.

Mental health interventions
Dr. Judith Usall

Current pharmacological and psychological treatments are not effective in all people who suffer schizophrenia. Our
research group conducts clinical trials on the treatment of resistant schizophrenia or schizophrenia with predominant
negative pharmacological or psychological symptoms. Four clinical trials have been conducted independently of the
pharmaceutical industry, with financing from both public administrations and private foundations (Stanley Foundation).
Gender- and sex-sensitive psychopharmacology is also taken into account in the research carried out. We are preparing
to start new projects that will allow new pharmacological and psychosocial treatments to be developed and evaluated.

Mental disorders in childhood and adolescence
Dr. Luis San

The importance of mental disorders for patients suffering from them and for society at large has been clearly recognised
in recent decades. Evidently, the ultimate goal of the research in child and adolescent psychiatry is to improve clinical
practice. Consequently, it is necessary to potentiate the relationship between these two perspectives both to optimise
day-to-day practice and to prioritise research that answers questions with a bearing on the improvement of diagnoses
and treatments. To do this it is necessary to promote research that involves various basic and clinical disciplines. Of spe-
cial importance are developmental neuropsychology, genetics, neuroimaging, neurobiology, therapeutics, epidemiology
and prevention.

Projects

¢ Research Fellowship: Christian Nufiez Leanez. Ministerio de Ciencia e Innovacion (MINECO). July 2014 — March 2015.
PI: Christian Nunez.

e Post-residency grants 2014 PSSJD Elena Rubio. Parc Sanitari de Sant Joan de Déu. May 2014 — May 2016. PI: Josep
Maria Haro.

e Rio Hortega research training contract. Instituto de Salud Carlos Il (ISCIIl). May 2014 — May 2016. PI: Josep Maria
Haro. Beneficiary: Elena Rubio.

e Unusual psychic experiences and jumping to conclusions in the clinical and general populations. Parc Sanitari de Sant
Joan de Déu - Serveis de Salut Mental. February 2014 — February 2015. PI: Gildas Brebion.

e Metacognitive training (MCT) effectiveness in people with long-evolution psychosis treated in community rehabilitation
services. Parc Sanitari de Sant Joan de Déu -Serveis de Salut Mental. February 2014 — February 2015. Pl: Mar Garcia
Franco.

e Effectiveness of the metacognitive training programme in the improvement of the social and occupational inclusion of
people with a first psychotic episode. Fundacié Caixa d’Estalvis i Pensions de Barcelona. February 2014 — January
2016. PI: Susana Ochoa.

e Grant for research fellowships abroad 2013-14. Universitat de Barcelona. January 2014 — December 2014. PI: Sara Siddi.

e Effectiveness of metacognitive training for people with first psychotic episodes. Obra Social Sant Joan de Déu. January
2014 — December 2014. Pl: Susana Ochoa.



e Prolactin levels in patients with a first psychotic episode without antipsychotic treatment with secondary sexual and re-
productive effects. Cross-sectional and follow-up study after three months. Parc Sanitari de Sant Joan de Déu - Serveis
de Salut Mental. September 2013 — January 2015. PI: Nuria del Cacho.

e Evaluation of treatment needs of users of the psychosocial rehabilitation services from the standpoint of users, their
families and service professionals. Parc Sanitari de Sant Joan de Déu. February 2013 — December 2015. Pl: Sonia
Vilamala.

e Multimedia adaptation of REPYFLEC cognitive remediation treatment for persons with schizophrenia. OSSJD - Obra
Social Sant Joan de Déu. January 2013-. PI: Aida Farreny.

e Predoctoral PFIS research training contract. Instituto de Salud Carlos lll. September 2012 — August 2014. PI: Josep
Maria Haro. Beneficiary Raquel Pinacho.

¢ Transcriptional regulation by psychoactive drugs in rat neurons and astrocytes. Collaboration agreement with IPROTE-
OS. November 2012-. PI: Belén Ramos.

e Observational study of prospective cohort of patients with persistent symptoms of schizophrenia to describe the course
and burden of the disorder. F. Hoffmann- La Roche Ltd. September 2012-. PI: Josep Maria Haro.

e Proteomics in Severe Psychiatric Disorders. Industex - Obra Social Sant Joan de Déu. September 2012-. PI: Belén
Ramos.

e Sexual, reproductive and osteopaenic side effects in hyperprolactinaemia from use of antipsychotics. Gender differenc-
es. Parc Sanitari de Sant Joan de Déu. May 2012 — June 2014. PI: Judith Usall.

e Clinical and neurobiological determinants of second episodes of schizophrenia. Longitudinal study of first psychotic
episodes. Instituto de Salud Carlos . January 2012 — December 2015. PI: Judith Usall.

e Effectiveness of metacognitive training (MCT) on symptoms, metacognition, and social and neuropsychological func-
tioning in persons with short-evolution psychosis. Instituto de Salud Carlos lll. January 2012 — December 2014. Pl
Susana Ochoa.

e Multi-centre longitudinal study on clinical, cognitive and neuroimaging characteristics in children and adolescents with
Psychosis Risk Syndrome. Instituto de Salud Carlos lll. January 2012 — December 2015. Pl: Montserrat Dolz.

e Prevalence of sleep disorders in children and adolescents with recent diagnosis of attention deficit hyperaotiyity disorder
and their relation to iron metabolism. Instituto de Salud Carlos lll. January 2012 — December 2014. PI: José Angel Alda.

e Study of hallucinations from a neurofunctional and cognitive standpoint. Instituto de Salud Carlos lll. January 2011 —
December 2014. PI: Gildas Brebion.

e Hallucinations and source memory impairment in schizophrenia patients and non-clinical individuals. Instituto de Salud
Carlos lll. January 2010 — January 2016. PI: Gildas Brebion.

e RETICS BioBanks PSSJD - Brain Bank. Instituto de Salud Carlos lll. January 2010 — December 2014. PI: Mercedes
Roca Casasus.

Clinical trials

e Multi-centre, flexible-dose, open extension study with a duration of 104 weeks to evaluate the long-term safety and
efficacy of lurasidone in paediatric patients with schizophrenia and patients with irritability associated with autistic dis-
order. July 2014-. PI: Luis San.

* Multi-centre, fixed-dose, placebo-controlled, double-blind, parallel, randomised study with a duration of 6 weeks to
evaluate the efficacy and safety of lurasidone in adolescent patients with schizophrenia. June 2014-. PI: Luis San.

e Cross-sectional study with retrospective review of patients with persistent symptoms of schizophrenia to estimate the
use of medical resources and the burden of the disorder. F. Hoffmann- La Roche. September 2013-. PI: Belén Arranz.
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Healthcare- and social cost of handling the attention deficit hyperactivity disorder. Shire Pharmaceuticals Iberica. De-
cember 2012-. PI: José Angel Alda.
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e Phase 4, open, multi-centre study of safety during 2 years of treatment with lisdexamfetamine dimesylate in children
and adolescents aged 6 to 17 years with attention deficit hyperactivity disorder (ADHD). Shire Pharmaceuticals lberica.

August 2011-. Pl: José Angel Alda.
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¢ Clinical and neuropsychological factors associated with the response to second-generation antipsychotics in children
and adolescents diagnosed with a first episode of early onset schizophrenia spectrum. Ministerio de Sanidad y Politica
Social. January 2011 — November 2014. PI: Luis San.

¢ A 6-month double-blind, placebo-controlled study of efficacy of raloxifene as an adjuvant treatment for negative symp-
toms of schizophrenia in postmenopausal women. The Stanley Medical Research Institute. January 2011 — December
2014. PI: Judith Usall.

Publications

e Alda JA, Soutullo C, Ramos-Quiroga JA, Quintero J, Hervas A, Hernandez-Otero |, Sans-Fitd6 A, Cardo-Jalon EC,
Fernandez-Jaén A, Fernandez-Pérez M, Hidalgo-Vicario MI, Eddy-Ives LS, Sanchez J. Expert recommendation: con-
tributions to clinical practice of the new prodrug lisdexamfetamine dimesylate (LDX) in the treatment of attention deficit
hyperactivity disorder (ADHD). Actas Esp Psiquiatr 2014. 42 Suppl: 1-16. IF: 0,759(Q4).

e Alvarez-Segura M, Garcia-Esteve L, Torres A, Plaza A, Imaz ML, Hermida-Barros L, San L, Burtchen N. Are women
with a history of abuse more vulnerable to perinatal depressive symptoms? A systematic review. Arch Womens Ment
Health 2014. 17: 343-357. IF: 2,009(Q3).

e Arango C, Girdldez M, Merchan-Naranjo J, Baeza |, Castro-Fornieles J, Alda JA, Martinez-Cantarero C, Moreno C,
de Andrés P, Cuerda C, de la Serna E, Correll CU, Fraguas D, Parellada M. Second-generation antipsychotic use in
children and adolescents: a six-month prospective cohort study in drug-naive patients. J Am Acad Child Adolesc Psy-
chiatry 2014. 53: 1179-. IF: 6,354(Q1).

e Baeza |, de la Serna E, Calvo-Escalona R, Morer A, Merchan-Naranjo J, Tapia C, Martinez-Cantarero MC, Andrés P,
Alda JA, Sanchez B, Arango C, Castro-Fornieles J. Antipsychotic use in children and adolescents: a 1-year follow-up
study. J Clin Psychopharmacol 2014. 34: 613-619. IF: 3,761(Q1).

e Braquehais MD, Valero S, Matali JL, Bel MJ, Montejo JE, Nasillo V, Arteman A, Padrés J, Bruguera E, Casas M. Pro-
moting voluntary help-seeking among doctors with mental disorders. Int J Occup Med Environ Health 2014. 27: 435-
443. IF: 1,094(QQ3).

e Brébion G, Stephan-Otto C, Huerta-Ramos E, Usall J, Perez Del Olmo M, Contel M, Haro JM, Ochoa S. Decreased
processing speed might account for working memory span deficit in schizophrenia, and might mediate the associations
between working memory span and clinical symptoms. Eur Psychiatry 2014. 29: 473-478. IF: 3,210(Q2).

e Caci H, Doepfner M, Asherson P, Donfrancesco R, Faraone SV, Hervas A, Fitzgerald M. Daily life impairments associ-
ated with self-reported childhood/adolescent attention-deficit/hyperactivity disorder and experiences of diagnosis and
treatment: results from the European Lifetime Impairment Survey. Eur Psychiatry 2014. 29: 316-323. IF: 3,210(Q2).

e CasasE, Prat G, Vilamala S, Escandell MJ, Garcia Franco M, Martin JR. Validacion de la version espanola del inventario
de asertividad Gambrill y Richey en poblacién con diagndstico de esquizofrenia. An. Psicol. 2014. 30: 431-437. IF:
0,549(Q8).

e Cunill R, Castells X, Tobias A, Capella D. Reply to the letter to the editor by Ramos-Quiroga et al. Pharmacoepidemiol
Drug Saf 2014. 23: 437-438. IF: 3,172(Q2).

e Hervas A, Huss M, Johnson M, McNicholas F, van Stralen J, Sreckovic S, Lyne A, Bloomfield R, Sikirica V, Robertson
B. Efficacy and safety of extended-release guanfacine hydrochloride in children and adolescents with attention-deficit/
hyperactivity disorder: a randomized, controlled, phase I trial. Eur Neuropsychopharmacol 2014. 24: 1861-1872. IF:
5,395(Q1).

e Hervas A, Toma C, Romaris P, Ribasés M, Salgado M, Bayes M, Balmafa N, Cormand B, Maristany M, Guijarro S,
Arranz MJ. The involvement of serotonin polymorphisms in autistic spectrum symptomatology. Psychiatr Genet 2014.
24: 158-168. IF: 2,274(Q3).

Huerta-Ramos E, Iniesta R, Ochoa S, Cobo J, Miquel E, Roca M, Serrano-Blanco A, Teba F, Usall J. Effects of raloxifene
on cognition in postmenopausal women with schizophrenia: a double-blind, randomized, placebo-controlled trial. Eur
Neuropsychopharmacol 2014. 24: 223-231. IF: 5,395(Q1).
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e Johns LC, Kompus K, Connell M, Humpston C, Lincoln TM, Longden E, Preti A, Alderson-Day B, Badcock JC, Cella
3 M, Fernyhough C, McCarthy-Jones S, Peters E, Raballo A, Scott J, Siddi S, Sommer IE, Larei F. Auditory verbal hallu-
5 cinations in persons with and without a need for care. Schizophr Bull 2014. 40 Suppl 4: -0. IF: 8,607(Q1).
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e Montoya A, Hervas A, Fuentes J, Cardo E, Polavieja P, Quintero J, Tannock R. Cluster-randomized, controlled 12-month
trial to evaluate the effect of a parental psychoeducation program on medication persistence in children with atten-
39 tion-deficit/hyperactivity disorder. Neuropsychiatr Dis Treat 2014. 10: 1081-1092. IF: 2,154(Q83).



Ochoa S, Haro JM, Huerta-Ramos E, Cuevas-Esteban J, Stephan-Otto C, Usall J, Nieto L, Brebion G. Relation be-
tween jumping to conclusions and cognitive functioning in people with schizophrenia in contrast with healthy partici-
pants. Schizophr Res 2014. 159: 211-217. IF: 4,426(Q1).

e Pinacho R, Valdizan EM, Pilar-Cuellar F, Prades R, Tarragd T, Haro JM, Ferrer |, Ramos B. Increased SP4 and SP1
transcription factor expression in the postmortem hippocampus of chronic schizophrenia. J Psychiatr Res 2014. 58:
189-196. IF: 4,092(Q1).

e Prat G, Casas-Anguera E, Garcia-Franco M, Escandell MJ, Martin JR, Vilamala S, Villalta-Gil V, Gimenez-Salinas J,
Hernandez-Rambla C, Ochoa S. Validation of the Communication Skills Questionnaire (CSQ) in people with schizophre-
nia. Psychiatry Res 2014. 220: 646-653. IF: 2,682(Q2).

e Preti A, Melis M, Siddi S, Vellante M, Doneddu G, Fadda R. Oxytocin and autism: a systematic review of randomized
controlled trials. J Child Adolesc Psychopharmacol 2014. 24: 54-68. IF: 3,073(Q1).

e Preti A, Sisti D, Rocchi MB, Siddi S, Cella M, Masala C, Petretto DR, Carta MG. Prevalence and dimensionality of hal-
lucination-like experiences in young adults. Compr Psychiatry 2014. 55: 826-836. IF: 2,256(Q2).

¢ Roldan-Merino J, Foix-Sanjuan A, Haro Abad JM. Psychometric evaluation of a new instrument in Spanish to measure
self-care requisites in patients with schizophrenia. Perspect Psychiatr Care 2014. 50: 93-101. IF: 0,712(Q83).

e Saia G, Lalonde J, Sun X, Ramos B, Gill G. Phosphorylation of the transcription factor Sp4 is reduced by NMDA recep-
tor signaling. J Neurochem 2014. 129: 743-752. IF: 4,244(Q2).

e Srisawat U, Reynolds GP, Zhang ZJ, Zhang XR, Arranz B, San L, Dalton CF. Methylenetetrahydrofolate reductase
(MTHFR) 677C/T polymorphism is associated with antipsychotic-induced weight gain in first-episode schizophrenia.
Int J Neuropsychopharmacol 2014. 17: 485-490. IF: 5,264(Q1).

e Toma C, Torrico B, Hervéas A, Valdés-Mas R, Tristan-Noguero A, Padillo V, Maristany M, Salgado M, Arenas C, Puente
XS, Bayés M, Cormand B. Exome sequencing in multiplex autism families suggests a major role for heterozygous trun-
cating mutations. Mol Psychiatry 2014. 19: 784-790. IF: 15,147(Q1).

e Usall J, Lopez-Carrilero R, Iniesta R, Roca M, Caballero M, Rodriguez-Jimenez R, Oliveira C, Bernardo M, Corripio |,
Sindreu SD, Gonzalez Piqueras JC, Felipe AE, Fernandez de Corres B, Ibafez A, Huerta R. Double-blind, placebo-con-
trolled study of the efficacy of reboxetine and citalopram as adjuncts to atypical antipsychotics for negative symptoms
of schizophrenia. J Clin Psychiatry 2014. 75: 608-615. IF: 5,139(Q1).

e Woodward TS, Jung K, Hwang H, Yin J, Taylor L, Menon M, Peters E, Kuipers E, Waters F, Lecomte T, Sommer IE,
Daalman K, van Lutterveld R, Hubl D, Kindler J, Homan P, Badcock JC, Chhabra S, Cella M, Keedy S, Allen P, Mechelli
A, Preti A, Siddi S, Erickson D. Symptom dimensions of the psychotic symptom rating scales in psychosis: a multisite
study. Schizophr Bull 2014. 40: S265-274. IF: 8,607(Q1).

Networks

e Centre for Biomedical Research on Mental Health (CIBERSAM). Ministry of Economy and Competitiveness (MINECO).
Instituto Carlos IIl.
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Impact, risk
and prevention
of mental disorders

Mental disorders are the group of illnesses with the greatest impact on the population’s health in the most economical-
ly-developed countries, as has been stated by the World Health Organisation and in the Global Burden of Disease study.
Between 20% and 30% of all people suffer a mental disorder at some point in their life. In many cases, this disorder is
highly incapacitating. Our interdisciplinary group, which includes psychiatrists, psychologists, statisticians, sociologists
and basic researchers, studies the factors that provide protection against or increase the risk of mental disorders, and
treatments for the people who suffer them, for the purpose of improving preventive and therapeutic strategies.

In recent years, aware of the importance of mental health in the achievement of a physically, mentally and socially healthy
ageing process, we are devoting special attention to the study of health histories in order to determine the factors which
favour active healthy ageing and at exactly which moment in time it is necessary to intervene in order to improve the
course of each individual’s health. We seek to translate all this knowledge into healthcare innovations which can be easily
incorporated into our healthcare and social support systems.

Our group forms part of the Centre for Biomedical Network Research on Mental Health (CIBERSAM), financed by the
Carlos Ill Health Institute and it is recognised as a consolidated research group by the Government of Catalonia (AGAUR
— Agency for Administration of University and Research Grants).

Research team

Coordinator Josep Maria Haro
Line coordinators Beatriz Olaya, Jordi Navarra
Researchers Ai Koyanagi, Rubén Moreno, Carla Obradors, Stefanos Tyrovolas, Claudia Caprile

Pre-doctoral researchers  Elvira Lara, Noé Garin, Ziggi Santini, ifigo Romero, Ramdn Nogueira, Philipp Edmund
Schustek, Laura Puigcerver, Victor Gémez

Laboratory technician Joel Garcia
Statistician Jaume Aguado, Maria Victoria Moneta
Support personnel Marta Hernandez

Research lines

Epidemiology
Dr. Josep M. Haro

This research line seeks to determine the impact (prevalence and disability) of mental illnesses in the general population
and the healthcare received by the people who suffer them. Epidemiologic studies are necessary for the planning and
management of resources, as well as to evaluate the existence and impact of factors associated with the occurrence of
mental disorder. The various projects of the line are focused on the adult, child-adolescent, and elderly populations. Addi-
tional goals are to determine the populational prevalence of mental illnesses in the adult and child-adolescent populations;
to study the socio-demographic characteristics and risk factors associated with mental illnesses; to analyse how the
healthcare services care for the people with mental health problems; to determine the impact of mental health problems
on quality of life and disability; and to analyse the relation between ageing and neuropsychiatric illnesses.
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Prevalence and co-morbility of mental disorders in the various age groups
Dr. Beatriz Olaya

This research line is focused on determining the impact (prevalence and disability) of mental illnesses in the general pop-
ulation and the healthcare received by the people who suffer them. Epidemiologic studies are necessary for the planning
and management of resources, and to evaluate the existence and impact of factors associated with the occurrence of
mental disorder. The various projects of this research line are focused on the adult, child-adolescent, and elderly popu-
lations.

Basic processes of perception, attention and action
Dr. Jordi Navarra

This research line seeks to describe specific normal and dysfunctional (for example schizophrenia) perception and atten-
tion processes. Specifically, it studies the cerebral mechanisms which allow us to describe the cognitive and neurophysi-
ological bases of adaptation to the asynchrony between signals of different sensory modalities, to reduce the asynchrony
between sensory information (visual and auditory, for example) on a specific event, to investigate the filter and integration
mechanisms of sensory information in schizophrenia, to code sensory information in an integrated or independent way, to
describe the role of the perception of faces in the selection and inhibition of bilingual languages, to select one language
or another according to the context, to study the role of the integration of sensory-motor information during the perfor-
mance of movements in phenylketonuria, and to coordinate sensory and motor information during the performance of a
movement.

Projects

Sant Boi Ageing Study. Ajuntament de Sant Boi. November 2014 — October 2015. PI: Josep Maria Haro.

e Pre-doctoral grants. University teacher training 2013: Elvira Lara Pérez. Ministerio de Educacion. September 2014 —
September 2018. PI: Josep Maria Haro.

e Post-residency grant 2014 PSSJD: Elena Rubio. Parc Sanitari de Sant Joan de Déu. May 2014 — May 2016. Pl: Josep
Maria Haro.

¢ Rio Hortega research training contract. Beneficiary: Elena Rubio Abadal. Instituto de Salud Carlos lll. May 2014 — May
2016. PI: Josep Maria Haro.

¢ Neuropsychiatric disorders in the elderly. Instituto de Salud Carlos Ill. March 2014 — March 2019. PI: Ai Koyanagi.

e Doctor training contracts. Beneficiary: Laura Puigcerver. Ministerio de Ciencia e Innovacion (MINECO). January 2014
—January 2018. PI: Jordi Navarra.

e The role of variability in neuronal activity in perception, decisions and trust. Ministerio de Ciencia e Innovacion (MINE-
CO). January 2014 — December 2016. PI: Ruben Moreno.

e Support for research groups 2014. Impact and risk factors of mental disorders. Agaur — Agéncia de Gestid d’Ajuts
Universitaris i de Recerca. January 2014 — December 2016. Pl: Josep Maria Haro.

e Contracting grant I3 Jordi Navarra. Ministerio de Ciencia e Innovacion (MINECO). November 2013 — November 2016.
Pl: Jordi Navarra.

e Motor changes underlying attention deficit hyperactivity disorder (ADHD): diagnostic implications. Fundacion Alicia
Koplowitz. October 2013 — November 2015. PI: Jordi Navarra.

e Functional connectivity and decoding in neuronal circuits of the primary visual cortex and the hippocampus. Agaur —
Ageéncia de Gestio d’Ajuts Universitaris i de Recerca. April 2013 — March 2016. Beneficiary: Ramon Nogueira Manas.
PI: Ruben Moreno.

* MARATONE Mental Health Training through Research Network in Europe. European Commission. April 2013 — March
2017. PI: Josep Maria Haro.

e European Innovation Partnership on Active and Healthy Ageing EIP AHA Committee. European Commission. March
2013-. PI: Josep Maria Haro.

e Impact of chronic mental disorders and of psychiatric disorders on disability and quality of life in elderly patients. Minis-
terio de Educacion. March 2013 — March 2017. Beneficiary: Noé Garin Escriva. Pl: Josep Maria Haro.



: ¢ Health condition, quality of life and well-being in ageing: a longitudinal study. Instituto de Salud Carlos Ill. January 2013
7> — December 2015. PI: Josep Maria Haro.

/ e Spatial Recoding of Sound. Ministerio de Ciencia e Innovacion (MINECO). January 2013 — December 2015. PI: Jordi
Navarra.

e Post-doctoral contracts IISC lll Sara Borrell. Instituto de Investigacion Sanitaria Carlos Ill. 2013-2015. PI: Josep Maria
Haro.

e Observational study of a prospective cohort of patients with persistent symptoms of schizophrenia to describe the
course and burden of the disorder. F. Hoffmann-La Roche. September 2012-. PI: Josep Maria Haro.

 Basque Government pre-doctoral grant: ifiigo Romero Arandia. Fundacié Privada per a la Recerca i la Docéncia Sant
Joan de Déu; Gobierno Vasco Departamento de Educacion e Universidades. January 2012 — December 2015. Pl
Inigo Romero.

e Provision of support on the design, application and analysis of research projects based on neuroimaging techniques,
which generally share the goal of identifying the neurofunctional bases of various mental processes. Ministerio de Cien-
cia e Innovacion (MINECO). January 2012 — December 2014. Pl: Josep Maria Haro.

¢ An age-friendly city for a successful ageing. Fundacio Caixa d’Estalvis i Pensions de Barcelona. December 2011 — Jan-
uary 2014. PI: Josep Maria Haro.

e Computational Neuroscience. Ministerio de Ciencia e Innovacion (MINECO). July 2011 — July 2016. PI: Ruben Moreno.

e CoNeuron. Drawing neuronal circuits without seeing them. European Commission. March 2011 — March 2015. Pl
Ruben Moreno.

e Post-FSE contract (Rio Hortega). Beneficiary: Montserrat Fuste. Instituto de Salud Carlos lll. January 2011 — January
2014. PI: Josep Maria Haro.

° Roadmap for Mental Health Research in Europe (ROAMER). European Commission. 2011-2015. PI: Josep Maria Haro.
e Lilly collaboration agreement. Eli Lilly and Company Limited. December 2010-. Pl: Josep Maria Haro.

e Pre-doctoral grants for research training 2010. Instituto de Salud Carlos Ill. September 2010 — August 2014. PI: Josep
Maria Haro. Beneficiary: Raquel Pinacho.

e COST -Time In Mental activity: theoretical, behavioural, bioimaging and clinical perspectives (TIMELY). European Com-
mission. April 2010 — April 2014. PI: Jordi Navarra.

¢ Pre-doctoral grants for research training 2009. Beneficiary: Jaime Perales. Instituto de Investigacion Sanitaria Carlos |Il.
2010-2014. PI: Josep Maria Haro.

e Centre for Biomedical Network Research on Mental Health (CIBERSAM). Instituto de Salud Carlos Il (ISCIIl). January
2008-. PI: Josep Maria Haro.

Publications

e Alonso J, de Jonge P, Lim CC, Aguilar-Gaxiola S, Bruffaerts R, Caldas-de-Aimeida JM, Liu Z, O’Neill S, Stein DJ, Viana
MC, Al-Hamzawi AO, Angermeyer MC, Borges G, Ciutan M, de Girolamo G, Fiestas F, Haro JM, Hu C, Kessler RC,
Lépine JP, Levinson D, Nakamura Y, Posada-Villa J, Wojtyniak BJ, Scott KM. Association between mental disorders
and subsequent adult onset asthma. J Psychiatr Res 2014. 59: 179-188. IF: 4,092(Q1).

e Ascher-Svanum H, Novick D, Haro JM, Bertsch J, McDonnell D, Detke H. Long-term functional improvements in the
2-year treatment of schizophrenia outpatients with olanzapine long-acting injection. Neuropsychiatr Dis Treat 2014. 10:
1125-1131. IF: 2,154(Q3).

e Brébion G, Stephan-Otto C, Huerta-Ramos E, Usall J, Perez Del Olmo M, Contel M, Haro JM, Ochoa S. Decreased
processing speed might account for working memory span deficit in schizophrenia, and might mediate the associations
between working memory span and clinical symptoms. Eur Psychiatry 2014. 29: 473-478. IF: 3,210(Q2).
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e de Jonge P, Alonso J, Stein DJ, Kiejna A, Aguilar-Gaxiola S, Viana MC, Liu Z, O’Neill S, Bruffaerts R, Caldas-de-Almeida
- JM, Lepine JP, Matschinger H, Levinson D, de Girolamo G, Fukao A, Bunting B, Haro JM, Posada-Villa JA, Al-Hamzawi
AQO, Medina-Mora ME, Piazza M, Hu C, Sasu C, Lim CC, Kessler RC, Scott KM. Associations between DSM-IV mental
disorders and diabetes mellitus: a role for impulse control disorders and depression (vol 57, pg 1269, 2014). Diabeto-
43 logia 2014. 57: 1269-1270. IF: 6,880(Q1).



o
i)
=

©
o

C

)

[}
i
<

&

@

ot

[}

o)
a8

s Dy

44

de Jonge P, Alonso J, Stein DJ, Kiejna A, Aguilar-Gaxiola S, Viana MC, Liu Z, O’Neill S, Bruffaerts R, Caldas-de-Almeida
JM, Lepine JP, Matschinger H, Levinson D, de Girolamo G, Fukao A, Bunting B, Haro JM, Posada-Villa JA, Al-Hamzawi
AO, Medina-Mora ME, Piazza M, Hu C, Sasu C, Lim CC, Kessler RC, Scott KM. Associations between DSM-IV mental
disorders and diabetes mellitus: a role for impulse control disorders and depression. Diabetologia 2014. 57: 699-709.
IF: 6,880(Q1).

Drugowitsch J, Moreno-Bote R, Pouget A. Relation between belief and performance in perceptual decision making.
PLoS One 2014. 9: -0. IF: 3,534(Q1).

Elfeddali I, van der Feltz-Cornelis CM, van Os J, Knappe S, Vieta E, Wittchen HU, Obradors-Tarragé C, Haro JM.
Horizon 2020 priorities in clinical mental health research: results of a consensus-based ROAMER expert survey. Int J
Environ Res Public Health 2014. 11: 10915-10939. IF: 1,993(Q2).

Essau CA, Olaya B, Sasagawa S, Pithia J, Bray D, Ollendick TH. Integrating video-feedback and cognitive preparation,
social skills training and behavioural activation in a cognitive behavioural therapy in the treatment of childhood anxiety.
J Affect Disord 2014. 167: 261-267. IF: 3,705(Q1).

Essau CA, Lewinsohn PM, Olaya B, Seeley JR. Anxiety disorders in adolescents and psychosocial outcomes at age
30. J Affect Disord 2014. 163: 125-132. IF: 3,705(Q1).
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e Centre for Biomedical Research on Mental Health (CIBERSAM). Ministry of Economy and Competitiveness (MINECO).
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Research and innovation
in surgery

This group is engaged in research on the illnesses in which surgical treatment occurs at some point in the care process.
Due to its multidisciplinary character, this group is formed by a team of people from different spheres of medicine (includ-
ing experts in general and digestive surgery, traumatology, gynaecology, urology, image diagnosis, endocrinology and
nutrition, among others), who are coordinated to focus their skills on the various areas of interest to the group’s research.
The group has a wide-ranging scope of study, including pathophysiological, epidemiological and risk-related factors as
well as the critical analysis of the various aspects of surgical therapeutics.

Research team

Coordinator David Parés
Line coordinators  Juan Castellanos, Manuel Céspedes, Jaime Jimeno

Researchers Rosa Cambra, Manel Carreras, Josep M Casulleras, Isaac Cebrecos, Jordi Comajuncosas,
Raul de Diego, Enric Dominguez, Laia Estalella, Lluis Font, Josep-Ramén Méndez,
Laura Garcia, Andres E. Gerding, Pere Gris, Judit Hermoso, Oscar Izquierdo, Carlos Jordan,
Lucas Krauel, Jose Luis Lépez-Negre, Jose Manuel Ledesma, Montserrat Margarit,
Eva Martinez, Gabriela Monroy, Rolando Orbeal, Jose Maria Rodriguez, Nuria Rojo,
Sergi Romero, Ana Sénchez, Joan Urgellés, Arnau Valls, Helena Vallverdu

Research lines

Functional pathology of the digestive system and of the abdominal wall
Dr. David Parés

This line is focused on functional disorders of bowel habit (faecal incontinence), benign anorectal pathology (haemor-
rhoids, fistulas, anal fissures) and their diagnosis by 3D endoanal ultrasound scan, and clinical and quality-of-life aspects
in inguinal hernia.

Study of hepatobiliary, endocrine system and mammary disorders
Dr. Jaime Jimeno

Most of the studies in this research line are focused on aspects of care quality in laparoscopic cholecystectomy and on
the pathology of the parathyroid gland.

Locomotor system disorders
Dr. Juan Castellanos

This line encompasses all types of research in orthopaedic surgery and traumatology, centred to a large extent on as-
pects involving the control and study of infection in traumatology and on the microsurgical treatment of various locomotor
system pathologies.

Uro-gynaecological and pelvic floor surgery
Dr. Manuel Céspedes

Post-delivery disorders of the pelvic floor (urinary incontinence) and surgical disorders of the urethra.



Projects

e Effect of external neurolysis of the peripheral nerves on the occurrence of ulcers in diabetic polyneuropathy. Parc San-
itari de Sant Joan de Déu. February 2014 — February 2015. PI: Oscar Izquierdo.

e Prospective randomised study of the utility of a change of position of the umbilical trocar on the incidence of surgical
wound infection in laparoscopic cholecystectomy. Parc Sanitari de Sant Joan de Déu. February 2014 — February 2015.
Pl: Judit Hermoso.

* Relation between serum levels of progesterone, estradiol and relaxin and the occurrence of faecal incontinence symp-
toms during pregnancy and the post-delivery period. Instituto de Salud Carlos Ill). January 2014 — December 2016. PI:
Eva Maria Martinez.

e Support for research groups 2014. Surgery Research and Innovation Group. Agéencia de Gestid d’Ajuts Universitaris i
de Recerca. January 2014 — December 2016. PI: David Parés.

e Impact of the use of information and communication technologies (ICTs) in the management of the surgery waiting
list: a randomised clinical trial. Parc Sanitari de Sant Joan de Déu. February 2013 — December 2015. PI: David Parés.

e Effect of electromagnetic fields on adhesion and formation of S. epidermidis biofilm on various metals. Mutual Medica
de Catalunya i Balears. November 2011 — December 2014. PI: Luis Font.

Clinical trials

e Low molecular weight heparin (LMWH) for the prevention of complications derived from placental insufficiency in at-
risk patients without thrombophilia: randomised multi-centre study. ACNC0005. September 2011-. PI: Raul De Diego.
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study. Am J Surg 2014. 207:1-6. IF: 2,406(Q1).
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e Estalella L, Vila M, Sanchez-Pradell C, Parés D. Mucinous neoplasia of the appendix. Cir Esp 2014. 92:e41. IF:
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e L6pez Negre JL, Parés D. Internal anal sphincter evaluation using 3D anal ultrasound. Rev Esp Enferm Dig 2014.
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e Martinez Franco E, Parés D, Lorente Colomé N, Méndez Paredes JR, Amat Tardiu L. Urinary incontinence during preg-
nancy. Is there a difference between first and third trimester?. Eur J Obstet Gynecol Reprod Biol 2014. 182:86-90. IF:
1,627(Q3).

e Parés D. Factors influencing clinical results in colon surgical resection: surgeon, volume of cases and now day of the
week?. Am J Surg 2014. 207:1003. IF: 2,406(Q1).
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; e Parés D, Jimeno J, Orbeal R. Reingreso hospitalario en cirugia general y digestiva: 4 existe asociacion con la edad de
= los pacientes?. Gastroenterol Hepatol 2014. 37:269-270. IF: 0,832(Q4).

e Secanell M, Orrego C, Vila M, Vallverdu Helena, Mora N, Oller A, Barfieres J. Implementacién de un listado de verifi-
cacion de practicas seguras en cirugia: experiencia de la fase inicial de la puesta en marcha de un proyecto colabora-
49 tivo en hospitales de Catalunya. Med Clin (Barc) 2014. 143:17-24. IF: 1,252(Q83).
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Healthcare technologies
and results in primary

care and mental health
(PRISMA)

This research team conducts projects relating to the field of epidemiology, analysis of the effectiveness and suitability of
treatments, mental health determinants, and economic effects on society. Analyses are made of both illnesses and the
treatments applied to them in specific contexts.

1.

Evaluation of the prevalence of mental illnesses and of the needs of the people who suffer them, in both the general
population and specific populations (primary care, prison care).

. Evaluation of the effectiveness of intervention in primary care: anti-depressive treatment, psycho-education, pharma-

ceutical intervention, etc.

. Description of the population for which the primary care physicians prescribe antidepressant medications and descrip-

tion of the treatment pattern.

. Evaluation of how health determinants influence the presentation and/or evolution of mental illnesses.
. Economic evaluation of the impact of mental illnesses on society.

. Evaluation of interdisciplinary cooperation in primary care.

Research team

Coordinator Antoni Serrano-Blanco

Line coordinators  Luisa Baladén, Ana Fernandez, Maria Rubio, Juan Vicente Luciano

Researchers Jaume Autonell, Ignacio Aznar, Vanessa Barneda, Alexia Camufias, Eugenia Cardefiosa,

Albert Feliu, Rita Fernandez, Montserrat Gil, Laura Gonzalez, Anna Maria Jové,
Juan Manuel Mendive, Maria Antonia March, Jose Bruno Montoro, Maria Teresa Pefharrubia,
Enric Vicens, Mireia Vives

Assistants Martin Knapp, Paul McCrone, Antonio Cuesta-Vargas, Luis Salvador-Carulla

Research lines

Innovative interventions in fibromyalgia

Dr. Juan Vicente Luciano

Fibromyalgia (FM) is a chronic syndrome characterised by multifocal pain and other associated somatic symptoms includ-
ing fatigue, insomnia, cognitive problems and psychological disorders. Its high prevalence, severe functional deterioration
and high healthcare cost cause FM to be considered a severe public health problem. Although the pathogenesis of FM is
unknown at present, it is probably produced by an interaction of biological, behavioural and psychological mechanisms.

The FM syndrome poses a major challenge to healthcare professionals due to the absence of optimum treatments.
The effectiveness of pharmacological treatments is usually limited and the most promising effects have been found in
non-pharmacological treatments (for example, aerobic exercise, health education, relaxation). Nevertheless, there exists
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a lack of empirical evidence with respect to the cost-effectiveness of these treatments. Bearing all this in mind, in 2007
we began a research line addressed to evaluating the effectiveness and cost-effectiveness of the various treatments for
FM with the collaboration of Prof. M. Knapp and Dr. Francesco D’Amico of the Personal Social Services Research Unit
(PSSRU — London School of Economics and Political Science, UK) and with Dr. Javier Garcia-Campayo (Hospital Miguel
Servet, Zaragoza, Spain): (1) Psycho-education implemented in general practice vs. usual care; (2) Cognitive behaviour
therapy vs. recommended pharmacological therapy vs. usual care; (3) Therapy acceptance and commitment group vs.
FDA recommended pharmacological treatment; and (4) Mindfulness-based stress reduction (MBSR) vs. usual care (re-
search project recently financed by ISCIII, Miguel Servet contract).

New technologies and mental health
Dr. Luisa Baladon

In recent years we have been withessing the gradually progressive introduction of new health technologies which will
transform healthcare in a not too distant future. This research group has taken part in innovation projects that incorporate
the use of the new technologies in the detection, follow-up and treatment of mental disorders. In this this line, we have
participated in the following projects:

e Help for Mood (www.help4mood.info): European project (7th EU Framework Programme), which has the goal of as-
sisting the follow-up and treatment of depression patients at home by a sensor system and a computer avatar that
interacts with the patient.

* MADep: a national project (Accid10) that develops a website for the performance of depressed patient follow-up tasks
in the home. It includes an alarm system that is activated when it detects that the evolution of the patient’s depression
may lead to a relapse.

e Computer psychotherapy: a national project led by Dr. Javier Garcia-Campayo (redlAPP) which provides online psycho-
therapy services to depressed patients in primary care.

Economic evaluation of healthcare services
Dr. Antoni Serrano-Blanco

Resources are limited and healthcare needs are growing. It is the responsibility of managers, planners, clinicians and
patients to use healthcare resources as efficiently as possible. Health economy studies generate evidence with respect to
the efficiency of healthcare services in order to provide help for the decision-making process. Our group has incorporated
the economic evaluation of all the therapeutic interventions in which we have taken part, which allows us to determine
their level of efficiency, that is to say, the degree to which their healthcare goals have been achieved, while measuring the
accompanying costs of these interventions. Another type of studies in which we have participated is that of determining
the economic costs of illnesses and establishing the factors that influence them.

Prevention of common mental ilinesses
Dr. Ana Fernandez

Major depression is the most common mental illness and its treatment is carried out mainly at the primary care level. This
group has taken part in the PREDICT-CCRT project, which has developed and evaluated the first preventive intervention
for major depression carried out by primary care physicians in Spain. This group is working at present on the development
of new applications for this intervention.

Pharmacoepidemiology and cooperative treatment in primary care
Dr. Maria Rubio

This research line is focused on evaluating the effectiveness and efficiency of various therapeutic alternatives and inter-
ventions for improving these treatments. The projects are set within the framework of primary healthcare and are mainly
centred around the pharmacological approach and multidisciplinary care.

Some of the most representative projects of this line include:

* NO-INICIADORES (NON-STARTERS) project (the problem of not starting pharmacological treatment: evaluation with
mixed methods. FIS PI114/00052): This project’s goal is to determine the prevalence and economic consequences of
not starting pharmacological treatment in primary care, and to establish the motivations of non-starter patients.

e INFAP project (FIS PI11/01345): The goal of this project is to evaluate the cost-effectiveness of the treatment of
light-to-moderate major depression in primary care on watchful waiting in comparison to the use of antidepressants.

e ATDOM project (COFB grant): This is a clinical and economic evaluation of the integration of a pharmacist into a prima-
ry-care home assistance team.

e QUALIFAR project (CAMFIC grant): This project’s goal was to determine the barriers to and facilitators of cooperation
between family physicians and community pharmacists.



 PRODEFAR project (PI070546): This project evaluated the cost-effectiveness of a pharmaceutical intervention aimed to
improve adherence to antidepressant treatment in primary care.

Projects

e Unfulfilled needs in elderly persons hospitalised for the first time in an acute psychiatric unit: Relation to quality of life
and use of healthcare and social resources. Parc Sanitari de Sant Joan de Déu. February 2013 — December 2015. PI:
Antoni Serrano-Blanco.

¢ Preventive activities and health promotion in primary care. Instituto de Salud Carlos lll. January 2013 — December 2016.
Pl: Antoni Serrano-Blanco.

e Genetic, practitioner- and patient-related factors and their interaction as associated with the therapeutic success of an
intervention to prevent major depression in primary care. PredictD-EVAL study. PI12/02755. Instituto de Salud Carlos
lll. 2013-2015. PI: Juan Bellon.

e Cost-effectiveness of a non-pharmacological intervention vs. pharmacology (fluoxetine, escitalopram or venlafaxine) in
major depression in Spanish primary care (INFAP study). Instituto de Salud Carlos lll. January 2012 — December 2015.
Pl: Antoni Serrano-Blanco.

e Research on healthcare services and health results. Agaur - Agencia de Gestié d’Ajuts Universitaris i de Recerca. Sep-
tember 2009 — December 2014. PI: Antoni Serrano-Blanco.

e A Computational Distributed System to Support the Treatment of Patients with Major Depression (Help4Mood). PlI:
Colin Matheson (University of Edinburgh). Seventh Framework Programme Theme ICT-2009.5.1 (Personal Health Sys-
tems); EU STREP 248765. 2010-2014.

¢ Mental Health Training Through Research Network In Europe (MARATONE) Period: 2013 to 2017. Funded by 7MP Eu-
ropean Union FP7-PEOPLE-2012-ITN (316795). PI: Ludwig-Maximilians (Universitast Muenchen). Researchers: CIBER
consortium for the Mental Health thematic area, Fondazione IRCCS lIstituto Neurologico Carlo Besta, Instytut Psychi-
atrii i Neurologii, King’s College London, Deutsche Lufthansa AG, London School of Economics and Political Science
(Martin Knapp), National Suicide Research Foundation, Parc Sanitari Sant Joan de Déu (UM Haro, A. Serrano-Blanco,
S. Ochoa), Siemens AG, Schweizer Paraplegiker-Forschung AG, Universitét Leipzig, Oulun Yliopisto.

e RETICS (redlAPP). Ministerio de Sanidad y Consumo, Instituto de Salud Carlos Ill, Red (RD12/0005/008). 2013-2017.
Node de Salut Mental i Atencié Primaria (grup PRISMA-CAT). PI: Antoni Serrano-Blanco.

e The problem of non-starting of pharmacological treatment: evaluation by mixed methods. Instituto de Salud Carlos IIl.
January 2015 - January 2017. Pl: Maria Rubio.

e Clinical and economic evaluation of the integration of a pharmacist into a multidisciplinary home-care team. Beca del
Colegio Oficial de Farmacéuticos de Barcelona. January — December 2015. Pl: Maria Rubio.

e Study of the typology and costs of interventions associated with containment in acute psychiatric crises in the hospital
environment. Ferrer. January 2013 — December 2015. PIl: Antoni Serrano-Blanco.

e OBERTAMENT project on combating the stigma against mental illness. Obertament. 2012-2016. PI: Antoni Serra-
no-Blanco, Maria Rubio.

Clinical trials

e Post-injection syndrome in schizophrenia patients receiving olanzapine long-acting injection. Lilly. June 2014-. Pl: An-
tonio Serrano-Blanco.

e European non-interventionist (ENI) study in schizophrenia patients treated with long-acting injectable (LAl) antipsychot-
ics (ALTO). H. Lundbeck A/S. January 2014 — November 2014. Pl: Antonio Serrano-Blanco.
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e Observational, multi-centre, open-label, prospective study and 6 weeks of follow-up to evaluate the variation of severity
= of the illness of schizophrenia patients requiring, as per usual clinical practice, treatment with extended-release inject-
K able paliperidone palmitate on hospitalisation in the acute unit due to relapse. Janssen - Cilag. May 2013-. PI: Antonio
Serrano-Blanco.
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Publications

e Bellon JA, Moreno-Peral P, Moreno-Kiistner B, Motrico E, Aiarzagliena JM, Fernandez A, Fernandez-Alonso C,
Montén-Franco C, Rodriguez-Bayén A, Ballesta-Rodriguez MI, Runtel-Geidel A, Payo-Gorddn J, Serrano-Blanco A,
Olivan-Blazquez B, Araujo L, Muioz-Garcia Mdel M, King M, Nazareth |, Amezcua M. Patients’ opinions about knowing
their risk for depression and what to do about it. The predictD-qualitative study. PLoS One. 2014 Mar 19;9(3):692008-
0. IF: 3,534(Q1).

e Cuesta-Vargas A, Farasyn A, Gabel CP, Luciano JV. The mechanical and inflammatory low back pain (MIL) index: de-
velopment and validation. BMC Musculoskelet Disord 2014. 15: 12-0. IF: 1,898(Q2).

e Huerta-Ramos E, Iniesta R, Ochoa S, Cobo J, Miquel E, Roca M, Serrano-Blanco A, Teba F, Usall J. Effects of raloxifene
on cognition in postmenopausal women with schizophrenia: a double-blind, randomized, placebo-controlled trial. Eur
Neuropsychopharmacol 2014. 24: 223-231. IF: 5,395(Q1).

e Jové AM, Fernandez A, Hughes C, Guillen-Sola M, Rovira M, Rubio-Valera M. Perceptions of collaboration between
general practitioners and community pharmacists: findings from a qualitative study based in Spain. J Interprof Care
2014. 28(4):352-357. IF: 1,362(Q3).

e Luciano JV, Barrada JR, Aguado J, Osma J, Garcia-Campayo J. Bifactor analysis and construct validity of the HADS:
a cross-sectional and longitudinal study in fibromyalgia patients. Psychol Assess 2014. 26: 395-406. IF: 2,840(Q1).

e Luciano JV, D Amico F, Cerda-Lafont M, Penarrubia-Maria MT, Knapp M, Cuesta-Vargas Al, Serrano-Blanco A,
Garcia-Campayo J. Cost-utility of cognitive behavioral therapy versus U.S. Food and Drug Administration recommend-
ed drugs and usual care in the treatment of patients with fibromyalgia: an economic evaluation alongside a 6-month
randomized controlled trial. Arthritis Res Ther 2014. 16: 451-0. IF: 4,117(Q1).

e Luciano JV, Guallar JA, Aguado J, Lépez-Del-Hoyo Y, Olivan B, Magallén R, Alda M, Serrano-Blanco A, Gili M, Gar-
cia-Campayo J. Effectiveness of group acceptance and commitment therapy for fibromyalgia: a 6-month randomized
controlled trial (EFFIGACT study). Pain 2014. 155: 693-702. IF: 5,836(Q1).

* Moreno-Peral P, Conejo-Cerdn S, Motrico E, Rodriguez-Morejon A, Fernandez A, Garcia-Campayo J, Roca M, Serra-
no-Blanco A, Rubio-Valera M, Angel Belldon J. Risk factors for the onset of panic and generalised anxiety disorders in
the general adult population: a systematic review of cohort studies. J Affect Disord 2014. 168: 337-348. IF: 3,705(Q1).

e Rubio-Valera M, Chen TF, O’Reilly CL. New roles for pharmacists in community mental health care: a narrative review.
Int J Environ Res Public Health 2014. 11: 10967-10990. IF: 1,993(Q2).

¢ Rubio-Valera M, Pons-Vigués M, Martinez-Andrés M, Moreno-Peral P, Berenguera A, Fernandez A. Barriers and facili-
tators for the implementation of primary prevention and health promotion activities in primary care: a synthesis through
meta-ethnography. PLoS One 2014. 9: -0. IF: 3,534(Q1).

e Salvador-Carulla L, Fernandez Sanchez A, Madden R, Lukersmith S, Colagiuri R, Torkfar G, Sturmberg J. Framing of
scientific knowledge as a new category of health care research. J Eval Clin Pract 2014. 20:1045-1055. IF: 1,580(Q2).

e Sturmberg JP, O’Halloran D, Colagiuri R, Ana Fernandez Sanchez, Lukersmith S, Torkfar G, Salvador- Carulla L. Health
care frames - from Virchow to Obama and beyond: The changing frames in health care and their implications for patient
care. J Eval Clin Pract 2014. 20:1036-1044. IF: 1,580(Q2).

Awards

e November 2014: 2nd Prize Integrated Care for the poster Rubio M, Bosmans E, Pefarrubia MT, March M, Trave P,
Fernandez A, Belldn JA, Serrano-Blanco A. Cost-effectiveness and cost-utility of a community pharmacist intervention
in patients with depression (PRODEFAR study). Second World Congress on Integrated Care “21st Century Integrated
Care: serving citizens, patients and communities” 2014, Sydney, Australia, Nov 2014.
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Supervised theses

E e Barriers to and facilitators of communication and cooperation between the primary care physician and the community
pharmacist. University: UAB. Faculty of Medicine. Doctorate programme: Medicine. Directors: Carlos Martin Cantera
and Maria Rubio. Doctoral candidate: Ana Maria Jové. Presentation: June 2014.
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Emerging groups and groups under training

Clinical research

This is a mutlidisciplinary group of researchers, all of whom work with high-prevalence ilinesses. These are disorders with
a high morbility-mortality that form a steadily growing part of all hospitals’ activity. The group is composed of specialists
with long clinical experience who deal regularly with illnesses of this type.

This research group has recently taken up a new line involving critical patients. The common goal of the group is to con-
duct clinical research, striving to make new clinical findings in order to improve and simplify diagnostic and/or therapeutic
techniques. It also seeks to increase the epidemiological research carried out on our area in order to expand the knowl-
edge about the incidence, prevalence and risk factors of high-prevalence illnesses.

Research team

Coordinator Luis Lores

Line coordinators  Ernest Bragulat, Antoni Callén, Jordi Graells, Viceng Diaz de Brito, Alejandra Fernandez,
César Romero

Researchers Maria Aiguabella, Mireia Albuixech, Elisabeth Arellano, Nuria Berrocal, Patricia Boronat,
Anna Capella, Xavier Casas, Francisco Castro, Toni Cruz, Gemma Donaire, Ana Escrig,
Olga Farré, Rafaelle Fiorillo, Lluis Font, Arantxa Garcia, Diego Gauna, Paola Gémez,
Araceli Gonzalez, Diana Gutierrez, Rosana Hernando, Soledad Herrera, Oscar Izquierdo,
Mireia Junyent, Jaime Llopis, Francisco Lopez, Pablo Marchena, Xavier Martret, Patricia Miro,
Gerard Navarrete, Joan Nicolas, Rosa M? Ojeda, Teresa Pascual, Carles Paytubi,
Sandra Pérez, Edwin Percy Pesantes, Berthy Rivero, Bernabé Robles, Yobanni Rodriguez,
Julian Rodriguez-Larrea, Elisabeth Rovira, Laura Santos, Marta Serrano, Mireia Vila, M? Jose Vives

Research lines

Chronic-degenerative neurological disorders
Antoni Callén

This is a study of personal networks as a strategy to be used against the stress felt by the carers of dementia patients: it
analyses the interpersonal relation networks of such carers. The goal is to document the carers’ overload and the stress
generated as a result of it in order to provide the necessary tools to allow them to cope with their task. Other aspects are
the application of the new technologies to patients with cognitive deterioration: Location-Based Extensible and Generic
Platform for Ambient Assisted Living (LEGAAL) ICT 4 for Healthy Ageing; the application of the new technologies to foster
healthy independent ageing; the monitoring of vital functions; the analysis of the risk of falls as a preventive measure; the
promotion of healthy habits; and the geolocation of dementia patients to avoid the risk of their getting lost.

Emerging processes of respiratory disorders
Luis Lores Obradors
This research work is focused on the studies of prevalence of obesity-hyperventilation syndrome and prevalence of COPD

in the area of reference, as well as on multiple clinical trials and observational studies on patients with COPD, and on
chronic bronchial disorders.
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Chronic heart disorders
César Romero

Work is conducted along four research lines: cardiac arrhythmias, heart failure, coronary atherothrombotic disease, and
cardiovascular risk factors.

Urgent care processes and pathologies
Ernest Bragulat

Three research lines are underway: chest pain; prevalence of DVT in mental health patients, and triage at the Sant Joan
de Déu Barcelona Healthcare Park.

Epidemiological research on non-melanoma skin cancer
Jordi Graells

Within the general lines described for this research group, special emphasis is placed on epidemiological research on
non-melanoma skin cancer, the risk factors associated with the occurrence of new skin neoplasias, and the relations and
synergies between primary care and specialised care.

Severe infectious processes
Vicen¢ Diaz de Brito

Four research lines are being followed: 1) Nosocomial infection and infection associated with social-healthcare centres,
2) Infection by multi-resistant microorganisms or highly complex infections, 3) High-prevalence respiratory infections, and
4) Prosthetic osteoarticular and infection.

Processes and pathologies of critical patients
Algjandra Fernandez

Work is carried out along three main research lines: 1) Cardiovascular aspects of ultrasound scan in cardiac arrest, 2)
Tracheostomy improvement techniques with ultrasound scans, and 3) Handling of chronic patients in critical care units.

Projects

e Impact of strengthening basic hygiene measures on multi-resistant microorganisms in long-term centres and private
residences. Parc Sanitari Sant Joan de Déu (PSSJD), social-healthcare centres and private residences in the area of
influence of PSSJD. Beneficiary: Amara Rédenas. Fundacié Mutuam — Conviure 2013. 2014 — 2015. PI: Viceng Diaz
de Brito.

e Study of personal networks as a strategy against stress in carers of Alzheimer patients. Parc Sanitari Sant Joan de Déu.
2013 —2014. PI: Jaime Llopis.

Clinical trials

Observational, cross-sectional, multi-centre descriptive study of the clinical profile of COPD patients treated with dou-
ble bronchodilation. DOBRO Study. December 2014-. PI: Xavier Casas.

e Open extension study to evaluate the long-term safety and tolerability of dupilumab in asthma patients who took part
in the prior clinical trial on dupilumab in asthma. November 2014 -. PI: Luis Lores.

e Prospective, multi-centre, randomised, open study with a duration of 12 weeks to evaluate the efficacy and safety of
glycopyrronium (50 microgrammes once daily) or of the combination of fixed doses of indacaterol and glycopyrronium
bromide (110/50 microgrammes once daily) on the symptoms and the state of health of patients with moderate chronic
obstructive pulmonary disease (COPD) who switch from any standard treatment regime for COPD. September 2014 -.
Pl: Luis Lores.

e Titan study. National study on quality of oral anticoagulation in non-valvular atrial fibrillation. June 2014-. Pl: César
Romero.
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Dose-determination, randomised, double-blind, placebo-controlled study to evaluate dupilumab in patients with mod-
erate-to-severe uncontrolled asthma. January 2014-. PI; Luis Lores.

Comparative, randomised, double-blind, double-simulation study with parallel groups on fluticasone propionate / for-
moterol fumarate (Flutiform®) 250/10 g (2 inhalations twice daily) and on Flutiform® 125/5 pg (2 inhalations twice daily)
vs. formoterol fumarate dihydrate (Atimos®) 12 pg (1 inhalation twice daily) on patients with chronic obstructive pulmo-
nary disease (COPD). November 2013-. PI: Luis Lores.

Randomised, double-blind, double-simulation, active product-controlled evaluation study on the efficacy, safety and
tolerability of aclidinium bromide / formoterol fumarate, administered twice daily, in comparison to salmeterol / flutica-
sone propionate, administered twice daily, in the 24-week treatment of symptomatic patients with chronic obstructive
pulmonary disease (COPD). August 2013-. PI: Luis Lores.

ESOPO study. Evaluation of a programme of remote support for patients with COPD and frequent exacerbations on
quality of life and the evolution of the disorder. July 2013-. PI: Luis Lores.

Multi-centre, randomised, double-blind, placebo-controlled study on parallel groups with 12 weeks of active treatment
to evaluate the efficacy, safety and tolerability of QVA149 (indacaterol maleate / glycopyrronium bromide) in patients
with COPD with moderate-to-severe airflow limitation. June 2013-. PI: Luis Lores.

Multi-centre, randomised study with duration of 52 weeks to evaluate the remote monitoring of patients by means of
the EXACT questionnaire with results reported by the patient on the reduction of hospitalisations due to exacerbations
in chronic obstructive pulmonary disease patients in comparison to patients controlled as per the usual clinical practice.
May 2013-. PI: Luis Lores.

Randomised, double-blind, placebo-controlled, multi-centre study on ciprofloxacin in a dose of 32.5 mg dry inhalation
powder for inhalation twice daily with intermittent administration, during 28 days with another 28 days of rest, or during
14 days with another 14 days of rest, in comparison to placebo, on evaluation of the time until the first pulmonary ex-
acerbation and the frequency of exacerbations in patients with bronchiectasis not due to cystic fibrosis. March 2013-.
Pl: Luis Lores.

Evaluation of the clinical effects of inhibition of cholesteryl ester transfer protein (CEPT) with evacetrapib in patients with
high risk of vascular events — ACCELERATE study. January 2013-. PIl: Pablo Marchena.

Cross-sectional and longitudinal international evaluation of asthma control (LIAISON). August 2012-. PI: Luis Lores.

Multi-centre, randomised, active-control comparative study of the efficacy and safety of betrixaban in extended treat-
ment vs. Enoxaparin® as usual treatment for prevention of venous thromboembolism in patients with medically acute
disorder. August 2012-. PI: Pablo Marchena.

Study of prognostic factors and prevalence of post-thrombotic syndrome (PTS) in Spain in patients with deep vein
thrombosis (DVT). August 2012-. Pl: Pablo Marchena.

Study of the safety and efficacy of an inhaled combination of inhaled fluticasone propionate/salmeterol vs. inhaled fluti-
casone propionate in the treatment of adolescents and adults with asthma. February 2012-. PI: Luis Lores.

Opportunities for intravenous to oral sequencing and early discharge in gram-positive infections requiring glycopeptide
or lipopeptide treatment. SEQUENCE study. February 2012-. PI: Viceng Diaz de Brito.

Open, prospective, randomised, phase IV clinical trial to evaluate the utility of measuring nitric oxide in exhaled air in the
therapeutic handling of adult patients with light asthma. January 2012-. PI: Luis Lores.

Study of clinical results to compare the effect of inhaled fluticasone furoate/vilanterol powder, 100/25 mg, versus pla-
cebo, on the survival of patients with moderate chronic obstructive pulmonary disease (COPD) and with background or
high risk of cardiovascular disorder. July 2011-. PI: Luis Lores.

Clinical trial of two strategies for making therapeutic decisions in the study of tuberculosis contacts: standard strategy,
based on the tuberculin test alone, versus the combination of the tuberculin test and QuantiFERON-TB-Gold in-Tube.
April 2011-. PI: Luis Lores.

Clinical effectiveness and secondary histological changes in treatment with omalizumab in allergic asthma patients in
GINA (Global Initiative of Asthma) stage V. December 2009-. PI: Luis Lores.

Publications

Castellanos J, Gonzalez-Cuevas A, Sierra JM, Garcia-Nufio L, Diaz-Brito V, Soriano A, Font-Vizcarra L. Adherence
of S. epiderdimis on different metals: a comparative in vitro study. J Appl Biomater Funct Mater 2014. 30:141-4. IF:
0,905(Q4).
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Research Group
on Nursing, Education
and Society (GIEES)

The Research Group on Nursing, Education and Society (GIEES) is engaged in four different spheres of research (social
action, healthcare methodology, educational innovation, and identity traits). Each of these spheres is covered by a group
of professors who carry out their research activity on one same focus of interest: the analysis of social inequalities and
the situation of vulnerability; the evaluation of nursing care plans; the development and analysis of innovative teaching
methodologies; and the identity traits of our profession.

Research team

Coordinator Nuria Roca, Juan Roldan
Line coordinators  Maria José Morera, Anna Ramid, Juan Roldan

Researchers Marta Callarisa, Anna Cano, Rosa Gaya, Mar Godall, Amelia Guilera, Mariona Farrés, Barbara
Hurtado, Marina Heredia, Esther Insa, Laura Martinez, Dolors Miguel, Carlos Nebot, Angels
Pedrola, Olga Rodrigo, Julia Roura, Dolores Royo, Laura Serradesanferm, Carme Vega

Assistants Ana Merino, Ana Pérez, Joan Uribe

Research lines

Social Action
Dr. Ndria Roca

Social inequalities and the situation of vulnerability in which steadily increasing numbers of people find themselves make
it necessary to implement policies that will improve people’s lives. The goal of the research group on social action is to
conduct research that provides knowledge about the structural conditions of inequality and that allows proposals for
improvement to be made.

Identity traits
Dr. Anna Ramio

This sphere aims to strengthen the research in the field of the identity traits of the healthcare professions (and especially
those of male and female nurses) and of the social-healthcare organisations. The identity of the professions and organi-
sations is based on the values and attitudes of a collective that, together with its abstract knowledge and its skills, carries
out and specifies its social contribution. The investigation in this field seeks to expand the knowledge of and reflect upon
these essential fundamental aspects around which the humanised care of people by the social-healthcare professions
and organisations pivots.

Educational innovation
Dr. Maria-José Morera

The concern for the quality of teaching and the start-up of initiatives for changes in the organisation of education and in
the methodological practices of instruction give innovation and change a fundamental role in the overall process of adap-
tation to the existing social demands. The Research Group on Educational Innovation studies the teaching methodologies
that promote change, innovation and improvement in education. Its main goals are research centred on improvement
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of teacher training; organisational culture and governance of educational centres; and the development of educational
strategies that strengthen the training of students according to the context and needs of today’s world.

Healthcare methodology
Dr. Juan Roldan Merino

This sphere seeks to strengthen research in the field of the care of people with health problems, in order to promote the
health, well-being and quality of life of people of all ages and in all personal situations. We consider that research is an
essential activity that will allow us to answer the questions posed by nursing practice, and that it is a basic instrument for
the performance of our profession. Research will not only assure a high standard of nursing intervention for all citizens
but also entails an added value for us nursing professionals ourselves, for the community and for the selfsame healthcare
system.

Projects

¢ The Teaching Action Plan in undergraduate nursing studies. Campus Docent Sant Joan de Déu — Fundacié Privada.
February 2013 — January 2015. PI: Nuria Roca.

¢ Training of the collective of women of Maghrebi origin in Sant Viceng dels Horts. Campus Docent Sant Joan de Déu —
Fundacio Privada. November 2013 — November 2017. PI: Laura Martinez.

¢ Hospitality as a value. Meanings and construction in the students of Campus Docent Sant Joan de Déu — Fundacio
Privada (EUI agreement). Campus Docent Sant Joan de Déu — Fundacié Privada. December 2012 — December 2016.
Pl: Laura Martinez, Amelia Guilera.

e Study of the attitudes and behaviours attached to the institutional values of the Hospitaller Order of Saint John of God,
Aragon-San Rafael province. Campus Docent Sant Joan de Déu — Fundacié Privada; OHSJD-Provincial Curia. May
2012 — May 2017. Pl: Anna Rami6, Amelia Guilera and Laura Martinez.

e Mobility of students and its impact on schooling in the metropolitan region of Barcelona: types, processes and trends.
Ministerio de Economia y Competitividad. January 2013 — December 2017. PI: Silvia Carrasco. Investigator: Nuria
Roca.

e Improving the therapeutic relation in nursing care through evidence. A research study-participative action in acute psy-
chiatry units. COIB. December 2014 — December 2016.

e Pl: Antonio Rafael Moreno. Investigator: Juan Roldan-Merino.

* Medicated life. Healthcare policies, antideprpssant consumption, and vital worlds of Catalan youth. Ministerio de
Economia y Competitividad. 2013-2015. PI: Angel Martinez. Investigator: Carme Vega.

e Evaluation of critical thought in hospitalisation nursing professionals, according to the Alfaro-LeFevre 4-circle model.
COIB. September 2014- December 2016. PIl: Esperanza Zurigel. Investigator: Juan Roldan-Merino.

e Adaptation of the Spanish language and study of reliability and validity of the Scoring Scale for Nursing Skills in Crighton
Simulation (C-SEIl). COIB. September 2014-December 2016. PI: Mariona Farrés.

e International Researchers Group on Mental Health Nursing Care. Campus Docent-Fundacio Privada. 2013-2018. PI:
Juan Roldan-Merino.

e Physiological immaturity of the newborn: Multi-phase study by the mixed method. COIB. January 2014- December
2016. PI: M. Eulalia Juve. Investigator: Barbara Hurtado.

¢ Influence of nursing interventions on adherence to treatment with antituberculosis drugs in the paediatric population.
COIB. January 2014 — December 2016. Pl: Eva M Guix. Investigator: Barbara Hurtado.

e Carers 2.0: effectiveness of a support programme for non-professional carers of chronic patients. Universitat Rovira i
Virgili. January 2013 — December 2015. Pl: Mar Lleixa. Investigator: Juan Roldan Merino.

¢ Application of the patient- and family-centred care model to hospitalised children diagnosed with acute bronchospasm.
A commitment to hospital efficiency. COIB. September 2011 — December 2014. Pl: Marta Fernandez. Investigator:
Nuria Roca.
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Publications

e Benito LI, Binefa G, Lluch T, Vidal C, Mila N, Puig M, Roldan J. Defining the role of the nurse in population-bases cancer
screening programs: a literature review. Clin J Oncol Nurs. 2014; 18(4): e77-e83. IF: 0,945(Q2).

e Falco-Pegueroles A, Lluch-Canut T, Roldan-Merino J, Goberna-Tricas J. Guardia-Olmos J. Ethical conflict in critical
care nursing: Correlation between exposure and types. Nursing ethics. 2014. IF: 1,093(Q2).

e Roldan-Merino J, Lluch-Canut T, Menarguez-Alcaina M, Foix-Sanjuan A, Haro JM. Psychometric evaluation of a new
instrument in Spanish to measure self-care requisites in patients with schizophrenia. Perspect Psychiatr Care. 2014;
50: 93-101. IF: 0,712(Q4).

Zuriguel E, Lluch MT, Falco A, Puig M, Moreno C, Roldan J. Critical thinking in nursing: Scoping review of the literature.
International J of Nursing Practice. 2014. IF: 0,532(Q4).

Books

e Aguilar M, Coscolla R, Belzunegui A, Benavent E, Martinez L y Roca N. L’Acci6 social des de les entitats d'Església: els
eu paper en la cohesié social a Catalunya. Barcelona: Fundacié Pere Tarrés. Ed. Claret; 2014.

e Fernandez E [coord], Vega C [coord], Ara A, Foix J, Gaibar V, Muela J. Participacion en salud: estrategias individuales
y colectivas frente a los procesos de salud, enfermedad, atencion. [Monografia en internet]. Esplugues de Llobregat:
Ediciones San Juan de Dios; 2014. Disponible en: http://www.santjoandedeu.edu.es/edicionessanjuandedios/catalo-
go/profesionalidad/participacion-en-salud-estrategias-individuales-colectivas-frente-procesos.

e Ferre-Grau C, Sequeira C, Roldan-Merino JF, Lluch-Canut MT, Lleixa-Fortuno M, Montesol-Curto P, Puig-Llobet M, Fal-
co-Pegueroles M. Projeto internacional para promover a investigacao em emfermagem de saude mental. En: Sequeira
C, Carvalho JC i Sa L. (Eds.). IV Congresso Internacional ASPESM: Padroes de Qualidade em Saude Mental. Porto:
ASPESM; 2014. p. 2017-226.

e Guilera A, Martinez L, Ramié A, GIEES (Grup d'investigacio en infermeria, educacio i societat). Conviure amb la malaltia.
Barcelona: ed. Mediterrania, S.L.: Obra Social Sant Joan de Déu; 2014.

e Rodrigo O, Cais J y Monforte C. Caracteristicas de la profesion enfermera en el contexto espafiol a partir de la experi-
encia de las enfermeras docentes. En: Libro del 3er Congreso lbero-Americano de Investigacion Cualitativa. Badajoz:
el Congreso; 2014 V.2.

e Roldan J (coord), Lluch MT (coord). Disefios de Proyectos de Investigacion en Enfermeria de Salud Mental y Adic-
ciones. [Monografia en internet]. Esplugues de Llobregat: Ediciones San Juan de Dios; 2014. Disponible en: http://
www.santjoandedeu.edu.es/edicionessanjuandedios/catalogo/profesionalidad/disenosproyectos-investigacion-en-
enfermeria-salud-mental-adicciones/28.

Supervised theses

e Evaluation of positive mental health and of the self-care requirements in hospitalised patients diagnosed with schizo-
phrenia, as per the Dorothea Orem Nursing Theory. Universitat de Barcelona (UB). Presentation: 07/07/2014. Doctoral
candidate: Dolors Miguel Ruiz. Directors: Juan Francisco Roldan Merino, Maria Teresa Lluch Canut.

Presented theses

° Management of communal resources in the communities of San Andrés and Almarza. [Doctoral thesis]. Barcelona:
Universitat de Barcelona. Department of Social and Cultural Anthropology; 2014. Doctoral candidate: Laura Martinez.

e Evaluation of positive mental health and of the self-care requirements in hospitalised patients diagnosed with schizo-
phrenia, as per the Dorothea Orem Nursing Theory. Universitat de Barcelona (UB). Presentation: 07/07/2014. Doctoral
candidate: Dolors Miguel Ruiz. Directors: Juan Francisco Roldan Merino, Maria Teresa Lluch Canut.
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Influence of the

milieu on the well-being
of children

and adolescents

Group focused on research in the following spheres:

Study of the epidemiologic and clinical factors involved in childhood accidents. Differential diagnosis of child abuse. Early
detection and secondary prevention of social-healthcare problems in adolescence: drugs, sexuality and violence. Impact
of external agents (radiation, pollution, etc.) on child health. Improvement of paediatric patient care in the physician’s
consultation room: presence of parents, analgesia, differentiated care by age (children / adolescents....).

Research team

Coordinator Carles Luaces, Jordi Pou

Researchers Gemma Claret, Ana Isabel Curcoy, Sergi Navarro, Marta Simo, Victoria Trenchs

Projects

e Treatment of pain and anxiety based on the interaction of social robots with children to improve the patient’s experi-
ence. TIN2012-38416-C03-03. Ministerio de Ciencia e Innovacién. January 2013-February 2015. PI: Carles Luaces.

e |dentification of children, adolescents and young adults visiting the emergency department with low risk of acute
appendicitis: impact of the APPY1 test on clinical and economic results. MKTP14-001. Sponsor’s name: Venaxis,
Inc., 1585 South Perry Street, Castle Rock, CO 80104, USA. PI: Juan Gonzalez del Castillo. Investigator: Dr. Victoria
Trenchs.

Publications

e Almario Hernandez AF, Trenchs Sainz de la Maza V, Sangorrin Iranzo A, Luaces Cubells C. Neumoparétida, a propdsito
de un caso. An Pediatr (Barc) 2014. 81: -0. IF: 0,722(QQ3).

Astete JA, Batlle A, Hernandez-Bou S, Trenchs V, Gené A, Luaces C. Blood culture diagnostic yield in a paediatric
emergency department. Eur J Emerg Med 2014. 21: 336-340. IF: 1,500(Q2).

¢ Diaz Sabogal D, Curcoy Barcenilla Al, Trenchs Sainz de la Maza V, Giménez Roca C, Luaces Cubells C. Malalties de
transmissié sexual a urgencies pediatriques. Pediatr Catalana. 2014; 74(4):159-62. IF: 0,722(Q83).

Bilbao N, Domingo A, Muchart J, Alamar M. Tumor edematoso de Pott: una entidad olvidada? An Pediatr (Barc) 2014.
80:337-338. IF: 0,722(Q4).

* Garcia-Marcos L, Valverde-Molina J, Paviovic-Nesic S, Claret-Teruel G, Pefialba-Citores AC, Nehme-Alvarez D, Kor-
ta-Murua J, Sanchez-Etxaniz J, Alonso-Salas MT, Campos-Calleja C, Fernandez-Villar A, Rodriguez-Suarez J; BCOST
group. Pediatricians’ attitudes and costs of bronchiolitis in the emergency department: a prospective multicentre study.
Pediatr Pulmonol. 2014; 49(10): 1011-9. doi: 10.1002/ppul.22906. IF: 2,297(Q1).



* Giménez Roca C, Martinez Sanchez L, Calzada Banos Y, Trenchs Sainz de la Maza V, Quintilla Martinez JM, Luaces

7= Cubells C. Evaluacion de los indicadores de calidad en intoxicaciones pediatricas en un servicio de urgencias. An
/f = 4 Pediatr (Barc) 2014. 80: 34-40. IF: 0,722(Q43).
rrz-'-'i- e Hernandez-Bou S, Trenchs V, Alarcén M, Luaces C. A febrile very young infants with urinary tract infection and the risk

for bacteremia. Pediatr Infect Dis J 2014. 33: 244-247. |F: 3,135(Q1).

e Hernandez-Bou S, Garcia-Garcia JJ. Utilidad de la procalcitonina para la prescripcion antibidtica y la sospecha de
bacteriemia en urgencias. Respuesta de los autores. An Pediatr.2014;81:62-3 - Vol. 81 Num.1 DOI: 10.1016/j.anpe-
di.2013.12.001. IF: 0,722(Q3).

e Huici-Sanchez M, Escuredo-Argullos L, Trenchs-Sainz de la Maza V, Luaces-Cubells C. Enfermedad cerebrovascular
en pediatria. Experiencia de un servicio de urgencias. Rev Neurol 2014. 59: 106-110. IF: 0,926(Q4).

e Martinez Sanchez L, Almario Hernandez AF, Escuredo Argullds L, Magao P, Trenchs Sainz de la Maza V, Luaces Cubells
C. Uso de antidotos en un servicio de urgencias pediatricas. An Pediatr (Barc) 2014. 81: 220-225. IF: 0,722(Q83).

* Mufoz-Santanach D, Trenchs Sainz de la Maza V, Gonzalez Forster E, Luaces Cubells C. Nifios con traumatismo cra-
neal leve en urgencias: jes necesaria la radiografia de craneo en pacientes menores de 2 anos?. Neurocirugia (Astur)
2014. 25: 149-158. IF: 0,322(Q4).

e Trenchs Sainz de la Maza V, Curcoy Barcenilla Al, en representacion del Grupo de Trabajo de Malos Tratos y Situa-
ciones de Riesgo de la Sociedad Espafiola de Urgencias de Pediatria (SEUP). Registro multicéntrico de maltrato en
urgencias: casuistica de un afio. Emergencias 2014; 26 (6): 468-71 IF: 2,583(Q1).
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Impact factor

Sum of impact factors

2007 2008 2009 2010 2011 2012 2013 2014

| Jornada eSalud Mental. January 23

42 Jornada Sindrome de Rett: De la investigacio a la assistencia en I'edat adulta. March 8.

VIII Curs d’Avaluacié Economica i Politica Sociosanitaria. April 7 — 11.

| Férum Internacional d’Innovacié Infermera: una resposta al futur. May 15 and 16.

» Comunicar forma part de la ciéncia que fem. Fem-ho bé!. Sr. Alex Argemi. June 3.

Curs d’Atencié al pacient agitat en salut mental. Ultims resultats d’investigacio en Practica Clinica, Politica Sociosan-
itaria i Economia de la Salut. June 6 and 7.

Debat: Catalunya envelleix: estem preparats per afrontar el repte?. October 1.

X Jornada de Recerca en Salut Mental. November 13.

Diabetis tipus 1: estem lluny d’una cura?. November 29.
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Scientific seminars

The role of population activity in sensory processing. Dr. Inigo Romero. January 14

Unidad de Investigacion Clinica: actualizacion de proyectos 'y servicios. Sr. Joana Claverol. February 11

How to protect results that cannot be patented? The keys of COPYRIGHT. Sr. José Maria del Valle. March 11.
Basic concepts of ethics in research. Dr. Robles. March 20.

In vivo models generation of Diffuse Intrinsic Pontine Glioma at Hospital Sant Joan de Déu. Dr. Angel Montero Carca-
boso. March 25.

Emotional Intelligence Program for caregivers of people with Severe Mental Disorders. Sra. Berrozpe. April 3.

Why PK/PD Modeling and Simulation Strategies are essential in Pediatric drug development and treatment. Sra. Maria
lgarreta and Sra. Nerea Leal. April 8.

Infant proB ALL with MLL-AF4 rearrangement: cell or origin, secondary events and disease models. Dr. Pablo Menén-
dez. April 22.

European Funding Oportunities 2014-2015. Sra. Roser Arnalte. May 5.

Paediatric and Adult Gilomas: Similar morphology, different biology. Dra. Teresa Ribalta. May 6.

Utility of experimental paradigms in defining neuropsychiatric entities. Sra. Puigcerver and Sra. Caprile. May 8.
Tulips, Windmills and Pneumococcal vaccination. Dr. Karin Elberse. May 15.

Can gender be disregarded in Mental Health research? Dra. Judith Usall. May 22.

A novel proteomic signature of postmortem cerebellum in schizophrenia. Dra. Gemma Riquelme and Dra. Elia Vila.
June 6.

Prognostic factors of brain damage in fetuses with restricted intrauterine growth. Dra. Edurne Mazarico. June 17.
Attention deficit hyperactivity disorder (ADHD). Dr. Alda. July 3.

Indicators for measuring research and publish in open access. Sra Ana Merino. July 17.

Collaboration between the primary care physician and the community pharmacist. Dra. Anna M Jové. Septembre 22.

Next Generation Sequencing: An introduction to lllumina technology and clinical applications. Sr. Toni Lluch and Sra.
Ester Castillo. October 7.

Typology and impact of seclusion and restrain in psychiatry. Dr. Antoni Serrano. October 9.

Treatment of retinoblastoma with selective oncolytic adenoviruses. Sr. Guillem Pascual Pasté. October 21.
Glucose transporter 1 (GLUT1) deficiency. Sra. Delia Yubero Siles. November 4.

Stressful life events and first psychotic episode. Sra. Anna Butjosa. November 11.

Tools in Translational Research/Cell Therapy held and Gene synthesis and cloning services held. Sr. Christoph Hoefer
and Chady Jaber.

You are WHEN you eat: Neonatal overfeeding reprogrammes the hepatic circadian rhythm in mice. Dr. Josep Jiménez
Chillaron. December 2.

The impact of social networks and social support in mental disorders and their associated burden. Dr. Satini.
December 4.

Signal processing in Neonatology. Dr. Andriy Temko. December 16.

New therapeutic targets in neuroblastoma: CaSR i PTHrP. Dra. Carmen de Torres. December 16.





