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Letter from the Scientific Director

Dr. Jaume Bosch.
Scientific Director
CIBEREHD

Thank you so much for following the scientific activity of the Centro de Investigacion Biomédica en Red
en Enfermedades Hepéaticas y Digestivas (Networking Biomedical Research Centre in Hepatic and Digestive
Diseases) (CIBEREHD).

CIBEREHD is one of the eight subject areas of research in the CIBER public consortium. Our goal is to
promote high level translational research through the interaction and cooperation of the best Spanish
groups. In 2014 it consisted of 51 groups (43 regular groups, 1 associated group and 7 linked clinical
groups).

Our mission is:

e Carrying out joint research programmes, development and innovation in digestive and liver
diseases, promoting interaction and synergies among the groups.

e Promoting the transfer of research results to society towards both clinical applications and the
biotechnological and pharmaceutical industry, and contributing to solving health care issues
relating to hepatic and digestive diseases.

e Promoting the active participation in research in priority issues in the national sphere and in
projects included in the European Framework R&D&I Programmes.

e Promoting the diffusion of its activities and the training of competitive researchers in the field of
digestive and liver diseases.

CIBEREHD is directed by the Scientific Director, appointed by the ISCIll, who assumes responsibility for
all CIBEREHD actions with the assistance of the Assistant Scientific Manager and the rest of the Steering
Committee comprising the Manager, the Training Coordinator and the Coordinators of Research Programmes
and Technological Platforms. The Steering Committee establishes the 4-year action plan, under advisement
of the External Scientific Committee and according to the result of the annual evaluations of its activity.

CIBEREHD funding primarily (80%) comes from the ISCIII. The funding is mainly used for covering researcher
and support staff salaries, to acquire scientific infrastructure and support research programmes, and to a
lesser extent to train research staff and for management expenses. Consortium institutions contribute with
their facilities, services and part of their staff (researchers attached to CIBEREHD). CIBEREHD also provides
its own funding for a significant percentage of its budget through competitive research projects, contracts
with the industry and service contracts with other institutions, and through donations.
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Ciberehd
RESEARCH PROGRAMMES AND SCIENTIFIC-TECHNOLOGICAL PLATFORMS

CIBEREHD maintains 6 research programmes, each of which is developed through several major lines of
research.

e P1. Portal hypertension and mechanisms of transition to cirrhosis
e P2.Viral hepatitis

e P3. Hepatotoxicity, cholestasis and disorders metabolic

e P4, Immunology and liver transplantation

e P5. Hepatic and gastrointestinal oncology

e P6. Gastrointestinal inflammation and motility

CIBEREHD has international opinion leaders in all of these programmes.

Technological Platforms include a Biobank (with two locations, one in Barcelona and one in Valencia),
a Transcriptomic, Proteomic, Gene Silencing and Metabolomic Platform (in Vizcaya), a Pyrosequencing
Platform, and a Bioinformatic Platform, Platform for Supporting the Diagnosis and Therapeutic Guidance
in Liver cancer, Hepatitis B, Hepatitis C and Vascular Hepatic Disease Databases (that depend on Scientific
Management).

This year 490 articles were published in first and second quartile journals, 74. 8 % (367) of which belong
to the first quartile and 44% (216) to the first decile of their specialty. This indicates a continued increase
in the quantity and quality of the scientific results of CIBEREHD. Moreover, in 294 publications the main
author or the corresponding author belonged to CIBEREHD and 385 of these publications were the produce
of a national cooperation and 193 of an international cooperation. Finally, there were 19 publications
in high impact journals. The publication of 15 Clinical Guidelines, 9 Clinical trials, the performance of 6
projects with the industry and the licensing of 3 patents stand out among transfer activities.
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LIST OF GROUPS AND INSTITUTIONS

ana Iinkea

Autonomous Communities.
The CIBEREHD research groups are:

Principal investigator Programme Institution
Agustin Albillos Prog. 1 Universidad de Alcala de Henares
Rocio Alvarez Linked Prog. 2 Hospital Virgen de La Arrixaca
Raul Andrade Prog. 3 Fundacion IMABIS
Fernando Azpiroz Prog. 6 Hospital Valle Hebron
Rafael Banares Prog. 1 Hospital Gregorio Marafén
Belén Beltran Linked Prog. 6 Hospital La Fe
Marina Berenguer Prog. 4 Hospital La Fe
Jaume Bosch Prog. 1 Hospital Clinico y Provincial de Barcelona
Jordi Bruix Prog. 5 Hospital Clinico y Provincial de Barcelona
Luis Bujanda Prog. 5 Hospital de Donostia
Llorenc Caballeria Linked Prog. 3 IDIAP Jordi Gol
Eduard Cabré Prog. 6 Hospital Germans Trias i Pujol
José Luis Calleja Linked Prog. 2 :;i/loa?ggjlhg:(ijvaersitario Puerta de Hierro
Xavier Calvet Prog. 6 Corporacion Sanitaria Parc Tauli
José V Castell Prog. 3 Hospital La Fe
Antoni Castells Prog. 5 Hospital Clinico y Provincial de Barcelona
Joan Genesca Prog. 1 Hospital Valle Hebron
Pere Ginés Prog. 1 Hospital Clinico y Provincial de Barcelona
Pere Clavé Prog. 6 Hospital de Mataré
Juan V Esplugues Prog. 6 Facultad de Medicina Valencia
Juan Ignacio Esteban Prog. 2 Hospital Valle Hebron
Rafael Esteban Prog. 2 Hospital Valle Hebron
Maria Esteve Linked Prog. 6 Fundacié Docéncia i Recerca Mutua de Terrassa
José Carlos Fernandez Checa Prog. 3 Cons. Sup. de Investigaciones Cientificas
Xavier Forns Prog. 2 Hospital Clinico y Provincial de Barcelona
Luisa Garcia Buey Prog. 2 Hospital de La Princesa
José Juan Garcia Marin Prog. 5 Universidad de Salamanca
Carmelo Garcia Monzon Linked Prog. 3 Hospital Sta. Cristina
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Principal investigator Programme Institution

Javier Garcia Samaniego Prog. 2 Hospital La Paz

JorleomeZ ..F.;.rog 2 ’i"\lr'ii[;i';t;ﬁ'c’)'md'emﬁéFé'éi'iai&jf;'j}"é'i'c’)"ﬁ'ri'éai'E'i'r'iéml;Bﬁé"z' ......
Jav|erGonza|ezGa|Iego “|.>"rog_ : |nstdeB|omed|c|nadeLeon ...........................................
Car|os(3uamer ..I.D..rog : Hosp|ta|5antaCreu|5ampau .......................................
Franc|5coGuarner ..F.)..rog. . Hosp|talva||e|-|ebron ..........................................................
Ange|Lana5 “|.>"rog_ : |nst|tutoAragonesdec|enc|asde|a5a|ud ..............
Pa|oma|\/|art|n ...................................... Xssociated F— SC|CA|bertoso|s ...................................................................
Manue|de|a|\/|ata ..F.)..rog. ; H05p|ta|Re|naSof|a ..............................................................
JosemanaMato ..F.)..rog. : C|CB|OGUNE ...........................................................................
JuanFMEdma ..I.D..rog ; Fundlnves’ugl\/Ied|caAp||cada .....................................
|\/||que|Navaga ..F.)..rog ; H05p|ta|C||n|coyprov|nc|a|deBarcek)na .................
Franc|scojav|erPad|llo “L.i'nked S Hosp|ta|v|rgende|Roc|o ...................................................
Ju“apanes ..I.D..rog : Hosp|ta|C||n|coyprov|nc|a|deBarcebna .................
AlbertPares ..F.)..rog ; H05p|ta|C||n|coyProv|nc|a|deBarce|0na .................
Pascua|parr|||a ..F.)..rog . Hosp|ta|v|rgendeLaAmxaca ........................................
Mar(;alPastor ..I.D..rog : Un|vers|dadde3arce|ona ...................................................
Jav|erPerezG|5bert ..F.)..rog . H05p|ta|deLaPr|ncesa ........................................................
Ramonp|ana5 ..I.D..rog : Hosp|ta|GermansTr|as|PuJoI .........................................
Manuel Romero Prog. 2 Fundacion VALME
FcoJaV|erSa|meron ..I.D..rog ; F|BAo ............................................................................................
Fermmsamhez ..F.)..rog : Un|ver5|daddeGranada .....................................................
Brunosangro ..F.)..rog . ChmcaUmvNavarra ............................................................
JOSGSUCh ;'rog. | Fundlnves’ugHosp|ta|Genera|Un|ver5|tar|o ........

Alicante
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ORGANIZATIONAL STRUCTURE ‘

anizati naI structure is based d bylaws gO\iernlng the Consortium.
ment inistration of ? owing bodies:

Board of Trustees

e Permanent Commission

¢ Scientific Director

e External Scientific Advisory Committee
e Steering Committee

¢ Technical Office

BOARD OF TRUSTEES

This is the highest body in the Consortium and is formed by three representatives of Instituto de Salud Carlos
I (ISCIIN), a representative from each of our consortium entities, the Scientific Director and the Manager of
the CIBER acting as the Board of Trustees Secretary.

The President of the Board of Trustees is the Director of Instituto de Salud Carlos IIl.

PERMANENT COMMISSION

This commission consists of a President who represents ISCIIl, the Manager of the CIBER acting as Secretary,
the eight Scientific Directors of the CIBER and representatives of the Institutions.

SCIENTIFIC DIRECTOR

The Scientific Director of the CIBER is a renowned scientist in the area of research for the CIBER, with
experience in conducting and managing research projects. This person is appointed by the Board of Trustees
for a period of four years, which can be extended conditional to agreement between the parties.
Members of CIBEREHD Scientific Management:

e Scientific Director: Jaume Bosch

e Assistant Scientific Director: Jordi Bruix

EXTERNAL SCIENTIFIC ADVISORY COMMITTEE

This committee is formed by relevant figures in the health science area distinguished for the professional
or scientific career consistent with the objectives of the Consortium. It is a scientific advisory body that
evaluates CIBEREHD activity and the activity of its research groups every year.

Members of the External Scientific Advisory Committee of CIBEREHD:

e President: Guadalupe Garcia-Tsao (Yale University)
* Members:

Roger Butterworth (Université de Montréal)
Massimo Pinzani (Royal Free Hospital, London)
Sophie Lotersztajn (Université de Paris)

Jean Pierre Vinel (Université de Toulouse)

Silvio Danese (Universita degli Studi di Milano)

Evelien Dekker (Universiteit van Amsterdam)
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This committee is formed by the Scientific Director, the Coordinator of each research programme and the
Teaching Coordinator. It assumes the responsibility of the actions of the CIBER, establishes the multiannual
scientific action plan and the budget.
Members of the Steering Committee:

e Scientific Director and President of the Steering Committee: Dr. Jaume Bosch
e Assistant Scientific Director and Programme 5 Coordinator: Dr. Jordi Bruix

e Teaching Coordinator: Dr. Joan Caballeria

e Programme 1 Coordinator: Dr. Agustin Albillos

e Programme 2 Coordinator: Dr. Juan I. Esteban

e Programme 3 Coordinator: Dr. Juan F. Medina

e Programme 4 Coordinator: Dr. M. Navasa

* Programme 6 Coordinator: Dr. Julian Panés

e Transfer Coordinator: Dr. JM. Mato

* Manager: Manuel Sanchez

e Steering Committee Secretary: José Antonio Fernandez

SOLE TECHNICAL OFFICE

This is the administrative coordination and management unit responsible for assuring the proper running
of the Consortium. In fiscal year 2013, the CIBEREHD management office was restructured due to
Centralization of the Technical Offices of the CIBERS into a single office located in ISCIII (Madrid), which
began operating after 1 January 2014.

Its structure is the following:

* Management: The sole Manager of the 8 CIBERs is Manuel Sanchez
e Scientific Management Assistant: Clara Esteva

e Financial Department: Laura Ribé

e Economic Resources and General Services: Raquel Field

* HR and Occupational Hazard Prevention: Liber Montano, Lourdes Granero and Rocio
Buendia

e Technology Transfer: Luzma Garcia

The contact persons for the EHD are:

e Projects: Francesc Marti
e Administration, orders, purchasing and expenses: Begona Saenz de Tejada
e Human Resources: Liber Montano

e Communication: Begona Navarro
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Sicientific Programmes 2.990.000
Group Budget 2.950.000
External income private finalists 40.000
Technology Platforms 170.000
CicBiogune Platform 60.000
BioBanK Support 5.000
Hep. Biotecnology (Bioinformatics) 85.000
New methods image not invasive 0
Cancer Diagnostic Platform 20.000
Strategic actions 100.000
Support to Junior Researchers Programme 0
Incorporation Researcher Programme 0
Strategic actions Programme 100.000
Agreements 85.000
Research collaboration /support agreements 25.000
Agreements with consortium inst. and others 60.000
Trainning 60.000
Internships abroad 35.000
Internships in CIBEREHD groups 5.000
Visiting Professor Program 5.000
Participation in courses and meetings 15.000
Coordination and Management 430.000
Steering and Coordination 110.000
Management Expenses 45.000
Informatic Platform: web, intranet 5.000
Annual report and Communication actions 10.000
Scientific meeting, others meetings and expenses travel 50.000
Expenses of management 320.000
Technical office staff 205.000
Maintenance facilities 2.000
Support to information of management, manag. accounting 7.000
Advisings (legal, tax, risks lab) 45.000
Audit 2.000
Insurances (resp.civil, injure) 39.000
Material office 10.000
Management of projects and patents 10.000

Instituto de Salud Carlos Il 3.653.580
Nominative subsidy 3.653.580
Other incomes 180.000
2014 Proyects 40.000
2012 Remnants 110.000
Financial incomes 30.000
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Number of hires in the year ending December 31 classified by cie;[qééf)rles and genders.
A K
MEN Total MEN
Indefinite works & Postdoctoral
Services
CIBEREHD 19 8 1 28
PhD 11 4 1 16
Degree Holder 5 3 8
Diploma Holder ’
Technician 3 1 4
Total general 19 g 1 Zé
WOMEN Total WOMEN
Indefinite works & Postdoctoral
Services
CIBEREHD 45 40 1 86
PhD 20 3 1 24
Degree Holder 11 Y 35
Diploma Holder 5 4 9
Technician 9 9 1é
Total general 45 a0 1 86
Indefinite Worl_<s & Postdoctoral Total general
Services
CIBEREHD 64 48 2 114
PhD 31 7 2 46
Degree Holder 16 27 4?;
Diploma Holder 5 4 9
Technician 12 0 22’
Total general 64 . 2 114
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H @bqﬁ ic activity ir‘}%] 4'was top-quality activity, as §hgw’g ihs jg“QWlng ;ables.
4 .

ublished in 2014 affiliated \'R;iith our Centre:

Total No. of Publications 641
1 quartile 367
1 decile 216
2 quartile 123
3 quartile 41

The following table shows the name of the journal and the number of papers published in first quartile

journals:
Catergory Impact
0
Journal name N JournalJCR factor
I
Alimentary pharmacology & therapeutics 16 PHARMACOLOGY & PHARMACY 5,4780
American Journal of Gastroenterology 1 GASTROENTEROLOGY & HEPATOLOGY 9,2130
American Journal of Pathology 2 PATHOLOGY 4,6020
Amer!can Jour_nal of Physiology - Gastrointestinal > PHYSIOLOGY 3,7370
and Liver Physiology
American Journal of Transplantation 4 SURGERY 6,1900
Analyst 1 CHEMISTRY, ANALYTICAL 3,9060
Analytical and Bioanalytical Chemistry 1 CHEMISTRY, ANALYTICAL 3,5780
Annals of Surgery 2 SURGERY 7,1880
Antimicrobial Agents and Chemotherapy 2 MICROBIOLOGY 4,4510
Antioxidants & redox signaling 2 BIOCHEMISTRY & MOLECULAR BIOLOGY 7,6670
Archives of Toxicology 2 TOXICOLOGY 5,0780
- . MATHEMATICAL & COMPUTATIONAL

Bioinformatics 1 BIOLOGY 46210

. . . BIOTECHNOLOGY & APPLIED
Biosensors and Bioelectronics 1 MICROBIOLOGY 64510
BJU International 2 UROLOGY & NEPHROLOGY 3,1300

. . MATHEMATICAL & COMPUTATIONAL

BMC bioinformatics 1 BIOLOGY 26720

. BIOTECHNOLOGY & APPLIED
BMC Genomics 1 MICROBIOLOGY 40410
BMC medicine 1 MEDICINE, GENERAL & INTERNAL 7,2760
British Journal of Cancer 1 ONCOLOGY 4,8170
British journal of pharmacology 3 PHARMACOLOGY & PHARMACY 4,9900
British Journal of Surgery 1 SURGERY 5,2100

PUBLIC, ENVIRONMENTAL &
Cancer Causes and Control 1 OCCUPATIONAL HEALTH 29610
Cancer Cell 2 CELLBIOLOGY 23,8930
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PUBLIC, ENVIRONMENTAL &
OCCUPATIONAL HEALTH

PUBLIC, ENVIRONMENTAL &
OCCUPATIONAL HEALTH

BIOTECHNOLOGY & APPLIED

MICROBIOLOGY
Human é.é.r.]..e.tlcs .......................................................................... 1" ..G...ENETlcs sy
Human .r.T.].c.).l.é.cmar genech ............................................................... 1" ..G...ENETlcs oty
Hyperte}{;é}} ........................................................................... 1" .E.E.RlpHERAL e
Inﬂammg{(.).r.; o d|sease5 .......................................................... 5" ..G...ASTROENTEROLOGY PR
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International journal of cancer. Journal international
du cancer

CARDIAC & CARDIOVASC. SYSTEI\/IS

PHARMACOLOGY & PHARI\/IACY

MICROBIOLOGY

PHARMACOLOGY & PHARMACY

ONCOLOGY

ENDOCRINOLOGY & I\/IETABOLISM

BIOCHEMICAL RESEARCH METHODS

SURGERY

CHEMISTRY, MEDICINAL

ONCOLOGY

BIOTECHNOLOGY & APPLIED
MICROBIOLOGY

BIOTECHNOLOGY & APPLIED
MICROBIOLOGY
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Proceedings of the National Academy of Sciences of

the United States of America 2 MULTIDISCIPLINARY SCIENCES 9,8090
DS SRS AT LIRS
SRR L lnEmee s Lo
B —— e B o
ST .
e e
Semmarsinlverdsese 6 GASROENIROLOGYSHEPATOOGY 51230
Stem Cell Rosearc | BOTECHNOLOGY & AFRED 59120

TOTAL 367 3073,035

SUPERVISION AND PREPARATION OF PHD DISSERTATIONS

Scientific production directly associated with training is the supervision of PhD dissertations by CIBEREHD
members, as well as the preparation of PhD dissertations by people working in CIBEREHD (contracted and
attached). A total of 67 PhD dissertations were supervised in 2014.
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P1. PORTAL HYPERTENSION AND MECHANISMS OF TRANSITION TO CIRRHOSIS
|

Coordinator:

Dr. A. Albillos

Associate Coordinators:

Drs. JC Garcia-Pagan, J Genesca and P. Ginés

Program num. 1 focuses on collaborative research on the pathogenesis, diagnosis and treatment of liver
cirrhosis, portal hypertension and complications. In particular, the cooperative translational research the
Program maintains studies the pathogenic mechanisms of hepatic fibrogenesis and portal hypertension
and seeks to develop drugs and therapeutic strategies to improve portal hypertension and its associated
complications (bleeding gastroesophageal varices, ascites and renal failure, bacterial infection, hepatic
encephalopathy). Research is systematised in five lines 1) hepatic fibrogenesis, 2) portal hypertension, 3)
ascites/renal function and liver failure, 4) infection and bacterial translocation, and 5) hepatic encephalopathy.

The Program is formed by eight groups, five located in Barcelona and led by Dr. Ginés (Hospital Clinic),
Dr. Bosch (Hospital Clinic), Dr. Genesca (Hospital Valle Hebron), Dr. Guarner (Hospital San Pablo) and Dr.
Planas (Hospital German Trias Pujol), two in Madrid led by Dr. Albillos (Hospital Ramén y Cajal-Universidad
de Alcald) and Dr. Bafnares (Hospital Gregorio Marafén), and one in Alicante led by Dr. Such (Hospital
General). In spite of its clinical origin, all the groups included in the Program have incorporated experimental
research. The latter fact enables Program 1 to cover the whole spectrum of translational research in its field
of expertise, including studies of cell and molecular biology, proof of concept in patients with cirrhosis and
clinical trials to evaluate different drugs and treatment strategies.

The strategic aim of CIBEREHD is to promote clinical and experimental collaborative research. In this sense,
CIBEREHD management has stimulated the development of collaborative projects among groups of Program
1, as well as with groups in other areas. The collaboration has included multicentre clinical trials, cooperation
to evaluate prognostic markers and test and design strategies for diagnosis and treatment with a direct
impact on clinical practice. One of the initial goals of CIBEREHD was to extend this collaboration towards
mechanistic basic research, using the advantages of cell and molecular biology. Cooperation in this sense has
also been initiated among CIBEREHD groups and is expected to continue growing in coming years.

The following table describes the topics of research for the 8 groups of Program 1:

Group Centre PI Lines of research
Universidad de Alcala- . .
CBO6/04/0024  Hospital Ramon y Agustin Portal hypertension
. . Albillos Infection/Translocation
Cajal, Madrid
Fibrogenesis
Hosoital Clinic Ascites/renal function/
CB06/04/0020 P Pere Ginés Liver failure
Barcelona . .
Infection/Translocation
Hepatic encephalopathy
. . Portal hypertension
CBOG/04/00g2  Hospital Gregorio Rafael Ascitis/renal function
Maranon, Madrid Banares . )
/Liver failure
CB06/04/0026 Hospital Clinic Jaime Portal_ hypertensmn_
Barcelona Bosch Infection/Translocation
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Ascites/renal function

CBO/04/0007  ospital Valle de Juan /Liver failure
Hebroén, Barcelona Genesca .
Hepatic encephalopathy
. Portal hypertension
CB06/04/0030 Hospital San Pablo, Carlos Ascites/renal function
Barcelona Guarner . .
Infection/Translocation
Portal hypertension
Hospital Germans Ramon Ascites/renal function
B06/04/0033 Trias, Badalona Planas Infection/Translocation
Hepatic encephalopathy
Hospital General José Ascites/renal function
B06/04/0041 Universitario, Alicante.  Such Infection/Translocation
Objectives

Etiopathogenesis of the renal failure in cirrhosis: therapeutic targets.

Relevance of the intestine in liver damage and systemic inflammation in cirrhosis and its therapeutic
modulation.

Prevention of decompensation in cirrhosis: research for new treatment options.

Molecular targets of dysfunction of hepatic microcirculation in cirrhosis.

Ongoing cooperative clinical projects in 2014

Multicentre, randomised, double-blind, placebo-controlled study on the efficacy of beta-blockers to
prevent decompensation of cirrhosis with portal hypertension. Instituto de Salud Carlos Il Clinical
Research Project EC08/00122. Code: PREDESCI. Year started: 2008. Hospital/participating institutions:
H. Santa Cruzy San Pablo, H. Clinic, H. Trias Pujol, H. Valle de Hebron, H. Ramon y Cajal-Universidad
de Alcala, H. Gregorio Marafién, H. Puerta de Hierro Majadahonda, H. Arnau de Vilanova. Principal
Investigator/Coordinator: Candido Villanueva, Hospital Santa Creu i Sant Pau, Barcelona.

Efficacy of albumin and midodrine in the prevention of the complications of cirrhosis in cirrhotic
patients in the transplantation waiting list: a double-blind, randomised, controlled study. Code:
MACHT study. Year started: 2009. Hospital/participating institutions: H. Clinic, H. Valle de Hebrén.
Principal Investigator/Coordinator: Pere Ginés, Hospital Clinic, Barcelona.

Treatment of hepatorenal syndrome with terlipressin administered as continuous intravenous
infusion with doses adjusted according to hemodynamic response. Code: AMELIORATE study.
Year started: 2012. Hospital/participating institutions: H. Clinic, H. Valle de Hebrén, H. del Mar,
H. Sant Pau, H. Germans Trias i Pujol, H. Moises Broggi, H. Parc Tauli. Principal Investigator/
Coordinator: Pere Ginés, Hospital Clinic, Barcelona.

Treatment of hepatorenal syndrome associated with bacterial infections with terlipressin and
albumin. Year started: 2012. Hospital/participating institutions: H. Clinic, H. Sant Pau. Principal
Investigator/Coordinator: Pere Gines, Hospital Clinic, Barcelona.

Effects of the beta-adrenergic blocking on heart function, systemic and splanchnic hemodynamics
and renal function in cirrhosis patients with refractory ascites. Code ALB-BET. Participating
institutions: H. Ramon y Cajal, H. GregorioMarafién. Principal Investigator/Coordinator: Agustin
Albillos, Hospital Ramén y Cajal, Madrid.
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Most relevant publications in 2014

20

MARRONE G, Maeso-Diaz R, GARCIA-CARDENA G, ABRALDES JG, GARCIA-PAGAN JC, BoscH J, GRACIA-SANCHO J. KLF2
exerts antifibrotic and vasoprotective effects in cirrhotic rat livers: behind the molecular mechanisms of
statins. Gut. 2014 Dec 10. pii: gutjnl-2014-308338. doi: 10.1136/gutjnl-2014-308338. [Epub ahead
of print] PubMed PMID: 25500203.

Benptsen F, D’Amico G, RuscH E, pe FRancHis R, ANDerseN PK, Lesrec D, THasut D, Bosch J. Effect of recombi-
nant Factor Vlla on outcome of acute varicea bleeding: an individual patient based meta-analysis of
two controlled trials. J Hepatol. 2014 Aug;61(2):252-9. doi: 10.1016/j.jhep.2014.03.035. PubMed
PMID: 24713188.

MariNo Z, Mensa L, Crespo G, MiQuEL R, BRUGUERA M, PErRez-DEL-PULGAR S, BoscH J, Forns X, Navasa M. Early pe-
riportal sinusoidal fibrosis is an accurate marker of accelerated HCV recurrence after liver transplanta-
tion. J Hepatol. 2014 Aug;61(2):270-7. doi: 10.1016/j.jhep.2014.03.029. PubMed PMID: 24703854.

CocH L, Mejias M, BerzicoTT A, GARCIA-PrRAS E, GALLEGO J, BoscH J, Menpez R, Fernanpez M. Disruption of nega-
tive feedback loop between vasohibin-1 and vascular endothelial growth factor decreases portal pres-
sure, angiogenesis, and fibrosis in cirrhotic rats. Hepatology. 2014 Aug;60(2):633-47. doi: 10.1002/
hep.26995. PubMed PMID: 24390792.

SIRAMOLPIWAT S, SEo S, MiQueL R, Berzicotm A, GaRcia-Criapo A, DARNELL A, TuroN F, HERNANDEZ-GEA V, BoscH J,
GarciA-PacAn JC. Idiopathic portal hypertension: natural history and long-term outcome. Hepatology.
2014 Jun;59(6):2276-85. doi: 10.1002/hep.26904. PubMed PMID: 24155091.

ReverTer E, Tanpon P, AucusTiN S, TuroN F, Casu S, BastiampiLLal R, KeouGH A, Lior E, GonzALez A, Seo S, Berz-
Gotni A, Ma M, GeNescA J, BoscH J, Garcia-PaGAn JC, AsraLbes JG. A MELD-based model to determine risk
of mortality among patients with acute variceal bleeding. Gastroenterology. 2014 Feb;146(2):412-19.
e3. doi: 10.1053/j.gastro.2013.10.018. PubMed PMID: 24148622.

JaLaN R, FErnaNDEZ J, WIEsT R, ScHNasL B, Moreau R, ANGELI P, Stabteauer V, Gustot T, Bernarpl M, CANTON R,
ALsiLLos A, LammerT F, Witmer A, MookerJee R, Vita J, Garcia-MarTINEZ R, WENDON J, SucH J, CorpoBa J, SANYAL
A, Garcia-Tsao G, ArRrovo V, BurrouGHs A, GiNgs P. Bacterial infections in cirrhosis: a position statement
based on the EASL Special Conference 2013. J Hepatol. 2014 Jun;60(6):1310-24. doi: 10.1016/j.
jhep.2014.01.024. PubMed PMID: 24530646.

ANGEL P, RopriGuez E, Piano S, Ariza X, Moranpo F, Sota E, Romano A, GARcia E, Pavesi M, Risso A, GErges A,
WiLars C, Bernarpl M, Arrovo V, Gings P; for the CANONIC Study Investigators of the EASL-CLIF Con-
sortium. Acute kidney injury and acute-on-chronic liver failure classifications in prognosis assessment
of patients with acute decompensation of cirrhosis. Gut. 2014 Oct 13. pii: gutjnl-2014-307526. doi:
10.1136/gutjnl-2014-307526. [Epub ahead of print] PubMed PMID: 25311034.

Jaan R, Sausa F, Pavest M, Amoros A, Moreau R, Gings P, LevesQue E, Duranp F, Angeul P, Caracent P, Horr C,
ALessanbria C, Robricuez E, Sous-Muroz P, Lateman W, Tresicka J, Zeuzem S, GustoT T, MookerJee R, ELKRIEF
L, Soriano G, CorboBa J, Moranpo F, Gerses A, AcarwaL B, SamueL D, Bernarol M, Arrovo V; CANONIC
study investigators of the EASL-CLIF Consortium. Development and validation of a prognostic score to
predict mortality in patients with acute-on-chronic liver failure. J Hepatol. 2014 Nov;61(5):1038-47.
doi: 10.1016/j.jhep.2014.06.012. PubMed PMID: 24950482.

BarreTo R, Eua C, Sola E, Morera R, Ariza X, RobpriGUEz E, Graupera |, ALFaro |, MoraLes-Ruiz M, PocH E,
Guevara M, FernANDEZ J, JiMENEz W, Arrovo V, Gings P. Urinary neutrophil gelatinase-associated lipocalin
predicts kidney outcome and death in patients with cirrhosis and bacterial infections. J Hepatol. 2014
Jul;61(1):35-42. doi: 10.1016/j.jhep.2014.02.023. PubMed PMID: 24613364.

ALtamirano J, MiQuel R, Katoonizapen A, ABraLDES JG, DuarTe-Roso A, Louvetr A, AucusTin S, MookerIee RP,
MicHELENA J, Smyrk TC, Buos D, LeTeurTre E, Rincon D, Ruiz P, Garcia-PacAn JC, Guerrero-MaRQuEz C, JONES
PD, BarriT AS 47H, ArRROYO V, BRruUGUERA M, Barares R, GINEs P, CasaLLEriA J, Roskams T, NEvens F, Jatan R,
MATHURIN P, SHaH VH, BataLLer R. A histologic scoring system for prognosis of patients with alcoholic
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hepatitis. Gastroenterology. 2014 May;146(5):1231-9.e1-6. doi: 10.1053/j.gastro.2014.01.018. Pub-
Med PMID: 24440674.

Barreto R, Facunpes C, Guevara M, SotA E, Pereira G, RopriGuez E, GRaupera |, MARTIN-LLAH M, Ariza X,
CARDENAS A, FernANDEZ J, Ropts J, Arrovo V, Gines P. Type-1 hepatorenal syndrome associated with
infections in cirrhosis: natural history, outcome of kidney function, and survival. Hepatology. 2014
Apr;59(4):1505-13. doi: 10.1002/hep.26687. PubMed PMID: 24037970.

GoMEez-HurTADO |, MoraTaLLA A, Mova-Perez A, PERO G, ZAPATER P, GonzALez-Navasas JM, Gimenez P, SucH J,
Sanz Y, Frances R. Role of interleukin 10 in norfloxacin prevention of luminal free endotoxin translo-
cation in mice with cirrhosis. J Hepatol. 2014 Oct;61(4):799-808. doi: 10.1016/j.jhep.2014.05.031.
PubMed PMID: 24882049.

OrTiZ S, ZAPATER P, EsTRADA JL, EnRrIQUEZ P, Rey M, Aeab A, SucH J, Liuis F, Frances R. Bacterial DNA transloca-
tion holds increased insulin resistance and systemic inflammatory levels in morbid obese patients. J Clin
Endocrinol Metab. 2014 Jul;99(7):2575-83. doi: 10.1210/jc.2013-4483. PubMed PMID: 24735424.

Ferenci P, BernsTEIN D, LaLezari J, CoreN D, Luo Y, Coorer C, Tam E, MarinHO RT, Tsar N, Nvserg A, Box TD,
Younes Z, EnavaTi P, Green S, BarucH Y, BHANDARI BR, CarunTu FA, Sepe T, CHuLanov V, Janczewska E, Rizzar-
DINI G, GERVAIN J, PLanas R, Moreno C, Hassanein T, Xie W, King M, Pobsapecki T, Repby KR; PEARL-III Study;
PEARL-IV Study. ABT-450/r-ombitasvir and dasabuvir with or without ribavirin for HCV. N Engl J Med.
2014 May 22;370(21):1983-92. doi: 10.1056/NEJM0a1402338. Epub 2014 May 4. PubMed PMID:
24795200.

AUGUSTIN' S, MILLAN L, GonzALEz A, MARTELL M, GELABERT A, SEGARRA A, SErres X, EsteBan R, GenescA J. Detec-
tion of early portal hypertension with routine data and liver stiffness in patients with asymptomatic
liver disease: a prospective study. J Hepatol. 2014 Mar;60(3):561-9. doi: 10.1016/j.jhep.2013.10.027.
PubMed PMID: 24211744.

RosLes-Diaz M, Lucena MI, Kaprowitz N, StepHENs C, MebiNa-CALiZ |, GoNzALEz-JivENEZ A, ULzurrRUN E, GONzALEZ
AF, FErnanDEz MC, RoMeRO-GOMEZ M, JIMENEZ-PEREZ M, BRUGUERA M, PrIETO M, BEssone F, HERnNANDEZ N, ARRESE
M, Anprape RJ; Spanish DILI Registry; SLatinDILI Network; Safer and Faster Evidence-based Translation
Consortium. Use of Hy's law and a new composite algorithm to predict acute liver failure in patients
with drug-induced liver injury. Gastroenterology. 2014 Jul;147(1):109-118.e5. doi: 10.1053/j.gas-
1r0.2014.03.050. PubMed PMID: 24704526.
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P2. VIRAL HEPATITIS

Coordinator:

Dr. Juan Ignacio Esteban Mur

Associate Coordinators:

Drs. Xavier Forns and Manuel Romero Gémez

Area 2 includes 8 research groups led by Dr. Juan Ignacio Esteban Mur (Hospital Universitari Vall d’'Hebron.
Barcelona), Dr. Rafael Esteban (Hospital Universitari Vall d’"Hebron. Barcelona), Dr. Xavier Forns Bernhardt
(Hospital Clinic of Barcelona), Dr. Javier Garcia-Samaniego Rey (Hospital La Paz-Carlos lll. Madrid), Dr. Jordi
Gomez Castilla (CSIC Instituto Lopez Neyra. Granada), Dr. Manuel Romero Gémez (Hospital Universitario
de Valme, Sevilla), Dr. Javier Salmeron Escobar (Hospital Universitario San Cecilio. Granada) and Dr. Marisa
Garcia Buey (Hospital de la Princesa. Madrid) in addition to a linked clinical group Dr. José Luis Calleja (H.
Puerta del Hierro, Madrid).

Public HBV database named CIBERHEP, owned by CIBEREHD is open to all National Health
professionals willing to participate in the Project and is coordinated by Dr. M. Buti and Dr. R.
Esteban (HUVH) http://hepatitis.ciberehd.org / https://www.ciberehd.org/ is completely active and
has given rise to papers presented in national and international congresses. As an example, the
presentation in the 49th Annual Meeting of the EASL (Poster 1211): “Efficacy of tenofovir in
patients who have received prior treatment with nucleoside/nucleotide analogues and comparing
them with patients who have not previously been treated (naive)” in which 370 patients in
treatment with tenofovir were included. CIBERHEP has over 1149 patients (September 2014),
25 participating centres from 9 Spanish Regions (718 have received Tenofovir; 384 have received
Entecavir).

AHIGH-PERFORMANCE HVC SUBTYPING system based on ultradeep pyrosequencing and molecular
phylogenesis has been developed and patented as the successful result of a project funded by the
CDTI (Centro para el Development Tecnoldgico Industrial) in collaboration with Roche Diagnostics
and ABL, subsidised by MINECO IDI-20110115 (Coordinated by Dr. J. |. Esteban). In 2014 and
continuing in 2015, this methodology, which has had an impact on all means of communication,
is being transferred to clinical diagnostic laboratories in Spanish hospitals, and is opening the doors
to Innovative Government Procurement systems on a regional and national level. This system is
patented in international patent document W02015001068 A1, and co-owners of said patent
include CIBEREHD, Roche and VHIR.

A public HCV data base named HepatiC, owned by Ciberehd, has been consolidated. An agreement
with the AEEH (Asociacion Espafiola para el Study del Liver) has been signed to open Hepatic to
all National Health professionals who wish to participate in the Project. The database received
approval in the Official State Journal BOE-B-2011-20823, 20 June 2011, and was registered in the
Agencia Espafiola de Proteccién de Datos (AEPD). It is fully operative and more than 600 patients
have been entered (September 2014).

With respect to HBV, studies of the variability and evolution of quasispecies by means of ultradeep
pyrosequencing (UDPS) are being conducted in the framework of different health research
projects. Progress has been made in developing HBV genotyping and the response to antiviral
treatment which can be automated and transferred to a clinical diagnostic laboratory; replication
cycle regulating regions and their relationship with the severity of the hepatic disease are being
studied. The variants involved in resistance to antiviral treatment and which escape the immune
system are being analysed. HBV variants in the preS region of HBsAg and in the HBV and HDV
input receptor, and whether or not there is a need to establish a cell culture model to study the
ineffectiveness of HBV and HDV replication based on primary hepatocytes (Dr. R. Esteban, Dr. M.
Buti, Dr. F. Rodriguez-Frias, Dr. J. Muntané, Dr. J. |. Esteban).
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Epidemiological studies focussed in HBV, HCV, HDV and recently on HVE infection have been
reinforced, including nosocomial HCV transmission studies thus supporting the National Health
Spanish System. In this sense, an epidemiological study is being carried out in HIV+HCV+
homosexual patients BY ultradeep pyrosequencing (Dr. X. Forns, Dr. S. Pérez del Pulgar, Dr. J.
Quer, Dr. J. Gregori, Dr. JI. Esteban, Dr. J. Mallolas, Dr. M. Laguno, Dr. M. Martinez-Rebollar).

Collaboration in studies on liver transplant in patients with HCV infection has increased, and
specifically in a study on HCV superinfection after HCV liver transplant + by UDPS; and in another
study of the HCV quasispecies dynamics in liver transplant by UDPS in cholestasis patients (Dr. X.
Forns, Dr. S. Pérez del Pulgar, Dr. M. Gambato, Dr. J. Quer, Dr. J. Gregori, Dr. J. |. Esteban), as well
as in studies on the variability of quasispecies and progression of liver damage in patients treated
with everolimus (Dr. I. Bilbao, Dr. LI. Castells, Dr. F. Rodriguez-Frias, Dr. |. Fields-Varela, Dr. J. Quer,
Dr. J. Gregori, Dr. J. |. Esteban).

Antiviral protocols based on lethal mutagenesis have been developed: sequential inhibitor-
mutagen therapies against HCV infections (Dr. E. Domingo, Dr. C. Perales, Dr. Manolo Leal (HIV),
Dr. J. |. Esteban, Dr. J. Quer, Dr. J. Gregori).

A collaborative paper on the use of Ribavirin in monotherapy has been published (Dr. J. Salmeron,
Dr. P. Munoz-Rueda, Dr. R. Quiles-Pérez, Dr. J. Quer, Dr. J. |. Esteban)

Detection of the HCV resistance mutation Q80K, which is essential for determining the use of
Simeprevir in patients with chronic HCV infection, has been designed and is being validated.

We have also succeeded in using subgenomic and genomic HCV replicons to study HCV infection,
replication, including the cloning of a fully replicating full-length HCV genome (Dr. X. Forns’
group), and research for the effect of anti-viral drugs on HCV quasispecies dynamics (Dr. J. Gomez
and E. Domingo). In this sense, research is being done on the response of HCV to a direct-acting
antiviral such as Sofosbuvir on the genomic clone.

Non-invasive (ARFI) techniques to characterise hepatic fibrosis, including licensed software to
analyse magnetic resonance images, have been evaluated. .

Improvement of the detection of the viral load of the HDV (Dr. Garcia Samaniego) with the use of
internal characteristic controls that have opened up field to collaborations with European groups
is underway (Dr. F. Rodriguez-Frias).

Studies on genomic DNA polymorphisms in interferon-stimulated genes (ISGs) have reported
their association as independent predictors of the response to anti-HCV treatment (Peg-IFN and
ribavirin) in chronic HCV patients (HCC) (Dr. M. Garcia Buey). The immune response and protein
expression levels of the host have been involved in the progression towards fibrosis/cirrhosis and
in the development of hepatocarcinoma.

A multicentre, three-year study including all the cases of hepatocarcinoma occurring in NASH,
HCV or cryptogenic cirrhosis, called FLIP (Fatty Liver: Inhibition of the Progression) started in 2010.
The FDFT1 gene associated with the progression of the liver fibrosis in a cohort of HCV and NASH
patients has been validated (Dr. M. Romero-Gémez and Dr. JA del Campo, leading the work in
which 8 different Spanish hospitals have been involved)

Dr. J. Salmeron’s group participates in the European Project “Fatty Liver: Inhibition of Progression.
“Prevention and treatment of non-alcoholic fatty liver disease (NAFLD)" that started in 2010.

Progress has been made in the collaboration for the study of vertical mother-child HCV transmission
(Dr. J. Salmeron and Dr. A. Ruiz-Extremera).

A collaborative line of research including three groups from our Area 2 and led by Dr. J. Garcia-
Samaniego has been consolidated, foucsing on the study of epigenetic interactions between
genomic host DNA and HBV or HCV geneomes and their involvement in the progression of fibrosis
and development of hepatocarcinoma (Dr. J. Garcia-Samaniego, Dr. E. Domingo).
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New anti-HCV inhibitors (quercetin, etc. ) and the role of different receptors at the entry of HCV
into the hepatocyte, such as clatrin and apolypoproteins b and e in cell-to-cell HCV transmission,
have been characterised (Dr. L. C. Garcia-Buey, Dr. P. Majano, Dr. M? Angeles Mufioz Fernandez
(CIBERBBN), Dr. X. Forns, Dr. S. Perez del Pulgar).

Studies on the effect of compounds of natural extracts on in vitro NS3 inhibition activity, as well
as GWAS studies in patients subjected to treatment with NS3 inhibitors have been conducted (Dr.
M. Romero-Gémez, Dr. JA del Campo leading a group of 8 hospitals)

Progress has been made in the development of new HCV treatment techniques, as in the case of
the synthesis of specific HCV anti-core aptamers (Dr. C. Briones, Dr. J. Garcia-Samaniego, Dr. A.
Madejon)

Another group of collaborative studies is related to the search for non-invasive biomarkers of the
prognosis, progression and response to treatment of Chronic Hepatitis B and C (Dr. L. C. Garcia-
Buey, Dr. P. Majano, Dr. J. Garcia-Samaniego, Dr. A. Madejon, Dr. J. Salmeron, Dr. F. Abad-Santos,
Dr. A. M. Aransay (CicBioGUNE (Bilbao)).

An example of the close collaboration between groups in Programme 2 is the publication of the
paper in which it is proven that HCV replication capacity or fitness is a determining factor in the
response to treatment (Dr. E. Domingo, Dr. C. Perales, Dr. J. |. Esteban, Dr. J. Quer, Dr. J. Gregori).

Most of the groups have participated and are actively participating in multicentre Clinical Trials
with new combinations of anti-HCV direct acting antivirals

Finally, it should be pointed out that with the use of new technologies, such as GWAS, ultradeep
pyrosequencing using the 454/Roche platform and structural RNA biosensors using microarrays,
have allowed increasing the number of collaborative publications in peer-review journals and
opening up new collaborative lines of research.

In summary, the collaborative activity conducted in 2014 in CIBEREHD Programme 2 has allowed increasing
the competitive research capacity of our network and has opened up new doors to funding which will
materialise in the coming years.
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Coordinator: ’

Dr. Juan F. Medina
Associate Coordinators:
Drs. Albert Parés and José Carlos Fernandez-Checa

Description

Program 3 includes ten groups, the research activities of which are mainly related to cholestasis, metabolic
disorders and hepatotoxicity. The groups led by Dr. Albert Parés, Dr. Lioreng Caballeria, and Dr. Juan F. Medina
are focusing on clinical, epidemiological and basic studies of cholestatic diseases, such as primary biliary
cirrhosis and other chronic cholestatic conditions. As regards the basic aspects, the study of impairments
in the transport of various components of bile, as well as the etiopathogenesis of osteopenia associated
with cholestatic syndromes stand out. The other seven groups from the program develop their research on
metabolic disorders and more specifically, the study of steatohepatitis and liver toxicity. Therefore, these
groups conduct studies related to the mechanisms of oxidative stress and apoptosis in hepatocytes, as well
as the role of cytokines and adipocytokines in metabolic, toxicological and infectious liver disorders. Highly
relevant in this regard are the activities carried out by Dr. José M. Mato and Dr. José C. Fernandez-Checa’s
groups, which have been awarded a substantial number of projects and carry out multiple collaborations
with other groups. In this regard, the grant of the INTERCIBER Project Understanding obesity (Ob), metabolic
syndrome (MetS), type 2 diabetes (T2DM) and fatty liver disease (FL): a multidisciplinary approach, should be
highlighted. This project is led by CIBEREHD (particularly Dr. José M. Mato and Dr. M? Luz Martinez-Chantar)
and three other CIBERs actively participate in it within the subject Areas of Obesity and Nutrition (Ciberobn),
Diabetes and Associated Metabolic Diseases (Ciberdem) and Mental Health (Cibersam). Moreover, the
groups led by Dr. Javier Gonzalez Gallego and Dr. Carmelo Garcia Monzén and Dr. Paloma Martin Sanz
maintain a close collaboration for the study of antioxidant therapies in models of hepatitis C. Finally, the
groups led by Dr. Jose V. Castell and Dr. Raul Andrade are working closely with one another and with the
preceding groups in researching different molecular mechanisms that cause hepatotoxicity.

Program Projects and Collaborations

The groups that form Program 3 maintain collaborative networks with more than 25 groups with one
another (intra-nodal collaborations) and with other external groups (inter-nodal collaborations). Dr. José
M. Mato’s group, from CIC BioGUNE, continues to significantly potentiate these collaborations through
its Genomics, Proteomics, Metabolomics and Gene Silencing Platforms, which are also available to all
CIBEREHD groups. Also, collaborations based on these platforms continue to be consolidated through the
organisation of classroom sessions and other training activities.

Additionally, several high-impact publications further show the high quality of current collaborations, as
illustrated by the following examples:

FucHo R, MarTiNez L, Bauties A, Torres S, TARRATS N, FERNANDEZ A, RiBas V, AstubitLo AM, BALSINDE J, GARCIA-
Roves P, ELena M, BerGHEIM |, LoTERszTAIN S, TrRautweiN C, AppequisT H, Paton AW, Paton JC, Czala MJ,
Kaptowitz N, Fernanpez-CHeca JC, Garcia-Ruiz C. ASMase regulates autophagy and lysosomal membra-
ne permeabilization and its inhibition prevents early stage non-alcoholic steatohepatitis. J Hepatol
2014;61:1126-1134. (IF 2013: 10.401)

AFrrO S, MoraLes-IBanez O, Roprico-Torres D, ALtamirano J, Biava D, Dapito DH, MiLtAn C, Cotl M, CavigLa JM,
ArrOYO V, CaBALLERIA J, ScHwaABE RF, GINgs P, BATaLLER R, SancHo-Bru P. CCL20 mediates lipopolysaccharide
induced liver injury and is a potential driver of inflammation and fibrosis in alcoholic hepatitis. Gut
2014;63:1782-92. (IF 2013: 13.319)
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RobriGUEZ-ORTIGosA CM, Cetay J, Ouvas |, Juanarena N, Arcelus S, URIARTE |, Marin JJ, Avita MA, Mepina JF,
PrieTo J. A GAPDH-mediated trans-nitrosylation pathway is required for feedback inhibition of bile salt
synthesis in rat liver. Gastroenterology 2014;147:1084-1093. (IF 2013: 13.926)

International networks are still important for Program 3. For instance:
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RosLes-Diaz M, Lucena MI, Kaptowitz N, StepHEns C, MebiNa-CALz |, GonzALEz-JiMENEZ A, ULzurruN E, GoNzALEZ
AF, FernanDpez MC, Romero-GOMEZ M, JiMENEZ-PErRez M, BRuGUERA M, PriETO M, BEssoNE F, HERNANDEZ N, ARRESE
M, Anprape RJ; Spanish DILI Registry; SLatinDILI Network; Safer and Faster Evidence-based Translation
Consortium. Use of Hy’s law and a new composite algorithm to predict acute liver failure in patients
with drug-induced liver injury. Gastroenterology 2014;147:109-118. (IF 2013: 13.926)

Artamirano J, Miquel R, Katoonizaben A, ABraLDES JG, DuarTe-Rojo A, Louver A, AuGusTIN S, MookerJee RP,
MicHEeLENA J, SMYRK TC, Buos D, LeteurTtre E, RincoN D, Ruiz P, Garcia-PacAN JC, GuerrRero-MARQUEZ C, JONES
PD, BarritT AS 471H, ArRrRoYO V, BRUGUERA M, Barares R, GINes P, CaBaLLeria J, Roskams T, NEevens F, Jatan R,
MATHURIN P, SHAH VH, BaTALLER R. A histologic scoring system for prognosis of patients with alcoholic
hepatitis. Gastroenterology. 2014;146:1231-1239. (IF 2013: 13.926)

GARCiA-RODRIGUEZ JL, BARBIER-TORRES L, FERNANDEZ-ALvAREZ S, GuTIERREZ-DE JUAN V, MonTe MJ, HaLBAsIC E, HERRANZ
D, Awvarez L, AspicHUETA P, MARIN JJ, TRAUNER M, MaTo JM, Serrano M, Beraza N, MarTiNEZ-CHANTAR ML.
SIRT1 controls liver regeneration by regulating bile acid metabolism through farnesoid X receptor and
mammalian target of rapamycin signalling. Hepatology 2014;59:1972-1983. (IF 2013: 11.190)

Lammers W, vaN Buuren HR, HirscHRELD GM, Janssen HL, INvernizzi P, Mason AL, Ponsioen CY, FLOREANI A,
CorpecHoT C, Mavyo MJ, BattezzaTi PM, Pares A, Nevens F, BurrouaHs AK, KowbLey KV, Trivepl PJ, Kumaai T,
CHEUNG A, Leo A, Imam MH, BoonsTtra K, Cazzacgon N, FRancescHET |, PouroN R, CaBaLLErIA L, Pieri G, KanwaAR
PS, Linoor KD, Hansen BE; Global PBC Study Group. Levels of alkaline phosphatase and bilirubin are
surrogate end points of outcomes of patients with primary biliary cirrhosis: an international follow-up
study. Gastroenterology 2014;147:1338-1349. (IF 2013: 13.926)
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P4. IMMUNOLOGY AND LIVER TRANSPLANT

\
HCV .

|

Coordinator:
Dr. Miquel Navasa
ociate Coordinator:
/ Dr. Marina Berenguer

Despite the fact that Program 4 covers various topics, its primary area of research is liver transplant. About
15,000 liver transplants are performed worldwide every year today. Results are satisfactory in terms of
transplant recipient survival rates. Survival is about 90% 1 year after the transplant, about 75% after 5
years, and 65% after 10 years. Nevertheless, liver transplant still presents a series of important clinical
problems:

Immunosuppression: a) must be optimised to adapt to the needs of each patient in order to reduce the
risk of rejection and toxicity; b) the possibility of completely withdrawing immunosuppression in patients
showing graft tolerance, who may represent a considerable proportion of transplant patients several years
after the transplant, ¢) suitably detecting and handling complications resulting from immunosuppressants, d)
influence of immunosuppression in hepatocarcinoma recurrence, and e) non-invasive markers of rejection.
For this reason, some of the objectives of this group focus on the identification and clinical validation of a
panel of predictive biomarkers of the risk of rejection, clinical progression of the graft and personal response
to immunosuppressant treatment. The implementation of these biomarkers in clinical practice would allow
stratifying patients according to risk of rejection and improving the choice of immunosuppressant treatment
as well as the identification of patients who are candidates for minimization without it entailing a risk of
reactivation of the effector response of the immune system (risk of rejection in the maintenance phase).

Recurrence of the pre-transplant disease, particularly hepatitis C, studies performed by the members of the
programme have allowed defining progression of liver fibrosis in transplant patients. After the marketing
of new and potent viral agents, the mechanisms of liver damage have lost their interest in these patients.
However, the study of the reversibility of fibrosis and the associated mechanisms holds interest both in
transplant patients (it would be important to treat before irreversible damage sets in) and in patients on a
transplant wait list (if the damage is reversible, the transplant is not necessary). Therefore, Programme 4 also
deals with research for this issue.

Complications of the immunosuppressant treatment. Post-liver transplant diabetes mellitus is associated
with worse results, a higher rate of infections, rejection and mortality having been reported. Other
complications, such as the onset of neoplasias or the increase in cardiovascular risk, are important limiting
factors of survival of liver transplant patients. This programme includes the study of these complications in
their working projects.

Disproportion between the number of organ donors and the number of patients on a liver transplant wait
list. Therefore, over the past few years, on one hand a series of actions that sought to palliate this problem
by means of investigating strategies that allow increasing the number of liver grafts suitable for transplant
were implemented, and on the other hand, improvements were made in managing the transplant wait list.
These aspects are also grounds for research for Program 4 groups.

The research group has established new targets of therapeutic action based on the modulation of
adipocytokines both in liver resections and liver transplant in marginal bodies, which can have a favourable
effect on patients who are subjected to liver resections or liver transplant and in a reduction in liver transplant
wait lists. The results obtained by the research group have further allowed participation in competitive
programmes intended for translation experimental results to clinical practice, which will result in patent
application and in the creation of a spin-off.

On the other hand, it is very important to point out the important collaboration established with important
groups that are dedicated to studying liver diseases, particularly with the Viral Hepatitis Group (Dr. X. Forns)
and with the Portal Hypertension Group (Dr. J. Bosch), as well as with international groups.
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Programme 4 consists of the four following groups:

principal Investigator Centre City
Marina Berenguer Hospital Universitario La Fe Valencia
Manue|de|a|\/|ata H05p|ta|Un|VerS|tar|oRe|naSof|a CordOba ........................
|\/||gue|Navasa Hosp|ta|C||n|coyprovmc|a| Barcelona ......................
GrupovmculadoRoc|oA|\/arez Hosp|ta|v|rgende|aArr|xaca Muma ............................

The projects of the Programme are described below:

Project 1

Project title:

OPERATIONAL TOLERANCE AND WITHDRAWAL OF IMMUNOSUPPRESSANT IN PATIENTS WITH LIVER
TRANSPLANT.

Lead Group: M. Navasa

Principal Investigator: A. Sanchez-Fueyo

COLLABORATING GROUPS:

CIBEREHD GROUPS: Berenguer, De la Mata, Forns, Prieto, Parrilla, Bosch

International Groups: Giuseppe Tisone (Roma), Jacques Pirenne (Lovaina), Gavin Whitehouse
(London), Frans Claas (Leiden).

OBJETIVOS:

e To determine the predictive capacity of a transcriptional tolerance test based on peripheral
mononuclear blood cells to identify patients who can stop using immunosuppressant.

e To establish the clinical benefits of the withdrawal of the immunosuppressant in patients identified
as tolerant based on the aforementioned transcriptional test, particularly in terms of improving
renal function and various cardiovascular risk factors.

e To investigate the impact that chronic HCV infection in transplant patients with hepatitis C
recurrence may have on withdrawal of the immunosuppressant.

e To analyse the gene expression profile in liver tissue to even more precisely identify patients that
are tolerant to the graft..

Important results have been obtained and have been referenced in successive reports. The work conducted
in 2014 explores the relationship between chronic HCV infection and the development of immune
tolerance.

BoHNE F, Lonbono MC, Benitez C, Miquet R, MaRrTINEZ-LLoRDELLA M, Russo C, Ortiz C, Bonaccorsi-RiaNi E, BRANDER
C, Bauer T, Protzer U, JaeckeL E, TauserT R, Forns X, Navasa M, BERENGUER M, RimoLa A, Lozano JJ, SANCHEZ-
Fuevo A. HCV-induced immune responses influence the development of operational tolerance after
liver transplantation in humans. Sci Transl Med. 2014 Jun 25;6(242).

28 CIBEREHD » Annual report 2014



Ciberehd

Project 2

Project title:

LIVER TRANSPLANT AND IMMUNOSUPPRESSION.
Lead Group: M. de la Mata

Principal Investigator: M. de la Mata,
Co-Researcher: Manuel Rodriguez Peralvarez

OBJECTIVES:

The main objective of this line is to improve expectations of survival and quality of life for patients subject
to a liver transplant because since livers are a limited and highly valued resource, their performance must
be optimised as much as possible.

Validation of the REJECT test, a non-invasive method for the diagnosis of acute rejection
in liver transplant.

Principal Investigator: M. de la Mata,

Co-Researcher: M. Rodriguez Peralvarez

Collaborating Groups: M. Berenguer. M. Navasa

Coordination of a project within CIBEREHD to validate a predictive model of acute cellular
rejection called REJECTEST based on routine clinical and analytical data. This model has recently
been developed by the group led by the Dr. Manuel de la Mata in collaboration with Royal Free
Hospital of United Kingdom and Hospital of Padua (Italy) (Rodriguez-Perélvarez et al. Transplant
Int 2015. At press)

COOPERATIVE PROJECTS:

Model of donor-recipient assignment in liver transplant.
Lead Group: De la Mata M, Bricefio J.

CIBEREHD Groups: Berenguer, Forns, Bafiares, Albillos, Navasa
Other groups: 7 national and international centres.

This cooperative project has been described in the following paper, which proposes the use of
artificial intelligence networks for suitable donor-recipient matching:

Briceno J, Cruz-RamiRez M, PrieTo M, Navasa M, Ormiz b UreiNa J, OrTi R, Gomez-Bravo MA, Otero A,

Varo E, Tome S, CLemenTE G, BaRARes R, BArRcena R, Cuervas-Mons V, Sotorzano G, Vinaixa C, RusiN A,
Cotmenero J, Vatbivieso A, Ciria R, HervAas-Martinez C, DE LA Mata M. Use of artificial intelligence as
an innovative donor-recipient matching model for liver transplantation: results from a multicenter
Spanish study.) Hepatol. 2014 Nov;61(5):1020-8.

COOPERATIVE STUDIES

Liver transplant and HCV.

Different studies led by M. Berenguer and X. Forns (collaboration) have meantimportant milestones
in the definition of hepatitis C recurrence in liver transplant:

BLe, MIcHEL; AGUILERA, VICTORIA; RuBiN, ANGEL; GARcia-ELiz, Maria; ViNaixa, CARMEN: PRIETO, MARTIN; BERENGUER,

MaRINA. Liver Transplantation, 2014 Jan;20(1): 25-34. Improved Renal Function in Liver Transplant
Recipients Treated for Hepatitis C Virus With a Sustained Virological Response and Mild Chronic
Kidney Disease. This study analysed the possible impact of the eradication of HCV in one of the
extrahepatic manifestations of HCV, renal dysfunction, in liver transplant patients, verifying that
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these complications improve with the elimination of HCV, but only if the liver damage is not too
advanced.

LARA J, LoPez-LaBraDOR F, GoNzALez-CanpeLas F, Berencuer M, KHupyakov YE. Computational models of
liver fibrosis progression for hepatitis C virus chronic infection. BMC Bioinformatics. 2014;15
Suppl 8:S5.

This paper is a collaborative study with the CIBER de Epidemiologia y Salud Publica, and with the
Center for Disease Control in the United States.

PeRA-MoraL JM, Pons JA, Tome S, Gupe F, Miras M, Bermelo J, RAMIREZ P, BERENGUER M, VAro E, ForTezA J,
ParRriLLA P. Acute cellular rejection versus recurrent hepatitis C after liver transplantation: Clinical and
pathological features driving a rational diagnostic approach. Hepatol Res. 2015 Apr;45(4):423-31

This is a collaborative study with the group from Virgen la Arrixaca, Murcia, which validated a
diagnostic algorithm for the rejection in patients with recurrent hepatitis C based on specific
histological findings.

FERNANDEZ-CARRILLO C, CoTo-LLEReNA M, GonzALez P, Crespo G, Mensa L, Caro-Perez N, GameaTto M, Navasa
M, Forns X, Perez-DeL-PuLGAR S. IFNL4 polymorphism predicts response to hepatitis C treatment after
liver transplantation. J Clin Virol. 2014 Oct;61(2):282-5.

Marito Z, Mensa L, Crespo G, MiQueL R, BrRuGuera M, Perez-DeL-Pulcar S, BoscH J, Forns X, Navasa M.
Early periportal sinusoidal fibrosis is an accurate marker of accelerated HCV recurrence after liver
transplantation. J Hepatol. 2014 Aug;61(2):270-7.

Crespo G, Lens S, Gamsato M, Carrion JA, Marino Z, Lonbono MC, Miquel R, BoscH J, Navasa M, Forns
X. Liver stiffness 1 year after transplantation predicts clinical outcomes in patients with recurrent
hepatitis C. Am J Transplant. 2014 Feb;14(2):375-83

Project 3

Project title:

MULTICENTRE STUDY FOR THE VALIDATION OF BIOMARKERS OF CHOICE THAT REFLECT THE
INDIVIDUAL REPONSE OF SOLID ORGAN TRANSPLANT RECIPIENTS TO IMMUNOSUPPRESSIVE
TREATMENT.

Lead Group: Navasa

Lead Group: M. Brunet

COLLABORATING GROUPS:
CIBEREHD Groups: Alvarez, Parrilla.

OBJETIVOS:

The general objective of this study consists of choosing and validating optimal pharmacodynamic biomarkers,
together with pharmacokinetic parameters, which reflect the individual response to immunosuppressive
treatment and are predictive of the clinical progression of solid organ transplant recipients (acute rejection,
infection, toxicity). This study has ended. The result of a multicentre study which analyses the predictive
value of IFN-y, IL-17 and IL-2 in the diagnosis of acute liver and kidney rejection was published in 2014.

MiLLAN O, RaraeL-VaLbivia L, San Secunpo D, Boix F, Castro-PANETE M, Lorez-Hovos M, Muro M, VALERO-HERVAS
D, Rimota A, Navasa M, Muroz P, Miras M, ANbres A, Guirapo L, Pascual J, BRuner M. Should IFN-y, IL-17
and IL-2 be considered predictive biomarkers of acute rejection in liver and kidney transplant? Results
of a multicentric study. Clin Immunol. 2014 Oct;154(2):141-54.
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Project 4

Project Title:

THERAPEUTIC CONTROL OF DIABETES IN LIVER TRANSPLANT PATIENTS
Lead Group: M. Berenguer

Principal Investigator: M. Berenguer

COLLABORATING GROUPS:
CIBEREHD Groups: De la Mata.
National Groups not related to CIBEREHD: T. Serrano (Zaragoza), JI Herrero (Pamplona)

Post-liver transplant diabetes mellitus is associated with worse results, a higher rate of infections, rejection
and mortality having been reported. To date, therapeutic compliance of diabetes in patients of this type has
not been analysed in detail.

OBJECTIVES:

To describe the degree of control and care of diabetes in the liver transplant patients.

A prospective, transverse and multicentre study has been conducted. The prevalence and factors associated
with DM in 266 liver transplant recipients seen in external Hepatology consults in 4 centres in 2013 are
analysed. The remaining parameters analysed are indicative of the degree of how much treatment for
diabetes according to international standards is followed.

RESULTS:

The prevalence of diabetes mellitus was 50% (n=134). No differences were observed in the rate of the
following complications among diabetic patients and non-diabetic patients (n=132): high blood pressure
(63% vs. 56%), renal failure chronic (14% vs. 18%). In contrast, both hyperlipidemia (47% DM vs. 23%
no-DM, p<0. 01) and cardiovascular disease (20% vs. 8%, p=0.03) were detected with a higher frequency
in the group of patients with diabetes. 69% were overweight/obese (abdominal obesity of 85%). In relation
to follow-up and degree of compliance with diabetes, it was observed that in up to one third of all transplant
patients (36%), screening was never conducted to rule out diabetes-related complications. In turn, levels
of glycosylated haemoglobin showed unsuitable control in 33% of cases. Half the patients (53%) required
insulin for treating diabetes. A small percentage of patients practiced moderate exercise (34%), whereas
the majority followed a sedentary life or very gentle exercise (20% and 46%, respectively). Although 63 %
followed a diabetic diet, 37% confessed to not controlling their diet. Less than half had received education
on diabetes (37%).

CONCLUSIONS:

e The prevalence of diabetes and of the typical associated co-morbidities are high in liver transplant
recipients;

e Diabetes control is insufficient in this context with little control of the risk factors, inadequate
screening of diabetes complications and poor glycaemic control;

e Treatment focuses on antidiabetic drugs, leaving aside other aspects with diet or the exercise;

e The role of the transplant team is important in diabetes follow-up but a multidisciplinary approach
is necessary for better diabetes follow-up and control.
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Project 5

Project Title:

HEPATOCARCINOMA.

Lead Group: De la Mata M.
Principal Investigator: De la Mata M.

OBJECTIVES:

This line seeks to improve the prognosis of patients with hepatocarcinoma by means of the identification
of biomarkers capable of providing an early diagnosis of the disease, as well as rationalizing the use of
sorafenib in patients in advanced stages of the disease, such that patients with progression of the disease
despite said treatment can access therapies of second line and improve the expectations of survival.

ACTIVE PROJECTS:

e “Importancia de la activacién del sistema inmune para eliminar células tumorales circulantes y
prevenir la recidiva del hepatocarcinoma tras el trasplante hepatico” (FIS PI14/01469). Funded in
FIS call for proposals (Pl: Dr. Manuel de la Mata; Co-Pl: Manuel Rodriguez Peralvarez).

e Inhibition of the mTOR pathway in transplant patients due to hepatocellular carcinoma and its
effect on disease recurrence. Funded in FIS call for proposals and extended (Pl: Dr. Manuel de la
Mata).

ACTIVE STUDY:

"“Estudio fase IV, multicéntrico, aleatorizado, doble-ciego, controlado frente a placebo, a evaluar
la eficacia y seguridad de Sorafenib en pacientes con hepatocellular carcinoma avanzado con
progresion radiolégica” (EC11-185). Funded by the Ministry of Health, Equality and Social Services
(PI: Dr. JL Montero).

Project 6

Project Title:

BIOMARKERS IN THE DIFFERENTIAL DIAGNOSIS OF ACUTE CELLULAR REJECTION AND THE
RECURRENCE OF HEPATITIS C AFTER LIVER TRANSPLANT

Lead Group: M. Navasa

Principal Investigator: M. Navasa

Collaborating groups: X. Forns

CIBEREHD Group: De la Mata

OBJECTIVES:
e Evaluate a panel of serological biomarkers in the differentiation between acute rejection and
recurrence of hepatitis post-liver transplant.

e Study if any of the evaluated biomarkers allows predicting the response to the treatment of cellular
rejection

e Determine if these biomarkers allow the early identification of patients with a serious recurrence
of hepatitis C after liver transplant.

The study is in the collected sample processing phase.
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Coordinator:
Dr. Jordi Bruix
Associate Coordinators:

Drs. José Juan Garcia Marin and Antoni Castells
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Research Groups:

1- Experimental Hepatology and Drug Vectorization. Antitumor chemotherapy resistance.
(Dr. JJ Garcia Marin. U. Salamanca)

2- Molecular Pharmacology and Experimental Therapies. (Dr. M. Pastor. U. Barcelona)

3.- Gastrointestinal and Pancreatic Oncology (Dr. A Castells. IDIBAPS)

4.- Colorectal and Gastroesophageal Cancer. Peptic Acid Disease (Dr P. Parrilla. U. Murcia)

5.- Hepatic Oncology (Dr. J Bruix. IDIBAPS);

6.- Experimental Hepatology and Gene Therapy (Dr. B Sangro, CUN)

7.- Gastrointestinal Oncology — Hepatobiliary physiopathology (L. Bujanda, Hospital de Donostia)
8.- Linked Clinical Group (FJ Padillo, Hospital U. Virgen del Rocio)

The activity of the different lines of activity in this programme in 2014 has resulted in relevant contributions
that have increased knowledge about the risk factors and oncogenic mechanisms of both liver and
gastrointestinal cancer. The studies have led to diagnostic and therapeutic innovations that have translated
into modifications of the clinical management of patients suffering these diseases.

Knowledge about molecular anomalies of hepatocellular carcinoma and cholangiocarcinoma have been
expanded in liver cancer, such that in the future, there can be a biological rational base for new treatments.
Obviously, better classification of patients must allow a more rational therapeutic assay design.

The most relevant contribution in this field has been describing a genetic anomaly which can determine the
hepatocyte or biliary phenotypic pattern of liver cancer.

Mutant IDH inhibits HNF-4co. to block hepatocyte differentiation and promote biliary cancer. Sana SK,
ParacHoniak CA, GHaANTA KS, FitamanT J, Ross KN, Naiem MS, GurumurTHY S, Aksay EA, Sia D, CoRrneLLA H,
Mittiabous O, WaLesky C, DesHpanpe V, ZHu AX, Hezee AF, Yen KE, StraLey KS, Travins J, Popovici-MULLER
J, Guser C, FerroNE CR, Arte U, Liover JM, Wong KK, Ramaswamy S, Baroeesy N. Nature. 2014 Sep
4;513(7516):110-4.

Simultaneously, further information has been discovered about the role of the mitochondrial genome in
the feedback processes regulating the expression of nuclear genes related to the lack of response of liver
cancer to pharmacological therapy.

The expression of genes involved in hepatocellular carcinoma chemoresistance is affected by mito-
chondrial genome depletion. Gonzalez-SancHez E, MarN JJ, Perez MJ. Molecular Pharmaceutics. 2014;
11(6):1856-68.

Nucleoside transporters and human organic cation transporter 1 determine the cellular handling
of DNA-methyltransferase inhibitors. Armany-NarDi C, ERRASTI-MURUGARREN E, MiNuEsA G, MART-
NEz-Picapo J, Gorsoutev V, Koepsell H, Pastor-AnGLaba M. British Journal of Pharmacology (2014)
171(16):3868-80.
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As regards the study of new mechanisms regulating biliary function, has been characterised the role of type
P1 purinergic receptors in the termination of the ATP-dependent signal regulating bile flow in cholangiocytes
and the possible implication in biliary cancer.

Functional crosstalk between the adenosine transporter CNT3 and purinergic receptors in the bi-
liary epithelia. Gopoy V, Banates JM, Mebina JF, Pastor-AnGLaba M. Journal of Hepatology (2014)
61(6):1337-43.

As regards the oncogenic processes which are associated with chronic hepatopathy accompanied by
cholestasis, the role of biliary acids and their interaction with macrophages in the development of
inflammatory processes and the cholangiocarcinoma promoting capacity has been characterised. The role
of the chemoresistance protein BCRP as a biliary acid export pump, having an important role in the barrier
against these compounds, has been identified.

Important steps have been taken for the development of cancer immunotherapy, conducting the first
clinical trial with immunological checkpoint inhibitors in this tumour, demonstrating in animal models the
advantages of the combination of these molecules vs. monotherapy, and improving immune response
stimulation systems by means of adoptive cell therapy.

Short-term intratumoral interleukin-12 expressed from an alphaviral vector is sufficient to induce an effi-
cient antitumoral response against spontaneous hepatocellular carcinomas. Ropricuez-Mapoz JR, ZasaLA
M, Atraro M, Prieto J, Kramer MG, Smerbou C. Hum Gene Ther. 2014 Feb;25(2):132-43.

SoBrevALs L, Mato-Berciano A, Urtasun N, Mazo A, Fiat C. uPAR-controlled oncolytic adenoviruses elimi-
nate cancer stem cells in human pancreatic tumors. Stem Cell Research (2014) 12(1):1-10.

Finally, on a clinical level, research for CIBEREHD has developed and validated non-invasive criteria of
hepatocellular carcinoma in the risk population. These criteria have been included in worldwide clinical
practice guidelines and have recently been incorporated by the Radiological Society of North America. Trials
after curative treatment or coadjuvant to locoregional treatments have been conducted. Unfortunately, the
trials have not achieved any positive results. Studies not sponsored by the industry led from CIBEREHD have
established clave concepts, such as the association of side effects and better therapeutic efficacy, which
makes it necessary to modify the design of clinical trials according to this parameter.

Early dermatologic adverse events predict better outcome in HCC patients treated with sorafenib. ReiG
M, Torres F, Robricuez-Lore C, Forner A, LLarcH N, Rimota J, DarNELL A, Rios J, Avuso C, Bruix J. J HepaToL.
2014 Aug;61(2):318-24.

In the field of locoregional therapies, the antineoplastic activity profile of radioembolization has been
confirmed with Yttrium 90 microspheres, the dose calculation system has been improved for increasing
technique safety and the biological response to treatment, which will allow further studying synergies and
prevention of complications, has been studied for the first time.

Radioembolization of hepatocellular carcinoma activates liver regeneration, induces inflammation and
endothelial stress and activates coagulation. Fernanbez-Ros N, INarraRAEGUI M, Paramo JA, Berasain C,
Avita MA, CHoritea A, Varo N, Sarose P, Bisao JI, Dominguez |, D'Avola D, Herrero JI, QuIRoGA J, Sangro
B24836705.. Liver Int. 2014 May 16. doi: 10.1111/liv.12592. [Epub ahead of print] PubMed PMID:

Top-level research aimed at establishing the efficacy of early detection campaigns, supported by the AECC
and the Ministry of Health, has been conducted in colorectal cancer. In this context, national studies
COLONPREV and EPICOLON, which both seek to establish new strategies for the prevention of colorectal
cancer in a population of intermediate and high risk, respectively, should be highlighted. The project
COLONPREV is drawn up on the basis of a prospective, controlled and randomised study comparing the
immunological detection of fecal occult blood, which is the approach currently recommended in Spain by
the Interterritorial Board of Health, and colonoscopy. Round-one results show that both approaches allow
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detecting the same number of cancers, with a lower rate of complications and a higher cost-efficiency
ratio. The COLONPREV study has given rise to multiple publications that have allowed improving the cost-
efficiency ratio of early detection plans and stratifying the population based on the results of examinations
and the genetic profile in individuals with hereditary familial cancer.

The impact of this activity is described in publications such as:

Risk stratification for advanced colorectal neoplasia according to fecal hemoglobin concentration in a
colorectal cancer screening program. Auce JM1, Petuise M2, Escubero JM3, Hernanbez C4, ANbrReu M5,
GRrau J6, Buron A4, Lorez-CERON M2, Bessa X5, SERRADESANFERM AB, PIraces M4, Macia F4, GuayTa R7, FiLELLA
X3, Mouna R3, Jimenez W3, Castets A2; PROCOLON Group. Gastroenterology. 2014 Sep;147(3):628-
636.

Association between CASP8 -652 6N del polymorphism (rs3834129) and colorectal cancer risk: results
from a multi-centric study. Paroini B, VErperio P, Pizzamicuio S, Nici C, Maiorana MV, NaccaraTi A, Vobic-
KovA L, VymeTALkovA V, VENERONI S, DaipoNE MG, Ravagnani F, BiancH T, Bulanpa L, CARRACEDO A, CASTELLS
A, Ruiz-PonTe C, Morreau H, HowartH K, Jones A, CastetLvi-Ber S, Li L, Tomunson |, Van WEezer T, Vobicka
P, Rapbice P, Petercongo P; EPICOLON Consortium Collaborators.PLoS One. 2014 Jan 21;9(1):e85538.

Rate of detection of advanced neoplasms in proximal colon by simulated sigmoidoscopy vs fecal immu-
nochemical tests. Castels A, QuinTero E, Alvarez C, Buianpba L, CusieLta J, Satas D, Lanas A, Carsalio F,
MoriLLas JD, HernANDEZ C, Jover R, Huona E, PorTiLLo |, ENRiQUEZ-NAvascuts JM, HERNANDEZ V, MARTINEZ-TURNES
A, MeneEnDEzZ-ViLLatva C, GonzALtez-Mao C, Sala T, Ponce M, ANDRES M, TerRUEL G, Peris A, Soperia F, GoNzALEz-
Rusio F, Seoane-URGORRI A, GRAU J, SERRADESANFERM A, Pozo A, Peiust M, Batacuer F, Ono A, Cruzapo J,
Perez-RiQuetME F, ALonso-ABREU |, CARRILLO-PALAU M, DE LA VEGA-PRIETO M, IGLESIAS R, AMADOR J, BLanco JM,
SAsTre R, FERRANDIZ J, GoNzALEz-HErNANDEZ MJ, ANDReu M, Bessa X; COLONPREV Study Investigators. Clin
Gastroenterol Hepatol. 2014 Oct;12(10):1708-16.

A genome-wide association study on copy-number variation identifies a 11911 loss as a candidate
susceptibility variant for colorectal cancer. Fernanpez-Rozapitia C1, Cazier JB, ToMLINSON |, BREA-FERNANDEZ
A, Lamas MJ, Baiger M, Lorez-FeErnANDEZ LA, CLorent J, Buianba L, Gonzalez D, pe Castro L; EPICOLON Con-
sorTiuM, HEmmINK K, Bessa X, Anpreu M, Jover R, Xicota R, Ltor X, Moreno V, CasteLts A, CASTELLVI-BEL S,
CarrACEDO A, Ruiz-PonTe C. Hum Genet. 2014 May;133(5):525-34.

High incidence of large deletions in the PMS2 gene in Spanish Lynch syndrome families. BrRea-FERNAN-
pez AJ1, CameseLLe-Teueiro JM, ALenba C, FErnANDEZ-Rozabitia C, Cusletla J, Crorent J, Rexe JM, Anipo U,
MitA M, BalaGuer F, Castells A, Castellvi-BeL S, Jover R, Carracepo A, Ruiz-Ponte C.. Clin Genet. 2014
Jun;85(6):583-8.

Multiple sporadic colorectal cancers display a unique methylation phenotype. Asuli A, Buianpa L, Muroz
J, BucH S, ScHarmaver C, VALERIA MaloRANA M, VENERONI S, van WEzeL T, Liu T, WEesTers H, EsteBan-Jurapo C,
Ocana T, Pique JM, Anbreu M, Jover R, Carracepo A, Xicota RM, Lior X, CasteLts A; EPICOLON CoNSORTIUM,
Dunror M, Horstra R, LinoeLom A, WNEN J, PeTeronGo P, Hampe J, Ruiz-Ponte C, CasteLLvi-BeL S. PLoS One.
2014 Apr 17;9(4):95022. doi: 10.1371/journal.pone.0095022. eCollection 2014.
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The global objective of the Gastrointestinal Inflammation and Motility Programme is to carry out research
projects including basic, translational and clinical research aspects, promoting the intra- and inter-group
integration of basic and clinical sciences.

In the subprogramme of acid-related diseases, research activities for both environmental and genetic factors
linked to increased susceptibility to bleeding in the Gl tract in patients taking NSAIDS or antiplatelet agents,
as well as research in the treatment and management of H. pylori infection in humans, where substantial
contributions have been made possible thanks to the extensive networks of hospitals led by investigators
of this area of the CIBEREHD, have been maintained. In addition to these two initiatives, there have been a
series of actions aimed at limiting the impact of gastroesophageal reflux disease, to that end actions have
commenced to facilitate recognition and apply current therapeutic measures, and on the other hand to limit
progression by knowing more about the mechanisms involved and by implementing the diagnostic and
therapeutic measures suited to each situation of progression.

The area of Neurogastroenterology and Motility has further developed collaborative studies between
the different groups in CIBERehd and with other international teams. On one hand, projects have been
developed to characterise the physiopathology of oropharyngeal dysphagia associated with ageing and
with neurodegenerative diseases. Three groups of studies have been developed in this area intended to:
a) study the expression of TRP family receptors in the human oropharynx and larynx; b) characterise the in
vitro pharmacodynamics of different agonists of these receptors, ¢) evaluation of the in vivo therapeutic
effect of different agonists in patients with dysphagia. In this line of work the characterisation of receptors
TRPV1, TRPA1 and TRPM8 in samples of human oropharynx and the development of a bioassay with PAC
cells expressing these receptors has allowed selecting specific agonists and the development of two clinical
studies in patients which have demonstrated that it is possible to improve the oropharyngeal motor response
by means of the addition of capsaicin or piperine to the alimentary bolus, opening up the possibility of a
completely novel pharmacological treatment of neurogenic and age-related dysphagia. This advancement
has also allowed us to conduct studies in which the afferent pathway to the swallowing centre of the brain
stem has been stimulated by means of transcutaneous or intrapharyngeal electric stimuli, and we started the
study of the mechanisms of cerebral cortex activation by means of multichannel electroencephalography.
These studies are performed in the framework of a two-year clinical trial the objective of which is to select
the most effective treatment for oropharyngeal dysphagia, having about 50% of patients who have suffered
a stroke and thereby preventing serious complications such as malnutrition and aspiration pneumonia.

Research for the development of cell therapies for inflammatory bowel diseases has established the option
of an autologous transplant of hematopoietic stem cells as a clinically accepted alternative for the treatment
of Crohn’s disease not responding to treatment, which has been recognised in the latest guidelines of the
European Bone Marrow Transplant Group. Particularly noteworthy has been the completion of the process of
developing another form of cell therapy based on the administration of conditioned autologous tolerogenic
dendritic cells obtained from peripheral blood monocytes and the process for the production thereof has
been granted a European patent in which CIBEREHD has a considerable participation. Furthermore, has been
completed in 2014 the phase 1 study in patients with immunosuppressant- and anti-TNF drug-refractory
Crohn’s disease, these results being presented in congresses held throughout 2015.

Most groups integrated in the program have provided a significant contribution in terms of samples and
associated high-quality clinical information for completion of a GWAS in inflammatory bowel diseases.
So far, this project has led to the discovery of new susceptibility locus for Crohn’s disease. Particularly
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noteworthy has been the completion in 2014 of the analysis, and the study of the phenotypic determinants
of the disease has been published in the first quarter of 2015. This is pioneer work that has been possible
as a result of the detailed and prospective collection of clinical data from patients with inflammatory bowel
disease in the context of the ENEIDA project, funded in part by CIBEREHD, which refers to the biobank
associated with this project, functional characterisation of genetic susceptibility variants.

Another one of the projects that has had considerable international repercussion and has ended in 2014
was the establishment of quality standards in inflammatory bowel disease units. This work allows the self-
evaluation and planning of structural improvements and processes of the units to improve and homogenise
the attendance, teaching and research results.

Studies on intestinal microbiota within the European MetaHIT project have developed novel strategies
for detecting unknown commensal species using high-performance sequencing and the concept of
metagenomic species (groups of genes that vary among individuals). This strategy has shown several
commensal species that are ignored in patients with ulcerative colitis and Crohn’s disease.

Collaborations between various groups have also resulted in relevant publications for development of new
therapies for IBD, such as the elucidation of molecular mechanisms of resistance to anti-TNF treatment,
which allows identifying new therapeutic targets in this hard-to-manage patient subgroup, and optimization
of current treatments such as thiopurines and anti-TNF antibodies, to get maximum efficiency in the use of
these drugs, that impose a significant cost to the public health system. In this respect, a prominent project
is the identification of predictors of response to anti-TNF therapy, as well as predictors of loss of response.
This is an appropriate initiative because a biological therapy of a class other than anti-TNF drugs has been
approved in 2014 by the EMA: antibody anti a4b7 vedolizumab. In this context, it takes on the meaning of
precise prediction of the response in each of the therapeutic options, which will result in the improvement
in patient care and a cost reduction.

The members of Programme 6 have shown a high level of participation and international vision concerning
the drafting of practice guidelines and consensus documents drafted by national and international medical
societies. Several CIBEREHD components have worked as associated editors of first decile journals in the
area of hepatic and digestive diseases.
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TRAINING PROGRAMME

One of the objectives of the CIBEREHD is to promote the training of our resea :
personnel: post-docs, pre-docs, nurses and technicians) to increase the level of re |
interaction between the different groups. These tasks are coordinated through the Training Plai :
the Annual Action Plan. 4

The Training Plan of the CIBER for Hepatic and Digestive Diseases is carried out through the following
actions:

e Training internships in CIBEREHD centres

e Short training internships in Spain or abroad (maximum of 6 weeks up to 3 months)

e Intramural visiting professor programmes

e Holding training Activities or Courses considered to be of interest for CIBEREHD

e Promoting scientific activities organised by CIBEREHD members (sponsoring and funding seminars,

symposiums, post-grad courses), collaboration with training activities of societies scientific and
virtual training activities through the web page.

En 2014, a total of 30 aid packages were granted to our researchers for different activities according to the
Training Plan programme. Despite budget cutbacks, we were able to handle almost all applications. The
beneficiaries of the aid package were 13 attached members and 17 hired members. The funded activities were
the researcher internship in another CIBEREHD centre, 4 short internships abroad (USA, UK and Japan), 20
training courses and activities in Spain and 5 international courses.

Among these activities, we would like to highlight the internship of José Antonio del Campo (Dr. Romero’s
CIBEREHD) who did an internship in the Hospital de la Vall d"Hebré (Dr. JI Esteban’s CIBEREHD group), and the
internships of Dr. Laia Rofes (Dr. Clavé’s group) in the Institute of Inflammation and Repair, Faculty of Medical
and Life Sciences, The University of Manchester (UK), and the following internships already approved for 2015:

e Medical Research Council. Laboratory of Molecular Biology (MRC-LMB), en Cambridge (UK)
e Kobe University Hospital (Japon) con el Prof. Toyonaga
e Centro Mayo Clinic, Rochester (USA)

Through the training plan, CIBEREHD also sponsored the Post-graduate Course of the Asociacion Espanola
para el Estudio del Higado (AEEH), which took place when the 40th Annual Congress of the AEEH and of
the Asociacion Espafola de Gastroenterologia (AEG) was held.
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As regards the Communication results for this period, the following was obtained:

PRESS RELEASES:

e “Demuestran que SAMe empeora la neurogénesis y contribuye al deterioro cognitivo”. 2/05/14

e "La hepatitis C puede ayudar a algunos pacientes trasplantados a adaptarse a su nuevo higado”
25/06/14

e "Una combinacién de antivirales obtiene una tasa de curacion casi total en trasplantados hepaticos
con hepatitis C”. 9/11/2014.

e "Gisbert y Maté coordinadores de la Catedra de Docencia e Investigacién en Enfermedad
Inflamatoria Intestinal impulsada de la UCM". 24/11/2014.

HITS IN THE MEDIA

Total number of hits: 490 (93% internet and 7% print media)
Audience: 83% internet and 17% print media
Hits in most important media outlets:

Date Headline/subject addressed =~ Mentioned member Ne° of hits
Una nueva «penicilina» podra curar
20/02/2014 el 90 % de los casos de hepatitis C Jaume Bosch (CIBEREHD) 101
Una combinacion de antivirales
11/11/2014  cura la hepatitis C en trasplantados  Forns (CIBEREHD) 80
de higado
La hepatitis C ‘ayuda’ contra el Alberto Sanchez Fueyo 27
26/06/2014 rechazo en el trasplante (CIBEREHD)
Demuestran que la coenzima SAMe  José Maria Mato
02/05/2014 contribuye al deterioro cognitivo (CIBEREHD) 21
27/06/2014 -3 F€ acoge 254 proyectos de Jaume Bosch (CIBEREHD) 18
investigacion de dolencias
TWITTER STATISTICS
https://twitter.com/ciberehd
January 2014 December 2014
Updates 46 191
Followers 77 195
Klout (influence level, values between 1 and 100) 34 36

www.ciberehd.org [ 41


http://www.ciberehd.org
https://twitter.com/ciberehd

2013 ANNUAL REPORTS (Spanish/English version) (pdf and interactive)
http://www.ciberisciii.es/comunicacion/memorias-anuales;

CIBER NEWSLETTERS EVERY TWO MONTHS

It includes the top 4 news items of the CIBEREHD during that period
http://www.ciberisciii.es/comunicacion/boletines

PARTICIPATION IN SEMANA DE LA CIENCIA.

Activity: TapaConCiencia.

In the TapaConCiencia activity organised during the Semana de la Ciencia, 8 research projects were
presented corresponding to the subject areas of the CIBER that served as an inspiration to chef Jorge Cuellar
to design 8 elaborate “tapas”.

Rafael Banares (CIBEREHD and Fundacién para la Investigacién Biomédica of Hospital Gregorio Maraién)
presented: ¢ Es posible llegar a disponer de un higado artificial?

The act was covered by over 20 mainstream and specialised media outlets and was presented to 250 people.

NEWS UPDATE ON THE CIBEREHD WEB PAGE
http://www.ciberehd.org

7TH SCIENTIFIC CONFERENCE OF CIBEREHD

Finally, as regards the dissemination activities, it should be highlighted that for yet another year, the
7th Scientific Conference of the CIBER of Hepatic and Digestive Diseases was held in Barcelona. The
meetings were held on 27-28 October at Hotel Barcel6 Sants and were useful to highlight and encourage
collaboration between the groups of each Programme. For this reason, the meeting focused particularly on
the presentation of the results of the ongoing cooperative projects and on the discussion of the new project
proposals.

Documentation and images:
https://www.ciberehd.org/jornadas/vii-jornadas-cientificas-barcelona-2013/
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Platforms
H

One of the global objectives of C D is to share resources and m'rastructures between groups.

The platforms and strategic actloilBEREHD are constituted as clusters of technical-scientific equipment -—
with a specific fun‘ctlo |ty, ‘intended for offering top-level technologlcal resources to CIBEREHD research

groups and external groups, under the established conditions..

EFFECTS OF WEIGHT REDUCTION ON PORTAL PRESSURE IN PATIENTS WITH COMPENSA-

TED CIRRHOSIS OF THE LIVER AND EXCESS WEIGHT/OBESITY

This strategic action was created for the purpose of studying a homogenous group of compensated cirrhosis
patients who suffer excess weight and obesity of any degree. A significant weight reduction is expected to
be associated with a significant portal pressure reduction, confirming that it is possible to obtain this result
by means of non-pharmacological intervention.

PRIMARY OBJECTIVES
To assess the effect of the weighted reduction obtained after 4 months of diet and physical exercise on portal
hypertension, estimated by means of measuring GPVH in cirrhosis patients suffering excess weight or obesity.

SECONDARY OBJECTIVES
e To assess the effect of the weighted reduction obtained after 4 months of diet and physical
exercise on liver function estimated by means of indocyanine green clearance and standard liver
function tests in cirrhosis patients suffering excess weight and obesity.

e To assess the effect of the weighted reduction obtained after 4 months of diet and physical
exercise on fibrosis markers, endothelial dysfunction and oxidative stress and angiogenesis. This
will enable better understanding the physiopathological mechanisms through which obesity
affects liver disease.

The results of this project will provide new knowledge about the possibility of non-pharmacological treatment
(weight loss) of portal hypertension in patients with cirrhosis of the liver and excess weight/obesity.

A professional dietician had to be hired to perform follow-up once a week for the first month and every two
weeks after the second month.

BIOINFORMATIC PLATFORM

The primary objective of the Bioinformatic Platform is to provide support to research staff in this area. In
current research, where a flow of data resulting from the massive data screening is obtained, this platform
is a unit where any investigator that is a member of CIBEREHD can have a rapid and customised solution.

The Platform works on developing and applying bioinformatic tools to analyse data from high-throughput
experiments (basically microarrays) to help develop medical diagnostic kits.

Services offered by the platform:

e Development of new bioinformatic tools and applications
* File repository

* Project planning consulting and advisory services
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The primary objective of this platform is to identify and validate genetic variants (for example, polymorphisms
of a single nucleotide or methylation differential) involved in common complex human diseases. To that end,
the complete genomes of patients and the control used on all high-throughput genotyping and sequencing
techniques are studied.

Bioinformatic tools are also developed for data analysis. These tools supply a biological result interpretation
by means of examining the functionality of the identified genes, and by means of investigating their
involvement in the etiology of diseases and the possible mechanism of action.

Services offered by the Platform:

e SSNP genotyping and cytogenetic analysis/CNV
e Epigenetic analysis
* Whole genome expression

e New generation sequencing

CIBERHEP PLATFORM

The CIBERHEP Platform was designed as a registry that allows studying the clinical treatment of patients
with chronic hepatitis B in Spain with the following objectives:

e To study the effectiveness of the most widely used antiviral treatment options today against HVB.

e To provide users with complete and easy-to-access information for monitoring the patients that
are entered.

The purpose of this database is to collect the follow-up on patients undergoing treatment with first-line
therapy options, i. e., Entecavir or Tenofovir (in monotherapy or combination with other antiviral agents),
for at least the time that they received treatment with these drugs.

If no antiviral treatment was received prior to Entecavir or Tenofovir, it is also necessary to record the dose
and the period of time during which it was received.
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Resources used in the Platform Program

Expenses generated by hired use management staff are included, providing the necessary services to support
research, as well as general item expenses and the salary and travel expenses of the platform manager.

Platform Amount
Effects of weighted reduction on portal pressure 11.174 €
Bioinformatic Platform 57.150 €
CICBIOGUNE Platform 61.983 €
CIBERHEP Platform 4902 €
TOTAL 135.209 €
% gy

B Effects weight. red. on p. pressure
B Bioinformatic Platform
[ CICBioGune Platform

CIBERHEP Platform
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RESEARCH GROUPS

G0024 -

Lead Researcher: Albillos Martinez, Agustin

Group members
STAFF MEMBERS: Mufoz Zamarron, Leticia | Ubeda Cantera, Marfa P.

ASSOCIATED MEMBERS: Alvarez de Mon Soto, Melchor | Calleja Panero, José Luis | Llop Herrera, Elba |
Montserrat Sanz, Jorge | Prieto Martin, Alfredo | Reyes Martin, Eduardo.

Main lines of research

The focus group research lines are the following ones:

e Portal hypertension: advances in diagnosis and treatment of portal hypertension and their associated
complications, develoment of therapeutic alternatives and study of the pathogenetic mechanisms of
portal hypertension

* The immune system in cirrhosis: pathogenetic role in the progression of liver damage and the compli-
cations of portal hypertension

e Complications of portal hypertension: relevance of bacterial translocation in the triggering and pro-
gression of acute-on-chronic-liver-failure and pathogenesis of bacterial translocation
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e Awilos A., Lario M., Awvarez-Mon M. Cirrhosis-associated immune dysfunction: Distinctive features
and clinical relevance. Journal of Hepatology. 2014;:-.

e AwsiLLos A., Teiepor M. Secondary prophylaxis for esophageal variceal bleeding. Clinics in Liver Disease.
2014;18(2):359-370.
* JalaN R., FernanDez J., WiesT R., ScHnaBL B., Moreau R., Ancell P. et al. Bacterial infections in cirrhosis: A posi-

tion statement based on the EASL Special Conference 2013. Journal of Hepatology. 2014,60(6):1310-
1324.

Most relevant scientific articles

* Romero-Gomez M., BerenGuer M., Molina E., CaLtela J.-L.. Reply to: Renal impairment and anemia during
triple therapy. Journal of Hepatology. 2014;60(5):1100-1101.

Highlights
The most important milestones achieved in 2014 were:
e To systematize the concept and consequences of systemic inflammation in cirrhosis

e Development of the area of clinical research at the service Gastroenterology Ramén y Cajal

e Approval of projects: Institute Health Carlos Il and European project partners in preclinical research
(Horizon 2020 - Research and Innovation Framework Programme)

e consensus document of bacterial infection in cirrhosis , sponsored by EASL

Institution: Universidad de Alcala

Contact: Facultad de Medicina. Campus Universitario - Ctra. Madrid-Barcelona, km. 33,600
28871 Alcala de Henares - E-mail: agustin.albillos@uah.es
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G0072
Programme: P4. Immunology and liver transplantation

il 1
A \

AV

Lead Researcher: Alvarez Lopez, M? Rocio

Group members

ASSOCIATED MEMBERS: Campillo Marquina, José A | Fernandez Hernandez, Juan Angel | Garcia Alonso,
Ana M? | Minguela Puras, Alfredo | Miras Lopez, Manuel | Moya Quiles, M® Rosa | Muro Amador, Manuel.

Main lines of research
e Line 1: Transplant immunology and immune tolerance: new induction ways, maintenance and peri-
pheral tolerance rupture (M? Rocio Alvarez & Alfredo Minguela)

e Line 2: Cellular and molecular immunology: Regulatory and supprersor cells in transplant, and respon-
se against vaccines (Alfredo Minguela)

e Line 3: Receptor-ligand interaction in innate and specific immunology: Role in immunopathology,
transplant and cancer (M? Rocio Alvarez)

e Line 4: Immunogenetics and immunoresponse control in immunological hyperreactivity processes:
Allergic and autoimmunitary diseases (Manuel Muro)

e Line 5: Immunotolerance and immunoregulation of immune response against solid tumour and hema-
topoietic system (José A. Campillo & Jorge A. Martinez-Escribano)

e Line 6: Primary and secondary immunodeficiencies. Regional registry and immunogenetic or functional
deficits (Ana M?® Garcia-Alonso)

50 CIBEREHD » Annual report 2014



000
Ciberehd
Most relevant scientific articles

o Mittan O., RaraeL-Valoivia L., San Secunpo D., Boix F., Castro-Panete M.J., Lorez-Hovos M. et al. Should
IFN-v, IL-17 and IL-2 be considered predictive biomarkers of acute rejection in liver and kidney trans-
plant? Results of a multicentric study. Clinical Immunology. 2014;154(2):141-154.

o TapiA-ABELLAN A, Ruiz-Atcaraz A.J., AnToN G., Miras-Lorez M., Frances R., Such J. et al. Regulatory role of
PI3K-protein kinase B on the release of interleukin-1p in peritoneal macrophages from the ascites of
cirrhotic patients. Clinical and Experimental Immunology. 2014;178(3):525-536.

* Muro M., Lorez-HernanDEZ R., Mrowiec A.. Immunogenetic biomarkers in inflammatory bowel diseases:
Role of the IBD3 region. World Journal of Gastroenterology. 2014;20(41):15037-15048.

o Lopez-HernaNDEZ R., Vabes M., Cawmpito J.A., MarTINEZ-GARCIA P., Satama H., Sacabo G. et al. Genetic
polymorphisms of tumour necrosis factor alpha (TNF-o) promoter gene and response to TNF-a inhi-
bitors in Spanish patients with inflammatory bowel disease. International Journal of Immunogenetics.
2014,41(1):63-68.

® Boix F., LLorenTE S., MRrowiec A., EGuia J., Lorez-HernanDEz R., BernarRDO M.V. et al. Donor specific an-
tibodies median fluorescence intensity levels are the best indicator for monitoring desensitization
treatment in kidney transplant. Urology Journal. 2014;11(3):1695-1698.

Institution: Fundacion para la Formacion e Investigacion Sanitarias de la Region de Murcia (FFIS)
Contact: Hospital Universitario Virgen de la Arrixaca - Ctra. Madrid-Cartagena, S/N.
30120 El Palmar - E-mail: mdrocio.alvarez@carm.es
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Programme: P3. Cholestasis and Metabolic Disorders

Lead Researcher: Andrade, Raul

Group members

STAFF MEMBERS: Moreno Herrera, Inmaculada | Stephens, Camilla.

ASSOCIATED MEMBERS: Cabello Porras, Marfa Rosario | Crespo Gil, Esperanza | Garcia Cortes, Mirem | Hi-
dalgo Sanchez, Ramén | Lucena Gonzalez, Maria Isabel | Robles Diaz, Maria Mercedes | Ulzurrun de Asanza
Vega, Eugenia.

Main lines of research

e Spanish DILI Registry group: Epidemiological research; Caussality assessment; Identification of genetic
factors and Mechanisms of toxicity.

e Cronic Viral Hepatitis: diagnostical and therapeutics aspects.

* Non-alcoholic EsteatoHepatitis (NAFLD).
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Most relevant scientific articles

e RosLes-Diaz M., IsaseL Lucena M., Kapowitz N., StepHens C., Mepina-CaLiz |., GonzaLez-Jivenez A. et al. Use
of hy’s law and a new composite algorithm to predict acute liver failure in patients with drug-induced
liver injury. Gastroenterology. 2014;147(1).

* DevarsHavi H., Anprabe R.J.. Drug-induced liver injury due to antimicrobials, central nervous system
agents, and nonsteroidal anti-inflammatory drugs. Seminars in Liver Disease. 2014;34(2):145-161.

e Uizurrun E., Steprens C., Ruiz-CaseLLo F., RosLes-Diaz M., Saenz-Lorez P., Haual H. et al. Selected ABCBT1,
ABCB4 and ABCC2 polymorphisms do not enhance the risk of drug-induced hepatotoxicity in a Spa-
nish cohort. PLoS ONE. 2014;9(4).

e StepHENs C., AnpraDE R.J., Lucena M.I.. Mechanisms of drug-induced liver injury. Current Opinion in
Allergy and Clinical Immunology. 2014;14(4):286-292.

* Avican M., BiornssoN E.S., Pasanen M., Coorer C., Anprabe R.J., WaTkiNs P.B. et al. Liver Safety As-

sessment: Required Data Elements and Best Practices for Data Collection and Standardization in Clini-
cal Trials. Drug Safety. 2014;37(1):19-31.

Highlights

In 2014, we obtained a Grant of the European Association for the Study of the Liver (EASL) for the creation
of a European network of hepatic toxicity (with the support of 11 countries), which we are currently
implementing (Pro-Euro DILI Registry). In this new project, in addition to clinical and epidemiological
data and samples for genetic studies, samples from the acute episode of DILI will be collected for the
study of biomarkers of susceptibility, diagnosis and prognosis performance of high powered genetic
studies.Moreover, we got a grant for the creation a an Andalusian Hepatotoxicity network (AC-0073-
2013), coordinated by the Dr. Andrade. This network is connecting various management units with a
high quality technical and scientific level that promote the traslational research. The Dr. Romero-Gémez
del H. de Valme de Sevilla (grupo CIBERehd, programa 2), H. Costa del Sol, H. Regional de Méalaga,
H.Torrecardenas and H. Virgen de las Nieves are also participating.

Currently, there are more than 1000 well-vetted DILI cases included in our Registry, and we have over
350 DNA patient samples of serum and plasma, and 200 control samples matched with age, sex and
drug exposition.

Institution: Fund. Publica Andaluza para la Investigacion de Malaga en Biomedicina y Salud (FIMABIS)
Contact: Hospital Virgen de La Victoria. Campus Universitarios - Teatinos s/n. 29010 Malaga
E-mail: andrade@uma.es - Websites: www.spanishdili.uma.es / www.slatindili.uma.es
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G0021
Programme: P6. Gastrointestinal Inflammation

and Motility

Lead Researcher: Azpiroz Vidaur, Fernando

Group members

STAFF MEMBERS: Méndez Soriano, Sara | Santaliestra Vivaracho, Gloria.

ASSOCIATED MEMBERS: Accarino Garaventa, Anna Maria | Alonso Cotoner, Carmen | Malagelada Bena-
pres, Juan Ramoén | Malagelada Prats, Carolina | Santos Vicente, Javier | Vicario Pérez, Maria.

Main lines of research

Evaluation of intestinal motility by endoluminal image analysis
Abdominal accommodation

Digestive, cognitive and emotive effects of meals

Diet, microbiota, intestinal content and digestive function
Intestinal sensory and reflex activity

Inflammatory mediators in functional gut disorders
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Most relevant scientific articles

* Barea E, Burri E, Accarino A, Cisternas D, Quiroca S, MoncLus E et al. Abdominothoracic Mechanisms of
Functional Abdominal Distension and Correction by Biofeedback.Gastroenterology. 2014.

* Burri E., Barea E., Huaman J.W., Cisternas D., AccArNO A., SotbeviLLA A. et al. Mechanisms of postprandial
abdominal bloating and distension in functional dyspepsia. Gut. 2014;63(3):395-400.

e ManicHANH C., Eck A., Vareta E., Roca J., Ciemente J.C., Gonzatez A. et al. Anal gas evacuation and colonic
microbiota in patients with flatulence: Effect of diet. Gut. 2014;63(3):401-408.

e Vicario M, GonzALez-Castro AM, MarTinez C, Loso B, Picrau M, Guitarte M et al. Increased humoral im-
munity in the jejunum of diarrhoea-predominant irritable bowel syndrome associated with clinical
manifestations.Gut. 2014.

e Azpriroz F., HernanDEz C., GuYONNET D., AccariNO A., SanTos J., MaLaceLaba J.-R. et al. Effect of a low-fla-
tulogenic diet in patients with flatulence and functional digestive symptoms. Neurogastroenterology
and Motility. 2014;26(6):779-785.

Highlights

COLLABORATIONS

e Department of Mathematics UB: development of program for evaluation of intestinal motility using
the endoscopy capsule in the process of commercialization (Given Imaging).

e Group Dr Clavé (Marcel Jimenez) joint publication on intestinal motility (Gallego, 2014).

e Program for Systematic investigation of the responses to meal and diet on: a) intestinal microbiota
(collaboration with the group CIBEREHD Dr. Guarner) (Manichanh 2014), b) intestinal content colla-
boration (collaboration with the Grupo de Robética, Universidad Politécnica de Catalunya), ¢) cogniti-
ve/emotive perception (collaboration with industry and support CENIT program) and d) metabolomic
pattern (collaboration with CIBERDEM and Center for Omics Sciences (COS) Universitat Rovira i Virgili,
Reus, Barcelona.

e Publications on biofeedback techniques for the treatment of abdominal distension and rumination has
attracted much interest of the media.

SCIENTIFIC ACTIVITIES

The Spanish Society of Pre and Probiotics (IP board member) has published a guide on prebiotics. The
Join meeting UEG/microbiota and health section (IP Chair) and AGA has been decided to take place
in Barcelona every other year. UEGW 2015 (IP UEG councillor ) has been decided to take place in
Barcelona. The revision of Functional Gut Criteria RomelV ( IP Board of directors ) has been implemented.
IP has been awarded with the Professional Excellence Award “Biomedical Research”, Medical College
of Barcelona (COMB).

TRAINING

It has established a European network for investigation training on Neurogastroenterology funding by
the Marie Curie program.

Institution: Fundacion Hospital Universitari Vall d'Hebron - Institut De Recerca (VHIR)
Contact: Hospital Universitari Vall d"Hebrén - Passeig Vall d’"Hebron, 119-129 - 08035 Barcelona
Tel.: (+34) 93 489 44 02 - E-mail: azpiroz.fernando@gmail.com
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Programme: P1. Portal Hypertensioniand Cirrhosis

Lead Researcher: Banares Canizares, Rafael

Group members

STAFF MEMBERS: Puerto Cantero, Marta.

ASSOCIATED MEMBERS: Catalina Rodriguez, Maria de la Vega | Clemente Ricote, Gerardo | Matilla Pefia,
Ana Maria | Menchén Viso, Luis Alberto | Rincén Rodriguez, Diego | Ripoll Noiseux, Cristina Alberta | Salcedo
Plaza, Magdalena | Vaquero Martin, Javier.

Main lines of research

The research lines developed in 2014 by our group are:
e Complications of cirrhosis.

- Study of the effect of low molecular weight heparin in cirrhosis of the liver (clinical and experimental
studies).

- Study of the mechanisms of thrombopenia in cirrhosis (clinical and experimental studies).
- Albumin-based liver assist devices (clinical studies).
- Complicaitions of portal hypertension (clinical and experimental studies).

e Mechanisms of liver regeneration (experimental studies).

e Inflammatory bowel disease (clinical and experimental studies).

56 CIBEREHD » Annual report 2014



000
Ciberehd
Most relevant scientific articles

® Perez-LATORRE L., SancHEzZ-Conpe M., RiNncon D., MiraLLes P., Atbamiz-EcHevarria T., Carrero A. et al. Pre-
diction of liver complications in patients with hepatitis C virus-related cirrhosis with and without HIV
coinfection: Comparison of hepatic venous pressure gradient and transient elastography. Clinical In-
fectious Diseases. 2014;58(5):713-718.

e Yorn R., Bermeso J., Benmo Y., Sanz-Ruiz R., Rirott C., MarTinez-Legazpl P. et al. Validation of noninvasive
indices of global systolic function in patients with normal and abnormal loading conditions a simulta-
neous echocardiography pressure-volume catheterization study. Circulation: Cardiovascular Imaging.
2014;7(1):164-172.

e AutamiRaNo J., MiQuEL R., KaToonizaper A., Aeralbes J.G., DuarTte-Rojo A., LouveT A. et al. A histologic sco-
ring system for prognosis of patients with alcoholic hepatitis. Gastroenterology. 2014;146(5).

* Banares R., CaTalNa M.-V., Vaquero J.. Molecular Adsorbent Recirculating System and Bioartificial Devi-
ces for Liver Failure. Clinics in Liver Disease. 2014.

* RincoN D., Vaquero J., Hernanbo A., Gaunoo E., Rieotl C., Puerto M. et al. Oral probiotic VSL#3 at-
tenuates the circulatory disturbances of patients with cirrhosis and ascites. Liver International.
2014,34(10):1504-1512.

Highlights

In 2014, the group has actively maintained ongoing clinical and experimental studies, with the production
of relevant results in the field of the present research program.

It is particularly remarkable the group’s contribution to the incorporation of non-invasive monitoring
techniques in the evaluation of the natural history of cirrhosis in patients coinfected with HIV and hepatitis
viruses. Furthermore, the group has also validated non-invasive echographic techniques for evaluating
the cardiac systolic function in patients with cirrhosis more precisely than using the conventional tools.
Likewise, the group has participated in the generation of the first score for grading the histological
severity of acute alcoholic hepatitis.

Finally, it should be noted that the group has generated results from experimental studies (currently in

publication phase) that links the research lines of inflammatory bowel disease and cirrhosis, by focusing
in the mechanisms responsible for the alteration of permeability of the intestinal epithelial barrier.

Institution: Servicio Madrilefio de Salud
Contact: Hospital Gregorio Marafién - C/ Ibiza 43. 28009 Madrid
Phone: (+34) 609 042 961- E-mail: rbanares@telefonica.net
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Programme: P4. Immunology and liver

transplantation

Lead Researcher: Berenguer Haym, Marina

Group members

STAFF MEMBERS: Carvalho Gomes, Angela Sofia

ASSOCIATED MEMBERS: Aguilera Tello, Victoria | Benlloch Pérez, Salvador | Carmona Iglesias, Elena | Ortiz
Canto, Cecilia | Palau Canos, Antonio | Pérez Rojas, Judith | Prieto Castillo, Martin | Rubin Suérez, Angel.

Main lines of research

e Liver Transplantation (indications, post-transplant complications).
Hepatitis C and liver transplantation (clinical, virologic and immunologic studies).
Hepatitis B and liver transplantation (clinical and virologic studies).
Hepatocelular carcinoma and liver transplantation.
Post-liver transplantation metabolic complications.
Inmunosupression (efficacy, toxicity, rejection, immunologic tolerance, long-term complications).
Post-transplant quality-of-life.
e Viral hepatitis (HBV, HCV).
e Alcoholic and non-alcoholic fatty liver disease.
* Immunologic, virologic and molecular mechanisms associated with hepatotoxicity.
e Rare diseases (Wilson Disease).
e Non-cirrhotic portal hypertension.
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Most relevant scientific articles

e BoHNE F., Lonoono M.-C., Benitez C., MiQueL R., MarTiNEz-LLorDELLA M., Russo C. et al. HCV-induced im-
mune responses influence the development of operational tolerance after liver transplantation in
humans. Science Translational Medicine. 2014,;6(242).

e RosLes-Diaz M., IsaseL Lucena M., Kapowitz N., StepHens C., Mepina-CaLiz |., GonzaLez-Jivenez A. et al. Use
of hy’s law and a new composite algorithm to predict acute liver failure in patients with drug-induced
liver injury. Gastroenterology. 2014;147(1).

® Forns X, CHARLTON M, DEnNING J, McHutcHison JG, Symonps WT, Brainarp D et al. Sofosbuvir compassio-
nate use program for patients with severe recurrent hepatitis C following liver transplantation.Hepa-
tology (Baltimore, Md.). 2014.

* SArRkAR M, WaTT KD, TerrauLT N, BerenGUER M. Outcomes in liver transplantation: Does sex matter?.
Journal of hepatology. 2014.

o CasteLLs L., Rimota A., Manzaroo C., Vatbivieso A., MonTero J.L., Barcena R. et al. Pegylated interferon plus
ribavirin in HIV-infected patients with recurrent hepatitis C after liver transplantation: A prospective
cohort study. Journal of Hepatology. 2014;62(1):92-100.

Highlights

PROJECTS

Implementation, coordination and promotion of a support unit for clinical research activity in Hepatology
— PI Martin Prieto e Role of the cytomegalovirus-specific Cellular Immune Response in the severity of
hepatitis C virus After Liver Transplantation — Pl Victoria Aguilera e Diabetes control in liver transplant
patients — PI Marina Berenguer e Platform for data collection from Chronic Hepatitis B patients
(CIBERHEP) — Pl Maria ButiFerrer e Platform for data collection from Chronic Hepatitis C patients (Hepatic)
e Inflammation, fat, iron and fibrosis quantification by MRI biomarkers in liver transplant patients with
recurrent HCV infection — PI Luis MartiBonmati (Co-investigator: A. Rubin).

CLINICAL TRIALS

Use of Tenofovir as prophylaxis of hematologic anti - HBc positive and negative HBSAg patients receiving
therapy with Rituximab. e Safety and anti-cytomegalovirus activity of Maribavir versus Valganciclovir for
treatment of CMV infection in transplant recipients without organic CMV disease. ® Impact on renal function
of an immunosuppressive regimen based on the minimization of tacrolimus in combination with everolimus
in liver transplant patients.

SAFETY AND EFFICACY

Telaprevir, peg-Interferon-alpha-2A and Ribavirin in genotype1 HCV-infected stable liver transplant patients.
e Simultaneous administration of ABT-450, Ritonavir and ABT-267 in adults with chronic HCV Infection.
e Combination of ABT-450/ritonavir/ABT-267 and ABT-333 with or without Ribavirin in Adult Transplant
Recipient with Genotype 1 HCV Infection. ® Human immunoglobulin versus B Hepatitis Zutectra in liver
transplant patients e Asunaprevir and Daclatasvir in patients with chronic C Hepatitis — genotype1b — with
partial or no response to peginterferon - alfa and ribavirin, intolerant or ineligible for P/R and naive— Phase 3
e Simeprevir/Daclatasvir/ribavirin combination in liver transplant patients with chronic genotype 1b infection.

Institution: Fundacion para la Investigacion del Hospital la Fe.
Contact: Hospital Universitario de La Fe - Avda Fernando Abril Martorell, 106. 46009 Valencia.
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Programme: P1. Portal Hypertension and Cirrhosis

Lead Researcher: Bosch Genover, Jaume

Group members

STAFF MEMBERS: Berzigotti, Annalisa | Esteva Espinosa, Clara | Gallego Pinos, Javier | Garcia Caldero, Hec-
tor | Garcia Pras, Ester | Lépez Sanjurjo, Cristina Isabel | Mejias Hernandez, Marc | Sdez Carceller, Rosa Maria
| Vidal Garcia, Nuria | Vila Bellmunt, Sergi | Vilaseca Barcelo, Marina.

ASSOCIATED MEMBERS: Deulofeu Piguet, Ramon | Escorsell Mariosa, Angeles | Fernandez Lobato, Merce-
des | Garcia Pagan, Juan Carlos | Gracia Sancho, Jordi | Hernandez Gea, Virginia

Main lines of research
e Factors regulating hepatic microcirculation in normal and in cirrhosis, studies of liver perfusion and
isolated liver sinusoidal endothelial cells.

e Regulation of transcription of protective genes hepatic sinusoidal endothelium:relevance to the patho-
physiology of portal hypertension in liver ex vivo preservation, and prevention of the complications of
cirrhosis.

* Angiogenesis and portal hypertension: importance in the regulation of development of collateral cir-
culation, hyperdynamic circulation and hepatic fibrogenesis.

* New non invasive methods of evaluation of cirrhosis.

* Randomized clinical trials of new treatments for portal hypertension.
* Hepatic vascular diseases.

e Prevention of decompensated cirrhosis.

* Role of sinusoidal endothelium in ischemia-reperfusion injury liver.
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e TsocHatzis E.A., BoscH J., Burrouahs A.K.. Liver cirrhosis. The Lancet. 2014;383(9930):1749-1761.

® SIRAMOLPIWAT S., Seno S., Miquet R., BerzicotT A., GArcia-Criapo A., Darnell A. et al. Idiopathic portal hy-
pertension: Natural history and long-term outcome. Hepatology. 2014;59(6):2276-2285.

© ReverTer E., TanDON P., AuGusTIN S., Turon F., Casu S., BastiampiLeal R. et al. A MELD-based model to deter-
mine risk of mortality among patients with acute variceal bleeding. Gastroenterology. 2014;146(2):-.

® CocH L., Menas M., Berzicotti A., Garcia-Pras E., GaLLEGo J., BoscH J. et al. Disruption of negative fee-
dback loop between vasohibin-1 and vascular endothelial growth factor decreases portal pressure,
angiogenesis, and fibrosis in cirrhotic rats. Hepatology. 2014,;60(2):633-647.

o La Mura V., Pasarin M., RobriGUEz-ViLarRrRUPLA A., Garcia-Pacan J.C., BoscH J., AsraLpes J.G.. Liver sinusoidal
endothelial dysfunction after LPS administration: A role for inducible-nitric oxide synthase. Journal of
Hepatology. 2014.

Highlights

PUBLICATIONS

Our group published a total of 40 publications (19 Originals, 11 Reviews, 7 Editorials, 2 Letters and 1
Clinical Trial), 14 among them are in collaboration with other CIBERehd's groups.

RESEARCH PROJECTS:

Besides the 10 projects in progress during 2014 (1 Regional, 3 SAF, 4 FIS, 1 European and 1 Subprogram
INNPACTO) we have been granted with the following new projects:

® BOSCH J. Reconocimiento GRUP DE RECERCA CONSOLIDAT-AGAUR (2014SGR209): “HEMODINAMICA
HEPATICA | HIPERTENSIO PORTAL". (2014-2016). Regional Project ® JC GARCIA-PAGAN ICI14/00133. Es-
tudio prospectivo multicéntrico, aleatorizado del efecto de Rivaroxaban sobre la supervivencia y el desa-
rrollo de complicaciones de la hipertension portal en pacientes con cirrosis. ® JORDI GRACIA-SANCHO FIS
PI14/00029. El sinusoide hepatico en la vejez: caracterizacion de los mecanismos celulares fisiopatoldgicos
para el desarrollo de nuevas estrategias terapéuticas. ® VIRGINIA HERNANDEZ-GEA FIS PI14/00182: Papel
de la autofagia en la modulacién de la disfuncién endotelial y la fibrosis: caracterizacion de una nueva diana
terapéutica para el desarrollo de nuevos tratamientos antifibroticos. © ANGELS ESCORSELL FIS PI14/00392:
Eficacia de la derivacién portosistémica intrahepatica (TIPS) en el tratamiento de la hemorragia aguda por
varices gastricas: estudio aleatorizado y controlado vs tratamiento convencional.

DOCTORAL THESES:

* PhD-fellow: GIUSI MARRONE. University of Barcelona (20/06/2014). Title: “Cellullar and molecular mecha—
nisms of novel therapies to ameliorate liver sinusoidal dysfunction in cirrhotic portal hypertension”. Super-
vised by: Jaime Bosch and Jordi Gracia Sancho.

o PhD-fellow: LAURA COCH. University of Barcelona (27/06/2014). Title: Implicacio de factors antiangiogénics
en la hipertensié portal i la cirrosi hepatica. Supervised by: Jaume Bosch and Mercedes Fernandez.

PATENTS

e Contract of Exploiting with the company YMAGING of the granted Patent A computer implemented
method for assessing vascular networks from medical images and uses thereof.

* New Patent granted: Bioreactor for cell co-culture.

Institution: Hospital Clinico y Provincial de Barcelona
Contact: Hospital Clinico y Provincial de Barcelona - C/ Villarroel, 170. 08036 Barcelona
E-mail: joosch@clinic.ub.es
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G0005 :
Programme: P5. Hepatic and gastrointestinal oncelogy

Lead Researcher: Bruix Tudo, Jordi

Group members

STAFF MEMBERS: Boix Ferrero, Loreto | Martinez Quetglas, Iris | Peix Gallofre, Judit | Pérez Pons, Nuria |
Reig Monzon, M? Elisa | Rengel Gelada, Ingrid.

ASSOCIATED MEMBERS: Ayuso Colella, Maria Carmen | Bianchi Cardona, Luis | Bru Saumell, Concepcion
| Forner Gonzalez, Alejandro | Fuster Obregdn, Josep | Llovet Bayer, Josep Maria | Real Marti, Maria Isabel |
Sole Arques, Manuel | Vilana Puig, Ramon.

Main lines of research

This group known as the BCLC group is devoted to clinical and translational research in liver cancer, especially to
two major fields: clinical research and molecular profiling. As a referral group it maintains an intense clinical activity
that allows running studies including from epidemiology to diagnosis, prognosis and treatment. The creation of
a tissue collection and the organization of an International Genomic Consortium with other institutions from
abroad (Mount Sinai Medical School in New York, Harvard University, Institute Nationale di Tumori di Milan)
has facilitated several investigations to expand the knowledge of the oncogenic mechanisms, the proposal of a
molecular classification for liver cancer and the identification of potential novel targets.

The BCLC group has received wide international recognition for its work at all levels. At the clinical level the group
established the relevance of hepatitis C virus infection as a risk factor for liver cancer, defined the imaging criteria
for imaging diagnosis of liver cancer, defined the role of portal pressure measurement in the selection of candidates
for surgery, established the benefits of ablation for early stage cancers and, more importantly, demonstrated the
benefit of chemoembolization and sorafenib through phase 3 randomised trials.

Furthermore, the BCLC strategy for prognosis assessment and treatment allocation has been endorsed by major
scientific associations and research consortia. The BCLC contributions have laid the foundation for the development
of international practice guidelines based on scientific evidence as done by EASL, AASLD, WGO, ESMO and ILCA.
Indeed, most guidelines have been lead by BCLC investigators.

The activity in translational research has primed the establishment of a molecular classification of liver cancer and
elucidated some of the most relevant signalling pathways involved in tumour progression. In addition, studies have
identified genomic signatures associated with different outcome either due to tumor progression or to liver disease
progression. As a whole, the combined clinical and translational research is paving the path for stratified medicine.
The BCLC group work has resulted, along the years, in more than 600 publications, with an Impact Factor higher
than 3.000, and a total citations number higher than 36.000.
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Most relevant scientific articles

* Bruix J., Gores G.J., Mazzarerro V.. Hepatocellular carcinoma: Clinical frontiers and perspectives. Gut.
2014;63(5):844-855.

 SapisocHIN G., Ropricuez De Lope C., Gastaca M., Ortiz De UrsiNa J., SuArez MLA., SanTtovo J. et al. “very
early” intrahepatic cholangiocarcinoma in cirrhotic patients: Should liver transplantation be reconside-
red in these patients?. American Journal of Transplantation. 2014;14(3):660-667.

* Reic M., Torres F., Ropriguez-Lope C., Forner A., LiarcH N., Rimora J. et al. Early dermatologic adver-
se events predict better outcome in HCC patients treated with sorafenib. Journal of Hepatology.
2014;61(2):318-324.

* MupsHARY R., HosHiDA Y., CHERNYAVSKAYA Y., Jacoe V., ViLLanueva A., FieL M. et al. UHRF1 Overexpression
Drives DNA Hypomethylation and Hepatocellular Carcinoma. Cancer Cell. 2014;25(2):196-209.

o CorneLLA H, AtsineT C, Savols S, ZHanG Z, Hao K, CaseLLos L et al. Unique Genomic Profile of Fibrolamellar
Hepatocellular Carcinoma.Gastroenterology. 2014.

Highlights

PROJECTS

The Liver Cancer group has mantained the international leadership through papers in first level
publications. At the same time, the group has leaded and initiated several projects in order to expand
the knowledge of the génesis and treatment of different liver cancer types, such as cholangiocarcinoma,
hepatoblastoma and hemangioendotelioma. International phase 3 studies have been leaded for the
adjuvant treatment posttreatment with surgical resection / ablation, as well as phase 3 studies in
advanced stage to evalute the efficacy of regorafenib and tivatinib in second line postsorafenib.

Studies made by the group have allowed to refine the diagnostic criteria for liver cancer, and a consense
document with the American Society of Radiology has been leaded in order to develop the LIRADS
system at an international level.

Studies have been made to evaluate the potential indication of liver transplantation in patients with
cholangiocarcinoma, and a study has been initiated in this sense, including centers in Europe and the
United States.

Currently, the group leads international research in phase 1, 2 and 3, evaluating various molecular
therapies in first or second line and as adjuvant after surgical resection or chemoembolization.

At a translational level we have widen the knowledge in hepatic oncogénesis with the final goal of
getting molecular classifications of hepatocellular carcinoma and cholangiocarcinoma, in order to refine
the prognostic evaluation and, in this way, to be able to prescribe a personalized treatment according
to the biological profile.

Institution: Hospital Clinico y Provincial de Barcelona
Contact: Hospital Clinico y Provincial de Barcelona - C/ Villarroel, 170. 08036 Barcelona
Tel.: (+34) 93 227 98 03 - E-mail: jbruix@clinic.ub.es - Website: www.bclc.cat
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Lead Researcher: Bujanda Fdez. de Pierola, Luis

Group members

STAFF MEMBERS: Goitia Viafa, Ana Isabel | Mufioz Garrido, Patricia.

ASSOCIATED MEMBERS: Banales Asurmendi, Jesus Marfa | Herreros Villanueva, Marta | Hijona Muruamen-
diaraz, Elizabeth | Perugorria Montiel, Maria Jesus.

Main lines of research

64

Cancer is the leading cause of death in men and the second in women. Colorectal cancer (CRC) has
the largest incidence worldwide and the second in mortality. Our goal is to determine the best test for
the early diagnosis of this disease as well as to improve its acceptance in screening programs. Other
projects include the identification of genetic factors that promote its appearance, response to treatment
and the adverse effects of the treatment (EPICOLON |, Il EPICOLON, EPIPOLIP, EPINEO, COLONPREV,
SmartHEALTH, EPICOLON Il studies). Intestinal metaplasia is a precursor lesion of gastric cancer. Genetic
and environmental factors associated with progression are unknown. Identifying these factors will help
us to develop more effective prevention programs in these patients. Moreover, we are focused on the
study of new pathogenic mechanisms in order to create new treatments and early diagnostic strategies
in different gastrointestinal tumors with poor prognosis (i.e., pancreatic cancer, cholangiocarcinoma,
hepatocellular carcinoma and gastric cancer). In the hepatobiliary pathophysiology, our aim is to identify
the molecular mechanisms involved in: the generation and regulation of bile, the pathophysiology of the
microvesicles (ie exosomes), the role of the primary cilium of cholangiocytes, as well as the development
of various hepatic chronic diseases (ie, chronic liver damage, NAFLD, hemochromatosis) and biliary di-
seases (ie, polycystic liver disease , primary sclerosing cholangitis, primary biliary cirrhosis).
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Most relevant scientific articles

* Jimenez-AGUero R, Emparanza JI, BEGUIRISTAIN A, Busanba L, ALustiza JM, Garcia E et al. Novel equation to de-
termine the hepatic triglyceride concentration in humans by MRI: diagnosis and monitoring of NAFLD
in obese patients before and after bariatric surgery.BMC medicine. 2014;12:137.

® SANCHEZ Y, SEGURA V, MARIN-BEJAR O, ATHIE A, MARcHESE FP, GonzALez J et al. Genome-wide analysis of the
human p53 transcriptional network unveils a INcRNA tumour suppressor signature.Nature communi-
cations. 2014;5:5812.

e UrriBARRI A.D., Munoz-GARRIDO P., PeruGorria M.J., Erice O., MeriNo-AzriTarTE M., ArseLaiz A. et al. Inhibi-
tion of metalloprotease hyperactivity in cystic cholangiocytes halts the development of polycystic liver
diseases. Gut. 2014.

o CasTro-Lorez V., ELizaLpe J., Pacek M., Hiona E., Buianba L.. A simple and portable device for the quantifi-
cation of TNF-o. in human plasma by means of on-chip magnetic bead-based proximity ligation assay.
Biosensors and Bioelectronics. 2014;54:499-505.

* PERUGORRIA M.J., Masyuk T.V., Marin J.J., Marziont M., Busanba L., Larusso NLF. et al. Polycystic liver disea-
ses: advanced insights into the molecular mechanisms. Nature Reviews Gastroenterology and Hepa-
tology. 2014.

Highlights

The group has achieved significant milestones in 2014, such as obtaining a contract Miguel Servet | (PI
Dr. Jesus Banales: € 304,000) with an associated research project on “the role of extracellular micro-
vesicles in the pathogenesis of primary sclerosing cholangitis and cholangiocarcinoma “; part of this
project has also received funding from the “Diputacion of Guiptzcoa” (Pl Dr. Luis Bujanda: € 68,000).
On the other hand, Dr. Maria J. Perugorria has obtained a FIS project as PI (P114 /00399: € 109,626) for
studying the role of the membrane receptor TREM-2 in the pathogenesis of liver fibrosis and hepato-
cellular carcinoma; in addition, Drs. Perugorria and Bujanda have obtained a 4 years predoctoral grant
from the University of the Basque Country (UPV) for carrying out a doctoral thesis on this topic. Another
important point of the group in 2014 is the initiation of an International Multicenter Phase Il Clinical
Trial (CURSOR: https://clinicaltrials.gov/ct2/show/NCT02021110) to evaluate the role of ursodeoxycho-
lic acid (UDCA) for the treatment of polycystic liver diseases. During 2014, there was a consolidation of
the collaborative CIBERehd projects on colon cancer: COLONPREV, EPICOLON IIl or EPIPOLIP projects.
We have also initiated other collaborative projects (SEGUICOL and EPOS projects) to establish practice
guidelines for monitoring patients with polyps. This EPOS project is a prospective randomized Euro-
pean level that aims to determine the best strategy for patients with colon polyps. Moreover, we are
carrying out genetic studies associated to the development of gastric cancer. Thus, genetic variations
in preneoplastic lesions can help to establish future guidelines for monitoring individuals at high risk of
developing cancer.

Institution: Asociacion Instituto Biodonostia

Contact: Hospital Donostia - Paseo Dr. Beguiristain, s/n. 20014 San Sebastian, GuipUzcoa
Phone: (+34) 659 781 746 E-mail: luis.bujanda@osakidetza.net
Website: https:/intranet.cientifis.com/CiberEHD/intranet/

www.ciberehd.org [ 65


http://www.ciberehd.org
mailto:luis.bujanda@osakidetza.net
https://intranet.cientifis.com/CiberEHD/intranet/

G0034

Programme: P6. Gastrointestinal Inflammation
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Lead Researcher: Cabré Gelada, Eduard

Group members

STAFF MEMBERS: Loren Moreno, Violeta | Mafe Almero, Josep | Marin Sanchez, Laura.

ASSOCIATED MEMBERS: Domenech Morral, Eugeni | Lorenzo-Zuhiga Garcia, Vicente Maria | Mahosa Ciria,
Miriam | Pedrosa Tapias, Elisabet | Serra Pueyo, Jordi | Zabane Abdo, Yamile.

Main lines of research

» Pathophysiological bases of inflammatory bowel disease, its complications and therapeutic ap-
proaches.
e Functional genetics in inflammatory bowel disease.

* Biomarkers and predictive models of therapeutic response.
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Most relevant scientific articles

e Atonso A, DominecH E, Juuia A, Panes J, Garcia-SAncrez V, Mateu PN et al. Identification of Risk Loci for
Crohn’s Disease Phenotypes Using a Genome-Wide Association Study.Gastroenterology. 2014.

* JuuA A, DomeNEcH E, CHAPARRO M, GARCIA-SANCHEZ V, GomoLLoN F, Pants J et al. A genome-wide association
study identifies a novel locus at 6g22.1 associated with ulcerative colitis.Human molecular genetics.
2014;23(25):6927-34.

* Naves J.E., Liao J., Ruiz-Cerutta A., Rovero C., Manosa M., LosaTon T. et al. Long-term comparative effica-
cy of cyclosporine- or infliximab-based strategies for the management of steroid-refractory ulcerative
colitis attacks. Inflammatory Bowel Diseases. 2014;20(8):1375-1381.

o CaBRe E., Manosa M., GARcIA-SaNCHEZ V., GuTIERRez A., RicarT E., Esteve M. et al. Phenotypic concordance
in familial inflammatory bowel disease (IBD). Results of a nationwide IBD Spanish database. Journal of
Crohn’s and Colitis. 2014;8(7):654-661.

e Liao J., Naves J.E., Ruiz-CeruLta A., MariN L., MaNosa M., Robricuez-ALonso L. et al. Intravenous corticos-
teroids in moderately active ulcerative colitis refractory to oral corticosteroids. Journal of Crohn’s and
Colitis. 2014.

Highlights

In 2014, three FIS-funded scientific projects were ongoing. They were related to the main research line of
our group (the study of steroid resistance in IBD, and postoperative recurrence in Crohn’s disease). These
projects have obtained additional funding from the Societat Catalana de Digestologia and GETTECU-
Otsuka. Preliminary results of these studies have been presented as oral communications in international
(n=6) and national (n=15) congresses, and got the award to the best poster in the CIBEREHD annual
scientific meeting.

On the other hand, a total of 18 scientific articles have been published — three in 1st quartile (two of
them in 1st decile), and 12 in 2nd quartile journals. Ten of these publications resulted from collaborative
studies among CIBER groups.

Regarding transfer of results, we are next to reach collaboration agreements with the company Vitae
Natural Nutrition (Barcelona) for the development of a novel therapy for ulcerative colitis (450.000€
funding from CDTI have been obtained). Also, a study promoted by AB-Biotics (Barcelona) on probiotic
therapy in SBI has been performed. Also, our group has been involved in 16 multicentre RCTs, and
members of the group have participated in the elaboration of two clinical guidelines.

The most relevant educational activity of the groups has been the organisation of XXI Miquel Angel
Gassull International Course on IBD. Also, three predoc students made stages in our Laboratory,
which also participated in the programme of the Fundacién BCN Formacié Professional of the Catalan
Government.

Dr. Doménech has been elected as president of GETECCU and Dr. Serra is member of the national
committees of the UEG and the European Society of Neurogastroenterology and Motility.

Institution: Fundacion Instituto de Investigacion Germans Trias i Pujol
Contact: Hospital Germans Trias i Pujol - Ctra. de Can Ruti. Cami de les Escoles s/n. 08916 Badalona
E-mail: ecabreg@gmail.com Website: http://inflamatoriahugtp.blogspot.com.es

www.ciberehd.org

67


http://www.ciberehd.org
mailto:ecabreg@gmail.com
http://inflamatoriahugtp.blogspot.com.es

\\ﬂ_:'ﬁ.\.\w\\\

G0036
Programme: P6. Gastrointestinal Inflammation
and Motility

Lead Researcher: Calvet Calvo, Xavier

Group members

STAFF MEMBERS: Figuerola Ferrer, Ariadna | Ramirez Lazaro, Maria José.

ASSOCIATED MEMBERS: Brullet Benedi, Enrique | Campo Fernandez de los Rios, Rafael | Gene Tous, Emili
| Junqueras Florez, Felix | Lario Garca, Sergio | Miquel Planas, Mireia | Montserrat Torres, Antonia | Sanchez
Delgado, Jorge | Vergara Gomez, Mercedes | Villoria Ferrer, Albert

Main lines of research

Helicobacter pylori and associated diseases.
Non-variceal upper gastrointestinal bleeding.
Social and laboral aspects of inflammatory bowel disease.
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Most relevant scientific articles

o McNicHoLt A.G., Marin A.C., Mouna-INFanTe J., Castro M., Barrio J., Ducons J. et al. Randomised clinical trial
comparing sequential and concomitant therapies for Helicobacter pylori eradication in routine clinical prac-
tice. Gut. 2014;63(2):244-249.

* VerGarA M., BenneTT C., Cawvet X., GisgerT J.P.. Epinephrine injection versus epinephrine injection and a second
endoscopic method in high-risk bleeding ulcers. The Cochrane database of systematic reviews. 2014;10.

o Lanas A, Carrera-LASFUENTES P, ArGUEDAS Y, GARcia S, Buanpa L, CaLver X et al. Risk of Upper and Lower Gas-
trointestinal Bleeding in Patients Taking Nonsteroidal Anti-inflammatory Drugs, Antiplatelet Agents, or An-
ticoagulants.Clinical gastroenterology and hepatology : the official clinical practice journal of the American
Gastroenterological Association. 2014,

o Algasa A., Linares P.M., FernanDez-ConTrReras MLE., Ficuerola A., Calver X., Guerra I. et al. The effects of
infliximab or adalimumab on vascular endothelial growth factor and angiopoietin 1 angiogenic factor
levels in inflammatory bowel disease: Serial observations in 37 patients. Inflammatory Bowel Diseases.
2014;20(4):695-702.

* PuiG I., CaLvet X., Bavuna M., Isava A., SorT P., Liro J. et al. How and when should NSAIDs be used for preven-
ting post-ERCP pancreatitis? A systematic review and meta-analysis. PLoS ONE. 2014;9(3).

Highlights

PROYECTOS

Developed and presented projects to calls for official grants are classified into three lines:

e Clinical Helicobacter: Application of new high sensitivity technologies for the diagnosis of Helicobacter pylori
in patients with low levels of infection.

e Basic and translational Helicobacter: Identification of metabolomic biomarkers for a non-invasive diagnosis of
digestive diseases related to Helicobacter pylori infection.

Evaluation of non-coding RNAs as non-invasive biomarkers of precancerous gastric lesions in patients infected
with H. pylori. Identification of biomarkers to determine the carcinogenic potential of strains of H. pylori.
Crohn’s disease: Development and validation of a target rate of disability in Crohn . Subclinical inflammation
disease and fatigue in patients with Inflammatory Bowel Disease.

CLINICAL GUIDELINES

Regarding the clinical guides, the grup has coordinated or participated in the development of a Cochrane
review: “Epinephrine injection versus epinephrine injection and a second endoscopic method in high risk
bleeding ulcers and several clinical guidelines on the use of NSAIDs, and management of upper gastrointestinal
bleeding and low ‘and ulcerative colitis: Recommendations for safe prescribing NSAIDs: consensus document
prepared by experts nominated by three scientific societies (SER-SEC-AEG).

e Management of acute lower gastrointestinal bleeding: position paper of the Catalan Society of Digestology.
e Practice Guidelines for the management of non-variceal upper gastrointestinal bleeding.

e Clinical Guide GETECCU treatment of ulcerative colitis made with GRADE methodology.

Institution: Corporacion Sanitaria Parc Tauli
Contact: Corporacion Sanitaria Parc Tauli - Parc Tauli, S/N. 08208 Sabadell, Barcelona
E-mail: xavier.calvet@ciberehd.org - Website: https://intranet.cientifis.com
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Lead Researcher: Castell Ripoll, José Vicente

Group members

ASSOCIATED MEMBERS: Bort Marti, Bernardo Roque | Donato Martin, Maria Teresa | Gomez-Lechén Mo-
liner, Marfa José | Jover Atienza, Ramiro

Main lines of research

* Drug hepatotoxicity and metabolism: this line is devoted to the design and validation of new strategies
for a more effective and safe drug development by studying the molecular mechanisms of hepatotoxicity
(cholestasis, steatosis, metabolic idiosyncrasy, bioactivation ...) and new biomarkers (metabonomics, mi-
croRNAs, toxicogenomics ...) in advanced predictive liver cell models. Another objective is its clinical trans-
lation (diagnostic, monitoring, prevention, prognosis, treatment and influence of drugs on the progression
of highly prevalent liver disease such as NAFLD ...).

e Advanced liver therapies: the group seeks to explore and strengthen the liver cell therapy with adult
hepatocytes as well as with hepatic progenitors for the treatment of different liver diseases. Another objec-
tive is to explore the clinical utility of other cell types such as reprogrammed cells (iPSC: direct and indirect
conversion of fibroblasts to iHEP) or embryonic stem cells (hESC). Finally, we are proposing the use of iPSC
technology along with genomic editing (personalized medicine) as a realistic treatment for certain conge-
nital metabolic disorders.

* Etiology of NAFLD: transcriptional mechanisms involved: the main hypothesis of this project proposes
that in the pathogenesis of nonalcoholic fatty liver disease (NAFLD) multiple transcriptional regulatory
pathways are involved. The general objective is, therefore, to discover new transcriptional mechanisms
involved in the development and progression of NAFLD, and in particular to investigate the toxicogenomic
effects caused by steatotic drugs and their mechanisms. It also aims to discover specific biomarkers (eg
microRNAs, metabolites, etc) for discriminating between metabolic and drug-induced steatosis.
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* Advanced strategies in surgery and liver transplantation. Liver metabonomics and chemometrics:
Improved preservation of deceased donor liver and search of metabolomic based biomarkers as indicators
of the quality of donor liver before implantation. Development of test to evaluate liver functional capacity
in patients undergoing major hepatic resection. Study of liver function and regeneration after portal em-
bolization and surgical resections. Improved planning of surgical resection and percutaneous treatment of
liver tumors with the support of computer software.

Most relevant scientific articles

o CorTes M., Paresa E., Garcia-Canaveras J.C., Donato M.T., MonTero S., MR J. et al. Metabolomics discloses donor
liver biomarkers associated with early allograft dysfunction. Journal of Hepatology. 2014;61(3):564-574.

° Bener M., Mova M., Donato M.T., LaHoz A., Hervas D., Guzman C. et al. A simple transcriptomic signature able
to predict drug-induced hepatic steatosis. Archives of Toxicology. 2014;88(4):967-982.

* Marfil V., Blazquez M., Serrano F., Castell J.V., Bort R.. Growth-promoting and tumourigenic activity of c-Myc
is suppressed by Hhex. Oncogene. 2014.

® ToLosa L., Carmona A., Castell J.V., Gomez-LecHon M.J., Donato M.T.. High-content screening of drug-induced
mitochondrial impairment in hepatic cells: effects of statins. Archives of Toxicology. 2014.

* Pare)a E., CorTes M., Hervas D., MIR J., Vawoivieso A., Castele J.V. et al. A score model for the continuous grading
of early allograft dysfunction severity. Liver Transplantation. 2014;21(1):38-46.

Highlights

Among the research projects during 2014 it is important to remark three international grants: one funded by The
Roche Organ Transplantation Research Foundation: “Fast Metabolomic Assessment of Donor Liver Transplant
Prior to Quality” (ROTRF); and two projects of the European Union: One ended in 2014 “INNOVALIV: Innovative
Strategies to Generate Human hepatocytes for Treatment of Metabolic Liver Diseases: Tools for Personalized Cell
Therapy” and another that will run until 2018 “Hecatos. Cardiac and Hepatic Toxicity Systems Modelling”. For
this last project, and as a result of the synergy between our Unit and the Hepatology Unit (UH), we have recently
created a hepatotoxicity medical office in the Hospital La Fe. Patients with suspected drug-induced hepatotoxicity
are referred to this office for detailed and personalized study.

Regarding competitive projects of national calls it is worth to mention four of them: “Metabonomic approaches
to study idiosyncratic hepatotoxicity with a metabolic base and identification of the causative agent” (PI13 /
00986, ISCIII-FIS); “Drug induced fatty liver: new mechanisms and biomarkers applicable to pharmaceutical
development and a more rational therapy in patients with metabolic syndrome” (PI13 /01470, ISCIII-FIS); “Finding
metabonomic patterns for rapid assessment of the quality of the donor liver, pre-implantation and subsequent
monitoring of its evolution after transplant” (PI11 /02942, ISCIII-FIS); and “Induction of myc activity by HHEX
homeoprotein: basic aspects and application to oncology issues and reprogramming “ (SAF2011-29718).
Regarding the translation of our results to the clinical practice is noteworthy our participation in three Clinical
Trials: “Efficacy of N-acetylcysteine in the preservation solution during liver transplantation” (IISLAFE, NAC400,
Phase Ill); “pilot study for the assessment of the hepatotest in the preoperative valuation of liver function “ (IISLAFE,
HEPATOTEST, Phase IV); “Pilot clinical trial Phase |/ lIA to determine conditions, low dose and effectiveness of a
liver function tests” (IISLAFE, HEPATOTEST, Phase |/ IIA).

Institution: Fundacion para la Investigacion del Hospital la Fe
Contact: Hospital Universitario de La Fe - Avda Fernando Abril Martorell, 106. 46009 Valencia
E-mail: jose.castell@uv.es - Website: http://www.iislafe.es/hepatologia.aspx
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Lead Researcher: Castells Garangou, Antoni

Group members

STAFF MEMBERS: Duran Sanchoén, Saray | Esteban Jurado, Clara | Gironella Cos, Meritxell | Mufioz Sancho,
Jenifer | Samper Lirola, Esther | Vila Navarro, Elena

ASSOCIATED MEMBERS: Balaguer Prunes, Francesc | Camps Polo, Jordi | Castellvi Bel, Sergi | Cuatrecasas,
Miriam | Elizalde Fernandez, José Ignacio | Fernandez Esparrach, Gloria | Fernandez-Cruz Pérez, Laureano |
Ginés Gibert, Angels | Lacy Fortuny, Antonio Maria | Maurel Santasusana, Joan | Nadal Sanmartin, Cristina |
Navarro Colas, Salvador | Pellise Urquiza, Maria | Postigo Angén, Antonio Andres | Sendino, Oriol | Vaquero
Raya, Eva

Main lines of research
 Hereditary and familial forms of colorectal cancer: strategies for its identification, screening and sur-
veillance.

» Study of molecular mechanisms involved in the development, progression and treatment-resistance of
colorectal and pancreatic cancer.

* Molecular epidemiology of colorectal cancer and assessment of screening strategies.

e Diagnostic and therapeutic endoscopy and minimally invasive surgery in gastrointestinal and pancrea-
tic oncology.
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Most relevant scientific articles

® WhHisseLL G., MonTaGNI E., MARTINELLI P., HERNANDO-MomsLoNA X., Sevitlano M., Jun P. et al. The transcrip-
tion factor GATAG enables self-renewal of colon adenoma stem cells by repressing BMP gene expres-
sion. Nature Cell Biology. 2014;16(7):695-707.

e Auct J.M., PeLuise M., Escubero J.M., Hernanpez C., Anpreu M., Grau J. et al. Risk stratification for advan-
ced colorectal neoplasia according to fecal hemoglobin concentration in a colorectal cancer screening
program. Gastroenterology. 2014;147(3).

* BataGuer F., Petuse M. Colorectal cancer: Serrated polyposis - Should we screen first-degree relatives?.
Nature Reviews Gastroenterology and Hepatology. 2014;11(6):333-334.

o FernanDEZ-HEviA M., DELGADO S., Castels A., Tasenoe M., MowmsLan D., Diaz et Gosso G. et al. Transanal
total mesorectal excision in rectal cancer: Short-term outcomes in comparison with laparoscopic sur-
gery. Annals of Surgery. 2014.

o CasTeLLs A., Quintero E., Awvarez C., Buianpba L., CusieLta J., Satas D. et al. Rate of Detection of Advanced
Neoplasms in Proximal Colon by Simulated Sigmoidoscopy vs Fecal Immunochemical Tests. Clinical
Gastroenterology and Hepatology. 2014;12(10):1708-1716.

Highlights

Our research lines are aimed at understanding the molecular mechanisms involved in the development
and progression of gastrointestinal and pancreatic premalignant and malignant lesions, in order to
establish new diagnostic, therapeutic and/or preventive strategies. The main achievements in 2014 are
framed in the context of cooperative projects, coordinated by our group, in the fields of colorectal
cancer (CRC) screening and the development of biomarkers for early detection.

With respect to CRC screening, itisimportant to point out the ColonPrev study, a prospective, randomized
controlled trial comparing the fecal occult blood testing and colonoscopy. After presenting the results of
the first round (N Engl J Med 2012,366:697-706), we have recently published results of nested projects,
including the comparison of sigmoidoscopy with fecal occult blood testing (Clin Gastroenterol Hepatol
2014, 12:1708-1716), as well as the usefulness of this test in prioritizing colonoscopy (Gastroenterology
2014; 147:628-636).

On the other hand, the development and validation of biomarkers for early diagnosis of CRC is framed in
the EPICOLON project, a transversal strategic action of various groups of the CIBEREHD. In this field, it is
important to mention our recent publications (PLoS ONE 2014, 9:91033; PLoS ONE 2014, 9:e104285;
Nat Cell Biol 2014, 16:695-707), patents (PCT / US2013 / 028401, US61 /391,585 and US61 / 550 148),
and a grant of the Spanish Association against Cancer achieved by our group.

Finally, we would like to point out the social commitment of our group, as evidenced by supporting the
creation of the Association of Families Affected by Lynch syndrome (www.afalynch.org) and the Alliance
for Cancer Prevention Colon (www.alianzaprevencioncolon.es).

Institution: Hospital Clinico y Provincial de Barcelona
Contact: Hospital Clinico y Provincial de Barcelona - C/ Villarroel, 170. 08036 Barcelona
Phone: (+34) 93 227 57 39 - E-mail: dvargas@clinic.ub.es
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G1087
Programme: P6. Gastrointestinal Inflammation

and Motility

Lead Researcher: Clavé Civit, Pere

Group members

STAFF MEMBERS: Arenas Bailén, Claudia | Gallego Pérez, Diana | Rofes Salsench, Laia | Rychter, Jakub.

ASSOCIATED MEMBERS: Farré Marti, Ricard Lluis | Jiménez Farrerons, Marcelo | Martin Ibafiez, Maria Tere-
sa | Martinez Perea, Vicente | Serra Prat, Mateu | Vergara Esteras, Patrocinio

Main lines of research

Oropharyngeal and gastroesophageal motility. Pathophysiology, diagnosis and treatment of oropharyn-
geal and esophageal dysphagia. Pharmacology of swallow response. Oropharyngeal dysphagia and
ageing. Neurogenic dysphagia. Brain plasticity.

Gastrointestinal peptides, control of appetite in ageing and obesity.

Myenteric mechanisms controlling esophageal motility.

Intestinal, colonic and anorectal motility. Gastrointestinal pharmacology.

Neurotransmitters in the colon, small bowel and internal anal sphincter. Purines.NO. H2S. TRPV1.
PAR-2.

Pacemaker function. Interstitial Cells of Cajal.

Mast cell differentiation and intestinal nerve function: Role of NGF and its implication in the Irritable
Bowel Syndrome (IBS) and postoperative ileus.

Pathophysiology of intestinal dismotility in IBS and IBD.

Pathophysiology and treatment with new pharmacological strategies of dismotility in IBS, diverticular
disease, anal fissure.

Oropharyngeal and gastrointestinal microbiota.
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Most relevant scientific articles

* Rores L., Arreola V., MukHeriee R., Swanson J., Crave P.. The effects of a xanthan gum-based thickener
on the swallowing function of patients with dysphagia. Alimentary Pharmacology and Therapeutics.
2014;39(10):1169-1179.

o CaBrRe M., SERRA-PRAT M., Force L., AtmiraLL J., Patomera E., Ciave P. Oropharyngeal dysphagia is a risk
factor for readmission for pneumonia in the very elderly persons: Observational prospective study.
Journals of Gerontology - Series A Biological Sciences and Medical Sciences. 2014;69 A(3):330-337.

* Jimenez M., Crave P., Accarino A., GaLteGo D.. Purinergic neuromuscular transmission in the gastrointes-
tinal tract; functional basis for future clinical and pharmacological studies. British Journal of Pharma-
cology. 2014.

* TerAN-VENTURA E., AGUILEra M., VERGARA P., MarTiNEz V.. Specific changes of gut commensal microbiota
and TLRs during indomethacin-induced acute intestinal inflammation in rats. Journal of Crohn’s and
Colitis. 2014;8(9):1043-1054.

* VanHEEL H., Vicario M., VanuvTseL T., VAN Oubentove L., MarTinez C., Kema A.V. et al. Impaired duodenal
mucosal integrity and low-grade inflammation in functional dyspepsia. Gut. 2014,;63(2):262-271.

Highlights

We have adopted several techniques of neurophysiology (pharyngeal evoked potentials and Transcranial
Magnetic Stimulation to improve the study of pathophysiology and treatment of post stroke
oropharyngeal dysphagia with the aim to promote brain plasticity. This will allow to develop studies to
improve clinical practice from compensation to recovery of swallow function. We have also completed
a group of studies exploring the clinical and health-economic impact of the complications associated to
oropharyngeal dysphagia. Translational studies show the impact of the changes in mucosal permeability
on the pathophysiology of functional dyspepsia. Our basic studies further characterized the mechanisms
of neuromuscular communication in the human enteric nervous system and the specific role of several
families of inhibitory neurotransmitters. Using animal models we have also studies the relationship
between the enteric microbiota and intestinal inflammation.

Institution: Fundacién Privada Salud del Consorcio Sanitario del Maresme

Contact: Fund. Priv. Salud del Consorcio Sanitario del Maresme - Ctra de Cirera, S/N. 08304 Mataré
Phone: (+34) 93 741 77 00 ext 1046 - E-mail: pere.clave@ciberehd.org

Websites: www.csdm.cat / www.uab.es
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Programme: P6. Gastrointestinal Inflammation
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Lead Researcher: Esplugues Mota, Juan Vicente

Group members

STAFF MEMBERS: Normanly, Brian James

ASSOCIATED MEMBERS: Alvarez Ribelles, Angeles | Apostolova Atanasovska, Nadezda | Barrachina San-
cho, Maria Dolores | Blas Garcia, Ana | Calatayud Romero, Sara | Hernandez Saez, Carlos | Marti Cabrera,
Miguel | Martinez Cuesta, Marfa Angeles | Rocha Barajas, Milagros | Victor Gonzélez, Victor Manuel

Main lines of research
* Modulation of autophagy in epithelial cells by macrophages: relevance in Crohn’s Disease and in non-
steroidal anti-inflammatory drug-induced gastroenteropathy.
e Nitric oxide and oxygen consumption: physiological and pathophysiological implications.
* Mitochondrial dysfunction in inflammatory processes.
* Role of endothelial-mitochondrial dysfunction in obesity.

* Mechanisms of toxicity, metabolic alterations, mitochondrial dysfunction and inflammation produced
by antiretroviral drugs.
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Most relevant scientific articles

* OrTiz-Masia D., CosiN-Roger J., Catatayup S., Hernanpez C., Alos R., Hinojosa J. et al. Hypoxic macropha-
ges impair autophagy in epithelial cells through Wnt1: Relevance in IBD. Mucosal Immunology.
2014;7(4):929-938.

e ApostoLova N, Funes HA, Bias-Garcia A, ALecre F, Poro M, EspLucues JV. Involvement of Nitric Oxide in
the Mitochondrial Action of Efavirenz: A Differential Effect on Neurons and Glial Cells.The Journal of
infectious diseases. 2014.

* Bras-Garcia A, Poto M, Atecre F, Funes HA, MarTinez E, AposToLova N et al. Lack of mitochondrial toxicity
of darunavir, raltegravir and rilpivirine in neurons and hepatocytes: a comparison with efavirenz.The
Journal of antimicrobial chemotherapy. 2014;69(11):2995-3000.

* Poro M, ALeGre F, Funes HA, BLas-Garcia A, Victor VM, Esprucues JV et al. Mitochondrial (dys)function - a
factor underlying the variability of efavirenz-induced hepatotoxicity?. British journal of pharmacology.
2014.

* Hernanpez C., BARRACHINA M.D., CosiN-RoGeR J., OrTiz-Masia D., Awvarez A., TerraDez L. et al. Progastrin
represses the alternative activation of human macrophages and modulates their influence on colon
cancer epithelial cells. PLoS ONE. 2014;9(6).

Highlights

In 2014 our group was granted a project from the Accion Estratégica en Salud 2014 call of the Instituto
de Salud Carlos Ill, y has received another 4 years of funding in Phase Il of the Valencian Regional
Government’s PROMETEO programme for research groups of excellence. While continuing with
our usual research lines, we have initiated two important studies in collaboration with international
pharmaceutical industry about the toxicity produced by antiretroviral drugs.

Institution: Universidad de Valencia

Contact: Dpto. de Farmacologia. Fac. de Medicina de Valencia - Avda. Blasco Ibafez, 15-17.
46010 Valencia - Phone: (+34) 96 386 46 24 - E-mail: info@pharmacologyvalencia.com
Website: http://www.pharmacologyvalencia.com/
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G0028 | !
Programme: P2. Viral hepatitis

Lead Researcher: Esteban Mur, Juan Ignacio

Group members

STAFF MEMBERS: Garcla Cehic, Damir | Quer Sivila, Josep | Rico Blazquez, Angeles.

ASSOCIATED MEMBERS: Bes Maijo, Marta | Bilbao Aguirre, Itxarone Izaskun | Campos Varela, Isabel | Cas-
tells Fuste, Lluis | Dopazo Taboada, Cristina | Gregori Font, Josep | Guardia Masso, Jaime | Pirén Pirén, Maria
| Puig Rovira, Lluis | Sauleda Oliveras, Silvia.

Main lines of research

* Translational Research:

HCV SUBTYPING: Development of a High resolution HCV subtyping method for clinical diagnosis ba-
sed on massive sequencing and molecular phylogeny 454/GS-Junior.

HCV RESISTANCE MUTATIONS by ultra-deep pyrosequencing (UDPS) 454/GS-FLX/GS-Junior.

Treatment of HCV infection in different clinical situations: after liver transplant, coinfection with other
viruses (HIV, HBV).

Studies of new infections by molecular phylogeny. Outbreaks and Nossocomial transmission.
e Basic Research:

HCV Quasispecies variability and progression of Liver Damage in different clinical situations (liver
transplantation...).

HCV and Immune Response. Restoration of immune response in chronic infection.
Study of HCV Superinfection after Liver Transplantation by UDPS.
HCV in Liver transplantation.
¢ Clinical Research:
Epidemiology of HCV infection.
Development of a National HCV Data Base. HepatiC.
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Most relevant scientific articles

o CasteLts L., Rimota A., Manzaroo C., Vatoivieso A., Montero J.L., Barcena R. et al. Pegylated interferon plus
ribavirin in HIV-infected patients with recurrent hepatitis C after liver transplantation: A prospective
cohort study. Journal of Hepatology. 2014,62(1):92-100.

e GREGORI J., Saucru M., Domingo E., SancHez A., Estesan J.I., Robricuez-Frias F. et al. Inference with viral
quasispecies diversity indices: Clonal and NGS approaches. Bioinformatics. 2014;30(8):1104-1111.

e Cusero M., Grecori J., Estesan J.I., Garcia-Ceric D., Bes M., Perates C. et al. Identification of host and
viral factors involved in a dissimilar resolution of a hepatitis C virus infection. Liver International.
2014,;34(6):896-906.

® SHELboN J., BeacH N.M., MoreNo E., GaLLEGO |, PiNEIRO D., MARTINEZ-SALAS E. et al. Increased replicative fitness
can lead to decreased drug sensitivity of hepatitis C virus. Journal of Virology. 2014;88(20):12098-
12111.

o CAMPOS-VARELA |., EsteAN J 1., BEs M., CaralT M., ALtenpe H., Ropriguez-Frias F. et al. Early predictors of an-
tiviral treatment response in liver transplant recipients with recurrent hepatitis C genotype 1. Journal
of Viral Hepatitis. 2014;21(10):e118-e128.

Highlights

During 2014, our group has consolidated its leadership in the implementation of massive sequencing
to study viral hepatitis A, B, C, D and E. The result has been the publication of several manuscripts (in
virus B, C and E) and some that are under writing for A and D viruses. This leadership has enabled us to
establish new collaborations with groups of Ciber and beyond.

The development of the methodology of high resolution HCV subtyping has led to a patent issued
in January 2015 and a publication also published in January 2015 that has had a huge mass media
impact. This methodology is being transferred to a Molecular Diagnostics laboratory from the University
Hospital Vall d'Hebron, to other hospitals where Ciberehd members are developing their activity and
other hospital centers together with Spanish molecular diagnosis centers. Our interest is to expand such
methodology to other countries. The methodology has been offered as an innovative public procurement
system in Spain.

The massive sequencing is being applied to study liver transplants, especially in the case of HCV infected
patients. This has allowed us to maintain and expand collaborations. Studies on acute HCV infections in
HIV+ men that have sex with other men, are conducted, and also studies of HCV nosocomial transmission.
Currently, massive sequencing methodology is being adapted to study the presence of resistance
mutations in virus from patients who have failed treatment with novel direct active antivirals. We are
applying for Public National and Private funds. This work will enable more efficient design protocols to
rescue these patients using personalized treatments.

Institution: Fundacion Hospital Universitari Vall d'Hebron - Institut de Recerca (VHIR)
Contact: Fund. Hospital Universitari Vall d’'Hebron - Institut de Recerca - P. Vall D’hebron, 119-129.
08035 Barcelona - E-mail: jignacio.esteban@ciberehd.org - Website: www.ciberisciii.es
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RESEARCH GROUPS

G0025 -
Programme: P2. Viral Hepatitis

Lead Researcher: Esteban Mur, Rafael

Group members

STAFF MEMBERS: Blasi Fornaguera, Marla | Homs Riba, Maria | Tabernero Caellas, David.
ASSOCIATED MEMBERS: Buti Ferrer, Marla Asuncion | Rodriguez Frias, Francisco.

Main lines of research

e Platform to collect clinical data from patients with chronic hepatitis B (CIBERHEP).

e Study of hepatitis B virus (HBV) quasispecies using ultradeep pyrosequencing:
- Study of nucloside / nucleotide analogs treatment and immune system escape variants.
- Study of genomic regulatory regions.

* Applying ultradeep pyrosequencing based on the GS-Junior platform (available to our group) to cli-
nical practice:

- High-resolution hepatitis C virus (HCV) subgenotyping
- Detection of HBV and HCV variants resistant to antiviral treatment.
e Study of the replication of different HBV genomes “in vitro”.
e Hepatitis D Virus (HDV) infection.
- Study of HDV quasispecies by ultra-deep pyrosequencing
- Collaboration with the database from hepatitis delta international network
- Collaboration in the preparation of a “clean” HDV-RNA standard for its real-time PCR quantification.
* Hepatitis E Virus (HEV) infection.
* New strategies for the treatment of chronic hepatitis B and C.
* Pharmacoeconomics.
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Most relevant scientific articles

* ArpHAL N., Zeuzem S., Kwo P., Croskier M., Gitun N., Puoti M. et al. Ledipasvir and sofosbuvir for untreated
HCV genotype 1 infection. New England Journal of Medicine. 2014;370(20):1889-1898.

* Manns M., MarceLun P., Poorpap F., DE Araujo E.S.A., Buti M., Horsmans Y. et al. Simeprevir with pegyla-
ted interferon alfa 2a or 2b plus ribavirin in treatment-naive patients with chronic hepatitis C virus
genotype 1 infection (QUEST-2): A randomised, double-blind, placebo-controlled phase 3 trial. The
Lancet. 2014;384(9941):414-426.

e Rivero-Barcieta M., Butt M., Homs M., Campos-VareLa |., Cantarert C., Crespo M. et al. Cirrhosis, liver
transplantation and HIV infection are risk factors associated with hepatitis E virus infection. PLoS ONE.
2014;9(7).

* Homs M., GierscH K., Brasi M., LutceHETMANN M., Buti M., Esteean R. et al. Relevance of a full-length ge-
nomic RNA standard and a thermal-shock step for optimal hepatitis delta virus quantification. Journal
of Clinical Microbiology. 2014;52(9):3334-3338.

* Homs M., CaBaLLERO A., GREGORI J., TasernERO D., Quer J., Nieto L. et al. Clinical application of estimating
hepatitis b virus quasispecies complexity by massive sequencing: Correlation between natural evolu-
tion and on-treatment evolution. PLoS ONE. 2014;9(11).

Highlights

In 2014 we have continued working on the research related to the study of variability and evolution
of the hepatitis B virus (HBV) quasispecies using massive sequencing by ultra-deep pyrosequencing
(UDPS), as part of research projects PI11/01973 and PI12/01893 of the Health Institute Carlos Ill. In
addition, we have also begun to study the variability of the hepatitis delta virus (HDV) quasispecies of
using these technologies.The continuity of these lines of research is guaranteed in the coming years for
a new health research project from the Institute of Health Carlos Ill (PI14/01416) and a grant from the
Fellowship program of Gilead Sciences (GLD14-00296), through which we will analyze the interaction
of HBV and HDV with their common receptor for entry into the hepatocyte and prospectively study the
complexity of their viral quasispecies. Among our lines of collaborative research stands out the platform
for the collection of data from patients with chronic hepatitis B (CIBERHEP), which in 2014 has reached
the 1149 patients under antiviral treatment, with analyzable data recorded. We have also collaborated
with the group from Dr. Maura Dandri (Germany) in optimizing the quantification of HDV-RNA in
serum by validation of a HDV-RNA standard, and also we have participated in an international quality
control study to evaluate the methods employed to quantify this viral RNA, coordinated by the group
of Dr. Frederic Le Gal (France). In addition we have also participated in an international validation of a
scoring system for predicting the development of liver complications in patients with chronic hepatitis
delta (BEA-Score), coordinated by Dr. Heiner Wedemeyer (Germany). Finally, in relation to the hepatitis
E virus (HEV) we also have been conducted phylogenetic and variability studies by UDPS, and also
epidemiological studies.

Institution: Fundaciéon Hospital Universitari Vall d'Hebron - Institut De Recerca (VHIR)
Contact: Hospital Valle Hebrén. Passeig Vall d'Hebron, 119-129. 08035 Barcelona
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G0035 i
Programme: P3. Cholestasis and Metabolic Disorders

't

Lead Researcher: Fernandez-Checa Torres, José Carlos

Group members

STAFF MEMBERS: Baulies Doménech, Anna | NUfez Pozuelo, Susana | Zurita Garcia, Esther.

ASSOCIATED MEMBERS: Caballeria Rovira, Juan | Colell Riera, Ana | Garcia Ruiz, Marfa del Carmen | Lluis
Duquez, José Maria | Mari Garcia, Montserrat | Morales Mufoz, Albert

Main lines of research

82

e Participation of cathepsins in liver fibrosis and inflammation.

* Role of lysosomal cholesterol in the liver injury of rare diseases.

e Contribution of sphingolipids and autophagy to lipid metabolism and non-alcoholic steatohepatitis.

» Development of non-invasive diagnostic methods for diagnosis and prognosis in alcohol-induced liver
disease.

e Functional relationship between methionine metabolites, acid sphingomyelinase and phosphatidyl-
choline in steatohepatitis.

e Ischemia-reperfusion hepatocellular damage mechanisms and their regulation based on antioxidant
and antiinflammatory strategies.

e Mechanisms responsible for cholesterol transport to the mitochondria.

» Parenchyma-stroma interactions in cancer and ischemia/reperfusion-induced liver damage: lipid the-
rapies.

» Regulation of cholesterol homeostasis in patients and experimental models of non-alcoholic steatohe-
patitis and ischemia-reperfusion injury.

* Role of cholesterol and the mitochondria in Alzheimer’s Disease.

* Role of cholesterol in hepatocellular carcinoma response to chemotherapy.

* Sphingolipid and mitochondrial oxidative-stress regulation of cell death.
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Most relevant scientific articles

* Garcia-Ruiz C., Mato J.M., Vance D., Kaptowtz N., Fernanpez-Creca J.C.. Acid sphingomyelinase-cera-
mide system in steatohepatitis: A novel target regulating multiple pathways. Journal of Hepatology.
2014;62(1):219-233.

 FucHo R., MaRTINEZ L., BauLies A., Torres S., TarraTs N., FErnanDez A. et al. ASMase regulates autophagy
and lysosomal membrane permeabilization and its inhibition prevents early stage non-alcoholic stea-
tohepatitis. Journal of Hepatology. 2014.

o ALTAMIRANO J., MiqueL R., KaTooNizapeH A., Asralbes J.G., DuarTe-Rojo A., LouveT A. et al. A histologic sco-
ring system for prognosis of patients with alcoholic hepatitis. Gastroenterology. 2014;146(5).

e Win S., THaN T.A., FernanDez-CHeca J.C., Kaprtowrtz N.. JNK interaction with Sab mediates ER stress indu-
ced inhibition of mitochondrial respiration and cell death. Cell Death and Disease. 2014;5(1).

* RiBas V., Garcia-Ruiz C., FErnanpez-CHeca J.C.. Glutathione and mitochondria. Frontiers in Pharmacology.
2014;5 JUL.

Highlights

In 2014, our group has published 10 peer-review articles in international journals, of which 75% belong
to the first quartile and more than 50% are inside the first decile. Of relevance is the novel role of the
enzyme acid sphingomyelinase in the resolution of steatosis and stetaohepatitis and a new approach
to identify histologic features associated with the severity of alcoholic steatohepatitis and to develop a
patient classification system that might be used in clinical decision making.

During this year, financial resources have been provided by various national and international agencies
that include six competitive national grants and three private foundation projects. The group has a
consolidated collaborative project with the European Union (META CALL) with research partners from
Germany and France. Of note is the continuous funding from the National Institute of Health granted to
Dr. Fernandez-Checa since 1995, which implies a close collaboration with basic and clinical researchers
from the University of Southern California among others.

The group also applied and granted a national collaborative project (RETOS-COLABORACION, 2014) that
was initiated in 2014. Furthermore, in 2014 has begun a project awarded in the last Fundacio La Maratd
de TV3 call.

We have stablished a new collaboration with CIBEREHD partners from the Leon University, related to the
role of sphingolipids in liver diseases.

We keep working in collaboration with Dr. Mato’s group also at CIBEREHD and with new partners from
CIBERDEM and CIBERER.

Collaborations have been established and continued at the national environment (Hospital Vall d’Hebro,
IQAC-CSIC, Universitat Autonoma de Barcelona, Universitat de Barcelona, Universidad Complutense,
Universidad del Pais Vasco UPV/EHU-CSIC) and international levels (Chile, Germany, Portugal, France.
Italy, USA, UK).

Institution: Agencia Estatal Consejo Superior de Investigaciones Cientificas
Contact: Instituto de Investigaciones Biomédicas - C/ Rossello 161, 62 PLANTA. 08036 Barcelona Phone:
(+34) 93 363 83 00 - E-mail: checa229@yahoo.com - Website: www.iibb.csic.es
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RESEARCH GROUPS

G0004
Programme: P2. Viral Hepatitis

......

I A

Lead Researcher: Forns Bernhardt, Xavier

Group members
STAFF MEMBERS: Gonzalez Ferndandez de Cérdoba, Patricia | Mingorance Pérez, Lidia | Pérez del Pulgar
Gallart, Sofia.

ASSOCIATED MEMBERS: Costa Camps, Josep | Londofio Hurtado, Marfa Carlota | Sanchez Tapias, José
Maria

Main lines of research

e Genetic evolution of hepatitis C virus in the liver transplant setting using ultra-deep pyrosequencing.
e Characterization of hepatitis C virus life cycle using in vitro cell culture models.
» Development of diagnostic tools for the detection of hepatitis C antigens in liver tissue.

e Evaluation of new hepatitis C treatments and impact of antiviral treatment in the natural history of
chronic hepatitis C.

e Study of host factors in relation to the natural history and treatment response among patients with
chronic hepatitis C.

e Evaluation of early histological markers of fibrosis progession in liver transplant recipients with hepa-
titis C recurrence and validation of non-invasive diagnostic methods of liver fibrosis.
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Most relevant scientific articles

® Poorpap F., Hezope C., Trine R., Kowbtey K.V., Zeuzem S., AcarwaL K. et al. ABT-450/r-ombitasvir and dasabu-
vir with ribavirin for hepatitis C with cirrhosis. New England Journal of Medicine. 2014;370(21):1973-
1982.

e Kwo P.Y., ManTry P.S., Coaktey E., Te H.S., VArGas H.E., Brown R. et al. An interferon-free antiviral regi-
men for HCV after liver transplantation. New England Journal of Medicine. 2014;371(25):2375-2382.

® Forns X., Lawitz E., Zeuzem S., Gane E., Bronowicki J.P., Anpreone P. et al. Simeprevir with peginterferon
and ribavirin leads to high rates of SVR in patients with HCV genotype 1 who relapsed after previous
therapy: A phase 3 trial. Gastroenterology. 2014;146(7).

® MINGORANCE L., Friestand M., Coto-LLerena M., Perez-DEL-PuLGAr S., Boix L., Lorez-Ouva J.M. et al. Selective
inhibition of hepatitis ¢ virus infection by hydroxyzine and benztropine. Antimicrobial Agents and
Chemotherapy. 2014,;58(6):3451-3460.

 FERNANDEZ-CARRILLO C., CoTo-LLERENA M., Gonzatez P., Crespo G., Mensa L., Caro-Perez N. et al. IFNL4 po-
lymorphism predicts response to hepatitis C treatment after liver transplantation. Journal of Clinical
Virology. 2014.

Highlights

e Participation and leadership of international clinical trials for the evaluation of the efficacy and safety
of new direct acting antivirals against hepatitis C virus in special populations: decompensated cirrho-
tics, cirrhotics awaiting liver transplantation and liver transplant recipients.

e Participation of group members in the development of EASL and AEEH clinical guidelines for the ma-
nagement of chronic hepatitis C, as well as in the AEMPS expert reports for the new antivirals.

e The completion of hepatitis C virus imaging studies in liver biopsies has allowed us to implement in
the clinical practice a reliable method to assess the presence of HCV antigens in liver tissue.

e We are currently participating in the European project entitled “Human monoclonal antibody the-
rapy to prevent hepatitis C virus reinfection of liver transplants: advancing lead monoclonal antibodies
into clinical trial” (Ref. 305500, HepaMADb). The main objectives of this project are: 1) the preclinical
development of two monoclonal antibodies capable of blocking HCV entry into hepatocytes and
2) the realization of a proof of concept clinical trial for the prevention of graft infection after liver
transplantation. This consortium is composed of 7 European partners from different areas: industry,
academia, research institutes and hospitals.

e Dr. Xavier Forns has directed the postgraduate course of AEEH-CIBEREHD “Management of patients
with rare liver disease” within the XXXIX AEEH’s Annual Congress, held in February 2014 in Madrid.

Institution: Hospital Clinico y Provincial de Barcelona
Contact: Hospital Clinico y Provincial de Barcelona - C/ Villarroel, 170. 08036 Barcelona
E-mail: xforns@clinic.ub.es
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G0048
Programme: P2. Viral Hepatitis N

Lead Researcher: Garcia Buey, Luisa Consuelo

Group members

STAFF MEMBERS: Alonso Martin, M Jesus | Sanz Cameno, Paloma.

ASSOCIATED MEMBERS: Gondar Sousa, Virginia | Lopez Rodriguez, Rosario | Majano Rodriguez, Pedro
Lorenzo | Moreno Monteagudo, José Andrés | Moreno Otero, Ricardo | Munoz Calleja, Cecilia | Trapero
Marugan, Maria |

Main lines of research

Angiogenesis in chronic liver disease

Hepatic Fibrosis in chronci liver diseases

Viral and cellular determinants in hepatic C virus infection

Hepatitis B Virus X protein in hepatocellular carcinoma

Identification of genetic and serum prognostic markers of chronic liver diseases progression
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Most relevant scientific articles

* PISONERO-VAQUERO S., Garcia-MebiavitLa M.V, JorqQuera F., Masano P.L., BENer M., Jover R. et al. Modulation
of PI3K-LXRa-dependent lipogenesis mediated by oxidative/nitrosative stress contributes to inhibition
of HCV replication by quercetin. Laboratory Investigation. 2014;94(3):262-274.

e CagaLeiro T., OcHoa D., Lopez-RobpriGuez R., Roman M., Novaigos J., Avuso C. et al. Effect of polymorphisms
on the pharmacokinetics, pharmacodynamics, and safety of risperidone in healthy volunteers. Human
Psychopharmacology. 2014.

e ReGLERO-REAL N., ALvarRez-Vareta A., CernupA-MoroLLoN E., Fermo J., Marcos-Ramiro B., FERNANDEZ-MARTIN
L. et al. Apicobasal polarity controls lymphocyte adhesion to hepatic epithelial cells. Cell Reports.
2014;8(6):1879-1893.

® MARTIN-VILCHEZ S., RopricuEz-Munoz Y., Lopez-RobriGuez R., HERNANDEZ-BaRTOLOME A., BORQUE-INURRITA M.J.,
Motuina-Jivenez F. et al. Inhibition of Tyrosine Kinase Receptor Tie2 Reverts HCV-Induced Hepatic Stella-
te Cell Activation. PLoS ONE. 2014;9(10).

e Sanmamed MLF., Carranza-Rua O., Atraro C., ONATE C., MARTIN-ALGARRA S., Perez G. et al. Serum interleu-
kin-8 reflects tumor burden and treatment response across malignancies of multiple tissue origins.
Clinical Cancer Research. 2014;20(22):5697-5707.

Highlights

Our research group is particularly focused on identifying non-invasive prognostic biomarkers of chronic
liver diseases (CLD) progression to cirrhosis and hepatocellular carcinoma (HCC). We are also interested
in understanding how hepatitis C virus (HCV) interacts with target cells, with particular emphasis on the
role of the cellular factors implicated in different steps of the viral life cycle including entry, assembly,
egress and spread.

We found that peripheral levels of angiopoietins significantly correlated with hepatic fibrosis in patients
with chronic hepatitis C (CHC) and characterized the significance of certain genetic variants in relation to
fibrosis progression (Patents ES2422874 and ES2423154).

Our group also reported the expansion of proangiogenic and immunosuppressive Tie2-expressing
monocytes (TEMSs) in the peripheral blood of CHC patients, which might prevent proper immune response
and promote liver damage. Tie2 expression on the surface of this subtype of monocytes might serve as
useful “tag” for the non-invasive monitoring of CLD progression. Moreover, we believe that a more in
depth understanding of TEMs regulation can lead to important therapeutic advances. Based on such
evidences, our research group is focused on addressing the role of all above humoral, cellular and genetic
angiogenic factors together as liquid biopsy for diagnosis, prognosis and monitoring of CLD progression
to HCC.

We also determined that HCV egress is a clathrin-dependent process. We are studying 1) cellular factors
implicated in HCV entry in highly polarized cultures; 2) the role of apolipoproteins in HCV spread; 3)
changes in hepatocyte proteome after HCV infection. Also, we are exploring whether dendrimer-based
therapies could be used to inhibit HCV infection.

Therefore, these studies may provide new insights for our understanding of virus-host interactions and
the molecular mechanisms underlying pathogenesis of progressive liver disease. We believe that these
projects could identify molecular targets involved in CLD, improving their clinical management.

Institution: Servicio Madrilefio de Salud
Contact: Hospital Universitario La Princesa - C/ Diego de Ledn 62. 28006 Madrid
E-mail: luisaconsuelo.garcia@salud.madrid.org ; Igarciabuey@outlook.es

www.ciberehd.org [ 87


http://www.ciberehd.org
mailto:luisaconsuelo.garcia@salud.madrid.org
mailto:lgarciabuey@outlook.es

oyl
m

o
18
/
G0023

Programme: P5. Hepatic and gastrointestinal oncelogy

Lead Researcher: Garcia Marin, José Juan

Group members

STAFF MEMBERS: Briz Sdnchez, Oscar

ASSOCIATED MEMBERS: Gonzalez San Martin, Francisco | Herrdez Aguilar, Elisa | Jiménez Vicente, Felipe
Alfonso | Monte Rio, Maria Jesus | Pérez Garcia, Marfa José | Rodriguez Macias, Rocio Isabel | Rodriguez
Romero, Marta | Serrano Garcia, Marfa Angeles

Main lines of research
Bile acids in physiology, pathology and pharmacology. Cholestasis.

Mechanisms of chemoresistance in liver and gastrointestinal cancer.
ABC Proteins: Their role in resistance to chemotherapy.
Biotechnology applied to overcome tumor chemoresistance.

Drug targeting through membrane transporters.

Role of the nuclear receptor FXR in chemoprotection and chemoresistance. Hepatocarcinogenesis and
cholangiocarcinogenesis.
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Most relevant scientific articles

* GONzALEZ-SANCHEZ E., MaRIN J.J.G., Perez M.J.. The expression of genes involved in hepatocellular car-
cinoma chemoresistance is affected by mitochondrial genome depletion. Molecular Pharmaceutics.
2014;11(6):1856-1868.

® Lozano E., SANCHEZ-VICENTE L., MonTe M.J., Herraez E., Briz O., Banales J.M. et al. Cocarcinogenic effects of
intrahepatic bile acid accumulation in cholangiocarcinoma development. Molecular Cancer Research.
2014;12(1):91-100.

e Garcia-RopriGuez J.L., BARBIER-TORRES L., FERNANDEZ-ALVAREZ S., GUTIERREZ-DE JUAN V., MonTE M.J., HaLBasIC E.
et al. SIRT1 controls liver regeneration by regulating bile acid metabolism through farnesoid X recep-
tor and mammalian target of rapamycin signaling. Hepatology. 2014;59(5):1972-1983.

e UrriBARRI A.D., Munoz-GARRIDO P., PeruGorria M.J., Erice O., MeriNo-AzriTarTE M., ArseLaiz A. et al. Inhibi-
tion of metalloprotease hyperactivity in cystic cholangiocytes halts the development of polycystic liver
diseases. Gut. 2014.

e Anpress E.J., Nicoraou M., Romero M.R., Naik S., Dixon P.H., WiLLiamson C. et al. Molecular mechanistic
explanation for the spectrum of cholestatic disease caused by the S320F variant of ABCB4. Hepatolo-
gy. 2014;59(5):1921-1931.

Highlights

During 2014, the Laboratory of Experimental Hepatology and Drug Targeting (HEVEFARM) has actively
developed several lines of research in collaboration with other groups of the CIBERehd, especially
theses involving doctors Bujanda and Bafiales in Biodonostia (San Sebastian), Prieto and Avila in CIMA
(Pamplona) and Mato and Martinez-Chantal in CICbioGUNE (Bilbao). In addition, we have established
several collaborations with groups in Wirzburg (Germany), Ancona (Italy) and Groningen (Netherlands),
which have allowed the participation of the HEVEFARM in two applications for funding of research
projects to international agencies. The research efforts have been focused on characterizing the role
of drug transporters in the lack of response of hepatocellular carcinoma and cholangiocarcinoma to
chemotherapy and the development of biotechnological strategies to overcome such chemoresistance.
The later was the subject of the PhD Thesis defended by Laura Sanchez Vicente in June 2014. In September
2014, Cecilia Estit, coordinator in Argentina of the program for prevention and management of
gestational cholestasis, also presented her Doctoral Thesis. With her participation and the collaboration
of the Department of Obstetrics, Gynecology and Pediatrics, University of Salamanca, a Clinical Practice
Guidelines for Intrahepatic Cholestasis of Pregnancy was elaborated (http://campus.usal.es/~ogyp). A
significant effort has been devoted to studying another subject in hepatology research related to the
control of the expression of plasma membrane transporters. More precisely, the signalling pathway
mediated by the nuclear receptor FXR and their participation in both chemoprotection of healthy
liver cells and refractoriness to chemotherapy of liver tumors. Regarding education, the HEVEFARM
has coordinated a PhD program and Master’s Degree on Cellular and Molecular Pathophysiology and
Pharmacology.

Institution: Universidad de Salamanca

Contact: Universidad de Salamanca. Campus Miguel de Unamuno Ed S-09.

Dep. de Fisiologia y Farmacologia. Phone: (+34) 923 294 674 - E-mail: jjgmarin@usal.es
website: http://www.hevefarm.com/es/hevefarm
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G0009
Programme: P3. Cholestasis and Metabolic Disorders
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Lead Researcher: Garcia Monzoén, Carmelo

Group members

ASSOCIATED MEMBERS: Lozano Trotonda, Carlos | Pita Fernandez, Luis | Sdez Saez, Alicia | Vargas Castri-
[lon, Rodolfo Javier

Main lines of research

The main research line of the group headed by Dr. Carmelo Garcia-Monzén focus on the characterization
of the epidemiology and molecular mechanisms involved in the pathogenesis of nonalcoholic fatty liver
disease, which is commonly associated with obesity and diabetes mellitus type 2 as well as with metabolic
syndrome and, therefore, being considered as the more frequent chronic liver disease in the developed
world.
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Most relevant scientific articles

® SHEEDFAR F., Sung M.M.Y., Araricio-VERGARA M., KLoosTerHUIS N.J., MiQuiLENA-CoLINA M.E., VARGAS-CASTRILLON
J. et al. Increased hepatic CD36 expression with age is associated with enhanced susceptibility to no-
nalcoholic fatty liver disease. Aging. 2014;6(4):281-295.

e GonzaLez-RobriGuez A., MavoraL R., Acra N., VaLbecantos M.P., Paroo V., Miquitena-Colina MLE. et al.
Impaired autophagic flux is associated with increased endoplasmic reticulum stress during the develo-
pment of NAFLD. Cell Death and Disease. 2014;5(4).

o MaRrTiINEZ-UNA M., VARELA-REY M., MesTrRe D., FErnaNDEZ-ARES L., FResnepo O., FErnanDEz-Ramos D. et al. S-
Adenosylmethionine increases circulating very-low density lipoprotein clearance in non-alcoholic fatty
liver disease. Journal of Hepatology. 2014,

e GArcia-MonzoN C., Lo lacono O., Crespo J., RoMERO-GOMEZ M., GARCIA-SAMANIEGO J., FERNANDEZ-BERMEIO M. et
al. Increased soluble CD36 is linked to advanced steatosis in nonalcoholic fatty liver disease. European
Journal of Clinical Investigation. 2014;44(1):65-73.

Highlights

During the past 2014, my group largely focused on 2 main research lines. 1) To unravel the molecular
mechanisms involved in the pathogenesis of NAFLD/NASH and extrahepatic comorbidities searching for
potential therapeutic targets. In that regard, we demonstrated, such in distinct NAFLD animal models
as in liver biopsies from NAFLD patients, that aging increased hepatic lipid content by inducing CD36
expression on the plasmatic membrane of hepatocytes (1). Moreover, we found that autophagic flux
is impaired in hepatocytes from NASH patients and murine models of NASH (2) and we are, therefore,
proposing to investigate in the next future whether therapies aimed to restore the autophagic flux
might prevent or attenuate the progression of NAFLD. On the other hand, we shown that excess hepatic
S-adenosylmethionine levels disrupt VLDL assembly and features and increase circulating VLDL clearance
which will cause increased VLDL-lipid supply to tissues and might contribute to the extrahepatic
complications of NAFLD (3). 2) Identification of biomarkers able to be used for noninvasive diagnosis
of NASH. A recent study on non-diabetic healthy subjects found that circulating levels of soluble CD36
(sCD36) were associated with the degree of fatty liver estimated by ultrasound and analytical algorithms,
suggesting that sCD36 might be a biomarker of liver fat. Therefore, we aimed to determine serum
sCD36 levels in a population of 399 individuals including patients with biopsy-proven NAFLD, with
chronic hepatitis C and with histologically normal liver, searching for potential correlations between
circulating sCD36 and hepatic CD36 expression as well as clinical, metabolic and histological features of
each liver disease. The main conclusion of this study was that serum level of sCD36 correlated with the
histological grade of steatosis and is an independent factor associated with advanced steatosis in NAFLD
but not in chronic hepatitis C patients (4).

Institution: Servicio Madrilefio de Salud
Contact: Servicio Madrileno de Salud - E-mail: cgmonzén@salud.madrid.org
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G0083
Programme: P2. Viral Hepatitis

Lead Researcher: Garcia-Samaniego Rey, Javier

Group members

STAFF MEMBERS: Madejon Seiz, Antonio.
ASSOCIATED MEMBERS: Martin Carbonero, Luz | Romero Portales, Miriam | Sheldon, Julie Ann

Main lines of research
e Epigenetic modifications analysis induced by HCV and HBV infections and their role in the hepatic
damage oprogression.

e Study of predictive markers of antiviral response in chronic hepatitis C patients treated with direct
antiviral agents.

e Study of predictive markers of fibrosis progression and hepatocellular carcinoma in patients with
chronic hepatitis C.

e Design of novel HCV quantification and genotyping methods in point-of-care for non development
countries.

* Analysis of genetic and epigenetic risk factors of development of hepatocellular carcinoma in non-
treated patients with chronic hepatitis B.

* Optimization of management and treatment of patients with chronic viral hepatitis coinfected with
HIV.
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Most relevant scientific articles

® Razavi H., Wakep |., Sarrazin C., Mvyers R.P_, Ipitman R., CaLinas F. et al. The present and future disease
burden of hepatitis C virus (HCV) infection with today’s treatment paradigm. Journal of viral hepatitis.
2014;21:34-59.

o Wepemeyer H., Duserg A.S., Buti M., Rosenserg W.M., FRankovA S., EsmaT G. et al. Strategies to manage
hepatitis C virus (HCV) disease burden. Journal of viral hepatitis. 2014;21:60-89.

e Garcia-MonzonN C., Lo lacono O., Crespo J., RoMero-GomEez M., GARCIA-SAMANIEGO J., FERNANDEZ-BERMEIO M. et
al. Increased soluble CD36 is linked to advanced steatosis in nonalcoholic fatty liver disease. European
Journal of Clinical Investigation. 2014;44(1):65-73.

® BrucGMmANN P., Berg T., Ovrerus A.L., Moreno C., Branbao Metto C.E., Roupot-THoravaL F. et al. Historical
epidemiology of hepatitis C virus (HCV) in selected countries. Journal of viral hepatitis. 2014;21:5-33.

e Ampuero J., DeL Campo J.A., RoJas L., Garcia-Lozano J.R., Sota R., Anbrape R. et al. PNPLA3 rs738409 causes
steatosis according to viral & IL28B genotypes in hepatitis C. Annals of Hepatology. 2014;13(4):356-
363.

Highlights

PUBLIC AND PRIVATE FUNDING

e Active and competitive public projects:

|dentification in plasma and PBMCs of telaprevir or boceprevir treatment resistant HCV variants using
the Cold-PCR technigue. Usefulness for monitorization of the treatment response (FIS PI12/02146).

e Active and competitive private projects:

Genetic and epigenetic analysis of HBV in inactive carriers. Implications for the therapeutic decision. |
Convocatoria del Programa de Ayudas a Proyectos de Investigacion en VIH y VHC. (GLD13/00046).

e Collaboration with private companies and foundations:

Performance evaluation of a qPCR based point-of-care test (POCT) for blood-borne viral infections:
HCV, HIV and HTLV. Granted by Epistem, Inc., and Bill & Melinda Gates Foundation.

e Participation in translation activities:

The members of the working group participated in 12 international clinical trials.
e Participation in training and teaching activities:
The group has received during the year 2014 two pre-doctoral students in training.

Institution: Servicio Madrilefio de Salud
Contact: HOSPITAL LA PAZ - Paseo de la Castellana, 261. 28046 Madrid
Phone: (+34) 91 453 25 10 - E-mail: javiersamaniego@telefonica.net
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RESEARCH GROUPS

G0007
Programme: P1. Portal Hypertension and Cirrhosis -

Lead Researcher: Genesca Ferrer, Joan

Group members

STAFF MEMBERS: Chavarria Vilarasau, Laia | Garcia Lezana, Teresa.

ASSOCIATED MEMBERS: Augustin Recio, Salvador | Jacas Escarcelle, Carlos | Martell Pérez Alcalde, Maria |
Minguez Rosique, Beatriz | Vargas Blasco, Victor

Main lines of research

* Hepatic encephalopathy and portal hypertension: pathogenesis, diagnosis and treatment.
* Experimental models of hepatic encephalopathy and portal hypertension.
e Preclinical assessment of new therapies for cirrhosis complications.
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Most relevant scientific articles

e CorpoBa J., VENTURA-CoTs M., Simon-TaLERO M., Amoros A., Pavest M., Vitstrup H. et al. Characteristics, risk
factors, and mortality of cirrhotic patients hospitalized for hepatic encephalopathy with and without
acute-on-chronic liver failure (ACLF). Journal of Hepatology. 2014;60(2):275-281.

© ReverTer E., TanDoN P., AuGustiN S., Turon F., Casu S., Bastiampiieal R. et al. A MELD-based model to deter-
mine risk of mortality among patients with acute variceal bleeding. Gastroenterology. 2014;146(2):

® AuGuUsTIN S., Mitan L., Gonzatez A., MarTeLL M., GeLaserT A., SEGARRA A. et al. Detection of early portal
hypertension with routine data and liver stiffness in patients with asymptomatic liver disease: A pros-
pective study. Journal of Hepatology. 2014;60(3):561-569.

e Corooga J., VenTura-Cots M.. Drug-induced removal of nitrogen derivatives in urine: A new concept
whose time has come. Hepatology. 2014;59(3):764-766.

® Ezkurpia N., RAURELL |., RobriGuez S., GonzaLez A., Esteean R., Genesca J. et al. Inhibition of neuronal apop-
tosis and axonal regression ameliorates sympathetic atrophy and hemodynamic alterations in portal
hypertensive rats. PLoS ONE. 2014;9(1).

Highlights

During 2014, we have continued with a high number of collaborative research projects with other CIBER
groups and international groups, which have led to high impact publications. It is worth to mention
that the group has been awarded with a grant by the ISCIIIl for a national multicenter clinical trial in the
specific calll for independent clinical research.

Institution: Fundaciéon Hospital Universitari Vall d'Hebron - Institut De Recerca (VHIR)
Contact: Hospital Valle Hebrén - Passeig Vall D'hebron, 119-129 08035 Barcelona
Phone: (+34) 93 274 61 40 - E-mail: jgenesca@vhebron.net
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RESEARCH GROUPS

G0020
Programme: P1. Portal Hypertension and Cirrhosis

Lead Researcher: Ginés Gibert, Pere

Group members
STAFF MEMBERS: Castro Villa, Miriam | Fernandez Varo, Guillermo | Pavesi, Marco | Ribera Sabaté, Jordi |
Titos Rodriguez, Esther

ASSOCIATED MEMBERS: Bataller Arberola, Ramoén | Casals Mercadal, Gregori | Claria Enrich, Joan | Coll
Loperena, Mar | Fernandez Gomez, Javier | Graupera Garcia Mila, Isabel | Guevara Montserrat, Monica | Ji-
ménez Povedano, Wladimiro | Marfa Bruix, Santiago | Morales Ruiz, Manuel | Poblet, Roser | Rodrigo Torres,
Daniel | Sancho Bru, Pau | Sola Verges, Elsa | Van Berckel, Nicola

Main lines of research

* The pathophysiological function of endothelial cells in liver disease.
e Characterization of the lipid mediators in inflammation derived from the Kupffer cells.

e Translational research with liver samples from patients with chronic liver disease to study genetic ex-
pression.

e Study of liver damage in experiemental models, and in genetically modified mice.

» Pathogenesis, diagnosis and treatment of acute lier failure in patients with liver cirrhosis.

* Study of the pathophysiology and treatmet of complications in renal function in cirrhotic patients

» Study of the pathophysiology of hepatic encephalopathy in experimental animal models and in clinical
setting.

e Bacterial infections and liver diseases.
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Most relevant scientific articles

e Lee M.Y., Luciano A.K., AckaH E., Robricuez-Vitap J., Bancrorr T.A., Eichmann A. et al. Endothelial Akt1
mediates angiogenesis by phosphorylating multiple angiogenic substrates. Proceedings of the Natio-
nal Academy of Sciences of the United States of America. 2014;111(35):12865-12870.

* RopriGuez E., Eua C., Sola E., BArreTo R., Graupera |., Anpreatll A. et al. Terlipressin and albumin for type-1
hepatorenal syndrome associated with sepsis. Journal of Hepatology. 2014;60(5):955-961.

® Rius B., Titos E., Moran-SaLvapor E., Lorez-Vicario C., Garcia-ALoNso V., GonzaLez-Periz A. et al. Resolvin D1
primes the resolution process initiated by calorie restriction in obesity-induced steatohepatitis. FASEB
Journal. 2014;28(2):836-848.

e Lorez-Vicario C., GonzaLez-Periz A., Rius B., Moran-SaLvapor E., Garcia-Atonso V., Lozano J.J. et al. Mo-
lecular interplay between A5/A6 desaturases and long-chain fatty acids in the pathogenesis of non-
alcoholic steatohepatitis. Gut. 2014;63(2):344-355.

* BarreTo R, Eua C., Soia E., Moreira R., Ariza X., RopbriGuez E. et al. Urinary neutrophil gelatinase-asso-
ciated lipocalin predicts kidney outcome and death in patients with cirrhosis and bacterial infections.
Journal of Hepatology. 2014;61(1):35-42.

Highlights

Studies on ‘Acute-on-Chronic Liver Failure (ACLF) in the setting of the EASL-CLIF CONSORTIUM have
created 2 new scores useful to predict the prognosis of patients with ACLF.

Another field of research has been based on the study of AKI (Acute Injury Kideny) in patients with
cirrhosis. One study has demonstrated the efficacy of terlipressin and albumin in the treatment of type
1 HRS associated with bacterial infections, a new indication that had not been previously established.
Pere Ginés as a member of the International Ascites Club (IAC), is the author of a consensus document
for the diagnosis and management AKI in cirrhosis.

Restoration of the hepatic omega-6 to omega-3 fatty acid balance is a potential strategy for the
prevention of metabolic liver disease.

Administration of pro-resolving lipid mediators derived from omega-3 fatty acids potentiates the
beneficial effects of a calorie restriction diet in obesity—induced steatohepatitis.

A phosphoproteomics study in vascular endothelium has allowed us to characterize the phosphoproteome
of the Akt1 and Akt2 isoforms. Specifically, targets involved in vascular maintenance and development
are preferably phosphorylated by Akt1. We identified novel targets of Akt that may have therapeutic
potential.

The lack of a 5.9 kDa peptide of fibrinogen a chain is an early serum biomarker of fibrosis progression
in patients. In addition, we evaluated the therapeutic potential of novel agents that combine the safety
and biospecificity of nanoparticles with the antioxidant properties of cerium oxide and the efficacy of
selective vasopressin V1 receptor agonists.

Institution: Hospital Clinico y Provincial de Barcelona
Contact: Hospital Clinico y Provincial de Barcelona - Villarroel, 170. 08036 Barcelona
Tel.: (+34) 93 227 17 13
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RESEARCH GROUPS

G0086 .
Programme: P2. Viral Hepatitis

Lead Researcher: Gomez Castilla, Jordi

Group members

STAFF MEMBERS: Ariza Mateos, M Ascension | Perales Viejo, C. Belén
ASSOCIATED MEMBERS: Briones Llorente, Carlos | Domingo Solans, Esteban | Garcia Sacristan, Ana |

Main lines of research

Dr. Jordi Gémez Lab has been involved in : characterization of the RNA structure of messenger RNA coding
for the interferon alfa 5, which expression is liver specific, and to characterize its molecular mimicry with the
genomic RNA of the Hepatitis C virus; (2) the RNA structure of the 5" genomic region of HCV RNA in the
presence of the liver specific microRNA miR-122; (3) in collaboration with Drs, Esteban Domingo (CBM-SO)
and Juan Ignacio Esteban (Hosp. Vall d’ Hebron) we have evaluated the mutagenic effects of ribavirine on
the the 5’ genomic region of HCV, in cell culture, and also evaluated the mutagenic effects on viral RNA
recognition by stereospecifc factors, and (4) a collaboration with Dr. Carlos Briones, is described in the
following paragraph.

During 2013, the group of Dr. Carlos Briones at the Centro de Astrobiologia (CSIC-INTA) continued the
investigation of the structure/function relationships in the genomic RNA of hepatitis C virus (HCV). We have
deepened into the structural characterization of the long-range interaction between the 5" and 3" ends of
the HCV genome, and an article was published (online version in September 2013 and paper in January
2014) in collaboration with the group of Dr. Alfredo Berzal (IPBLN, CSIC) [1]. In parallel, we have extended a
collaborative study with Dr. Jordi Gémez (IPBLN, CSIC) in which a magnesium-induced RNA conformational
switch was described at the internal ribosome entry site (IRES) of HCV genome, thanks to the combined use
of atomic force microscopy (AFM) and molecular biology techniques [2]. Additionally, in 2013 Dr. Briones
was the Chairman of the Organizing and Scientific Committees of the Xl National Congress of Virology
(Burgos, June 9-12), in which the plenary session ‘Hepatitis B and C: from basic virology to clinical practice’
was organized in collaboration with the CIBERehd [http://cab.inta-csic.es/congresovirologiasev2013/index.
php/en.html].

[1] C. Romero-Lopez, A. Barroso-dellesus, A. Garcia-Sacristan, C. Briones y A. Berzal-Herranz. ‘End-to end cross-talk within
the Hepatitis C virus genome mediates the conformational switch of the 3'X-tail region’. Nucleic Acids Research 2014, 42:
567-582.

[2] A. Garcia-Sacristan, E. Lépez-Camacho, A. Ariza-Mateos, M. Moreno, R.M. Jaudenes, J. Gomez, J.A. Martin-Gago y C.
Briones. ‘A magnesium-induced RNA conformational switch at the internal ribosome entry site of hepatitis C virus genome

visualized by atomic force microscopy’. Article in revision.

In Esteban Domingo’s lab the main interest is to understand how quasispecies dynamics allows adaptation
of RNA viruses to changing environments, and to explore antiviral treatments that counteract the adaptive
capacity of viruses.

We follow clinical developments concerning anti-HCV treatments, as part of CIBERehd (a Spanish network
on hepatic diseases), with the objective of applying our conclusions with model systems in cell culture to the
improvement of antiviral treatments.
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Most relevant scientific articles

e Romero-Lorez C., Barroso-DeuJesus A., GARCIA-SACRISTAN A., Briones C., Berzal-Herranz A.. End-to-end
crosstalk within the hepatitis C virus genome mediates the conformational switch of the 30X-tail
region. Nucleic Acids Research. 2014;42(1):567-582.

* MoreNO E., QJosNEGROS S., GARCIA-ARRIAZA J., Escarmis C., DominGo E., Perates C.. Exploration of sequence
space as the basis of viral RNA genome segmentation. Proceedings of the National Academy of Scien-
ces of the United States of America. 2014;111(18):6678-6683.

* Perates C., BeacH N.M., SHetbon J., Domingo E.. Molecular basis of interferon resistance in hepatitis C
virus. Current Opinion in Virology. 2014,8:38-44.

® SHELboN J., BeacH N.M., MoreNo E., GaLLEGO |, PiNEIRO D., MARTINEZ-SALAS E. et al. Increased replicative fitness
can lead to decreased drug sensitivity of hepatitis C virus. Journal of Virology. 2014;88(20):12098-
12111.

e Cusero M., GreGori J., Estesan J.I., Garcia-Ceric D., Bes M., Perates C. et al. Identification of host and
viral factors involved in a dissimilar resolution of a hepatitis C virus infection. Liver International.
2014,34(6):896-906.

Highlights

The replicative and strucutral properties of RNA in the infection of by hepatitis C virus and resistance to
interferon treatment.

Institution: Agencia Estatal Consejo Superior de Investigaciones Cientificas
Contact: Instituto de Parasitologia y Biomedicina Lopez Neyra - Parque Tecnol. de Ciencias de la Salud.
Avda. Del Conocimiento, S/N. 18100 Granada - Phone: (+34) 958 181 647
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Programme: P3. Cholestasis and Metabolic Disorders

Lead Researcher: Gonzalez Gallego, Javier

Group members

STAFF MEMBERS: Crespo Gomez, Irene | Garcia Mediavilla, M Victoria.

ASSOCIATED MEMBERS: Jorquera Plaza, Francisco | Mauriz Gutiérrez, José Luis | Olcoz Gofi, José Luis |
Sanchez Campos, Sonia | Tuidn Gonzalez, Maria Jesus

Main lines of research

Development and validation of experimental models of liver and digestive disease.
Role of oxidative stress and inflammation in liver and gastrointestinal diseases.
Molecular mechanisms involved in development of steatosis in liver chronic diseases.

Most relevant scientific articles

Orbonez R., Carsajo-Pescapbor S., Prieto-DomingUEz N., Garcia-Palomo A., Gonzalez-GaLLeGo J., MAURZ
J.L.. Inhibition of matrix metalloproteinase-9 and nuclear factor kappa B contribute to melatonin
prevention of motility and invasiveness in HepG2 liver cancer cells. Journal of Pineal Research.
2014;56(1):20-30.

SAN-MiGUEL B., Crespo I, VaLLeio D., Awvarez M., PriETo J., GonzaLez-GaLLeGo J. et al. Melatonin modulates
the autophagic response in acute liver failure induced by the rabbit hemorrhagic disease virus. Journal
of Pineal Research. 2014;56(3):313-321.
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* Vauteio D., Crespo I., SaN-MiGueL B., Atvarez M., Prieto J., Tunon M.J. et al. Autophagic response in the
Rabbit Hemorrhagic Disease, an animal model of virally-induced fulminant hepatic failure. Veterinary
Research. 2014;45(1).

* PiSONERO-VAQUERO S., Garcia-Mebiavitta M.V, JorQuera F., Masano P.L., BENeT M., Jover R. et al. Modulation
of PI3K-LXRa-dependent lipogenesis mediated by oxidative/nitrosative stress contributes to inhibition
of HCV replication by quercetin. Laboratory Investigation. 2014;94(3):262-274.

e Mauriz E., Carsaso-Pescapor S., Orbonez R., GArcia-Fernanpez M.C., Mauriz J.L., LecHuca L.M. et al. On-line
surface plasmon resonance biosensing of vascular endothelial growth factor signaling in intact-human
hepatoma cell lines. Analyst. 2014;139(6):1426-1435.

Highlights
e Publications 1stdecil: 4 e Publications 1stquartile: 6 e IF total: 30.456
e N° projects/contract: 8
e Public funding: €64.913
e Private funding: €30.304
e Multicentric clinical trials: 5
e Collaborations CIBERehd: José V Castell (Valencia); Ricardo Moreno (Madrid); Jesus M? Prieto (Navarra).
e Collaborations other CIBER: Laura M Lechuga (CIBERbbn, Barcelona).

RELEVANT PROJECTS:

“Estudio del efecto del tratamiento con quercetina y del trasplante de microbiota intestinal en modelos
experimentales de higado graso no alcohdlico”. Ministerio de Economia y Competitividad. 2014-
2016. o “Efecto de flavonoides sobre el desarrollo de esteatosis, esteatohepatitis y hepatocarcinoma
en modelos in vivo e in vitro de NAFLD"”. Programa de apoyo a proyectos de investigacién, Consejeria
de Educacién JCyL. 2014-2016. e “Extraccion y purificacion de compuestos bioactivos presentes en
hongos comestibles. Evaluacion de su actividad inmunomoduladora y/o antibacteriana, in vitro e in
vivo”. Plan Nacional I+D+i 2013-2015. e “Eficacia de la glutamina en la prevencién de enteritis radica
aguda y su efecto sobre el estrés oxidativo”. Gerencia Regional de Salud JCyL. 2011-2014. e “Efecto
de moléculas antioxidantes sobre la progresiéon de NAFLD a hepatocarcinoma”. Fundacion Investiga-
cion Sanitaria. 2013-2014. @ “Nuevas opciones terapéuticas en la fibrosis hepatica: estudios in vivo e in
vitro”. Fundacién Investigacion Sanitaria. 2014. e “Estudios de nuevas estrategias para el tratamiento
del hepatocarcinoma: Papel de la autofagia”. Sandoz. 2014. e “Estudio de nuevas estrategias para el
tratamiento de la fibrogénesis en patologias hepaticas: Papel de la autofagia”. CombinoPharm. 2014.

THESES

e "Efecto de la melatonina sobre la autofagia, el estrés del reticulo endoplasmatico y la apoptosis en el
fallo hepatico agudo inducido por el virus de la enfermedad hemorragico del conejo”. Daniela Vallejo.
Directores: M? Jesus Tuidn/Marcelino Alvarez Sobresaliente “Cum Laude” (Mencion Internacional).

e "Estudio de los mecanismos patogénicos de la hepatitis C y su relacion con el desarrollo de esteatosis.

Efecto de un tratamiento antioxidante con flavonoides”. Sandra Pisonero. Directores: Sonia Sdnchez-
Campos/M? Victoria Garcia-Mediavilla. Sobresaliente “Cum Laude”.

Institution: Universidad de Ledn
Contact: Phone: (+34) 987 291 258 - E-mail: jgonga@unileon.es
Website: institutobiomedicina.unileon.es
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Programme: P1. Portal Hypertension and Cirrhosis
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Lead Researcher: Guarner Aguilar, Carlos

Group members

STAFF MEMBERS: Pavel, Oana | Sdnchez Ardid, Elisabet.

ASSOCIATED MEMBERS: Roman Abal, Eva M? | Soriano Pastor, German | Torras Colell, Javier | Villanueva
Sanchez, Candido

Main lines of research

Experimental research:

* Experimental rat model of cirrhosis and ascites.

* Mechanisms and prevention of bacterial translocation in rats with cirrhosis.

 Experimental model of spontaneous and induced bacterial peritonitis: physiopathology and treatment.
Clinical investigation:

* Physiopathology, diagnosis, treatment and prevention of bacterial infections, ascites and hepatorenal
syndrome in cirrhosis.

e Diagnosis and treatment of hepatic encephalopathy in cirrhosis.

 Physiopathology, diagnosis, treatment and prevention of digestive haemorrhage due to portal hyper-
tension of non-varicose origin.
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Most relevant scientific articles

e CuUENCA S., SANCHEz E., SanTiaco A., EL KHaDER I., Panba S., VipaL S. et al. Microbiome composition by
pyrosequencing in mesenteric lymph nodes of rats with CCl4-induced cirrhosis. Journal of Innate
Immunity. 2014;6(3):263-271.

* RopriGuez E., Eua C., Sola E., BArreTo R., Graupera |., Anpreatll A. et al. Terlipressin and albumin for type-1
hepatorenal syndrome associated with sepsis. Journal of Hepatology. 2014;60(5):955-961.

® PuenTe A., HernaNDEZ-GEA V., GRAUPERA |., Roque M., Cotomo A., Poca M. et al. Drugs plus ligation to pre-
vent rebleeding in cirrhosis: An updated systematic review. Liver International. 2014;34(6):823-833.

* Roman E., Torrapes MA.T., NabaL Ma.J., Caroenas G., Nieto J.C., VipaL S. et al. Randomized pilot study:
Effects of an exercise programme and leucine supplementation in patients with cirrhosis. Digestive
Diseases and Sciences. 2014;59(8):1966-1975.

e CoNcercioN-MARTIN M., Gomez-Ouva C., Juanes A., Diez X., Prieto-AtHamsra D., Torras X. et al. Somatos-
tatin for prevention of post-ERCP pancreatitis: A randomized, double-blind trial. Endoscopy. 2014.

Highlights

The Group CIBEREHD IP Dr. Carlos Guarner has had great scientific activity in clinical and basic lines.
Emphasize collaboration with groups of CIBEREHD (Drs. Arroyo, Bosch, Cérdoba, Genesca, Albillos,
Such, Andrade, F. Guarner) of CIBERNED (Dr. Kulisevsky) and CIBERER (Dr. Diaz-Way).

Among the published results highlight the clinical hepatic encephalopathy field show that an exercise
program in patients with cirrhosis without ascites is safe, functional capacity increases and improves
quality of life.

In clinical field of portal hypertension we completed the analysis of PRAKO study, which shows that a
guided hemodynamic monitoring treatment improves the effectiveness of the current first-line therapy
(with B-blockers and endoscopic ligation) for the prevention of variceal rebleeding.

Has been extended PREDESCI study to assess the prevention of decompensation in cirrhosis by treating
portal hypertension, with new FIS. Has completed the corresponding manuscript to study development
of hyperdynamic circulation and response to B-bloquenates at different stages of compensated cirrhosis
with subclinical and clinically significant portal hypertension.

In the experimental field, we have published the probiotic VSL # 3 improves the intestinal barrier, reduces
bacterial translocation and modulates the proinflammatory state in rats with cirrhosis. This study has
allowed to initiate a randomized double-blind trial to evaluate the effect of VSL # 3 on the inflammatory
response and cognitive status in cirrhotic patients.

In an experimental study on bacterial translocation determined by pyrosequencing technique we found
that in cirrhotic and normal rats bacterial load present in the mesenteric lymph nodes was similar, but
less diversity was observed in cirrhotic. The study is ongoing.

We have organized two continuing education courses, led by IP: XCVII Course of the School of Digestive
Pathology and XXXI Course of deep sedation with propofol for endoscopists.

We have participated in 14 projeects and clinical assays in 2014.
The Dra. A. Puente presented his Doctoral Thesis being the co-director Dr. C. Villanueva of our group.

Institution: Instituto de Investigacion del Hospital de la Santa Cruz y San Pablo
Contact: Inst. de Inv. del Hospital de la Santa Cruz y San Pablo - S Antoni M? Claret 167.
08025 Barcelona - E-mail: cguarner@santpau.cat
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G0062
Programme: P6. Gastrointestinal Inflammation
and Motility

Fi

Vall d'Hebron ~ _Valld
dall d

Lead Researcher: Guarner Aguilar, Francisco

Group members

STAFF MEMBERS: Varela Castro, Encarnacion.

ASSOCIATED MEMBERS: Antolin Mate, Maria | Borruel Sainz, Natalia | Casellas Jorda, Francisco | Mani-
chanh, Chaysavanh | Molero Richard, Francesc Xavier | Vilaseca Momplet, Jaime

Main lines of research

e Investigation of complex microbial communities by high-thruput sequencing and bioinformatics
* Host-microbe interactions at the mucosal immune system

* Quality of life in chronic gastrointestinal diseases

* Epidemiology of chronic pancreatitis: genetic and environmental factors

 Experimental models of pancreatic cancer
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Most relevant scientific articles

e ManicHANH C., Eck A., Vareta E., Roca J., Ciemente J.C., Gonzatez A. et al. Anal gas evacuation and colonic
microbiota in patients with flatulence: Effect of diet. Gut. 2014;63(3):401-408.

e Hiie C., Guarner F., Rep G., Gieson G.R., Merensten D.J., PoT B. et al. Expert consensus document:
The international scientific association for probiotics and prebiotics consensus statement on the sco-
pe and appropriate use of the term probiotic. Nature Reviews Gastroenterology and Hepatology.
2014;11(8):506-514.

o LiJ, WanG J., Jia H., Cal X., ZHoNG H., Fing Q. et al. An integrated catalog of reference genes in the
human gut microbiome. Nature Biotechnology. 2014;32(8):834-841.

* NietseN H.B., Atmeiba M., Juncker A.S., Rasmussen S., LiJ., Sunagawa S. et al. Identification and assembly of
genomes and genetic elements in complex metagenomic samples without using reference genomes.
Nature Biotechnology. 2014;32(8):822-828.

o CENDROWSKI J., SANCHEZ-AREVALO LoBo V.J., SENDLER M., Satas A., Kukn J.-P., Motero X. et al. Mnk1 is a novel
acinar cell-specific kinase required for exocrine pancreatic secretion and response to pancreatitis in
mice. Gut. 2014.

Highlights

In 2014, we completed a catalog of 10 million non-human genes that coexist with humans as part of the
living entities that colonize the gastrointestinal tract, in a symbiotic relationship with the human body.
The catalog includes genes from bacteria, archaea, yeasts, viruses and protists, and was achieved by
metagenomic sequencing of samples from 1300 individuals from Spain, Denmark, France, Italy, China
and the United States. It is one of the achievements resulting from our participation in the International
Human Microbiome Consortium, and will become a highly valuable tool for fully understanding
metabolic and trophic functions provided by the human gut microbiota.

Institution: Fundacion Hospital Universitari Vall d'Hebron - Institut De Recerca (VHIR)
Contact: Hospital Vall d'Hebron. Passeig Vall d'Hebron, 119-129. 08035 Barcelona.
E-mail: fguarner@vhebron.net - Website: www.vhir.org
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RESEARCH GROUPS

G0066

Programme: P6. Gastrointestinal Inflammation
and Motility

. i L4

Lead Researcher: Lanas Arbeola, Angel

Group members

STAFF MEMBERS: Arechavaleta Tabuenca, Samanta P. | Jiménez Molinos, Pilar.

ASSOCIATED MEMBERS: Arroyo Villarino, Marfa Teresa | Baptista, Pedro Miguel | Benito Ruesca, Rafael |
Casado Arroyo, Rubén | Ferrandez Arenas, Angel | Garcia Gonzalez, Maria Asuncion | Gomollon Garcia,
Fernando | Ortego Fernandez de Retana, Francisco Javier | Piazuelo Ortega, Elena | Roncales Casado, Pilar |
Sainz Samitier, Ricardo | Sopefia Biarge, Federico | Sostres Homedes, Carlos | Strunk Groot, Mark

Main lines of research

* DISEASES OF THE DIGESTIVE TRACT ASSOCIATED WITH ACID INHIBITION OF COX OR H. PYLORI INFECTION
e |dentification of environmental and genetic risk factors for injuries and complications of gastro-intestinal
mucosa, development of prevention and treatment strategies. e Biological and molecular mechanisms of
neoplastic progression in Barrett's esophagus: identification of new biomarkers and therapeutic targets for
chemoprevention. e Identification of effective bactericide compounds against Helicobacter pylori infection.
GENETIC AND ENVIRONMENTAL DETERMINANTS INVOLVED ON INFLAMMATORY OR TUMOUR PROCES-
SES OF THE DIGESTIVE TRACT e Genetic susceptibility and Helicobacter pylori infection associated with the
development and prognosis of gastric cancer. e Study of the genetic basis of susceptibility to hereditary and
familial colon cancer. e Diagnostic and Therapeutic Targets. STEM CELLS AND CELL THERAPY FOR DIFFERENT
DIGESTIVE AND LIVER GASTROINTESTINAL DISEASES. e Identification, separation and molecular characteriza-
tion of cancer stem cells in esophageal cancer. ® Optimization of isolation and culture of human hepatocytes
to be used for cell therapy source. Investigation of the role of bone marrow stem cells in liver regeneration in
different human models of disease. ® Bioengineering of organs and tissues (hepatic and pancreatic). Cellular
therapies are being developed in patients, in a clinic level just like expansion of human stem cells of fetal
and adult liver. IDENTIFICATION OF BIOACTIVE COMPOUNDS AGAINST PROTEIN TARGETS RELATED WITH
DIGESTIVE PATHOLOGIES. Transport and selective release by using multifunctional nanoparticles and nanos-
phere/nanoaggregated polymers e Selected targets are associated with colon cancer (BFT), pancreatic cancer
(NUPR1), Clostridium difficile infection (DPC) and viral hepatitis C (HCV NS3 protease). We work with gold
nanoparticles (NP) as nanospheres /nanoclusters of polymers for drug transport and release.
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Most relevant scientific articles

o Lanas A, CarRerA-LASFUENTES P, ArGUEDAS Y, Garcia S, Buianpba L, Calver X et al. Risk of Upper and Lower Gas-
trointestinal Bleeding in Patients Taking Nonsteroidal Anti-inflammatory Drugs, Antiplatelet Agents, or An-
ticoagulants.Clinical gastroenterology and hepatology : the official clinical practice journal of the American
Gastroenterological Association. 2014,

* Lanas A., Sostres C.. PPl therapy: The small bowel, low-dose aspirin and PPIs-Should we be concerned?. Nature
Reviews Gastroenterology and Hepatology. 2014;11(8):458-460.

® PATRIGNANI P., TacconeLL S., Piazueto E., Di Francesco L., Dovizio M., Sostres C. et al. Reappraisal of the clinical phar-
macology of low-dose aspirin by comparing novel direct and traditional indirect biomarkers of drug action.
Journal of Thrombosis and Haemostasis. 2014;12(8):1320-1330.

o Castewts A., Quintero E., Alvarez C., Busanpa L., CusieLta J., Satas D. et al. Rate of Detection of Advanced Neo-
plasms in Proximal Colon by Simulated Sigmoidoscopy vs Fecal Immunochemical Tests. Clinical Gastroentero-
logy and Hepatology. 2014;12(10):1708-1716.

e Atonso A, DomeNecH E, JuuA A, Panes J, Garcia-SAncHez V, MaTeu PN et al. Identification of Risk Loci for Crohn's
Disease Phenotypes Using a Genome-Wide Association Study.Gastroenterology. 2014.

Highlights

PROJECTS

* Angel Lanas. Evaluation of the effectiveness of flavodixin inhibitors in the eradication of Helicobacter Pylori
infection in an experimental animal model in m. gerbils. PI11/02578. e Fernando Gomollén. Eurpean pro-
ject. Inflammatory Bowel Disease CHARACTERization by a multi-modal integrated biomarker study. Project
acronym: IBD-CHARACTER, Grant agreement no: 305676. ® Angel Lanas. European Project. CANCER12-
014-PREDICT. Personalized prevention of colorectal neoplasia by use of genetic variability for the prediction
of efficacy and toxicity of treatment with COX-2 inhibitors and aspirin. Coordinador del proyecto Dr. Aber
NADIR. e Angel Lanas. Acetil salicilic acid and platelets in colon cancer. PI14/01218 e Elena Piazuelo. Proton
transport inhibition for chemoprevention and treatment of esophageal adenocarcinoma. PI114/01931 e Angel
Lanas. Acetylsalicylic acid and colorectal cancer prevention: Exploring the platelet function of its mechanism
of action. Bayer International. 2014 e Elena Piazuelo. Epigenetic changes in the progression of Barrett's
esophagus to esophageal adenocarcinoma: application to the identification of high risk patients. PI11/02089

e Fernando Gomollon. An Open-Label, Multicenter, Efficacy and Safety Study to Evaluate Two Treatment
Algorithms in Subjects with Moderate to Severe Crohn's Disease.(CALM). Phase lll. e Fernando Gomollon.
A multicenter, randomized, double-blind study to evaluate the efficacy and safety of two Adalimumab in-
duction regimens in subjetcts with moderately to severely active Crohn’s disease and evidence of mucosal
ulceration. Phase lll. ® Fernando Gomollon. A Double-Blind, Randomized, Multicenter Study of Higher Versus
Standard Adalimumab Dosing Regimens for Induction and Maintenance Therapy in Subjects with Moderately
to Severely. Phase lll. ® Fernando Gomollon. A Long-Term Non-Interventional Registry to Assess Safety and
Effectiveness of HUMIRA® (Adalimumab) in Patients with Moderately to Severely Active Ulcerative Colitis
(UQ).

AWARDS

e || Prize “Il Contest to Innovation” HCU Lozano Blesa. Innovative project: “Adequacy of waiting lists by
management of agendas”. M? Teresa Arroyo Villarino.

Institution: Instituto Aragonés de Ciencias de la Salud
Contact: Hospital Clinico Universitario Lozano Blesa - Avda. San Juan Bosco 15. 50009 Zaragoza.
Tel.: (+34) 976 765 786 - E-mail: alanas@unizar.es - http://www.ciberisciii.es/grupo?id=16107
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Programme: P3. Cholestasis and Metabolic Disorders
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Lead Researcher: Martin Sanz, Paloma

Group members
ASSOCIATED MEMBERS: Bosca Gomar, Lisardo | Casado Pinna, Marta | Mayoral Mofiibas, Rafael

Main lines of research

* Dual role of COX-2 in liver pathology. IIBM, CSIC-UAM.

e Role of caveolin in proliferation and liver regeneration. IIBM, CSIC-UAM. Universidad de California,
San Diego, UCSD.

» Autophagic flux and endoplasmic reticulum stress during development of NAFLD. [IBM, CSIC-UAM,
Instituto de Investigacion Sanitaria Princesa y Ciberdem.
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Most relevant scientific articles

e Traves P.G., Parpo V., PIMENTEL-SANTILLANA M., GonzaLez-RopriGuez A., Mosena M., Rico D. et al. Pivotal role
of protein tyrosine phosphatase 1B (PTP1B) in the macrophage response to pro-inflammatory and
anti-inflammatory challenge. Cell Death and Disease. 2014;5(3).

e GonzaLez-RobriGuez A., MavoraL R., Acra N., VaLbecantos M.P., Paroo V., Miquitena-Colina MLE. et al.
Impaired autophagic flux is associated with increased endoplasmic reticulum stress during the develo-
pment of NAFLD. Cell Death and Disease. 2014;5(4).

® Moreno-CAceres J., Caia L., Mainez J., MayoraL R., MARTIN-SaNz P., Moreno-Vicente R. et al. Caveolin-1 is
required for TGF-B-induced transactivation of the EGF receptor pathway in hepatocytes through the
activation of the metalloprotease TACE/ADAM17. Cell Death and Disease. 2014;5(7).

© PIMENTEL-SANTILLANA M., TrAVES P.G., Perez-Sen R., Deuicabo E.G., MaRTIN-SaNz P., Miras-PortucaL M.T. et al.
Sustained release of prostaglandin e2in fibroblasts expressing ectopically cyclooxygenase 2 impairs
p2y-dependent ca2+-mobilization. Mediators of Inflammation. 2014;2014.

Highlights

During 2014, we have focused on studying the autophagic flux and endoplasmic reticulum stress during
the development of NAFLD in collaboration with Carmelo Garcia Monzon del Ciberehd and Angela
Valverde from Ciberdem. Our study demonstrated that autophagic flux is impaired in livers from both
patients and murine models of NAFLD, as well as in long-term palmitate-loaded hepatocytes, providing
evidences that disruption of autophagy could be due to elevated endoplasmic reticulum stress leading
to apoptosis. Our results strongly suggest that therapies aimed to restore the autophagic flux might
prevent or attenuate the progression of NAFLD.

A collaborative study with Isabel Fabregat from IDIBELL has examined the role of Cav-1 in the
antiapoptotic signals induced by TGF-B in hepatocytes. Cav-1 is required for TGF-B-mediated activation
of the metalloprotease TACE/ADAM17 that is responsible for shedding of EGFR ligands and activation
of the EGFR pathway, which counteracts the TGF-B pro-apoptotic effects. Therefore, Cav-1 contributes
to the pro-tumorigenic effects of TGF-B in liver cancer cells.

Our group has also focused its work on studying the role of macrophages in the pathophysiology of
major organs. Again with Angela Valverde, we have studied the role of protein tyrosine phosphatase 1B
(PTP1B) in the macrophage response to pro-inflammatory and anti-inflammatory challenge indicating
that the broad use of PTP1B inhibitors, although with potential benefits for the treatment of diabetes, it
accentuates pro-inflammatiry responses compromising at least macrophage viability and pro-resolution
balance.

Finally, our results showed that the sustained release of prostaglandin E2 in fibroblasts impairs purinergic
receptor P2Y-dependent Ca2+ mobilization. The inhibition of P2Y responses by PGE2 involves the
activation of PKCs and PKD. Our data extend previous work in macrophages and suggest that this
communication between PGs and P2 signaling in macrophage and fibroblasts contribute to the
regulation of inflammatory response and repair of tissue damage.

Institution: Agencia Estatal Consejo Superior de Investigaciones Cientificas
Contact: Instituto de Investigaciones Biomédicas Alberto Sols - C/ Arturo Duperier 4. 28029 Madrid
Phone: (+34) 91 497 27 46 - E-mail: pmartins@iib.uam.es
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RESEARCH GROUPS

G0077
Programme: P4. Immunology and liver transplantation

Lead Researcher: De la Mata Garcia, Manuel

Group members

STAFF MEMBERS: Ferrin Sdnchez, Gustavo.

ASSOCIATED MEMBERS: Barrera Baena, Pilar | Bricefio Delgado, Francisco Javier | Gonzalez Galilea, Angel
| Gonzélez Ojeda, Raul | Hervas Molina, Antonio José | Lopez Cillero, Pedro | Montero Alvarez, José Luis |
Naranjo Rodriguez, Antonio | Poyato Gonzalez, Antonio | Rodriguez Perdlvarez, Manuel Luis

Main lines of research
e Liver transplant. Donor-receptor matching.
* Hepatocellular carcinoma. Identification of biomarkers.
* Hepatocellular damage. Mechanisms of cytoprotection.
e Viral hepatitis.
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Most relevant scientific articles

* RobriGUEZ-PErALVAREZ M., Manousou P., LeruT J., De LA MaTa M., BurroucgHs A.K.. How much immunosup-
pression is needed after liver transplantation?. Clinical Transplantation. 2014;28(1):6-7.

* RopriGUEz-PeraLvAREZ M., De La MaTa M., BurrouaHs A.K.. Liver transplantation: Immunosuppression and
oncology. Current Opinion in Organ Transplantation. 2014;19(3):253-260.

® FerrIN G., RancHAL |, Liamoza C., RobriGuez-PeraLvarez M.L., Romero-Ruiz A., Acuitar-MEeLero P. et al. Iden-
tification of candidate biomarkers for hepatocellular carcinoma in plasma of HCV-infected cirrhotic
patients by 2-D DIGE. Liver International. 2014;34(3):438-446.

* Herencia C., ALMADEN Y., FErRRIN G., MARTINEZ-RoMERO R., DE LA MaTa M., Ciria R. et al. Cardiotrophin-1 de-
creases liver apoptosis through calpastatin induction. Journal of Surgical Research. 2014.

Highlights

One of our main research lines is the influence of the immunosuppressor regime in the recurrence of
hepatocarcinoma after liver transplant. Our results have shown that higher levels of calcineurin inhibitors
during the first month after liver transplant were associated with a higher risk of tumor recurrence. These
results have been published in several articles in journals of high impact factors. It should be pointed out
the paper entitled “Reduced exposure to calcineurin inhibitors early after liver transplantation prevents
recurrence of hepatocellular carcinoma”, published in Journal of Hepatology, that has been awarded
by IMIBIC as the most outstanding article in 2014 and with the Xl “premio nacional de investigacién
del llustre Colegio Oficial de Médicos de Cérdoba”. Beside, our group has obtained funding from ISCIII
to follow the research in this field, carrying out the project entitled “Relevance of the immune system
activation to eliminate circulating tumor cells and preventing recurrence of hepatocellular carcinoma
after liver transplantation”.

As a result of the FIS project entitled “Proteomics approach to identification and validation of new
molecular markers of diagnosis and progression of hepatocellular carcinoma”, our group has identified
4 plasma biomarkers for the diagnosis of hepatocarcinoma in patients with cirrhosis related to HCV. Our
results have been published in the first quartile journal, Liver International, and they have produced as a
result the patent of a diagnosis blood method for detecting the hepatocarcinoma in patients with HCV.

Finally, it should be pointed out our contribution to the clnical guide entitled “Libro Blanco de la
Hepatologia en Espana”.

Institution: Fundacion para la Investigacion Biomédica de Cérdoba (FIBICO)
Contact: Hospital Universitario Reina Sofia - Edificio Consultas Externas 22 Planta Medicina interna.
14004 Cérdoba - E-mail: mdelamatagarcia@gmail.com
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G0017
Programme: P3. Cholestasis and Metabolic Disorders

Lead Researcher: Mato De la Paz, José M?

Group members

STAFF MEMBERS: Fernandez Ramos, David | Gonzalez Lahera, Aintzane | Royo Lopez, Felix Miguel | Varela
Rey, Marta.

ASSOCIATED MEMBERS: Abrescia, Nicola Gerardo | Aransay Bafares, Ana Maria | Beraza Aguilar, Naiara |
Elortza Basterrika, Felix | Falcon Pérez, Juan Manuel | Martinez Chantar, Maria Luz

Main lines of research

At present, the aim of our work is to study metabolic alterations as a tool and target for the detection,
prevention and treatment of nonalcoholic steatohepatitis (NASH) including its progression to liver cirrhosis
and cancer. To this end, we utilize state-of-the-art metabolomic, proteomics, genomic, structural biology
and molecular imaging technologies together with biological systems of increasing complexity, including
cellular systems, genetic engineered mouse models and human prospective studies. The specific areas of
research are:

* We investigate the regulation of S-adenosylmethionine (SAMe) biosynthesis in mammalian cells and

the function of SAMe in fatty liver disease, liver cirrhosis, and cancer.

* New molecular mechanisms in the development and progression of nonalcoholic fatty liver disease
(NAFLD) to liver cancer: unraveling the impact of the post-translational modifications.

* Application of “omics” technologies to the study of the composition and function of hepatic exoso-
mes: application to the identification of new noninvasive biomarkers of liver diseases.

e Structural virology of envelope and lipid-containing viruses: host-recognition and assembly.

* We offer state-of-the-art technological services in genomics, proteomics and metabolomics to all
members of CIBERehd.
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Most relevant scientific articles

o VARELA-REY M., [RUARRIZAGA-LEJARRETA M., Lozano J.J., Aransay A.M., Fernanpez AF., Lavin J.L. et al. S-ade-
nosylmethionine levels regulate the schwann cell DNA methylome. Neuron. 2014;81(5):1024-1039.

® GArcia-RopriGuEz J.L., BARBIER-TORRES L., FERNANDEZ-ALVAREZ S., GUTIERREZ-DE JUAN V., MonTE M.J., HaLBASIC E.
et al. SIRT1 controls liver regeneration by regulating bile acid metabolism through farnesoid X recep-
tor and mammalian target of rapamycin signaling. Hepatology. 2014;59(5):1972-1983.

e Salazar M., Lorente M., GARCIA-TaBOADA E., Perez Gowmez E., Davita D., Zunica-Garcia P. et al. Loss of
Tribbles pseudokinase-3 promotes Akt-driven tumorigenesis via FOXO inactivation. Cell Death and
Differentiation. 2014.

* Grapita AC, GonzAtez E, Seno |, Anprés G, BiscHorr M, GonzALez-MEenpez L et al. Exosomes as Hedgehog
carriers in cytoneme-mediated transport and secretion.Nature communications. 2014;5:5649.

* AzkarGorTA M., Wostas M.N., Asrescia N.G.A., ELortza F.. Lysine methylation mapping of crenarchaeal
DNA-directed RNA polymerases by collision-induced and electron-transfer dissociation mass spectro-
metry. Journal of Proteome Research. 2014;13(5):2637-2648.

Highlights

e Our group coordinates the project titled “Understanding obesity, metabolic syndrome, type 2 diabetes
and fatty liver disease: a multidisciplinary approach” (JM Mato y ML Martinez-Chantar). This is one of
the three projects funded by the ISCIII (Proyectos Integrados de Excelencia) with the participation of
12 groups belonging to CIBERSAM, CIBERDEM, CIBEROBN and CIBEREHD.

e The project titled “A study of the biogenesis and tissue distribution of exosomes to develop new the-
rapeutic agents” by Dr. Juan Manuel Falcén is funded by Fundacion Ramon Areces.

e Dr. Félix Elortza and Dr. Juan Manuel Falcon participate in the project MICROXOM (Development of a
new technology for the collection of different subpopulations of exosomes from body fluids) founded
by the Basque Government.

e The genome analysis platform, headed by Dr. Ana M Aransay, achieves a total of 63 services (more
than 2300 samples) to 31 different users, which considered whole genome and customized genoty-
ping by arrays, gene expression studies by arrays and massive-sequencing, as well as metilome and
exome sequencing from different species.

e The project titled “Prohibitin 1 in liver injury and cancer” by Dr. José M Mato and Dr. M Luz Martinez-
Chantar is funded by the NIH, USA.

Institution: CIC BIOGUNE
Contact: CIC BIOGUNE. Parque Tecnoldgico de Bizkaia Edificio 800 - Phone: (+34) 94 657 25 17
E-mail: jmmato@cicbiogune.es - Website: www.cicbiogune.es
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G0067 . :
Programme: P3. Cholestasis and Metabolic Disorders

Lead Researcher: Medina Cabrera, Juan Francisco

Group members

STAFF MEMBERS: Arcelus Echavarri, Sara | Portu Garcia, Ainhoa

ASSOCIATED MEMBERS: Concepcion Gonzalez, Axel Rolando | Garcia Gonzalez, Javier Nicolas | Lopez
Martinez, Maria | Rodriguez Ortigosa, Carlos Manuel | Saez de Blas, Elena | Sarvide Plano, Sarai

Main lines of research
* Molecular genetics of intrahepatic cholestasis; the role of the AE2 anion exchanger in the etiopatho-
genesis of primary biliary cirrhosis (PBC); effects of ursodeoxycholic acid in PBC and AE2.

e Analysis of hepatic and immunologic phenotypes of the Ae2-deficient mice (in collaboration with Dr.
Oude Elerink, AMC, Amsterdam).

* Role of NO species for the choleretic effect of ursodeoxycholic acid and other bile salts; role of protein
nitrosylation for the regulation of the synthesis of bile acids.

e Involvement of bile acids in liver regeneration.
e Effects of IGF-I on an animal model of primary sclerosing cholangitis.
* Analysis of the purinome in the biliary tree (in collaboration with Dr. M. Pastor-Anglada, CIBERehd).
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Most relevant scientific articles

* RopriGUEZ-ORTIGOSA C.M., CeLay J., Ouivas ., Juanarena N., ArceLus S., URARTE |. et al. A GAPDH-mediated
trans-nitrosylation pathway is required for feedback inhibition of bile salt synthesis in rat liver. Gas-
troenterology. 2014;147(5):1084-1093.

* ConcepcioN A.R., Satas J.T., SArviDe S., Saez E., Ferrer A., Lorez M. et al. Anion exchanger 2 is critical for
CD8+ T cells to maintain pHi homeostasis and modulate immune responses. European Journal of Im-
munology. 2014;44(5):1341-1351.

* Gopov V., Banates J.M., Mebina J.F., Pastor-AnGLADA M. Functional crosstalk between the adenosine trans-
porter CNT3 and purinergic receptors in the biliary epithelia. Journal of Hepatology. 2014;61(6):1337-
1343.

e ConcepcioN A.R., Loprez M., ARDURA-FABREGAT A., MepiNa J.F.. Role of AE2 for pHi regulation in biliary
epithelial cells. Frontiers in Physiology. 2014;4 JAN.

Highlights

Our data related to the role of protein nitrosylation for the regulation of the synthesis of bile acids may
open a new area of research thus far unexplored. We may therefore envision that the impact of our
publication in Gastroenterology by Rodriguez-Ortigosa et al. will increase steadily.

Something equivalent may be said regarding our publications in Eur J.Immunol y J. Hepatol (Concepcion
et al. and Godoy et al., respectively).The first one uncovers the mechanism by which the Ae2 deficiency
leads to lymphocyte immunoreactivity (an aspect putatively relevant for PBC). The second publication (by
Godoy et al.) describes the purinome and its function in the bile-duct epithelial cells.

Institution: Fundacion para la Investigacion Médica Aplicada
Contact: Fund. para la Investigacion Médica Aplicada - Avda. Pio XII, 55. 31008 Pamplona
E-mail: jfmedina@unav.es - Website: https://www.cima.es/areas/terapia-genica-y-hepatologia
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G0011 i
Programme: P4. Immunology and liver transplantation

Lead Researcher: Navasa Anadon, Miquel Angel

Group members
STAFF MEMBERS: Martinez Picola, Marta | Massip Salcedo, Marta | Millan Lépez, Olga | Mufioz Luque,
Javier

ASSOCIATED MEMBERS: Brunet Serra, Mercedes | Fondevila Campo, Constantino | Garcia-Valdecasas Sal-
gado, Juan Carlos | Peralta Uroz, Carmen | Rosello Catafau, Joan | Sanchez Fueyo, Alberto

Main lines of research
e Aloimmune response and immunosuppression. A new project will start aimed at evaluating the effect
of alloreactivity on the evolution of the graft FISS: PI14/01055.

e Ischemic reperfussion injury. evaluation of new ways of graft preservation. Brain death and its role in
the ischemic preservation injury.

e Hepatitis C recurrence. Study of fibrosis regression after antiviral treatment. FISS: PI14/01055.

e Complications of immunosuppression. Evaluation of a new protocol of immunosuppression: the effect
on graft rejection and kidney failure.
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Most relevant scientific articles

e BoHNE F., Lonoono M.-C., Benitez C., MiQueL R., MarTiNEz-LLorDELLA M., Russo C. et al. HCV-induced im-
mune responses influence the development of operational tolerance after liver transplantation in
humans. Science Translational Medicine. 2014;6(242).

e Euas-Miro M., Menpes-Braz M., Cereno R., ViLLarroya F., Jimenez-Castro M.B., Gracia-SancHo J. et al. Re-
sistin and visfatin in steatotic and non-steatotic livers in the setting of partial hepatectomy under
ischemia-reperfusion. Journal of Hepatology. 2014,;60(1):87-95.

® MariNo Z., Mensa L., Crespo G., Miquet R., BRuGuera M., Perez-DeL-PutGar S. et al. Early periportal sinusoi-
dal fibrosis is an accurate marker of accelerated HCV recurrence after liver transplantation. Journal of
Hepatology. 2014,61(2):270-277.

¢ Jimenez-Castro M.B., Merono N., Menpes-Braz M., Gracia-SancHo J., MarTINEzZ-CaARreres L., Cornide-Petro-
nio M.E. et al. The effect of brain death in rat steatotic and non-steatotic liver transplantation with
previous ischemic preconditioning. Journal of Hepatology. 2014,;62(1):83-91.

* HessHemerR A.J., Escosar B., Munoz J., FLores E., Gracia-SancHO J., Taura P. et al. Somatostatin therapy
protects porcine livers in small-for-size liver transplantation. American Journal of Transplantation.
2014;14(8):1806-1816.

Highlights
The more relevant results in 2014 are the following:

e Sirtuir 1 has an important role in ischemic reperfusion injury in liver transplantation in rat. Sirtuir 1
activation ameliorates the ischemic reperfusion injury and its regulation opens a new way to improve
graft preservation.

e Characterization of the inflammatory response associated with brain death in steatosic and non-
steatosic livers in rats. Surgical and pharmacologic regulation of the cholinergic pathway.

e Evaluation of a bioreactor in the characterization of paracrine interaction between different types of
cells in liver transplantation. New Patent: Bioreactor for cell co-culture.

e Characterization of sinusoidal fibrosis in the recurrence of HCV in liver transplant patients. The new
project will be Study of fibrosis regression after antiviral treatment. FISS: PI14/01055

Institution: Hospital Clinico y Provincial De Barcelona
Contact: Hospital Clinico y Provincial de Barcelona. Villarroel, 170. 08036 Barcelona
E-mail: mnavasa@clinic.ub.es
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GO0018 i
Programme: P6. Gastrointestinal Inflammation

and Motility

Lead Researcher: Panés Diaz, Julia

Group members

STAFF MEMBERS: Benitez Ribas, Daniel | Esteller Vifal, Miriam | Masamunt Estrella, M Carme | Planell Pi-
cola, Nuria | Rdmirez Morros, Anna M

ASSOCIATED MEMBERS: Bordas Alsina, José Maria | Cabezon Cabello, Raquel | Delgado Rivilla, Salvadora |
Feu Caballe, Faust | Lacima Vidal, Gloria | Llach Vila, Josep | Mora Buch, Rut | Ordas Jiménez, Ingrid | Pique
Badia, Josep Maria | Ricart Gobmez, Elena | Salas Martinez, Azucena

Main lines of research

The research group on inflammatory bowel diseases at Hospital Clinic de Barcelona concentrates research
activities on aspects of pathophysiology, diagnosis and therapy of Crohn’s disease and ulcerative colitis.
Research on disease pathophysiology is oriented to discovering aspects that may have a direct therapeutic
value. Thus, projects are directed to characterization of differential patterns of immune response in early
and late CD that may help personalize treatments based on immune characteristics, and the identification
of molecular factors that maintain remission in these inflammatory disorders. In the area of diagnostics
the group is leading initiatives on the use of magnetic resonance imaging for evaluation of inflammatory
lesions in the intestine, and in the area of therapeutics the main focus of the group is the development of
innovative forms of cell therapy for human IBD including the use of hematopoietic stem cells in a program
of transplant for refractory Crohn’s disease, tolerogenic dendritic cells, and epithelial stem cells.
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Most relevant scientific articles

* OrpAS |., RiMoLa J., RopriGUEZ S., Parepes J.M., MarTINEZ-Perez M.J., Blanc E. et al. Accuracy of magnetic re-
sonance enterography in assessing response to therapy and mucosal healing in patients with Crohn’s
disease. Gastroenterology. 2014;146(2).

e LeaL R.F., Puanelt N., Kasekar R., Lozano J.J., Orpas I, Dot |. et al. Identification of inflammatory media-
tors in patients with Crohn’s disease unresponsive to anti-TNFa therapy. Gut. 2014.

® JAUREGUI-AMEZAGA A., Lopez-CeroN M., Aceruno M., Jimeno M., D Micuer C.R., Pino-Donnay S. et al. Ac-
curacy of advanced endoscopy and fecal calprotectin for prediction of relapse in ulcerative colitis: A
prospective study. Inflammatory Bowel Diseases. 2014;20(7):1187-1193.

* Danese S., Panes J.. Development of drugs to target interactions between leukocytes and endothelial
cells and treatment algorithms for inflammatory bowel diseases. Gastroenterology. 2014;147(5):981-
989.

» PonTes C, Vives R, Torres F, Pangs J. Safety and activity of dersalazine sodium in patients with mild-to-
moderate active colitis: double-blind randomized proof of concept study.Inflammatory bowel disea-
ses. 2014;20(11):2004-12.

Highlights

In the area of assessment of Crohn’s Disease using imaging, in particular MRI, we have shown that
the Magnetic resonance index of activity (MaRIA) is a reliable index to measure disease activity and
severity in Crohn’s disease, responsive to treatment, and with changes highly correlated with those of
endoscopy, setting the basis for the use of this index in clinical trials.

Based on the characterization of the molecular mechanisms of the inflammatory response in patients with
Crohn’s disease not responding to anti-TNF therapy, we established the key mediators of inflammation
in this difficult to treat condition of the disease, and identified promising drugable targets, mostly
related to IL-1 and IL-17 signaling pathways. This is highly informative for selection of drug candidates
among pipeline products, and also in selecting subpopulations of patients that may particularly benefit
from these therapeutic interventions.

The group has an active program of hematopoietic stem cell transplantation in patients with refractory
Crohn’s disease, being the leading center of Europe in the number of patients transplanted so far (26)
and in innovations that increase safety of the procedure. The group has obtained a generous grant
from Leona and Harry Helmsley Trust to characterize the cellular molecular, immune, and microbiome
components involved in achieving long lasting remission after transplant with the aim at developing
more specific and safe intervencions based on cell therapies.

Institution: Hospital Clinico y Provincial de Barcelona
Contact: Hospital Clinico y Provincial de Barcelona - C/ Villarroel, 170. 08036 Barcelona
E-mail: jpanes@clinic.ub.es - Website: http://www.idibaps.org/recerca/406/malaltia-inflamatoria-intestinal
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GO0015 | !
Programme: P3. Cholestasis and Metabolic Disorders

Lead Researcher: Parés Darnaculleta, Albert

Group members

STAFF MEMBERS: Ruiz Gaspa, Silvia

ASSOCIATED MEMBERS: Alvarez Dominguez, Luisa | De Osaba Madariaga, Maria Jesus | Guanabens Gay,
Nuria | Mas Ordeig, Antonio | Peris Bernal, Pilar

Main lines of research

* Epidemiology, natural history and therapeutic response of chronic cholestatic diseases in adults.
e Development of new prognostic models in primary biliary cirrhosis.

e Pathogenic mechanisms of osteoporosis and development of fractures in primary biliary cirrhosis and
in other chronic cholestatic diseases.

e Pathogenesis of pruritus of chronic cholestasis and treatment response to albumin dialysis.
e Efficacy and safety of the different procedures in a bioarticial liver.
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Most relevant scientific articles

* Lens S., Leoz M., NazaL L., BruGuera M., Pares A.. Bezafibrate normalizes alkaline phosphatase in pri-
mary biliary cirrhosis patients with incomplete response to ursodeoxycholic acid. Liver International.
2014;34(2):197-203.

* Pares A.. Old and novel therapies for primary biliary cirrhosis. Seminars in Liver Disease. 2014;34(3):341-
351.

* Ruiz-Gaspa S., Dusreult M., Guanasens N., Comeaua A., Peris P., Monecal A. et al. Ursodeoxycholic
acid decreases bilirubin-induced osteoblast apoptosis. European Journal of Clinical Investigation.
2014;44(12):1206-1214.

* FLoreant A, Spinazze A, CasalLeria L, Reic A, Cazzagon N, Franceschet | et al. Extrahepatic Malignancies in
Primary Biliary Cirrhosis: A Comparative Study at Two European Centers.Clinical reviews in allergy &
immunology. 2014.

e Lammers W.J., Van Buuren H.R., HirscHriELD G.M., Janssen H.L.A., INnveErnizzi P., Mason A.L. et al. Levels of
alkaline phosphatase and bilirubin are surrogate end points of outcomes of patients with primary bi-
liary cirrhosis: An international follow-up study. Gastroenterology. 2014;147(6):1338-1349.eb5.

Highlights

During 2014 the group has described the beneficial effects of the combined treatment with bezafibrate
and ursodeoxycholic acid in patients with primary biliary cirrhosis with insufficient biochemical response
to monotherapy with ursodeoxycholic acid. This effect is characterized by a decrease in the markers
of cytolysis and cholestasis, which is constant in all the patients, and the response is apparently more
favorable in patients in early stage of the disease. This study also noted a favorable effect on itching that
requires further investigation. If this beneficial effect is established, the administration of fibrates could
represent a new form of theraoy for cholestatic pruritus. Another remarkable aspect was to determine
the incidence of extrahepatic malignancies in primary biliary cirrhosis, a fact very similar to that observed
in the area of Padua (Italy) in a joint comparative study with series from these two countries. Furthermore,
the group has also provided information on new prognostic indicators of primary biliary cirrhosis.

In relation to the pathogenesis of osteoporosis in cholestatic diseases, it has demonstrated apoptotic
effects of bilirubin and bile acids on osteoblasts in culture, effect which is neutralized by ursodeoxycholic
acid. Other studies were performed regarding the potential involvement of sclerostin, a protein
synthesized by osteocytes, in the development of osteoporosis in cholestatic diseases.

The research group has co-organized the Monothematic Conference on Primary Biliary Cirrhosis of the
European Association for the Study of the Lliver (EASL) which was held in Milan in May of this year, with
significant contributions from the research group on the pathogenesis of metabolic disease bone and
management of cholestatic pruritus.

Institution: Hospital Clinico y Provincial de Barcelona
Contact: Hospital Clinico y Provincial de Barcelona - C/ Villarroel, 170. 08036 Barcelona
E-mail: pares@ub.edu
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G1092 -
Programme: P5. Hepatic and gastrointestinal
oncology

hd

Lead Researcher: Parrilla Paricio, Pascual

Group members

ASSOCIATED MEMBERS: Aparicio Alonso, Pedro | Bermejo Lopez, Juan | Martinez Alarcon, Laura | Marti-
nez Caceres, Carlos Manuel | Martinez de Haro, Luisa Fernanda | Molina Martinez, Joaquin | Munitiz Ruiz,
Vicente | Mufoz Luna, Antonio | Ortiz Escandell, Angeles | Pelegrin Vivancos, Pablo | Pons Mifano, José
Antonio | Ramirez Romero, Pablo | Revilla Nuin, Beatriz | Rios Zambudio, Antonio | Robles Campos, Ricardo
| Sdnchez Bueno, Francisco | Yelamos Lopez, José

Main lines of research

* Progression of Barrett esophagous to adenocarcinoma
e Inflammation and cancer

* Poly(ADP-ribose) polymerases and cancer

e Liver regeneration and liver tumours

e Liver transplantation
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Most relevant scientific articles

e Baroia-Mazo A., MarTIN-SancrEz F., Gomez AL, Martinez C.M., Amores-Iniesta J., Compan V. et al. The
NLRP3 inflammasome is released as a particulate danger signal that amplifies the inflammatory res-
ponse. Nature Immunology. 2014;15(8):738-748.

* MarTiNez-BoscH N., lGLesias M., Munne-CoLLapo J., Martinez-Caceres C., Moreno M., Guerra C. et al. Parp-1
genetic ablation in Ela-myc mice unveils novel roles for Parp-1 in pancreatic cancer. Journal of Patho-
logy. 2014,;234(2):214-227.

® PaRRILLA P., RosLes R., VAro E., Jivenez C., SancHez-Casus S., Parea E.. Liver transplantation for bile duct
injury after open and laparoscopic cholecystectomy. British Journal of Surgery. 2014;101(2):63-68.

® SapisocHIN G., De Lore C.R., Gastaca M., De Ursina J.O., Lorez-Anbular R., Patacios F. et al. Intrahepatic
cholangiocarcinoma or mixed hepatocellular-cholangiocarcinoma in patients undergoing liver trans-
plantation: A spanish matched cohort multicenter study. Annals of Surgery. 2014;259(5):944-952.

® SaPIsOCHIN G., Ropricuez De Lope C., Gastaca M., Ortiz De UrsiNa J., SuArRez MLA., SanTovo J. et al. “very
early” intrahepatic cholangiocarcinoma in cirrhotic patients: Should liver transplantation be reconside-
red in these patients?. American Journal of Transplantation. 2014;14(3):660-667.

Highlights

Our group is focus in five closely related research areas: Barrett oesophagus and the development of
oesophagus adenocarcinoma, Inflammation and cancer, Poly(ADP-ribose) polymerases and cancer, Liver
regeneration and liver tumour, and Liver transplantation. During 2014, we have continue to study the
Barrett oesophagus stability after radiofrequency treatment and the identification of genetic alterations
induced by this treatment (project funding by FIS). In relation with inflammation and cancer, we have
received funding from FIS and ERC to study the regulation of inflammatory response to extracellular
ATP and P2X7 receptor signalling: through and beyond the inflammasome. As a main achieve in this
area, we have demonstrated that the NLRP3 inflammasome is released as a particulate danger signal,
acting as an extracellular oligomeric complex, that amplifies the inflammatory response. In relation to
the study play by Poly(ADP-ribose) polymerase enzymes in cancer, se have received funding from the
Maraté de TV3 Foundation to explore the lethal interactions between PARP proteins and the DNA
damage response in cancer treatment. Among the data obtained, we have demonstrated that PARP-
1 plays a key role in pancreatic cancer. Other achievements of our group are related to liver tumour
and tumoral progression after portal occlusion in patients with liver resection in two times. Finally, we
continue working in liver tolerance after liver transplant, funding by a project from FIS, aim to analysis
immunological factors and gene expression profiles involved in liver tolerance.

Institution: Fundacion para la Formacion e Investigacion Sanitarias de la Region de Murcia (FFIS)
Contact: Hospital Universitario Virgen de la Arrixaca. Ctra. Madrid-Cartagena, S/N. 30120 El Palmar
E-mail: pascual.parrilla2@carm.es
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Programme: P5. Hepatic and gastrointestinal oncelogy

Lead Researcher: Pastor Anglada, Marcal

Group members

STAFF MEMBERS: Iglesias Garanto, Ingrid | Pérez Torras, Sandra
ASSOCIATED MEMBERS: Casado Merediz, Francisco Javier | Mazo Sanchez, Adela

Main lines of research

Analysis of the cellular transportome and its role on oncogenesis in liver and gastrointestinal tumors.
We will dissect the interactome of membrane proteins whose expression is known to be altered in
tumors. This project combines the “transceptor” concept with the analysis of the protein networks
incorporating these membrane proteins. We anticipate that these networks are relevant to oncoge-
nesis.

Purinergic singaling in liver and gastrointestinal diseases. The purinome and purinergic signaling are
being studied in the context of liver and intestinal physiology, as well as under inflammatory and on-
cologic conditions.

Molecular pharmacology and pharmacogenetics of drug transporters. We will study drug-transporter
interactions and the impact of genetic variability on transporter functionl. The ultimate goal is to un-
derstand how transporter expression patterns determine drug responsiveness.

Generation of preclinical models to study newly developed anticancer drugs.
- Genetic engineering of cellular models for the preclinical assay of drug bioavailability.

Based upon the increasing interest of the pharmaceutical companies and regulatory agencies to esta-
blish preclinical assays of drug-transporter interaction, we are developing epithelial barrier models to
anticipate pharmacokinetics interactions among drugs.

- New animal models for the study of new drugs against pancreatic adenocarcinoma.

The MPET laboratory has a platform of orthotopic models derived from human pancreatic adenocar-
cinomas, suitable for the preclinical assessment of novel antitumor therapies.
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Most relevant scientific articles

e ArRIMANY-NARDI C., ERRASTI-MURUGARREN E., MiNuesa G., MarTINEZ-Picapo J., Gorsoutev V., KoepselL H. et al.
Nucleoside transporters and human organic cation transporter 1 determine the cellular handling of
DNA-methyltransferase inhibitors. British Journal of Pharmacology. 2014;171(16):3868-3880.

* PiniLta-Macua 1., Fernanpez-CaLoTTl P., Perez-DeL-PuLGar S., Pastor-AnGLaba M. Ribavirin uptake into hu-
man hepatocyte HHL5 cells is enhanced by interferon-o. via up-regulation of the human concentrative
nucleoside transporter (NCNT2). Molecular Pharmaceutics. 2014;11(9):3223-3230.

* Gopov V., Banates J.M., Mebina J.F., Pastor-AnGLADA M. Functional crosstalk between the adenosine trans-
porter CNT3 and purinergic receptors in the biliary epithelia. Journal of Hepatology. 2014;61(6):1337-
1343.

® SoBREVALS L., MaTo-Berciano A., UrTasun N., Mazo A., Fiteat C.. UPAR-controlled oncolytic adenoviruses
eliminate cancer stem cells in human pancreatic tumors. Stem Cell Research. 2014;12(1):1-10.

* WostaL K.A., Cee A, LanG S., Gortze O., FRunaur H., Geier A. et al. Downregulation of duodenal SLC trans-
porters and activation of proinflammatory signaling constitute the early response to high altitude in
humans. American Journal of Physiology - Gastrointestinal and Liver Physiology. 2014,307(7):G673-
G688.

Highlights

Two of the most relevant contributions of the MPET laboratory during 2014 deal with the physiology of
the cholangiocyte and the role the plasma membrane protein hCNT2 plays in the hepatic bioavailability
of ribavirin. Both projects were developed under the framework of joint collaborations within the
CIBEREHD. In the former, purinergic regulation of adenosine removers was stuied in cholangiocytes,
thereby completing the biliary purinome map. This novel model of physiological regulation will have to
be further addressed in the context of biliary pathology. hCNT2 has also been identified as a suitable
ribavirin transporter which regulated by IFN-a in hepatocytes. This mechanism of regulation anticipates
one of the cellular basis responsible for the potentiation of certain drugs action by this cytokine. Using
our orthotopic platform of human pancreatic adenocarcinoma the efficacy of novel oncolytic viruses
has been studied within a joint inter-CIBER (CIBEREHD and CIBERER) collaboration. The cellular models
generated in the lab aimed at predicting drug-transporter interactions have been used in a research
contract with the british pharma company Mundipharma, managed within the CIBEREHD.

Institution: Universidad de Barcelona
Contact: Facultad de Biologia. Universidad de Barcelona.
C/ Diagonal, 643. 08028 Barcelona - Phone: (+34) 93 402 15 43 - E-mail: mpastor@ub.edu
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G1088 | !
Programme: P6. Gastr. inflammation and motility

i A
Lead Researcher: Pérez Gisbert, Javier

Group members

STAFF MEMBERS: Durén Vegue, Almudena | Marin Gémez, Alicia C. | Mcnicholl, Adrian Ger | Mufioz Linares,
Pablo

ASSOCIATED MEMBERS: Abad Santos, Francisco | Chaparro Sanchez, Maria | Gonzalez Guijarro, Luis Al-
berto | Parra Cid, Trinidad | Santander Vaquero, Cecilio | Torrado Duran, Santiago

Main lines of research

The Gastrointestinal Inflammatory Disease Group, under the direction of Dr. J.P. Gisbert, focuses on the
understanding and management of Helicobacter pylori infection and Inflammatory Bowel Disease (IBD).
Clinical and epidemiological projects are performed coordinating networks of gastroenterologists from over
30 Spanish hospitals. Different projects have been developed in collaboration with the Pathology service,
the Immunology service and the Clinical Pharmacology service of La Princesa Hospital, the Research Unit of
Guadalajara’s Hospital, the Pharmaceutical Technology Department and the Organic Chemistry department
of the Complutense University of Madrid, the Biochemistry and Molecular Biology Department of Alcala de
Henares University, the Oncology Institute of Catalunya and the Galician Genomics Foundation and numerous
digestive services throughout Spain.

Traslational research lines:

e Gastric H. pylori induced proliferation/apoptosis. Effect of infection status, bacterial strain, patients’ ge-
notype and the type and severity of gastric lesions. Comparison pre and post eradication. Genetic and
epidemiological factors in the progression of pre-cancerous lesions.

e Angiogenesis and lymphangiogenesis in IBD. Ulcerative colitis vs. Crohn’s disease. Correlation with cli-
nical and disease course variables. Effect of the therapy (immune suppressors and biologic treatments)

* Immunity in IBD. Vaccination optimization in IBD patients. Immunological alterations after Hepatitis B
virus (HBV) vaccination. Predictive variables to HBV vaccination response. Mechanisms of production of
antibodies against anti-TNF treatments, and their relation with treatment response.

* New diagnostic methods. Serologic diagnosis of Duodenal Ulcer. Diagnosis of H. pylori infection with
novel monoclonal fecal kits. Clinical utility of biological markers like fecal calprotectin and lactoferrin as
well as azathioprine metabolites. Genetic/Pharmacogenetics and individualized medicine in IBD. Impro-
ved diagnosis of concomitant diseases in IBD

* New therapies. Routine-data-based studies on the efficacy and safety of novel and traditional treatments
on H. pylori eradication. New antibiotic combinations and formulations (hydrogels) for H. pylori
treatment. New antibiotic indications for H. pylori. Photodynamic therapy applied to the inactivation of
H. pylori. Identification of new therapeutic targets in IBD (PSGL-1, MT1-MMP, IFG-1, ERB, CB1 and CB2)
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Most relevant scientific articles

e McNicHoLL A.G., Marin A.C., Mouna-InFanTe J., Castro M., Barrio J., Ducons J. et al. Randomised clinical
trial comparing sequential and concomitant therapies for Helicobacter pylori eradication in routine
clinical practice. Gut. 2014;63(2):244-249.

* VErgARA M., BEnNETT C., CaLveT X., GisserT J.P.. Epinephrine injection versus epinephrine injection and a
second endoscopic method in high-risk bleeding ulcers. The Cochrane database of systematic reviews.
2014;10.

o GiserT J.P., CHAPARRO M.. Systematic review with meta-analysis: Inflammatory bowel disease in the
elderly. Alimentary Pharmacology and Therapeutics. 2014;39(5):459-477.

* Linares P.M., CHaParrO M., GisgerT J.P.. Angiopoietins in inflammation and their implication in the deve-
lopment of inflammatory bowel disease. A review. Journal of Crohn’s and Colitis. 2014;8(3):183-190.

e Atcaa A., Linares P.M., Fernanpez-ConTrReras MLE., Ficuerota A., CaLver X., Guerra |. et al. The effects of
infliximab or adalimumab on vascular endothelial growth factor and angiopoietin 1 angiogenic factor
levels in inflammatory bowel disease: Serial observations in 37 patients. Inflammatory Bowel Diseases.
2014;20(4):695-702.

Highlights
In 2014 the group has focused on strengthening its activity in European and international contexts:

e Coordinates the ‘Pan-European Registry on Helicobacter pyloriinfection management’ (300 gastroenterologists
from 31 European countries). Preliminary results from this project have been awarded with three international
recognitions, including the National Scholar Award by the United European Gastroenterology.

e The group has continued working on the long-term educational and research project entitled ‘Optimal H.
pylori management in Primary Care’ aiming to improve the knowledge and implementation of the ‘Maastricht
IV European Consensus on Helicobacter pylori infection’ in 9 European countries. This project is funded by a
UEG competitive Grant.

The Group has also coordinated the following educative actions and transfer activities (Clinical Guides):

¢ Actualizacion de Gastroenterologia Aplicada (Summary of the most relevant works presented at the USA
Digestive Disease Week congress). Accredited by the Spanish Continuing Medical Education Council. Endorsed
by the AEG.

® Post-ECCO Congress (Summary of the most relevant works presented at the European Crohn’s and Colitis
Organization Congress). Endorsed by the AEG and GETECCU.

The group has also signed an agreement for a Sponsorship Chair at the Autonomous University of Madrid on
Inflammatory Bowel Disease.

Finally, the group has promoted and coordinated agreements to create stable collaboration tools for research
on the field of gastroenterology:

AEG-REDCap. This group has promoted, and is coordinating, the Spanish Association of Gastroenterology
Research Electronic Database Capture platform which provides a versatile and free tool for the management of
multicenter studies.

GETECCU-CIBER. This group has promoted, and is coordinating, the Inflammatory Bowel Disease Strategic
Line and Clinical Research Unit at CIBER. A unit created in collaboration with the Spanish Work Group on IBD
(GETECCU) and the Spanish Network of Clinical Research Units (SCReN)

Institution: Servicio Madrilefio de Salud

Contact: Hospital Universitario La Princesa. C/ Diego de Ledn 62. 28006 Madrid
Phone: (+34) 91 309 39 11 - E-mail: javier.p.gisbert@gmail.com

Website: www.eiilaprincesa.org http://www.madrid.org/hospitaldelaprincesa/digestivo
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G0033
Programme: P1. Portal Hypertension and Cirrhosis
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Lead Researcher: Planas Vila, Ramon

Group members

STAFF MEMBERS: Bartoli Solé, Ramon | Simén Coma, Marina

ASSOCIATED MEMBERS: Armengol Niell, Carolina | Morillas Cunill, Rosa | Odena Garcia, Gemma | Sala
Llinas, Margarita | Sarrias Fornes, Maria Rosa

Main lines of research
e Complications of cirrhosis: portal hypertension, ascites and hepatorenal syndrome in cirrhosis and
associated infections. Pathophysiology and therapeutic strategies.
* Hepatitis C Virus: Optimization of therapies and new therapeutic strategies.

* Three. Hepatoblastoma and hepatocellular cancer. Proteomic studies. Identification of diagnostic and
prognostic markers.

e Progression of liver fibrosis. Mechanisms. Role of the endocannabinoid system
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Most relevant scientific articles

e Amezaca N., Sanjurio L., Jurve J., Aran G., Perez-CaBezas B., Bastos-Amapor P. et al. Human scavenger
protein AIM increases foam cell formation and CD36-mediated oxLDL uptake. Journal of Leukocyte
Biology. 2014;95(3):509-520.

e Ferenct P., BErNSTEIN D, Latezari J., CoHen D., Luo Y., Coorer C. et al. ABT-450/r-ombitasvir and dasabuvir
with or without ribavirin for HCV. New England Journal of Medicine. 2014;370(21):1983-1992.

* SANMARTIN R., Tor J., Sanvisens A., Lorez J., Jou A., Muca R. et al. Progression of liver fibrosis in HIV/hepati-
tis C virus-coinfected individuals on antiretroviral therapy with early stages of liver fibrosis at baseline.
HIV Medicine. 2014;15(4):203-212.

® SaLupes V., Gonzalez V., Pianas R., Matas L., Ausina V., MarTro E.. Tools for the diagnosis of hepatitis C
virus infection and hepatic fibrosis staging. World Journal of Gastroenterology. 2014;20(13):3431-
3442.

* BarGALLO A., ABAD L., Opena G., Pianas R., Bartou R.. New method for isolation of rat lamina propria
macrophages in colonic tissue. Journal of Immunological Methods. 2014;408:132-136.

Highlights

During 2014 the group has consolidated several lines of basic and translational research such as the
study of innate immunity in cirrhosis, developing several studies and publications on the role of spa
protein in cirrhosis and liver cancer. Also, the group has signed a collaboration agreement with an
international company to develop several studies.

Moreover, the line for the study of liver cancer and hepatoblastoma has consolidated its activity during
2014 participating and leading various national and international collaborative studies in addition to
various competitive projects, besides being our coordinator in Spain of the international group for the
study of childhood liver tumors (SIOPEL).

The group has also maintained a very active participation in several collaborative studies both in portal
hypertension and encephalopathy as in clinical studies of hepatitis C in mono and co-infected patients,
with 14 active trials during 2014. This has allowed the group to participate in international multicenter
studies of great relevance as evidenced by the publication in a magazine this year with a high impact as
the New England Journal of Medicine.

During this period, the group leading 5 competitive projects, most of them health research projects (FIS).
The training activity has been important, since during this period the group have organized two training
courses for physicians of our area, one thesis has been read during this period and the group has
participated in a position paper on NAFLD. In total 10 articles have been published with an impact factor
close to 90.

Institution: Fundacion Instituto de Investigacion Germans Trias i Pujol
Contact: Hospital Germans Trias i Pujol - Ctra. de Can Ruti. Cami de les escoles s/n. 08916 Badalona
E-mail: rplanas.germanstrias@gencat.cat
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G0047
Programme: P2. Viral Hepatitis

Lead Researcher: Romero Gomez, Manuel

Group members

STAFF MEMBERS: Del Campo Castillo, José A. | Gallego Duran, Rocio

ASSOCIATED MEMBERS: Ampuero Herrojo, Javier | Bautista Palomas, Juan | Camacho Benitez, Inés | Castro
Fernandez, Manuel | Diaz Gomez, Daniel | Fernandez Lépez, Manuel | Grande Santamarfa, Lourdes | Irles
Rocamora, José Antonio | Jover Cobos, Maria | Ranchal lllescas, Isidora | Robles Frias, Antonio | Sanchez
Mufoz, Diego | Sudrez Garcia, Emilio | Vargas Romero, Julio | Vazquez Cerezuela, Teresa

Main lines of research

The research group at Valme Hospital is focused on two main lines: Hepatitis C and Non-alcoholic fatty liver
disease (NAFLD). The development of hepatocellular carcinoma from these diseases also currently represents
a priority area of research for the group. On the other hand, several projects deal with other areas within the
liver and digestive diseases (complications of cirrhosis, hepatic encephalopathy, Helicobacter pylori infection
and inflammatory bowel disease).

Regarding hepatitis C, our projects aimed to identify elements (genes and/or proteins) that may represent
new therapeutic targets. To achieve this goal we perform two complementary approaches: one is based on
an association analysis of the entire genome (GWAS), and the other in the study of molecular interactions
between viral and host, with special emphasis on proteins related with the insulin-signaling pathway.
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Most relevant scientific articles

e Diaz-Herrero M.M., DeL Campo J.A., CARBONERO-AGUILAR P., VEGA-PERez J.M., IGLESIAS-GUERRA F., PErRINA N |. et
al. THDP17 decreases ammonia production through glutaminase inhibition. A new drug for hepatic
encephalopathy therapy. PLoS ONE. 2014;9(10).

* Estam M., Leung R., Romero-Gomez M., Manaia A., Irving W.L., SHErDAN D. et al. IFNL3 polymorphisms
predict response to therapy in chronic hepatitis C genotype 2/3 infection. Journal of Hepatology.
2014;61(2):235-241.

* ArpHAL N., Zeuzem S., Kwo P., Croskier M., Girun N, Puoti M. et al. Ledipasvir and sofosbuvir for untreated
HCV genotype 1 infection. New England Journal of Medicine. 2014;370(20):1889-1898.

* Romero-Gowmez M., Ampuero J.. Deciphering the spectrum of low-grade hepatic encephalopathy in clini-
cal practice. Gastroenterology. 2014;146(4):887-890.

* Jover-CoBos M., NoireT L., Lee K., SHARMA V., HagTEsIoN A., Romero-Gomez M. et al. Ornithine phenylaceta-
te targets alterations in the expression and activity of glutamine synthase and glutaminase to reduce
ammonia levels in bile duct ligated rats. Journal of Hepatology. 2014;60(3):545-553.

Highlights

e Diaz-Herrero et al. analyze a new inhibitor (THDP17) for glutaminase activity that plays a key role in he-
patic encephalopathy. This work has also led to the publication of a patent protecting this compound
for the mentioned purpose.

¢ The work by Mohammed Eslam and collaborators is an international collaborative study demonstra-
ting the impact of the polymorphisms in the interleukin 28B (IL28B) gene in patients with HCV geno-
types 2-3. These results belong to an extensive international collaboration network. Our group has
been heavily involved with the inclusion of 1500 patients.

* The work performed by Afdhal et al has been published in The New England Journal of Medicine. This
work is especially relevant because it shows the usefulness of the Ledipasvir- sofosfubir combination in
infected patients with HCV genotype 1. This combination is one of the top therapies against hepatitis
C. Our participation in this publication is derived from the broad involvement in the clinical trial-ONE.

e “Deciphering the spectrum of low-grade hepatic encephalopathy in clinical practice” is an editorial
from several papers reviewed by us for the prestigious magazine “Gastroentology” as well as the
contributions of our group.

e Dr. Maria Jover-Cobos is a researcher in our group who received a Marie Curie fellowship. She pu-
blished in J Hepatol the effect of Ornithinephenylacetate on glutaminase activity and glutamine
synthetase activity in rats with bile duct ligation reducing levels of ammonium. These data reflect the
importance of collaboration between groups -Valme University Hospital and Royal Free Hospital in
London- directed by Rajiv Jalan.

Institution: Fundacion Publica Andaluza para la Gestion de la Investigacion en Salud de Sevilla
Contact: Hospital Virgen de Valme - Carretera de Cadiz Km.548,9. 41014 Sevilla
E-mail: mromerogomez@us.es
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G0044
Programme: P2. Viral Hepatitis

Lead Researcher: Salmerodn Escobar, Francisco Javier

Group members

STAFF MEMBERS: Quiles Pérez, Rosa.

ASSOCIATED MEMBERS: Caballero Morales, Trinidad | Gila Medina, Ana | Ledn Lopez, Josefa | Mufioz Rue-
da, Paloma | Ocete Hita, Esther | Palacios Pérez, Angel | Quintero Fuentes, Dolores | Ruiz Extremera, Angeles

Main lines of research
* Viral hepatitis in children and adults: analysis of viral factors and host in relation to sustained virologi-
cal response, rational basis for obtaining a therapeutic vaccine, mother-children transmission.
* Hepatocellular carcinoma: study of new therapies, development nanoparticles
e Colon Cancer: cancer stem cells in colorectal cancer markers.
* Drug hepatotoxicity.
» Obesity and liver disease in children and adults.
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Most relevant scientific articles

e Leon J., Casapo J., Jimenez Ruiz S.M., Zurita M.S., GonzaLez-Puca C., Rejon J.D. et al. Melatonin reduces
endothelin-1 expression and secretion in colon cancer cells through the inactivation of FoxO-1 and
NF-xf. Journal of Pineal Research. 2014;56(4):415-426.

* Munoz-Gamez J.A., Lopez VioTa J., BARREENTOS A., CARazO A., SANJUAN-NUNEZ L., Quites-Perez R. et al. Synergis-
tic cytotoxicity of the poly (ADP-ribose) polymerase inhibitor ABT-888 and temozolomide in dual-drug
targeted magnetic nanoparticles. Liver International. 2014.

® QuiLes-Perez R., Munoz-pe-Ruepa P., MarTIN-LAGOs MaLtbonapo A., MARTIN-ALVAREZ A., QUER J., SALMERON
J.. Effects of ribavirin monotherapy on the viral population in patients with chronic hepatitis C ge-
notype 1: Direct sequencing and pyrosequencing of the HCV regions. Journal of Medical Virology.
2014,86(11):1886-1897.

* Quites-Perez R., Pavon-CasTiLLero E.J., Munoz-pe-Ruepa P., Carmona ., SatMeron J.. The Value Of Genetics
In The Era Of Hepatitis C Triple Therapy. Gastroenterologia y Hepatologia. 2014;37(7):427-437.

e Bianco-Reina E., Mepina-Craros ALF., Veca-JiMeNez ML.A., Ocana-Riota R., Marquez-Romero E.I., Ruiz-ExTre-
MErA A.. Drug utilization pattern in children and off-label use of medicines in a pediatric intensive care
unit. Medicina Intensiva. 2014.

Highlights

In the year 2014, our research group has worked the most time in the active projects granted in previous
calls, with results that will be published in the present year 2015. In addition, 5 doctoral theses have
been presented, all of them qualified with distinction “cum laude”, reflection of the results obtained
in the different lines of research carried out by our group, each with its corresponding scientific
publication. On the other hand, have granted us the project entitled “Follow-up study of the vertical
transmission (VT) of HCV and HBV: analysis of the risk factors involved”, of the Il Projects of Research on
HIV and hepatitis (GILEAD), within the Fellowship Program has carried out the “Subdireccion General de
Evaluacion y Fomento de la Investigacion del Instituto de Salud Carlos Ill”. It has obtained the national
patent entitled “Polimorfismos para predecir o pronosticar la respuesta al tratamiento antiviral”, with
P-06781 reference number; currently in transmit to be international, and other two national patents in
concession phase related to the vertical transmission of hepatitis C virus. By the Department of Medicine
of the University of Granada, we have been a research award to the communication entitled “Study
of the influence of HLA factor on the vertical transmission of hepatitis C virus”. The Official College of
Medical of Granada has awarded us the prize “Arsacio Pefa” to the work entitled “La obesidad como
proceso adaptativo. Estudio de la grasa y lesiones hepatobiliares en la obesidad maérbida”.

Institution: Fundacion para la Investigacion Biosanitaria en Andalucia Oriental (FIBAO)
Contact: Hospital Clinico San Cecilio. Edificio Licinio de la Fuente - C/ Dr. Azpitarte, 4, 4a Planta.
18012 Granada - E-mail: fsalmero@ugr.es - Website: www.hepatogranada.com
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G0042
Programme: P6. Gastrointestinal Inflammation

and Motility

=

Lead Researcher: Sdnchez de Medina Lépez Huertas, Fermin

Group members

STAFF MEMBERS: Gonzalez Pérez, Raquel | Rodriguez Cabezas, Maria Elena

ASSOCIATED MEMBERS: Concha Lopez, Angel | Galvez Peralta, Julio | Martinez Agustin, Olga | Olivares
Martin, Ménica | Suarez Ortega, Maria Dolores | Utrilla Navarro, Pilar | Xaus Pey, Jordi

Main lines of research
» Novel therapeutic approaches to inflammatory bowel disease, specially via the use of natural products.
e Pathophysiological alterations in inflammatory bowel disease.
e Targeting obesity and metabolic syndrome: influence of intestinal microbiota.
e Alterations of intestinal barrier in acute pancreatitis.
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Most relevant scientific articles

e MascaraQue C., Aranpa C., Ocon B., Monte M.J., SuArez M.D., Zarzueto A. et al. Rutin has intestinal an-
tiinflammatory effects in the CD4+ CD62L+ T cell transfer model of colitis. Pharmacological Research.
2014;90:48-57.

* MascaraQuE C., SuARez M.D., Zarzuero A., be Mepina F.S., MarTinez-AucusTin O.. Active hexose correlated
compound exerts therapeutic effects in lymphocyte driven colitis. Molecular Nutrition and Food Re-
search. 2014;58(12):2379-2382.

° ToralL M., Gomez-Guzman M., Jimenez R., Romero M., Sancrez M., UTritia M.P. et al. The probiotic Lactoba-
cillus coryniformis CECT5711 reduces the vascular pro-oxidant and pro-inflammatory status in obese
mice. Clinical Science. 2014;127(1):33-45.

e Lozano-Perez AA, RopricUEz-NoaGaLes A, Ortiz-CuLtera V, ALcieri F, GARRIDO-MEsA J, ZorriLLa P et al. Silk fi-
broin nanoparticles constitute a vector for controlled release of resveratrol in an experimental model
of inflammatory bowel disease in rats.International journal of nanomedicine. 2014;9:4507-20.

* ORTEGA-GONzALEZ M., Ocon B., Romero-CaLvo ., Anzota A., Guabix E., Zarzuelo A. et al. Nondigestible oli-
gosaccharides exert nonprebiotic effects on intestinal epithelial cells enhancing the immune response
via activation of TLR4-NFxB. Molecular Nutrition and Food Research. 2014;58(2):384-393.

Highlights

First and foremost, we would like to dedicate our heartfelt memory to our dear colleague, friend, and
principal investigator of the group, Antonio Zarzuelo. We hope to honor him by continuing the work
he led for years.

The research activity of the group has resulted in 16 articles, some of them stemming from partnerships
with other CIBER groups, as well as with other research groups of the Heracles network, which have
enabled us to achieve considerable progress in the investigations. It is noteworthy that most publications
are framed in the first quartile, including 5 in the first decile.

We have published studies focusing on new intestinal anti-inflammatory effects of natural products ,
including pre- and probiotics , natural extracts, resveratrol and flavonoids, as well as other unrelated
studies. We have identified mechanisms independent of the microbiota of nondigestible oligosaccharides
such as fructooligosaccharides or galactooligosaccharides. And for the first time we have applied the
lymphocyte transfer colitis model to investigate the therapeutic properties of natural products such as
the flavonoid rutin or bovine glycomacropeptide.

Our research work has been funded by several research projects, both public (MINECO, Junta de
Andalucia) and private.

Institution: Universidad de Granada
Contact: Facultad de Farmacia - C/ Cuesta del Hospicio, s/n. 18071 Granada
Phone: (+34) 958 241 747 - E-mail: fsanchez@ugr.es
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G0006 :
Programme: P5. Hepatic and gastrointestinal oncelogy

Lead Researcher: Sangro Gdmez-Acebo, Bruno Carlos

Group members
STAFF MEMBERS: Barbero Lopez, Roberto | D'avola, Delia | Larequi Ardanaz, Eduardo | Santa Maria Mo-
nasterio, Eva | Uriarte Diaz Varela, lker

ASSOCIATED MEMBERS: Avila Zaragoza, Matias Antonio | Civeira Murillo, Maria Pilar | Fontanellas Romas,
Antonio | Herrero Santos, José Ignacio | Iharrairaegui Bastarrica, Mercedes | Quiroga Vila, Jorge

Main lines of research
e Study of the cellular and molecular mechanisms of liver response to acute and chronic injury, and
hepatocarcinogenesis.

» Design of hepatoprotective strategies against situations of injury/acute liver failure and identification of
therapeutic targets to slow the progression of chronic liver disease and its malignant transformation.

» Development of hepatoprotective therapies including insulin-like growth factor type 1 (IGF1) and cell
therapy with endothelial cell progenitors.

e Characterization of the effects of amino-terminal protein modifications and their implications for the
development of hepatocellular carcinoma and liver regeneration, and development of inhibitors of
these enzymes as novel antitumor molecules.

e Clinical development of new agents with specific therapeutic targets.

e Immunotherapy with immunological checkpoint inhibitors and universal and personalized peptide
vaccines.

e Improved procedures and materials for intra-arterial therapy of liver tumors: radioembolization and
chemoembolization.

e Improvement of the procedures and results of the surgical treatment of liver cancer including liver.
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o FernaNDEZ-Ros N., INARRAIRAEGUI M., Paramo J.A., Berasain C., Avitca M.A., CHoritea A. et al. Radioemboli-
zation of hepatocellular carcinoma activates liver regeneration, induces inflammation and endothelial
stress and activates coagulation. Liver International. 2014.

Most relevant scientific articles

® Euizaioe M., UrTasun R., Azkona M., Latasa M.U., Goni S., Garcia-Iricoven O. et al. Splicing regulator SLU7
is essential for maintaining liver homeostasis. Journal of Clinical Investigation. 2014;124(7):2909-
2920.

* RopriGUEZ-ORTIGOSA C.M., CeLay J., Ouivas ., JuanareNa N., Arceus S., URARTE |. et al. A GAPDH-mediated
trans-nitrosylation pathway is required for feedback inhibition of bile salt synthesis in rat liver. Gas-
troenterology. 2014;147(5):1084-1093.

o URIARTE [, Latasa MU, CaroTTi S, FERNANDEZ-BARRENA MG, Garcia-IRiGoYeN O, ELizatoe M et al. lleal FGF15 con-
tributes to fibrosis-associated hepatocellular carcinoma development.International journal of cancer.
Journal international du cancer. 2014.

e SaNnGro B, Satem R. Transarterial chemoembolization and radioembolization.Seminars in liver disease.
2014;34(4):435-43.

Highlights

2014 has been a year of significant activity in our group. From the clinical perspective, we completed
the design of the clinical trial that is the main aim of the European project HEPAVAC for developing
a multipeptide vaccine for patients with hepatocellular carcinoma, we also completed several clinical
trials of first-use-in-disease (gene therapy of acute intermittent porphyria, cell therapy of cirrhosis with
endothelial progenitor cells) whose results will be released this year, we participated in the creation of
a European Register of Radioembolization, and have worked on the implementation of collaborative
projects with other groups CIBEREHD, for instance in the treatment of cholangiocarcinoma. From a
translational view we have completed the creation of a three-dimensional model and the optimization of
the boundary conditions that are the basis of the project aiming at fluid-mechanical improvement of liver
radioembolization procedures and have successfully worked to develop the first animal model of atrophy-
hypertrophy induced by lobar radioembolization. In the field of basic research we have identified a key
role for Slu7 gene, a regulatory factor of “splicing” in the maintenance of the differentiated phenotype
and quiescent hepatocytes. Slu7 expression is decreased in cirrhosis and hepatocellular carcinoma, and
maintaining levels is essential to preserve liver function, including responding to key hormones like
insulin. Moreover we have described a novel mechanism of regulation of bile salt synthesis mediated by
nitric oxide and GAPDH protein, acting at the level of the promoter of CYP7A1 gene. And finally we have
shown that FGF15/19 growth factor produced by ileum enterocytes participates in liver carcinogenesis in
an experimental model associated with fibrosis.

Institution: Clinica Universitaria de Navarra
Contact: Clinica Universitaria de Navarra - Pio XIl, 55. 31008 Pamplona
Phone: (+34) 948 255 400 ext 4764
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Programme: P1. Portal Hypertension and Cirrhosis

Lead Researcher: Such Ronda, José

Group members

STAFF MEMBERS: Giménez Martinez, Paula | Gomez-Hurtado Cubillana, Isabel Ner

ASSOCIATED MEMBERS: Bellot Garcia, Pablo | Francés Guarinos, Rubén | Gonzalez Navajas, José Manuel |
Palazén Azorin, José Marfa | Pascual Bartolome, Sonia | Zapater Hernandez, Pedro

Main lines of research

e Clinical aspects of bacterial translocation in cirrhosis.
* Immunology of bacterial translocation in cirrhosis.

e Intestinal microbiota and homeostasis in cirrhosis.

* Pharmacology and hepatotoxicity in cirrhosis.

e Inflammasome in cirrhosis
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Most relevant scientific articles

e Lozano-Ruiz B., BACHILLER V., GARCIA-MARTINEZ |., ZAPATER P., Gomez-HurTADO |., MoRraTALLA A. et al. Absent in
melanoma 2 triggers a heightened inflammasome response in ascitic fluid macrophages of patients
with cirrhosis. Journal of Hepatology. 2014,62(1):64-71.

e MorataLLa A., Gomez-HurtaDO |., SanTacruz A., Mova A., Pero G., ZapaTer P. et al. Protective effect of
Bifidobacterium pseudocatenulatum CECT7765 against induced bacterial antigen translocation in ex-
perimental cirrhosis. Liver International. 2014;34(6):850-858.

e OrTiz S., ZapaTeR P., EstrapA J.L., ENrIQUEZ P., Rey M., Asap A. et al. Bacterial DNA translocation holds
increased insulin resistance and systemic inflammatory levels in morbid obese patients. Journal of Cli-
nical Endocrinology and Metabolism. 2014;99(7):2575-2583.

® BErRTIN S, Lozano-Ruiz B, BacHiLLer V, GARciA-MARTINEZ |, HERDMAN S, ZapaTeR P et al. Dual-specificity phospha-
tase 6 regulates CD4+ T-cell functions and restrains spontaneous colitis in IL-10-deficient mice.Muco-
sal immunology. 2014.

* GUTIERREZ A., ScHARL M., Sempere L., HoLter E., ZapaTer P., AlvenTA . et al. Genetic susceptibility to in-
creased bacterial translocation influences the response to biological therapy in patients with Crohn’s
disease. Gut. 2014;63(2):272-280.

Highlights

During 2014, the Group has been working on 4 projects and 1 clinical trial funded by the National
Strategic Action in Health, ISCIIl. The main results of the Group refer to the identification of mechanisms
of inflammation and bacterial translocation in cirrhosis, which extend to the pathogenesis of other
chronic inflammatory diseases. The Group has also studied the gut microbiota interaction with these
mechanisms as well as new therapeutic strategies at a preclinical levels to control the complications of
bacterial translocation episodes in liver diseases.

Institution: Fund. para la Investigacion Sanitaria y Biomédica de la Comunidad Valenciana (FISABIO)
Contact: Hospital General Universitario de Alicante - Avda. Pintor Baeza, 12. Edificio Gris, 62 Planta
03010 Alicante
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Programme: P3. Cholestasis and Metabolic Disorders

Lead Researcher: Caballeria Rovira, Llorencg

Group members

ASSOCIATED MEMBERS: Aizpurua Pérez, Miren Maite | Alcaraz Ferrer, Enriqueta | Aluma Trullas, Alba |
Auba Llambrich, Josep | Auladell Liorens, M* Antonia | Bernad Suarez, Jesus | Canut Cavero, Santiago | Ca-
sas Curto, José Dario | Miranda Badia, M? Dolores | Nieto Marquez, Laura | Pera Blanco, Guillem | Rodriguez
Gonzaélez, Lluis | Sdnchez Garcia, M? Carmen | Tibau Catalan, Albert.

Main lines of research

Group established in 2006 first as an emergent and from 2013 as consolidated by the Institute for Research
in Primary Care IDIAP Jordi Gol. Our lines of work have been and are the study of nonalcoholic fatty liver
disease, early detection of chronic liver disease, detection of hidden C virus, alcoholic and non-invasive
diagnosis of liver fibrosis.
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Most relevant scientific articles

o CABALLERIA L., PEra G., BernaD J., CanuT S., Navarro E., Bruguera M.. Strategies for the detection of hepa-
titis C viral infection in the general population. Revista Clinica Espanola. 2014;214(5):242-246.

o CasalLLERA L., Salo J., Berzicotn A., Pianas R., Vita C., Huertas C. et al. Non-alcoholic fatty liver: Po-
sition document of the Catalan Society of Gastroenterology. Gastroenterologia y Hepatologia.
2014,37(6):372-383.

e ARTEAGA |., Buezo |., Exposito C., Pera G., Robricuez L., Atuma A. et al. Non-invasive markers of
fibrosis in the diagnosis of non-alcoholic fatty liver disease. Gastroenterologia y Hepatologia.
2014;37(9):503-510.

e Lammers W.J., Van Buuren H.R., HirscHriELD G.M., Janssen H.L.A., INnveErnizzi P., Mason A.L. et al. Levels of
alkaline phosphatase and bilirubin are surrogate end points of outcomes of patients with primary bi-
liary cirrhosis: An international follow-up study. Gastroenterology. 2014;147(6):1338-1349.e5.

Highlights

During this year we have continued to recruit patients from the FIS project on detection of chronic
liver disease in the general population through the practice of liver elastography. At year-end 2300 we
recruited subjects. In order to complete the number of subjects proposed FIS has given us a one year
extension.

We have presented a new project to the 2014 FIS called “Predictive value of the transient hepatic
elastography in the early diagnosis of hepatic and cardiovascular diseases” on the subjects included in
the above mentioned project which has been given to us. This will allow us to follow up the cohort of
these subjects and help us examine the presence of cardiovascular disease in the cohort and its relation
to liver and especially in patients with nonalcoholic fatty liver disease. For this, all subjects, addition to
monitoring through analytics and elastography practice them an abdominal ultrasound and carotid
ultrasound.

We have initiated the study of liver fibrosis in patients with moderately impaired liver function in general
population through the study of serological markers both direct and indirect, as well as its correlation
with liver elastography.

For indication of the of the Catalan Society of Gastroenterology we have conducted with other members
of CIBERehd a position document of non-alcoholic fatty liver disease. This has been the first document
published in our country.

Institution: Instituto de Investigacion en Atencién Primaria Jordi Gol (IDIAP Jordi Gol)
Contact: E-mail: Icaballeria.bnm.ics@gencat.cat
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Lead Researcher: Esteve Comas, Maria

Group members

ASSOCIATED MEMBERS: Andujar Murcia, Xavier | Carrasco Garcia, Anna | Fernandez Bafares, Fernando |
Forne Bardera, Montserrat | Loras Alastruey, Carme | Mariné Guillem, Meritxell | Rosinach Ribera, Merce |
Salas Caudevila, Antonio | Santaolalla Saula, Rebeca | Viver Pi-Sunyer, Josep M?

Main lines of research

e COELIAC DISEASE (CD): The group has become a reference in Spain in the research of celiac dis-
ease (CD) in adults. Several projects are on going: Project of the Carlos Ill Institute PI13/02499 and
(P113/00413).

* MICROSCOPIC COLITIS AND CHRONIC DIARRHEA: Our group, particularly leads the research on mi-
croscopic colitis in Spain. The group leads in Spain the registry of microscopic colitis through the
ENEIDA project (see below in Inflammatory Bowel Disease) as a follow-up of the initial RECOMINA
project.

* INFLAMMATORY BOWEL DISEASE (IBD): Projects on pathophysiology, clinical and therapeutics are
also developing in this field. In 2013 he finished the project (BFU - BFI 2010-19888) The group is lead-
ing f several aspects related to the opportunistic infection and endoscopic treatments (PI13/01226)
in IBD.

* COLON CANCER Achievement of a grant of the TV3 Maratd 2012 dedicated to prediction of ad-
vanced Colonic Neoplasia.
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Most relevant scientific articles

* FERNANDEZ-BANARES F., CaRrRASCO A., GARCIA-PUIG R., RosinacH M., Gonzatez C., Asina M. et al. Intestinal in-
traepithelial lymphocyte cytometric pattern is more accurate than subepithelial deposits of anti-tissue
transglutaminase IgA for the diagnosis of celiac disease in lymphocytic enteritis. PLoS ONE. 2014;9(7).

* Loras C., GiseerT J.P., Saro M.C., Piqueras M., SancHez-Montes C., Barrio J. et al. Impact of surveillance
of hepatitis b and hepatitis c in patients with inflammatory bowel disease under anti-TNF therapies:
Multicenter prospective observational study (REPENTINA 3). Journal of Crohn’s and Colitis. 2014.

* RaHier J.F., MacGro F., Asreu C., ArMuzzi A., Ben-Horin S., CHowers Y. et al. Second European evidence-
based consensus on the prevention, diagnosis and management of opportunistic infections in inflam-
matory bowel disease. Journal of Crohn’s and Colitis. 2014,;8(6):443-468.

o CALVET X., Panes J., Atraro N, HiNojosa J., Siciua B., Gatleco M. et al. Delphi consensus statement: Quality
indicators for inflammatory bowel disease comprehensive care units. Journal of Crohn’s and Colitis.
2014;8(3):240-251.

* ANDREU M., MARQuUEZ L., DomeNecH E., GiserT J.P., Garcia V., MARN-JiVENEZ . et al. Disease severity in fa-
milial cases of IBD. Journal of Crohn’s and Colitis. 2014;8(3):234-239.

Highlights
Development of the group lines

e Coeliac disease: Multicenter projects leaded by the group: Project on the natural history (FIS PI13 /
00413), assessments of factors that determine the persistence of atrophy (CADER Project), search and
analysis of biomarkers by means of integrated “OMIC"” technology applied to lymphocytic enteritis
secondary to gluten-sensitive enteropathy (FISPI13/02499).

e Microscopic colitis and chronic diarrhea: National registry of microscopic colitis and preparation of a
guide, based on GRADE methodology, regarding the diagnosis and treatment.

e Inflammatory Bowel Disease (IBD): Development of projects on pathophysiology, clinical aspects and
therapeutics. Development of studies in the seting of ENEIDA project (National Study on Inflammatory
Bowel Disease on Genetic and Environmental Determinants) about opportunistic infections (Project
INFEIl) and endoscopic treatments of Crohn’s disease strictures (Project TEDEII). Development and
leadership of the study “Baloon dilation versus stent placement in the treatment of stenosis in Crohn’s
disease with 22 participant Spanish centers (Project PROTDILAT PI13 / 01226). Collaboration in the
European guides on opportunistic infections in IBD.

e Leathership of the project of the TV3 Marathon 2012 foccused on the achievement of predictive pa-
rameters of advanced colonic neoplasia.

Institution: Fundacié Docéncia i Recerca Mutua Terrassa
Contact: E-mail: mestevecomas@telefonica.net
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Lead Researcher: Padillo Ruiz, Francisco Javier

Group members

ASSOCIATED MEMBERS: Alamo Martinez, José M? | De la Portilla de Juan, Fernando | Gémez Bravo, Miguel
Angel | Limén Mirén, M2 Luisa | Marquez Galan, José Luis | Muntane Relat, Jordi | Pascasio Acevedo, Juan
Manuel

Main lines of research

* Regulation of cell death and proliferation and their relation with the therapeutic efficacy in
hepatocarcinoma. Role of p53 gene family members and oxidative/nitrosative stress .

We investigate the alteration of cell death and proliferation signaling during treatment with Sorafenib
and immunosuppressive agents (Everolimus vs Sirolimus). The project includes a descriptive follow-up
study of patients with hepatocellular carcinoma, as well as various experimental in vitro and in vivo
using established hepatoma cell lines. In particular, the role of p53 gene family members, the degree
of tumor differentiation and oxidative/nitrosative stress will be associated with the antitumor activity
of the treatments.

* Genetic and functional characterization of pancreatic cancer. Clinical and experimental mo-
dels.

The project investigates the involvement of PTEN/PI3K/AKT/mTOR signaling pathways in pancreatic
cancer. Different experimental cellular models, as well as tumor implantation in nude mice will be de-
veloped in order to evaluate the role of several Ras-related therapeutic strategies in the induction and
progression of pancreatic cancer. The effect of various inhibitors of the signaling pathway is studied
in pancreatic tumor cells.
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e Liver regeneration by infusion of stem cells in the liver. Clinical and experimental models.

The project investigates the functional impact of the infusion of bone marrow stem cells in patients
undergoing extended liver resection. Different clinical parameters of tissue regeneration, as well as
the presence of stem cells in liver and peripheral blood with characteristics of hepatocellular differen-
tiation will be assessed.

Most relevant scientific articles

e Castano D., Larequi E., Betza 1., Astubiio A.M., MarTiNEZ-Anso E., BAtsinoe J. et al. Cardiotrophin-1 elimi-
nates hepatic steatosis in obese mice by mechanisms involving AMPK activation. Journal of Hepatolo-
gy. 2014;60(5):1017-1025.

® ReGLERO-REAL N., ALvarRez-Vareta A., CernuDA-MoroLLon E., Fermo J., Marcos-Ramiro B., FERNANDEZ-MARTIN
L. et al. Apicobasal polarity controls lymphocyte adhesion to hepatic epithelial cells. Cell Reports.
2014;8(6):1879-1893.

* GonzaLEz-RopriGuez A., MavoraL R., Acra N., Vawbecantos M.P., Paroo V., Miquitena-Couna M.E. et al.
Impaired autophagic flux is associated with increased endoplasmic reticulum stress during the develo-
pment of NAFLD. Cell Death and Disease. 2014;5(4).

® FerrIN G., RancHAL |, Liamoza C., Robricuez-PeraLvarez M.L., Romero-Ruiz A., Acuitar-MELero P. et al. Iden-
tification of candidate biomarkers for hepatocellular carcinoma in plasma of HCV-infected cirrhotic
patients by 2-D DIGE. Liver International. 2014;34(3):438-446.

* MosasHeER M.A., De Toro-MaRTIN J., GonzaLez-RobriGuez A., Ramos S., Letzic L.G., James L.P. et al. Essential

role of protein-tyrosine phosphatase 1B in the modulation of insulin signaling by acetaminophen in
hepatocytes. Journal of Biological Chemistry. 2014;289(42):29406-29419.

Institution: Hospital Universitario Virgen del Rocio de Sevilla

Contact: E-mail: javierpadilloruiz@gmail.com -

Website: http://www.ibis-sevilla.es/investigacion/oncohematologia-y- genetica/cirugia-oncologica-terapia-
celular-y-trasplante-de-organos/ francisco-javier-padillo-ruiz.aspx
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